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LOI GIOI THIEU
Kinh thua Quy déc gid,

Bénh vi¢n Truyen mau Huyét hoc 1a bénh vién Chuyén khoa d@au nganh vé Huyet
hoc Truyen mau khu vic Phia Nam va ca nwéc dioc Bg Y Té phan cong phu trach cac
Bénh vién phia Nam trong cong tac dao ta0, chi dao tuyén.

Pueoc thanh ldp tir nhing nam 1975, trdi qua lich si: hon 43 nam phat trién, tap thé
v bac si, nhdn vién y té cua bénh vién khong ngung hoc tdp ndng cao trinh dé chuyén
mén nghiép vu nham mang lai cho nguoi bénh s yén tam tin twong trong c()ng tac
cham soc va diéu trj. Bén canh do, bénh vién Truyen mau Huyet hoc con la co so dao
tao thuc hanh trong dao tao khoi nganh sirc khoe cua nhiéu truwong Pai hoc Y khoa,
dong thm la noi dao tao chz dao tuyeén cho nhiéu bénh vién khu viee phia Nam. Do dé
nhu cau c6 mat tai lieu thang nhat cho chan dodn, diéu tri va dao tao 1a hét sic can
thiét. Nhan blet diéu nay, Ban Bién soan da lam viéc hét sizc minh trong suét hai nam
qua dé c6 thé cho ra doi an pham “PHAC PO PIEU TRI BENH LY HUYET HOC -
TAP 2” véi 40 phdc do va 3 phu luc.

Hién nay trén thé gisi, co rat nhiéu tai liéu phdc do ciing nhw huwong dan thuec hanh
truyén mau va diéu tri bénh 1y huyét hoc. Viéc tinh loc lgi nhitng phdc dé nao cdp nhat
nhat, tién tién nhdt nhwng phai phi hop Vi diéu klen vé nhan lyc, co so vt chat, trang
thiét bi mdy méc cung nhu tinh hinh thudéC men san cé ma cdc phac do da duoc dgi ngil
tac gia bién sogn véi mét tinh than trach nhiém cao. Cac phdc do dwoc xay dwng dua
vao y hoc chwng Ci# va trén nén tang cac cuge hop Hoi dong Thuéc va diéu tri cua bénh
Vién dé di dén thong nhdt. Chang toi hy vong rang nhiing kién thizc thuc hanh nay sé
thuc suw hitu ich doi véi Quy dong nghiép trong qué trinh hanh nghé khdm va diéu tri
bénh nhan.

“PHAC PO PIEU TRI BENH LY HUYET HQOC — TAP 2~ gom 4 phan ngi dung:
Cdp ciru; Bénh ly huyet hoc lanh tinh — Di truyen — Man tinh; Bénh ly huyét hoc &c
tinh; Ghep té bao goc; Nhlem trung - Nhiém nam — Virus, dwoc phan bo mét cach khoa
hoc nhét gitip nguoi doC dé dang tiép can va tiép thu nhing klen thurc chuyen moén vdn
dung trong qua trinh hoc tap va ap dung trong thuc té kham, chan dodn va diéu tri cho
nguoi bénh.

Mdc dit duwoc bién sogn va tham d@inh ngi dung mét cach cdn thdn nhat, tuy nhién
tdp thé Ban bién sogn khong thé tranh khai nhiing thiéu sot va han ché, chung toi rat
mong nhdn durgc nhitng y kién dong gdp ciia Quy déc gia dé nhing tdp xudt ban tiép
theo duwot hoan thién hon.

Thong tin lién hé Ban bién soan:
Phong Ké hoach Téng hop, Bénh vién Truyén mau — Huyét hoc
118 Hong Bang, Phwong 12, Qudn 5, Tp Ho Chi Minh
DT: 0283 9575 886 Fax: 0283 855 2978
Website: http:/bthh.org.vn/ Email: bv.tmhh@tphcm.gov.vn
Xin tran trong gidi thiéu dén Quy doc gid.
Tp, Hé Chi Minh, ngay 02 thang 01 nam 2019
™ BAN‘,BIEI>I SOAN
CHU BIEN
(da ky)
BS.CKII. Phu Chi Diing
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CAC CHU VIET TAT

TIENG VIET
BC Bach cau
BCC Bach ciu cap
BN Bénh nhan
BV Bénh vién
Cb Chan doan
DAMD Dau an mién dich
dd Dung dich
bH Puong huyét
bM bong mach
DNT Dich néo tay
PTTH Piéu tri tong hop
GPB Giai phau bénh
HA Huyét ap
HC Hong cau
HCBV Hoi chan bénh vién
HMMD Hdéa mé mién dich
HSCC Hai stc cap cau
HT Huyét tuong
HTDBL Huyét twong dong lanh
KS Khang sinh
NMCT Nhoi méau co tim
NST Nhiém sic thé
PMNB Phét mau ngoai bién
PT Phau thuat
SGMD Suy giam mién dich
SHPT Sinh hoc phén tir
B Té bao
TBG Té bao gbc
TBMMN Tai bién mach mau nio
TC Tiéu cau
TCPDb Tiéu cau dam dac
TDD Tiém dudi da
TE Tré em
THA Tang huyét ap
TKTW Than kinh trung uong
™ Tinh mach
TMC Tinh mach cham
TMHH Truyén mau Huyét hoc



TMTS
TPTBM
TPTNT
™
VGSV
VK

VS

XH

XN

XQ
YTbM

TIENG ANH

ALL
ALT
AML
ANC
APTT
AST
BJH
CLL
CML
CR
CRRT
CSA
CVAD
CVP
DIC
DLBCL
DLI
DVT
ECG
ECOG
EF
FAB
FISH
GFR
GvH
GvHD
GvL
HAART
Hb

Thiéu mau thiéu sat
Téng phan tich té bao mau
Téng phan tich nudc tiéu
Truyén tinh mach

Viém gan siéu vi

Vi khuan

Vi sinh

Xuat huyét

Xét nghiém

X Quang

Yéu t6 dong mau

Acute lymphocytic leukemia
Alanine aminotransferase

Acute myeloid leukemia

Absolute neutrophil count

Activated partial thromboplastin time
Aspartate aminotransferase

British Journal of Haematology
Chronic lymphocytic leukemia
Chronic myeloid leukemia

Complete remission

Contimuous Renal Replacement
Cyclosporin a

Central Venous Access Devices
Central Venous Pressure
Disseminated intravascular coagulation
Diffuse large B-cell lymphoma
Donor lymphocyte infusion

Deep vein thrombosis
Electrocardiogram

European Canada Oncology Group
Ejection Fraction

French — American - British
Fluorescent insitu hybridization
Glomerular Filtration Rate

Graft - versus - host
Graft-versus-host disease

Graft - versus - leukemia

Highly active antiretroviral therapy
Hemoglobine


https://onlinelibrary.wiley.com/journal/13652141
https://www.kidney.org/atoz/content/gfr

Vi

HELLP

HLA
HUS
ICU
IT
IMML
LIC
LPI
MAHA
MCV
NHL
NIH
NR
NS
NSAIDs
NTBI
PBSC
PCR
PD
PNH
PR

PS
PTS
RAS
RDW
SBB
SBDS
SOFA
SQUID
TBI
TIBC
TMA
TPV
TTP
VTE
WHO

Hemolysis, elevated liver enzymes, and a low
platelet count

Human leukocyte antigen

Hemolytic uremic syndrome

Intensive Care Unit

Intrathecal

Juvenile myelomonocytic leukemia

Liver iron concentration

Labile plasma iron

Microangiopathic hemolytic anemia

Mean corpuscular volume

Non Hodgkin Lymphoma

National Cancer Institute

Non remission

NaCl 0,9%

Non-steroidal anti-inflammatory drug
Non-transferrin-bound iron

Peripheral Blood Stem Cell

Polymerase chain reaction

Progressive disease

Paroxysmal nocturnal hemoglobinuria (PNH)
Partial remission

Performance status

Post thrombotic syndrome

Retinoic acid syndrome

Red Cell Distribution Width

Specialist in Blood Banking Technology
Shwachman - Bodian - Diamond - Syndrome
Sequential Organ Failure Assessment
Superconducting quantum interference device
Total body irradiation

Total iron — binding capacity

Thrombotic Microangiopathy

Total plasma volume

Thrombotic thrombocytopenic purpura
Venous thromboembolism

World Health Organization


https://www.mdcalc.com/sequential-organ-failure-assessment-sofa-score
https://unckidneycenter.org/kidneyhealthlibrary/glomerular-disease/thrombotic-microangiopathy-tma/
http://www.who.int/
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Cép ctu

THOAT MACH HOA CHAT

1. PINH NGHIA

- Thoat mach (extravasation) la tinh trang ma bt ky chit lo6ng nao (dich truyén
hozc thudc) vo tinh bi rd ri vao cac mé xung quanh mach mau.
- Thoat mach do héa tri liéu (chemotherapy extravasation) la sy xam nhap ngoai
y mudn caa thudc héa tri liéu vao mé dudi da hoic cac to chic dudi da xung
quanh chd tiém truyén thudc (tinh mach hoic dong mach).
- Tuy thudc vao loai chat thoat mach mirc d6 ton thuong co thé thay doi tir phan
g rat nhe ngoai da cho dén hoai tir nghiém trong.
- Ty lé khoang 0,01% dén 7,0% tac dung phu lién quan dén hoa tri liéu ung thu.

2. PHAN LOALI

Bang 1.1. Pdc diém pha huy té chize sau khi thoat mach mét so logi hda chat

Nhom — Tén hoa chit

Gay béng
da

(gay  rop,
béng nwéc)

Gay
da,
ung

rat
kich

Khéng gay
béng da

Nhom Alkyl hoa

Mechloretamine

X

Bendamustine

X

Carmustine

Ifosfamide

Dacarbazine

Melphalan

X| X[ X| X

Cladribine

Fludarabine

Thio TEPA

Cyclophosphamide

X[ X[ XX

Nhom Andracycline

Doxorubicin

Epirubicin

Idarubicin

Liposomal Doxorubicin

Liposomal Daunorubicin

Mitoxantrone

Nhom Alkaloid (Vincristine,Vinblastine,
Vindesine)

Nhom wc ché topoisomerase

Etoposide
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Teniposide

Fluorouracil

Nhom khang sinh

Bleomycin

Streptozocin

Nhém Taxanes

Nhém muai Platin (Cisplatin, Carboplatin)

Cytokines (Interleukin 2, Interferons)

Nhom chdt chéng chuyén hda (Cytarabine,
Gemcitabine, Methotrexate)

Khang thé don dong

Nhom #c ché calcineurine (Tacrolimus,
Sirolimus)

X [ X| X | X

Nhém khac

Arsenic trioxide

>

Asparaginase

Bortezomib

3. YEU TO NGUY CO

Viéc xéac dinh rd cac nguy co gay thoat mach 1a yéu té then chét gidp giam thiéu xay

ra cac bién cd trén bénh nhan.

Bang 1.2. Bang phan logi yéu té nguy co lién quan dén bénh nhan va
yéu té nguy co lién quan dén thai thugt

Yéu td nguy co lién quan dén bénh nhan

Yéu t6 nguy co lién quan dén cac thi
thuat dit 6ng sonde hay
thia thuat tiém truyén

- Tinh mach (TM) nho va dé v&.

- TM c6 thanh cang va/hoac xo vira
do hoa tri liéu kéo dai.

- TM c6 do di dong cao (¢ nguai 1on
tudi).

- Mic c4c bénh lién quan dén cac
thay d6i hay suy giam & hé tuan
hoan nhu Hoi ching Raynaud, Pai
thio duong tién trién, Bénh ly
mach mau ngoai bién muac do
nang, Hoi ching tinh mach chu
trén hay Bénh ly tic nghén hé
mach bach huyét.

- Co dia dé chay mau, tinh trang

tang tinh thim thanh mach hay cac

- Nhan vién y té khong dwoc huan
luyén hay khéng c6 kinh nghiém.

- Céc trudong hop dit duong truyén
kho khan, phai dat nhiéu lan.

- Vi tri dat duong truyén khong thich
hop.

- C4c thu that tiém thudc bolus.

- Noi tiém truyén c6 ap luc tuan
hoan cao.

- Yéu t6 lién quan dén dung cu trong
tha thuat (cac loai catheher ngoai
bién, kich c¢& cua dung cu, kim
“Budém”...vv).

- Cb dinh duong truyén long léo.

- C6 dinh duong truyén tinh mach




Cép ctu

roi loan dong cam mau.
Thé trang béo phi (kho dinh vi
mach mau).

trung tdm (CVAD) long Iéo (tinh
mach dat duong truyén qua sau,
gay can tro qua trinh ¢b dinh).

Khiém khuyét cam giac, giam kha
nang nhan biét cac thay doi vé cam
giac tai noi tiém truyén.

Giap khé khin trong viéc giao tiép
hay bénh nhan la tré em, khi do6 sé
gay tro ngai trong qua trinh thdng
b4o sém cho nhan vién y té céc
biéu hién va diu hiéu goi y cho
viéc chan doan mot tinh trang thoét
mach dang dién ra.

Puoc truyén dich kéo dai.

4. CHAN DOAN

4.1. Triéu chitng co ning (than phién cia bénh nhan)

Dau.

Phu.

bo.

Kho chiu.

Bong.

DPau rat.

Nhiing thay d6i cap tinh khac tai vi tri thoat mach.

4.2. Kham lam sang
Khong c6 dau hiéu thuc thé dic hiéu cua tinh trang thoat mach. Dau hiéu phé bién
Xay ra tai vi tri tiém hoic xung quanh d6, bao gom:

Tri¢u chitng som:
+ Phuné.

+ Do da.

Triéu chirng muon
+  Viém.

+ Chai cang.

+ Bong nudc.

4.3. Kiém tra dwong tiém truyén

Tang khang luc khi tiém thubc (Increased resistance when administering 1V
drugs).

Téc @6 truyén cham bat thuong (Slow or sluggish infusion).

Khong thidy méau doi nguoc tré lai duong truyén (Lack or loss of blood return
from the cannula).
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5. CHAN POAN PHAN BIET

Nhitng tinh trang khéc gidng thoat mach bao gom:

- Phan g d¢ da.

- Kich itng mach mau.

- Viém tinh mach.

- Tang tinh nhay cam qua mic.

Bang 1.3. Cac thuac c6 kha nang gdy ra cde phan ing cuc bo

Cac phan t&rng khu tri trén da

Viém tinh mach

Aspariginase Amsacrin

Cisplatin Carmustin

Daunorubicin Cisplatin

Doxorubicin Dacarbazine

Epirubicin Epirubicin

Fludarabine 5-Fluorouracil (trong trudng hop truyén

Mechlorethamine lién tuc két hop véi cisplatin)

Melphalan Gemcitabine
Mechlorethamine
Vinorelbine

6. XU TRI

6.1. Cac bién phap téng quat

Néu thoat mach xay ra, xu tri ngay, kip thoi la quan trong dé han ché su pha hay gay

ra boi thudce thoat mach.




Cép ctu

So @6 1.1: Cdc budc xi tri ton thwong ban dau do thoat mach héa chat

Budc 1. Ngung truyén ngay lap tic. Gitr nguyén vi tri kim tiém

<

Budc 2. Xéc dinh chat gay thoat mach

!

Budc 3. Giir nguyén vi tri kim tiém, ¢6 gang hit ra cang nhiéu thudc cang tot tir kim tiém
vai syringe 10mL. Ghi chép lai thé tich hda chat da duoc loai bo

Tranh ding tay dé ép, tao &p suat lén vi tri nghi ngo

AV

Budc 4. Panh diu bang bat khu vuc bj thoat mach (v& chu vi khu vuc bi thoat mach). Rat bo

kim tiém
~_

Budc 5. Thong bao cho béc si. Trién khai cac bién phéap dic hiéu cang som cang tot

Chit gay béng hoic gay kich ing Chat khong gay béng
Khu trdi va trung hoa Phan tan va pha lodng
Nhom Anthracyclines Nhém Vinka alkaloids o .
Nhém Khang sinh Nhém Taxanes Bing ép vai gac lanh kho
(Mitomycin/Dactinomycin) Nhém muébi Platin
Nhém Alkylating
10 a

Budc 5.A: Khu tra

Bing ép bang gac kho lanh
trong 20 phat, 4 1an mdi
ngay trong 1-2 ngay. Tranh
str dung gac c6 chét con

Budc 5.A: Phén tan

Bing ép bang gac 4m trong
20 pht, 4 1an mdi ngay
trong 1-2 ngay.

4 a
/Buérc 5.B: Trung hoa \ j

Str dung chét d6i khang Budc 5.B: Pha loang
dac hiéu Str dung chat 1am tang su
Antracyclines hap thu
Thoa véi DMSO Vinka alkaloids va
Dexrazosane Taxanes
Mitomycin C Hyaluronidase

k‘l’hoa voi DMSO /

Budc 6. Nang cao chi, tiém thudc giam dau néu can
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6.2. Chét d6i khang

Chat dbi khang la nhirng chét duoc ap hoic tiém vao khu vuc thoat mach dé chong
lai tac dung cua tac nhan xam nhap - thuong 1a nhém thube gay phong rop.

Bang 1.4. Cac thudc déi khdng dwroc khuyén céo si dung

diéu tri thoat mach déi véi mét sé thuéc hoa tri lidu

Chat thoat mach

Thude dbi khang

Céch sir dung

Mirc d§ ching
cw

Anthracyclines

Dexrazoxane (TTM)

Khoi dong cang som
cang tot (khdng qua 6
gio ké tir khi thoat
mach xay ra)

Liéu: 1000mg/m2 &
ngay tha 1, 2 va
500mg/m2 ¢ ngay 3

I-B

Anthracyclines

DMSO 99% (thoa)

Khoi dong cang som
cang tbt (thuong trong
vong 10 phut dau ké
tir khi thoat mach xay
ra)

Thoa méi 8h trong
vong 1 tuan

IV-B

Mytomicin C

DMSO 99% (thoa)

Khaoi dong cang sém
cang tét (thuong trong
vong 10 phat dau ké
tir khi thoat mach xay
ra)

Thoa mdi 8h trong
vong 1 tuan

IV-B

Mechlorethamine

Sodium thiosulfate
nong d6 0,17M
(TDD)

Khoi dong ngay voi
liecu 2ml coa dung
dich két hop tir pha
4ml sodium sulfate
véi 6ml nuée cat

V-C

Vinka alkaloids

Hyaluronidase
(TDD)

lieu 150-9001U xung
quanh khu vuc thoét
mach

V-C

Taxanes

Hyaluronidase
(TDD)

lieu 150-9001U xung
quanh khu vuc thoét
mach
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6.3. Phiu thuat va cit bé md tén thwong

- Chi dinh ¢ nhitng BN ¢6 hoai t&r mé ning chua dwoc giai quyét hoic dau kéo dai
hon 10 ngay. Nhu vy, phau thuat xay ra ¢ nhirng truong hop c6 tén thuong
nghiém trong, loét tién trién ma diéu tri bao ton khong con phi hop.

- Phuong thirc phau thuat bao gém cat rong, cit bo mé ba chiéu, phu tam thoi
bang mang sinh hoc, dong thoi thu hoach va luu trit da du dé ghép. Néu vét
thuong sach, c6 thé tri hodn ghép da (thudng tir 2-3 ngay).

7. PHONG NGUA VA THOAT MACH HOA CHAT

Hau hét cac bién c6 thoat mach c6 thé phong tranh dugc théng qua viéc trién khai
céc thu thuat tiém truyén can than, dung tiéu chuan.

Ngoai ra, nham giam thiéu nguy co thoat mach xay ra, nhan vién y té phuy trach cong
viéc vé tiém truyén va quan ly céc loai thude doc hai can dugc dio tao dam bao c6 kha
nang trién khai cac quy trinh phong ngira.

Khi bién cd thoat mach xay ra, diéu quan trong can luu y 1a mac do pha huy md khi
d6 phu thuoc vao loai thude, ndng do thude, sy khu trd cia qué trinh thoat mach va thoi
gian can thiét dé thudc co thé gay huy hoai md xung quanh.

Cac quy trinh phong ngira nham giam thiéu nguy co thoat mach xay ra (xem phu luc
1).

% Cac thiét bi bao hd ca nhan sau day dwoc khuyén céo
- Thiét bi bao ho cho nhan vién y té:
+ Kinh bao vé mat véi 14 chan bén.
+ Ao choang dai tay, chit liéu khong tham nudc, dung mot lan, ging tay bao
vé du dai dé che c6 tay cua 40 choang.
+ Giay dép kin.

- Thiét bj bao ho cho bénh nhan:

+ Ao choang va kinh bao vé mit (noi c6 nguy co ban thudc vao) co thé duoc
su dung.

+ Néu thubc tiép xtc voi da:
e Cai bo quan 4o bi 6 nhidm.
e Ruavlng da bi anh huong va xa ky ludng bang nuéc.

- Tiép xtc véi mat:

+ Ngay lap tic 1am tran ngap mat véi nudc sach tudi lién tuc trong thoi gian
15 phat.
- Chan thuong kim dam: rira nhu tiép xUc véi da.
8. THOAT MACH O PUONG TRUYEN TMTW — CVAD

Thoat mach cua cac tac nhan hoa tri liéu thong qua mot CVAD la mét bién ching
hiém gap voi tan suit khoang 0,24%.

- Thoét mach ¢ thé xay ra khi:

+ Ong sonde TM bj trat chd.
+ Ong sonde TM bj ro ri.
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+ Ong sonde TM bj v& hoic c6 su cd.

+ Kim dugc dit khong dung, khong du vao budng tiém.

+ Kim bi trat ra khoi budng tiém.

Dich truyén cé thé tich tu trong trung thit, mang phdi hoic khu vuc dudi da
viing ¢d, nguc.

Triéu ching thuong gap nhat cua thoat mach TMTW 1a dau nguc cép tinh. Chan
doan phai dua trén biéu hién 1am sang va dugc xac nhan véi cac ky thuat chan
doan hinh anh, thuong la CT - Scan nguc.

Xir tri trong truong hop nay 1a chdm dut ngay duong truyén (dé nguyén dng
sonde) va hit nguoc lai lwong dich truyén nhiéu nhit c6 thé théng qua 6ng
sonde do.

Néu thoat mach 1a do mét loai thudc Anthracycline, Dexrazoxane TM c6 thé
dugc coi nhu 1a mot thube dbi khang dac hiéu (Bang 1.4).

Khang sinh, Corticoid TM, thuéc giam dau va cac phuong phéap diéu tri khac dé
kiém soat cac triéu chirng c6 ngudn gbc tir viém trung that hoic viém mang phoi
thir phat do thoat mach can dugc thuc hién (So dd 1.2).

Mic du trong da sd cac trudng hop bao cdo, diéu tri bao ton ludn duge uu tién,
phau thuat v&i muc dich din luu lwong dich con tén luu nén dugc can nhac.

Dir liéu vé xtr tri va tién trién phai dwoc ghi nhan va bao céo day du.



Cép ctu

So @6 1.2: Cdc buéc xir tri thoat mach héa chdt ¢ ong sonde tinh mach trung wong.

Budc 1. Ngung ngay qué trinh tiém truyén. Giit nguyén vi tri ciia dng sonde

<

Budc 2. Xac dinh chat gay thoat mach

¢

Budgc 3. Gitr nguyén vi tri cua sonde tinh mach trung uong (CVAD), nhe nhang rit chat thoat
mach ra khoi dng sonde cang nhiéu cang tét. Tranh dé nén xung quanh vi tri thoat mach. Trién
khai cac bién phap kiém soat khong dic higu

¢

Buwéc 4. Trién khai cac bién phap kiém soat dac hiéu. Néu thudc thoat mach 1a Anthracycline,
xem xét tiém tinh mach sém dexrazoxane

¢

Budc 5. Xac dinh khu vuc xay ra thoat mach: chup X-Quang nguc khan hoic CT nguc. Hoi
chan ngay Vvéi bac si ngoai khoa

Mang phéi Trung that Duéi da
Budc 6. Xem xét tién hanh choc do | Buwdc 6. Xem xét tien hanh noi Buéc 6. Xem xét tién
dich mang phoi va dat dan luu soi long nguc hoac mé nguc hanh dan luu ngoai khoa

N

Truyén dich, giam dau
Xem xét dung khéang sinh va oxy liéu phap

C6 hdi phuc
Quan ly ngoai tru

Giam lidu va ngung thudc giam dau Khong héi phuc
Rut sonde tinh mach trung wong Thuc hién chup CT
Xem xét dat sonde tinh mach trung vong maéi Xem xét cac bién phap phau thuat khéac

hoic sonde ngoai bién & bén di dién vi tri sonde
cli va tiép tuc thuc hién cdng viéc diéu tri trudc

11
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CAP CUU KHO THO DO U TRUNG THAT

1. PINH NGHiIA

U trung that 12 cac khdi u nguyén phét hoic thi phat, lanh tinh hay ac tinh & ving
trung that.

Trong céc bénh Iy trung that thi U trung that chiém phan 16n (khoang 90% céc bénh
cua trung that).

2. GIAI PHAU HQC

Sau

3. CAC CO QUAN TRONG TRUNG THAT

Tuyén uc.

Khi quan va Phé quan gdc.

Tim va mang ngoai tim.

Cac mach mau I6n: Bong mach cha va cac nhanh caa no, Pong mach phéi, Tinh
mach phoi phai va trai, Tinh mach chu trén, Tinh mach cénh tay-dau trai (Tinh
mach khong tén) va Tinh mach canh tay-dau phai.

Thuyc quan doan nguc.

Céc day than kinh: day hoanh phai va trai, day X phai va trai, day quit nguoc
trai tch ra tor day X tréi.

Chudi hach giao cam nguc.

Ong nguc.

13
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Vj tri ton thuong thudng gap:

Vi tri ton thwong

Lanh tinh

Ac tinh

Trung thét trude

Tuyén tc: U, nang, ting san
Tuyen gidp: U, nang, tang san
Thoat vi

Ung thu tuyén giap, tc, té
bao mam
Lymphoma/leukemia

Trung thét gitra

Bénh hach lanh tinh
Nang

U thuc quan

Thoat vi

CAu trGc mach mau, tim
U mo

Tuyén giap lac chd

Lymphoma/leukemia
K di can

Ung thu thyc quan
Ung thu tuyén giép

Trung thét sau

U soi than kinh
Thoat vi
Ap xe canh cot séng

Neuroblastoma

4. TRIEU CHUNG

4.1. Trigu chimg ciia hgi chimg u trung that
- Hoi chung trung that trudc trén:
+ Kh6 thé khi ndm ngira.
+ Triéu chiig chén ép Tinh mach chu trén.
- Hoi ching trung that trude dudi:
+ Kho the khi ndam ngira.

+ C6 con dau thit ngyc (do chén ép vao tim).

- Hoi chang trung thét giira:
+ Ho, kho tha, tiéng tha rit (c6 tiéng Wheezing) do U chén vao khi quan.
+ NOoi khan, nuét sic...do U chén vao day than kinh quit nguoc.
+ CO thé thdy mach quay bén bi chén dap yéu do U chén ép vao Than dong
mach cénh tay-dau hoic Pong mach dudi don tréi.
- Hoi chung trung thét sau:

+ Triéu chiing chén ép thuc quan: khé nuét.

+ Hoi chung Claude-Bernard-Horner (U & trung that sau trén chén ép giao cam
c6 gay sup mi, co ddng tir, d6 gd ma).
+ Hoi ching Pancoast-Tobias (U & dinh phdi xam 14n vao thanh nguc va dam
réi than kinh canh tay).
+ Triéu ching chén ép gay dau than kinh lién suon va ré than kinh canh séng.

4.2. Triéu chirng caa bénh ly nguyén phat

- Khong triéu chieng: Cac nhdm bénh lanh tinh.
- Hoéi ching B: Sét, sut can cac nhdm bénh &c tinh.

- Thiéu mau, xuit huyét, nhidm tring: trong nhom bénh Iy mau ac tinh.

14
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4.3. Triéu chieng caa hdi chieng ly giai khéi u

Tang Kali, Phosphate, Acid uric.
Ha Calci.

5. BILAN CHAN POAN

5.1. Bilan thwong quy

Huyét do, nhém mau.

Sinh hoa: ALT/AST, Glycemia, BUN-Cre, Acid uric, Phosphate, LDH, Beta2-
microglobulin, lon d6, Albumin, Protid, CRP, Bilirubin.

Pong méu toan bo.

Xquang nguc thang - nghiéng thudng quy.

Siéu am bung tong quat, SA tim, ECG.

Khi mau dong mach khi c6 suy hd hap.

TPTNT.

5.2. Bilan xac dinh

Hudéng bach cau cap: Tuay dd, sinh thiét, sinh hoc phan tu.

Hudng lymphoma: wu tién sinh thiét hach ngoai vi (sinh thiét hach trong long
nguc hay 6 bung can hoi chan).

XQ bung néu nghi ngo thoat vi co tac rudt.

CT-scan, MRI (nghi ngo xam lan than kinh) néu sinh hiéu cho phép.

Noi soi trung that + sinh thiét + héa md mién dich.

Sinh thiét hach néu nghi ngo lymphoma.

Choc ht tay lam tay d6, dau an té bao néu nghi ngo bénh ly mau.

Chan doan di truyén sinh hoc phan tir theo nhém nguyén nhan.

PET scan.

6. CHAN POAN XAC PINH
6.1. Nhom bénh ly khong phai bénh Iy huyét hec

Bénh Vi tri Lam sang Hinh anh
Thuong khdng triéu chiing | U didc dong nhat
1. U tuyén tc Truéc | Nhuoge co 1/3 ¢6 xuét huyét hoai tir
Bénh ty mién 20% co canxi hoa
3. Bu6u gidp thong | Trudc | Tuyén gip & ¢o to Lién tuc tir c6
4. U t bio mim dec Bénh nhan tre q Puong vién rd, c6 thé
Gitra | C6 thé kem tinh hoan an kém tran dich
5.K di can Giita | Triéu ching 6 nguyén phat
Khdng triéu chin Y S A
6. U than kinh Sau Pau t}glénh nguc ’ Lienticp vl bao t;han
o kinh, day 10 lién song
Hiem co6 yeu liét

15
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6.2. Nhom bénh Iy Huyét hoc
6.2.1.Chén dodn kich thuéc u (bulky>1/3): Dya trén XQ nguc thang.

6.2.2.Chdn dodn xdc dinh

- Hodgkin lymphoma.
Xac dinh bang GPB té bao Reed Steinberg va dau an CD45-, CD20-, EMA-,
CD30+, CD15+, LMP+.

- Lymphoma té bao B nguyén phat tai trung that (thymic).
La mot thé dac biét cia DLBCL, xac dinh biang GPB va dau 4n duong véi
CD45, CD20, CD79a ddng thai &m véi CD3, CD5, CD10, CD21, HLA DR.

- Lymphoblastic lymphoma/leukemia dong T.
Chiém tir 85-90% tat ca lymphoblasticlymphoma.
Hon 50% dién tién nhanh véi u khong 16 kém tran dich mang phdi mang tim.
Xéc dinh bing té bao lymphoblastic > 20% trong tay va ddu 4n té bao biéu hién
TdT va CD3, mot s6 ¢6 biéu hign thém CD1a, CD2, CD7 va CD43.

7. PIEU TRI
7.1. Nguyén tic chung

7.1.1.Hé tro hd hdp
- Nam dau cao 30 do.
- Oxy liéu phap.
- Thong thoang dudng tho: HAt dam nhét, han ché thude long dam.

16
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- Nim nghiéng bén ngudi bénh thdy d& chiu hon (thudng 1a bén 6 u 16n hoic tran
dich nhiéu).
7.1.2.Diéu tri khdn cdp u chén ép
- Thuec hién ngay khi lay mau 1am céc xét nghiém chan doan xac dinh (xem phan 5.2).
- Hudng bach cau cap dong lympho.

+ Corticoid (m-PSL) 60mg/m? chia 3 lan

e Theo ddi sat hoi chung ly giai, xét nghiém can 1am sang (Phan tich huyét
hoc, chirc ning than, Ion d6, LDH, Phosphate, a.uric) néu ly giai ting
thém va dién tién nhanh, can hoi chan va can nhic cac liéu tiép theo.

e Danh gia khong dap ung sau 24 gid hoic khé tho ting thém (bat ké thoi
gian), can chuyén sang budc 2 c6 da hoa tri phéi hop.

+ Phéi hop thém Cyclophosphamide (can nhic cé thé chia nho liéu néu nguy
co ly giai cao 250 — 300mg/m2/ngay x 3 ngay) va Vincristin néu khdng c6
hoi chiing ly giai nang (Hoi chan bénh vién hoic truéng tua truc).

- Nhiing trudng hop khac can hoi chan khan.
- Nhitng nguyén nhan khéc: neuroblastoma, K, u té bao mam... can hoi chan
chuyén khoa khan.
7.1.3.Diéu tri hé tro
- Du phong hoi chung ly giai:

+ Tong dich truyén 2000ml/m? (gém dich truyén, NaHCO3s 3mEq/kg/ngay,
duong mudi, ché pham mau).

+ Luu ¥ tinh trang qua tai tuan hoan (pht phéi cap do qua tai), cd thé han ché
dich truyeén.

+ Allopurinol 10mg/kg/méi 8-12 gio trong 3 ngay dau, sau d6 10mg/kg/ngay
(chinh liéu theo chirc ning than) trong 7-10 ngay. Ngudi I6n 600mg/ngay X
3 ngay, sau d6 300mg/ngay x 7-10 ngay.

- Diéu tri triéu ching

+ Truyén Hong cau ling, TCDD (Tham khao phac do truyén mau lam sang —
Luu ¥ trong trudng hop bach cau cao).

+ Diéu chinh réi loan dién giai.

+ Can nhac phdi hop chay than nhan tao néu c6 chi dinh.

+ Diéu tri nhidm trung (Phac dd Khéng sinh kinh nghiém).

- Piéu tri bénh nguyén:

+ PDanh gia c6 dap tmg, du diéu kién hoa tri theo phac do, can diéu tri theo
phac do sém.

+ Nhimg truong hop khac can hoi chan bénh vién.

7.2. Bilan theo doi qua trinh diéu tri
- Theo d&i mdi 8 gio trong trong giai doan cap ctru chua c6 dap tng: Pthh, BUN-

Creatine, Ion ¢6, LDH, Phosphate, A uric. Sau d6 lam mdi ngdy trong giai doan

tam on.
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XQ nguc, Dong méau, Glycemie, Tong phan tich nuéc tiéu mdi ngay trong 3
ngay dau. Sau d6 tuy dién tién bénh.

Dénh gia khi mau dong mach mdi ngay trong giai doan suy hd hap can Oxy liéu
phép.

TAI LIEU THAM KHAO
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Cép ciru

BENH TANG HUYET AP CAP CUU

(CON TANG HUYET AP — HYPERTENSIVE CRISES)

1. PINH NGHIA

Con ting huyét 4p 1a mot tinh trang ting vot huyét ap 1am cho sb tdi thiéu ting
qua 120mmHg hoic s t6i da ting thém Ién 30 - 40mmHg, mai xay ra & mot
bénh nhén c6 ting huyét 4p man tinh hodc chua timg co ting huyét ap, gay ra
nhiing rdi loan chirc ning hodc thuong ton & tim, ndo hodc than. Con ting huyét
ap thuong xuat hién & nhitng bénh nhan da c6 ting huyét 4p mot vai nim nhung
khong duoc diéu tri thuong xuyén.

Tang huyét ap cip ciru (emergency): Tang huyét p cip ctru dugce dinh nghia 1a
huyét ap tm thu >180mmHg hoic huyét ap tam truong >120mmHg két hop véi
tién trién t6n thuong co quan dich nhu cac thay doi rd rét vé than kinh, bénh nio
do ting huyét ap, nhdi mau ndo, xuat huyét noi so, suy tim trai cap, phi phoi
cap, boc tach dong mach chi, suy than hay san giat. Poi hoi phai ha 4p ngay
bang thudc duong tinh mach dé ngin chin hay han ché téi thiéu ton thuong co
quan dich.

Tang huyét 4p khan cip (urgency): 1a con ting huyét 4p khdng kém triéu ching
ton thuong co quan dich tién trién cap tinh nhung de doa xay ra, huyét ap cé thé
duogc giam dan trong vai gio dén vai ngay bang thuée duong udng.

THA cip ctiu & tré em xay ra khi HA ting cao >99th bach phéan vi (Bang trang
20).

THA cip ctiu & tré em thuong di kém véi biéu hién cia bénh ndo do THA (triéu
chung dic trung 14 co giat) can phai duoc diéu tri tich cuc bang cac thudc ha HA
duong TM nham kiém soat mac do ha HA.

Age BP Systolic BP (mmHg) Diastolic BP (mmHqg)
(Year) Percentile « Percentile of Height —» « Percentile of Height —
S5th 10th 25th 50th 75th 90th 95th S5th 10th 25th 50th 75th 90th 95th
1 50th 80 81 83 85 87 88 89 34 35 36 37 38 39 39
90th 94 a5 97 99 100 102 1038 49 50 51 52 53 53 54
95th 98 99 101 103 104 106 106 54 54 55 56 57 58 58
99th 105 106 108 110 112 113 4 61 62 64 65 66 66
2 50th 84 85 87 88 90 92 92 39 0 1 42 13 14 4
90th 97 99 100 102 104 105 06 54 55 56 57 58 58 5
95th 10 102 104 106 108 109 ) 59 59 6C 61 62 63 6
99th 109 110 111 113 115 117 17 66 7 8 69 70 71 7
3 50th 86 87 89 91 93 94 95 4 14 5 46 47 48 8
90th )0 1 103 105 107 108 109 59 59 60 61 62 63
95th 104 105 107 109 110 112 113 63 63 64 65 66 67 67
99th 1 112 114 116 118 119 120 71 71 72 73 74 75 75
4 50th 88 89 1 93 95 96 97 47 48 ) 5 51 51 52
90th 02 103 105 107 109 110 111 62 63 64 65 66 66 67
95th 106 107 109 111 12 114 15 66 67 68 69 70 71 1
99th 113 114 116 118 120 121 122 74 75 76 77 78 78 7¢
5 50th 90 93 95 06 o8 98 0 51 52 53 54 55 55
90th 104 105 106 108 10 111 12 65 0 67 68 69 69 70
95th 108 109 110 112 114 115 16 69 70 71 72 73 74 74
99th 115 116 118 120 2 123 23 r &6 78 7 80 81 81 82
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2. NGUYEN NHAN
2.1. Thwong gap

Tang huyét 4p man tinh khong duogc diéu tri hodc diéu tri khéng dung quy céch.
Viém cau than va viém than bé than man tinh.
Soi than, & nude bé than, than da nang.

2.2. Nguyén nhan khac

Hep dong mach than.

Bénh t6 chuc tao keo.

U thuong than (tuy, vo).

Hoi chirng Cohn.

Bénh nhiém doc tang huyét 4p thai nghén.

Viém cau than cap.

Téc dong mach than.

Tai bién diéu tri: truyén tinh mach quéa nhanh thuéc co mach, ngimng clonidin dot
ngdt, dung IMAO cuing Iic véi cac thude cuong giao cam, nhé mii qua nhiéu va
nhiéu lan naphazolin.

3. TRIEU CHUNG LAM SANG
3.1. Huyét ap

Trong con ting huyét 4p, HA tdm truong thuong 16n hon 120mmHg. Khi HA
tam truong qua 150mmHg thuong c6 hoai tr cac dong mach cau than. O tré em
va ngudi tré, huyét ap c6 thé vao khoang 140/90 hay 160/100mmHg da 1a con
tang huyét 4p, vi HA tam truong d ting thém qua 30 - 40mmHg.

O nguoi ¢6 tudi da ting huyét &4p man tinh, néu huyét 4p tang dan 1én dén 250-
300/160-170 thi d6i khi ciing khong c6 triéu ching gi. Nguoc lai néu huyét &p
tang vot rat nhanh 1én hon truge 30-40mmHg thi s& ¢d cac dau hiéu 1am sang.

Can cht ¥ do huyét ap & ca hai tay. Néu c¢6 su chénh léch qua 15mmHg thi c6 thé
nghi dén phong tach dong mach chi hodc than dong mach tay dau. Ciing can phai do
huyét ap chi dudi vi co thé tim théy hep eo dong mach chu hoac hep dong mach chu do
x0 vita dong mach.

3.2. C4c biéu hién ¢ nao

Khoi dau: bénh nhan thuong kéu dau, dau lan toa hay dau ving cham, thuong
kém theo réi loan thi giac, am diém, chéng mat, budn nén, ndn.

R4i loan y thirc: nga ga, 1o do, 1an 1on, hén mé. Hon mé thuong kém theo co giat
kiéu dong kinh toan thé hay khu tri.

R&i loan than kinh, ting huyét 4p thay doi: rung giat nhan cau, Babinski + mot
hoac hai bén, liét van dong nhe.

Céc dau hiéu nay phai mat di voi dieu tri. Néu sau dicu tri day di ma céc tridu
chimg khong mat thi phai nghi tdi tai bieén mach nao.

3.3. Soi day mit (rat quan trong)
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- DPong mach co nho: con ting huyét ap.

- DA4u hiéu Gunn (d6ng mach dé ép tinh mach), d6ng mach béng xo: ting huyét ap
man.

- Pong mach trudc mao mach hoai tir kiéu to huyét, xuat huyét thanh mach hozc
hinh ngon lira, phl né hinh gon bong; phi gai, tir sung huyét dén phu né, mat hét
gidi han. Cac biéu hién thuong bit ddu ban dém va toan phat sau 12 - 48h. Ton
thwong c6 thé hoan toan hoi phuc néu duoc diéu tri kip thoi.

Néu khong dugc diéu tri, bénh nhan s& ti vong vai gio sau khi hon mé.
3.4. Biéu hién & tim

Suy tim trdi do ting hau ganh: nguoc phi tién tdm trwong, d6i khi phu phdi cép

huyét dong, PPC huyét dong c6 thé:

- Tryc tiép do ting huyét ap.

- Gian tiép do suy tim trai lam tang tiét catecholamin dan dén tang huyét ap.

- Con dau tim ciing tao diéu kién cho tang huyét 4p xuat hién. Nguoc lai ting
huyét ap ciing gy suy mach vanh.

C6 thé 1am test nitroglyxerin: dung nitroglyxerin bénh nhan hét dau va huyét ap sé&

xubng, néu 1a con dau tim.
3.5. D4u hiéu caa than

- Khi c6 cac biéu hién & than nguoi ta thuong goi 1a ting huyét ap ac tinh. Tuy
nhién céc dau hiéu & than ciing nghéo nan ngoai triéu chiing suy than. Creatinin
MAu Va uré mau cao, protein nidu+, hong cau niéu.

- Néu con kéo dai, than s& teo di nhanh chong dan dén suy than kiéu giai doan
cudi.

3.6. D4u hiéu khac

- Nhip cham 12 hau qua cua tang ap luc nodi so, 1a mot dau hiéu nang, nhung ciing
c6 thé 1a do diéu trj bang thudc wrc ché béta.

- Poi khi co dong mau rai réc trong long mach gay xuét huyét lan toa, hoic tan
mau.

4. CAN LAM SANG

4.1. Xét nghiém thwong quy
- Huyét d6.
- DPuong mau luc doi.
- Cholesterol toan phan, LDL-C, HDL-C.
- Triglycerid luc doi.
- Ton do,mg++.
- Acid uric mau.
- Creatinin (tinh muc loc cau than).
- Siéu &m tim — ECG — Siéu &m bung tong quét.
- XQ phai.
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- Phan tich nuéc tiéu: Tong phan tich nudc tiéu 10 thdng sé, tim protein, albumin
trong nudc tiéu, hdng cau trong nudce tiéu néu nghi ngd bénh than.

4.2. Cac xét nghiém bé sung dua trén tién sir, kham thuc thé, va két qua tir cac xét
nghiém thwong quy (Hi Chan Chuyén Khoa Tim Mach)
- HbAILC (néu duong méau luc d6i >5,6mmol/L (102mg/dL) hodc di chan doan dai
thao duong tur trudc).
- Dinh luong protein nudc tiéu (néu trong nudc tiéu cd protein), nong do natri,
kali nuéc tiéu va ty 1& cua ching.
- Theo ddi sat huyét &p bang monitor néu con trong tinh trang ting huyét ap.
- Ghi dién tam dd lién tuc 24 gio néu ¢ rdi loan nhip tim.
- Dién tam d6 gang stc.
- ProBNP, men tim néu nghi ngd bénh ly tim.
- Siéu am dong mach canh.
- Siéu am dong mach ngoai bién, dong mach & bung.
- Do van tbc lan truyén séng mach.
- Do chi sb huyét ap co chan céanh tay.
- Soi day mat.
- CT scan so néu nghi ton thuong tai néo.
- CT scan nguc bung néu nghi u noi tiét.

5. CHAN POAN XAC PINH

Huyét ap ting cao nhiéu, huyét ap tAm truong > 120mmHg, kém triéu chimg ning
hay ton thuong cac co quan dich tién trién nhu:

- Phu gai thi.

- Suy than gia tang.

- Bién chung than kinh cap tinh.

- Bién chang tim mach cap tinh.

6. CHAN POAN PHAN BIET

6.1. Tiang huyét 4p cap ciru
- Bénh ndo do tang huyét ap: Thay d6i y thirc, dau dau, budn ndn, phu gai thi.
- Tang huyét 4p nang kém céc bién chung cép tinh.
e Mach mau nio:
= Xuét huyét trong so.
= Xuét huyét du6i nhén.
= Nhiin ndo ngh&n mach ning cép tinh.
e Than: suy than tién trién nhanh.
e Tim mach:
=  Phinh boc tach dong mach chu.
= Suy tim trai cip véi phi phoi.
= Nhdi mau co tim.
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= Con dau thit nguc khéng 6n dinh.
= San giat hay tang huyét 4p nang khi c6 thai.
e Tinh trang ting tiét Catecholamin.
e Con u tuy thuong than.
e Do ngung thudc ha huyét ap dot ngot (Clonidine, Methyldopa).

6.2. Tang huyét 4p khan cap

Bong nang.

Viém cau than cip voi tang huyét &p nang.

Viém mach mau toan than cap tinh.

Tang huyét &p lién quan phau thuat.

Tang huyét &4p sau phiu thuat.

Tang huyét 4p nang & bénh nhan hau phau.

THA nang sau ghep than.

Chay mau cam nang.

THA phan ng doi nguoc sau ngung dot ngot thude ha ap.

THA do thubc: Quéa lidu céc thudc gidng giao cam, con THA do
Metodopramide, twong tac giita cac thudc dbi van alpha va dbi van beta khong
chon loc.

Dot THA cip tinh khéng cap cau hay khan cap (acute hypertensive episode -
non mergency/non urgency): Khi bénh nhén c6 THA > 180/110mmHg, khong
c6 triéu chtng, khoéng cé dau hiéu de doa ton thuong co quan dich.

Con THA thoang qua (Transient Hypertension): HA chi tang thoang qua két hop
Vi cac tinh trang khac nhu: hoi hop lo &u, hoi chimg bo ruou, hoi chitng 40
choang trang.

7. PIEU TRI

7.1. Nguyén tic
7.1.1.Déi véi THA cdp ciru

Giam 20 - 25% tri s6 huyét ap trung binh hay giam tri s6 huyét ap tdm truong
xudng <110mmHg trong vong vai phat dén vai gio.

Diéu tri bang c4c thudc dudng tinh mach.

Bénh nhan THA cip ctiu can dugc nhap vién, diéu tri va theo ddi ¢ phong sin
sAc tich cuc khoa tim mach.

Kiém soét ton thuong co quan dich tién trién/cap tinh quan trong hon 1a tri $6
tuyét d6i caa HA.

Tén thuong co quan dich ¢ thé xay ra hay tién trién ning thém do giam HA qué
nhanh. Néu triéu ching xau hon trong qua trinh ha HA, téc do giam HA phai
cham lai hay phai ngung tam thoi.

Tranh dung thuong qui lgi tiéu quai khi khdng cd qua tai thé tich vi cd thé gay ra
phan xa co mach.
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Nén dung thubc ha ap udng sém dé cé thé giam liéu va nging thuéc TTM sém.
Chuyén d6t ngot tir thubc TTM sang thudc udng co thé lam ting dot ngot HA

lai.

7.1.2.Déi véi THA khdn cdp
Cho phép ha huyét ap trong vong vai gio dén 72 gio.

Diéu tri bang cé4c thuc duong udng.

Phéi hop thubc (néu can).

Phai duoc theo dbi tai bénh vién trong 24-72 gio dé chic chin bénh nhan c6 dap
{mg diéu tri va khong gap tac dung phu hay bién chung.

Nén tranh dung Nifedipine ngam duéi ludi trong xtr tri cip ciru THA dic biét 1a
bénh nhan bénh mach vanh hay TBMMN do c6 thé gay ra tac dung phu trén tim

mach (d6t quy/NMCT).

THA niing

. a A r ~ 5 v > - .o * ot
Hdi bénh sit, khim 1im sdng va xét nghiém cdn thiét

A

r

C6 biing chimg ton thuong cd quan dich

/\.

Co

Diéu tri cdp ciu THA
Cip cdu theo thif ty ABC
Thiét lip duding truyén
Miic monitor tim
Po HA xdm lin dong mach (néu cin)
Diéu tri cdc bién ching
Chon Iuta thudc ha HA
Khdo sdt cdc thong s6 vé thin
Gidm HA trung binh khodng 25%
Nhép ICU néu ¢6 chi dinh.

7.2. Phac db diéu tri

Khong

Diéu tri khin cip THA

e Do lai HA

e Ding thudc dudng udng

e Theo di tai phdng cdp citu 4-6 gids

e Muc dich 1am gidm HA trung binh 20%
e C6 thé xudt vién

e Cin theo ddi cin thin sau d6

™ Ranhllae Moam

7.2.1. Téing huyét &p cdp cieu: Phdi hop loi tiéu tinh mach va mot thudc khéc.
Furosemide 20-40mg TMC(tré em liéu 0,5-1mg/kg)

24



Cép ctu

+ Thoi gian tac dyng 1-5 phut.

+ Téc dung phu: Giam thé tich tudn hoan, ha Kali méu.

+ Cothé lap lai liéu cao hon néu ¢6 suy than, suy tim.

Nicardipin 10mg TTM trong 10 phut sau do6 duy tri 0,5-2mg/gio
+ Tré em lidu 1-3ug/kg/phit.

+ Thoi gian tac dung 15-30 phdt.

+ Tac dung phu: Nhip nhanh, nén 61, nhure dau.

Catopril 25-50mg uéng hay ngam dwéi ludi (néu khong dung Nicardipin
T™)

+ Khoi phat tac dung tir 15-30p, kéo dai 2-8 gio.

+ Tré em dung liéu 0,3-0,5mg/kg/liéu, khong qua 6mg/ngay.
Luu y chong chi dinh ¢ bénh nhan suy thdn ngng(K+>5,5mEq/1)

7.2.2. Tang huyét &p khan cap
- Catopril 25mg uéng x 2 1an mdi ngay
Hodac
- Nifedipin 20mg uéng x 2 1an méi ngay
O tré em nén uu tién tim nguyén nhan ting huyét ap.
7.3. Theo doi

Nam dau cao.

Thé Oxy theo nhu cau (thudng Oxy nhénh).

Bénh nhan can duoc tran an va ha ap som.

Néu chan doan 1a con ting huyét 4p cap cau thi can chuyén bénh nhan vé Phong
Hoi suc.

Theo di huyét 4p mdi 30phiit trong giai doan chua kiém soét dugc.

Theo di cap I, kham 1am sang ky dé tim bién ching ciia ting huyét ap.

Truong hop ting huyét 4p khan cip va ting huyét 4p khong triéu chang can theo
doi sat 24 gio dé phong ngira bién chimng.

Khi phdi hop téi 3 loai thudc ha ap hodc sau 3 gio van khdng kiém soat duoc (ha
25% huyét &p va giam céc triéu chtang) can hoi chan véi chuyén khoa Tim
Mach.

TAI LIEU THAM KHAO

1.

o0k wd

Huéng dan chan doan va xu tri HSTC 2015 - Bo Y Té.

Phéac d6 chan doan va diéu tri Tang huyét 4p — Bo Y Té — 2010.
Bénh hoc noi khoa — Bai hoc Y Dugc TP.HCM.

Bénh hoc Nhi khoa — Pai hoc Y Dugc TP.HCM.

Phéc d6 diéu tri Tang huyét 4p — Bénh vién nhan dan 115.
EHC/EHA 2018.
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PANH GIA VA PIEU TRI GIAM PAU TRONG UNG THU

1. PINH NGHiA

Pau la cam giac khé chiu va su trai qua nhitng cam xuc cd lién quan & mot ngudi do
t6n thuong mé hién c6 hoic tiém tang, hoic duoc mé ta gidng nhu co ton thwong mod
thuc sy ma nguoi do6 dang phai chiu dung.

2. NGUYEN NHAN

2.1. Tén thwong mé thuc sw: do nhidm trang, phan ¢ng viém, khdi u, thiéu méau cuc
bo, chin thuong, cac thu thuat y hoc can thiép, doc tinh cua thude. ..

2.2. Ton thwong md tiém tang: do cac bénh thyc thé da duoc nhan biét ma nhing ton
thwong mé hoc khong dugc biéu 19, vi du nhu bénh dau soi co...

2.3. C4c yéu td tam ly: cac rdi loan tm than nhu trAm cam hoic trang thai lo ling, ..

3. PHAN LOAI

3.1. Theo thoi gian
- Pau cap tinh: thuong lién quan dén mot su kién hodc mét tinh huéng dé dang
nhan ra. Du doan dau sé& hét trong khoang thoi gian vai ngay hoic vai tuan.
- Pau man tinh: cé thé lién quan hoic khong lién quan dén hién tugng sinh ly
bénh dé x4c dinh va c6 thé xuat hién trong mot khoang thoi gian vo han.

3.2. Theo co ché
- Pau cam thu; Gém 2 loai.

+ Dau thuc thé: cac cam thu dau ¢ da, mé mém, co hodc xwong bi kich thich
va dau thuong dugc dinh khu.

+ DPau tang: cac cam thu dau cta cac tang dic va rong bi kich thich do di cén,
chén ép, sung to, gidn cang hoac viém nhiém do bat ky nguyén nhan gi. Pau
nay thuong khong dinh khu va gay ra cam giac bi don nén, chén ép.

- Pau than kinh: gay ra do t6n thuong mé than kinh. Pau than kinh thi bong rat
hodc nhu dién giat. Pau con co thé 1a té, cam giac bi kim cham hoic ting cam.
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4. PANH GIA PAU
- Muc do: sir dung thang diém s hoic thang diém hinh anh (vi du cac vé mat).

Thang diém cwong do dau

| || || || | ||
i I I | 1 L
o 1 2 @ 4 & B 7 8 9 10

Khéng dau Dau vira Dau khung khiép

Thang diém dau theo vé mit cia Wong-Baker

~~ - P~ o~

@) (20) (%) (@) (@) (4%

s ~— — —_— —\ e
1 2 3 4 5

0

Khéng dau Hoidau Hoidau hon Dau hon ntva Daunhiéu  Cucky dau

L Thang diém Thang diém danh gia dau
Muc do d
e g dau cuong d§ dau theo nét mat Wong-Baker
Nhe 1-3 Hoi dau
N 4-6 Hoi dau hon
Trung binh Bau hon nita
Ni Trén7 Dau nhiéu
ang Cuc ky dau

5. LIEU PHAP PIEU TRI PAU BANG THUOC

5.1. Nguyén tic chung
- Puong dung thude: duong udng dugce uu tién st dung hon trir khi bénh nhan
khong thé udng duoc hoic khi dau qua ning can liéu phap nhanh chéng va tich
cuc.
- Cénhan hoa diéu tri.
- Theo dbi sat dap tng cua diéu tri ¢&& dam bao hiéu qua diéu tri cao nhat va giam
dén mirc thap nhat céc tac dung phu.
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5.2. Sir dung thang diém giam dau 3 bac cia WHO

Pau ning hoic dau dai ding/ting lén
Opioid manh

+/- thude khong opioid

+/- thude hd tro

Pau trung binh hoic dau dai ding/ting Ién
Opioid nhe

+/- thube khong opioid

+/- thudc hd trg

DPau nhe
Thude khéong opioid (acetaminophen hogc thude chéng viém khéng phai steroid NSAID)
+/- thude hé trg (gabapentin, chong tram cam 3 vong)

(Theo Té chirc Y té Thé gidi. Piéu tri dau do ung thuw. Geneva: WHO, 1990)

5.2.1.Pau nhe: st dung mot thudc khdng phai opioid va can nhic st dung thude hd tro
giam dau néu dau do bénh Iy than kinh.
- Paracetamol

+ Liéu bét dau:
= Tréem: lidu dau 15 - 20mg/kg/lan va sau d6 10 - 15mg/kg/lan x 4-6 lan/ngay.
= Nguoi I6n: 500mg/lan x 4-6 lan/ngay.

+ Liéu ding t6i da hang ngay: khong qua 60mg/kg d6i véi tré em va khong
qua 3gram/ngay d6i véi ngudi 16n.

+ Luu y: ding Paracetamol c6 thé che lap tinh trang sét caa bénh nhan, gay
kho khan trong viéc theo ddi tinh chat st nén can than trong khi str dung
cho nhirng BN dang hoa tri ligu.

- Thubc khang viém khong phai steroid (NSAID) khong str dung trong bénh ly
huyét hoc vi c6 thé gay nguy co xuét huyét.
- Céc thudc hd tro (cac thudc corticosteroid, chéng tram cam 3 vong, chéng co giat)

+ Corticosteroid (Prednisolone, dexamethasone) (Hoi chan bénh vién).

+ Prednisolone (PO): 1mg/kg x 1-2 lan/ngay.

+ Dexamethasone (PO hoic 1V): 0,3mg/kg/ngay chia 1-2 lan/ngay.

% Pau do bénh 1y than kinh:

+ Amitriptyline

= Liéu dung khai dau: 0,5mg/kg x 1 lan/ngay, vao budi téi trugc ngi. C6
thé tang 0,2 — 0,4mg/kg sau mdi 2-3 ngay.
= Liéu téi da: Smg/kg/ngay.

+ Gabapentin
= Liéu khoi dau: 5Smg/kg x 1 lan/ngay, vao budi téi trudc ngu. CO thé ting

s6 1an udng 1én 2 -3 lan/ngay néu can thiét va dung nap thuéc. Sau do c6
the ting 2-5mg/kg/ngay.
= Liéu toi da: 2.400mg/ngay
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5.2.2.Pau trung binh va dau ngng: opioid nhe (hoac lidu thap cua opioid manh) kém
theo hoic khdng kém theo mot thude khong phai opioid, va can nhéc sir dung cac thude
hd tro giam dau néu dau do than kinh.
- Opioid yéu
+ Codein (PO): 0,5 -1mg/kg x 3-4 lan/ngay, tdi da 6 1an/ngay.
- Opioid manh
+ Morphin sulfate dang tac dung nhanh (PO): Do liéu tir 0,15 — 0,3mg/kg. Sau
khi ¢ liéu xac dinh ding 4 gio/lan.
Morphin clohydrate (SC hoic 1V): 0,05 — 0,1mg/kg mdi 3-4 gio/lan.
Oxycodone dang tac dung nhanh (PO): 0,1mg/kg mdi 3-4 gio/lan.
Oxycodone dang tac dung kéo dai (PO): 0,1mg/kg mdi 12 gio/lan.
Luu ¥: chdng chi dinh st dung Morphin trén nhiing bénh nhan cé suy hd
hap viém phdi.
5.3. Miéng dan da
- Fetanyl (Duragesic):
+ Chi dinh: BN kho uéng thudc do budn ndn, khé nudt hodc rdi loan chirc
nang da day — ruot.
+ Chéng chi dinh: Nhay cam véi fentanyl hoic chét dinh c6 trong thanh phan
miéng dan.
+ Téc dung phu: Giam théng khi, budn nén, ndn, téo bon, nga ga, 1an 16n, 4o
giac, hung phan, ngira va bi tiéu.
+ Liéu luong:
e Nguoi I6n: Liéu tiy bénh canh 1am sang va tién sir st dung thudc cua
bénh nhan.
Bénh nhan chua dung opioid: Khoi dau miéng dan 25 meg/gio.
Bénh nhan da dung opioid: Liéu s& duoc tinh toan dya vao thudc opioid
da dung trudc d6. Nén theo ddi danh gia bénh nhan déu dan sau khi dan.
e Tré em: Chi ding ¢ tré da dung nap opioid véi liéu trong duong ti thiéu
45mg/ngay
Cach ding:  Dén & ving co thé véi 16p m& dudi da nhu bung, canh tay
hoac moéng.
Tacdung:  Hiéu qua cao nhat sau khi dan 12 — 24 gio.
Co tac dung trong 48 — 72 gio.
Nhuoe diém: Kho cho viéc chuan héa liéu.
Rat dat, khong nén ding thuong xuyén.
Giam dau khong tot hon Morphine.

+ + + +
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- Quy d6i tir Morphine tiém sang Fetanyl dan:

Morphine tiém (mg/24 gio) Fetanyl dan (mcg/gio)
18-35 25
36-59 50
60 — 83 75
84 — 107 100
108 — 131 125
132 - 156 150

6. NHUNG TAC DUNG PHU CUA OPIOID

- Nguy co cta c4c tac dung phu nghiém trong cua cac opioid la rat nho khi cac
quy tic ké don chuan duoc tuan thi.

- O bénh nhan suy giam chuac ning gan, than s& rat nhay cam voi cac thudc giam
dau va dic biét véi nhitng tac dung phu nhu an than hoac mé sang & nhirng liéu
thap hon. O nhitng bénh nhan nay bat diu bang mot liéu thap va tang tir tir.

- Liéu dung: ké don liéu thap nhit cta opioid ma c6 thé giam dau hoan toan hoic
t6i mirc d6 chap nhan duoc d6i véi bénh nhan.

Céc tac dung phu théng thuwong:

+ Budn nén, nén: thuong nhe va thuong khoi trong vong 1 tuan.

+ An than: thuong khoi trong vong 1 tuan.

+ M@ sang: thudng xay ra nhat ¢ nhitng bénh nhan ding dong thoi voi cac
thudc kich thich tdm than nhu benzodiazepines. Tinh trang mé sang c6 thé
duoc cai thién bang sy giam nhe liéu cua opioid.

+ Ta&o bon: co thé khong khoi néu ding opioid 1au dai. Do d6 bt bugc ding
thém thudc nhuan trang.

+ Suy hod hép:

e Suy hd hap hiém khi xay ra ¢ bénh nhan dung liéu opioid 6n dinh. Néu
didu d6 xay ra, hiy danh gia sy thay d6i vé cac tinh trang bénh nén cua
bénh nhan nhu suy than, suy gan hoic nhidm tring huyét.

e An than hau nhu ludn xay ra trudc suy hd hip. Vi vay, diéu tri dau tich
cuc bang opioid it nhat dén khi tac dung an than xay ra la an toan. Khi
tinh trang suy hd hip gay ra bai su qué liéu opioid, né luén dugc bao
trudc boi tinh trang ngu ga.

e Diéu tri suy hd hap gay ra boi opioid:

v/ Bénh nhan & trang thai an than nhung 6n dinh: giam liéu opioid, cho
tho oxy hd tro va ¢d ging danh thirc bénh nhan.

v' Trong truong hop suy hd hip nang: pha lodng 0,4mg naloxone trong
9ml nuwdc mudi sinh Iy va tiém 1-2ml mdi 1-2 phat/lan cho dén khi
nhip thé tré vé binh thuong.

+ Phan ung di tng thudc: noi man, may day, ngtra.

+ Sbc phan vé la rat hiém.
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7. PIEU TRI CON PAU PQT XUAT
- Liéu ctru ho cho bénh nhan ngoai tri bang 10% tong lidu diéu tri hang ngay cua
bénh nhan.
Vi dy, mot bénh nhan ding morphine dudng uéng 10mg/lan, 4 gio mét lan:
e Téng lidu diéu tri trong ngay la: 10mg x 6 = 60mg
- Liéu dé khdng ché con dau dot xuat 1a: 10% x 60mg = 6mg/mot con dau dot
Xuét, dung 2 - 4 gio/lan néu can thiét.

8. LIEU GIAM PAU TUONG DUONG
- Latim lidu twong dwong khi chuyén tir mét opioid nay sang mot opioid khac.
- Dung nap chéo khdng hoan toan giira cac opioid. Vi vay, liéu caa thuéc méi nén
thap hon 25-50% liéu twong duong dugc tinh toan.

Thudc Puong uéng (mg) | Tiém tinh mach/duéi da (mg)
Morphine 30 10
Codeine 200 120

Qui d6i tir codein sang morphine: liéu morphine = liéu codein x 0,15.
Vi du, dé chuyén thuéc cho mot bénh nhén tir codeine sang morphine:

e Tinh liéu codeine 24 gio:
60mg codeine uéng 4 gio/lan = 360mg codeine/24 gio

e Tim liéu giam dau twong duong quy doi:
Liéu morphine= 360mg codeine x 0,15= 54mg morphine/ngay hoic
9mg/4 gio.

Tuy nhién khi chuyén sang morphin, nén khai dau liéu thip hon bang 25-50% licu
trong duong dugc tinh todn = 13,5 — 27mg morphine/ngay hoac 2,25 — 4,5mg/4 gio.

9. DUNG PIEU TRI OPIOID

- Liéu phap opioid c6 thé nging lai khi dau cua bénh nhan da cham dut va doi khi
mét liéu phap giam dau thay thé duoc dung thir.

- Khi dung opioid kéo dai 2 tuan hoic 1au hon, muén ngung opioid thi phai giam
lieu tir tir trong 2-3 tuan, véi mac giam khong qué 50% mdi 2-3 ngay dé tranh
gay ra hoi chang cai nghién opioid.

- Céc dau hiéu cua cai nghién opioid c6 thé bao gom sét, 6n lanh, va mo hdi, budn
nén, nén, dau bung co that, tiéu chay, dau co, mat ngu, chay nuéc miii va ting
huyét ap.

- Khi céc triéu ching xay ra, xir tri bang liéu opioid cao hon mét chdt so véi liéu
trude do.

TAI LIEU THAM KHAO
1. Huéng dan chiam séc giam nhe dbi voi bénh nhan ung thu va AIDS — Theo Quyét dinh
s6 3483/QD-BYT cua Bo Y té ngay 15 thang 09 nam 2006.
2. Palliative Care for HIV/AIDS and Cancer Patients in Vietnam — Eric L. Krakauer, MD,
PhD. va cs. Massachusetts General Hospital & Havard Medical School Center for
Palliative Care. 2007.
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BENH THALASSEMIA

1. CHAN POAN BENH

1.1. Tiéu chuan chan do4n xac dinh bénh

- Huyét d6.
- bién di Hb.

- Sinh hoc phan tir: tim dot bién globin (néu két qua dién di chua x4c dinh dugc).
1.2. Chan do4n phan biét (1)

Thalassemia thé nhe Thiéu sit Thieu mau
do viém man
Fe huyét thanh bt hay 1 l !
Ferritin bt hay 1 ! bt hay 1
Transferrin bt hay | 1 l
RDW bt 1
S6 lwong hong cau | bt hay | ! Nguyén nhan

Hct va MCV

Hct >30% va MCV <
75fL

Hiém khi MCV < 80fL
true khi Het < 30%

Phét méau ngoai bién

Nhiéu HC bia, c6 HC

it HC bia, khéng co

tiém an: viém
nhiém hoic &c
tinh

giot nudc HC giot nudc

1.3. Chén do4n phan loai Thalassemia (2)

Phanloai | Kiéugen [  MCV | Thifumau | Pi¢n di Hb
Alpha Thalassemia
Thé im ling Trong gidi han . Binh thudng
(silent carrier) o oa binh thuong Khong < 3% Hb Bart’s luc sinh
Thé nhe o o/-- < Binh thuong
(Trait) o -l - Thap Nhe 3 — 8% Hb Bart’s liic sinh

A £ Trung 5 - 30% HbH ¢ nguoi lon
Benh HbH ol Thap binh 20 - 40% Hb Bart’s liic sinh
Hién dién Hb Bart’s, Hb
Thé ning -/ - Thap Twvong | Portland, va HbH
Khong c6 HbA, HbF, va HbA2
Beta Thalassemia
Thé im ling . . } .
(silent carrier) olp Thap Nhe HbA2 tang (3,5 — 7%)
Thé nhc ° e
(Trait) o Thap Nhe HbF tang trong khoang
+ + A A

2 . /g " and £ Trung 50% bénh nhan
Thé trung gian others* Thap binh

I of o £ . Chi hién dién HbA2 va HbF
Thé nang s °/p Thap Nang Khong c6 HbA
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1.4. Chan do4an phan loai Beta Thalassemia thé ning va trung gian (1)

Thé ning Thé trung gian
Lam sang
Tudi phét hién <2 >2
Hb (g/dL) 67 8-10
Gan to/Léach to Nang Vira — Nang
bién di Hb
HbF (%) >50 10 -50
HbA2 (%) <4 >4

Ca 2 dou o6 Mot trong hai cé:
Cha me HbA2 cao HbF cao

HbA2 & muc gidi han

Phan tir
Loai dot bién Ning Nhe/im lang
Pong mang gen o — Thalassemia Khong Cé
dp thalassemia Khéng Co
Pa kiéu hinh Gy XMN1 Khong Co

2. BILAN TRUOC PIEU TRI

2.1. Bilan xét nghiém thwong quy
- Huyét do, hong cau ludi, nhém méau ABO, RhD.
- Phenotype hong ciu, test Coombs, khang thé bat thuong.
- Sinh héa mau: ALT, AST, creatinine, glucose, billirubin (TT, GT, TP), LDH,
haptoglobin, axit uric.
- Siéu am tim, siéu &m bung, ECG, XQ nguc thing.
- TPTNT.
- Siéu vi: HbsAg, antiHCV....

2.2. Bilan xét nghiém dé chan doan xac dinh bénh
- bién di Hb.
- Dot bién globin (néu két qua dién di Hb chua xac dinh duoc).

2.3. Bilan xét nghiém dé danh gia, theo déi sw qué tai sat
«% Phuong phap khong xam 1an:

- Ferritin huyét thanh.

- Do bao hoa transferrin.

- NTBI hoac LPI.

- Po LIC bang SQUID hay MRI (R2).

- MRI (T2*) do lugng sat & trong tim.
% Phwong phap xam lan:

- Po LIC bang sinh thiét gan (Hoi chan bénh vién).
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3. PHAC PO PIEU TRI
3.1. Panh gia qua tai sit (3)

’ Gia tri Tinh trang & sat
Thong so binh
thwong Nhe Trung binh Niang

Ferritin huyét thanh (pg/L) < 300 >1000 dén < 2500 >2500
LIC (mg Fe/dry wt.) <172 3-7 >7 >15
T2* >20 14 - 20 8-14 <8

Do bao hoa Transferrin (%) 20-50 >50

LPI hay NTBI 0-04 >0,4

3.2. Truyén mau

3.2.1.Pé xdc dinh ai can truyén mau, can xem xét (1)
- Chan doén xac dinh bénh thé nang.
- Hb < 7g/dl qua 2 lan thir cach nhau >2 tuan (khdng bao gom tat ca cac nguyén
nhan khac nhu nhiém triing) hozc
Hb>7g/dl di kém tri€u chang:
Bién dang mit.
Cham phét trién.
Gay xuong.
+ Tang tao mau ngoai tuy.
3.2.2.Muc dich
- Duy tri cudc séng va phat trién.
- Han ché t6i da cac tai bién truyén mau.

+ + +

3.2.3.Sa4n pham mau truyén
- Hong cau lang.
- Tét nhat 1a HCL phenotype va nghéo bach cau.
3.2.4.Muc tiéu
- Duy tri Hb tir 9 — 9,5¢/dl.
- C6 thé duy tri lugng Hb thip hon khi khong cé bat ky hau qua cé hai nao 1én su
phét trién va gidp giam  Fe.
3.3. Piéu tri thai sit
3.3.1.Chi dinh thdi st

- Ferritin >1000ng/ml.
- Sau 10-20 lan truyén mau. BN c6 biéu hién « sit dién hinh.
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- Diéu trj thai st nén duoc bit dau, khong nhu bénh @ sit di truyén, viéc trich bo
mau dé loai bo sat khdng thich hop vi do tinh trang thiéu mau man tinh.

3.3.2.Thdi sat

DESFERRIOXAMINE (DFO)
- Lya chon hang dau & BN thalassemia phu thudc truyén mau.
- Buong dung:

+
+
+

TDD qua bom tiém dién 8 — 12h.
TTM lién tuc.
TDD bolus (khi bénh nhan khong c6 nguy co bénh ly tim mach).

- Liéu:

+

+

Tré em: 20 — 40mg/kg (str dung than trong luc tré < 3 tudi va hoi chan bénh
Vién).
Nguoi 16n: 50 — 60mg/kg x 5 - 7 dém/tuan.

- Chdng chi dinh:

+

O bénh nhan sét khong rd nguyén nhéan (dic biét c6 kém dau bung, tiéu chay,
dau khop cho dén khi nguyén nhan duoc xac dinh va khi khang sinh bat dau
cé hiéu qua).

Di (g mirc 6 nang khong dap ung voi thudc chdng di tng.

Tam ngung sir dung Desferrioxamine khi c6 bién chung vé thi giac, thinh
giac dén khi hdi phuc hoan toan.

Tén thwongxwon: coi xuwong, gbi veo trong két hop sy thay ddi cua hanh
xuong, dbt sdng.

Tén thwong than va viém phoi mo ké.

DFO c6 thé ding & phy nit c6 thai. Nén ngung thudc trong tam c& nguyét dau
va c0 thé dung trong tam c& nguyét thir 2 va thir 3 trong truong hop ngudi me
¢ nguy co tim mach cao.

- Téc dung phu:

+
+

+

Noi ban do khu tra, dau tai chd chich, phan tng di ang.

Mat thinh giac thuong c6 tinh chat déi ximg, doc tinh Ién thi gi4c (quang ga,
muU mau, giam thi lyc, mat thi lyc mot vang, ...), c6 thé hoi phuc néu ngung
thudc. Do @6, BN dung thai sat liéu cao kéo dai nén do thi lrc va thinh lyc
mai 6 thang.

C6 thé bién dang xuong, cham phét trién, dau xuong.

- Sir dung két hop vitamin C:

+
+
+

Lam tang kha nang gan két cua sit véi thude — tang kha ning thai sat.
Liéu: <2 — 3mg/kg/ngay, dung cung lc truyén DFO.
Chi nén bé sung vit.C sau 1 thang diéu tri DFO.

- Truyén thudc lién tuc 24 gio: xem xét trong cac trudng hop sau:
U'sat ngng:
+ Ferritin cao kéo dai.
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+ Nbng d¢ sit & gan >15mg/g trong luong kho.
Bénh tim nang

+
+
+

R4i loan nhip tim nang.
Bang chiing cua suy chirc ning that tréi.
Bang chiing cua & sat rat nang (T2* <6ms).

Khi muén phuc hoi nhanh tinh trgng i sdt truwéc khi c6 thai hogc ghép tiy
xwong.

- Nong do truyeén:

MJi lo 500mg desferrioxamine pha it nhit 5ml dé dat nong do 10%.

- Vi tri tiém dudi da:

DEFERIPRONE (DFP)
- Chi dinh va chéng chi dinh (5):

+
+

Nén dung cho tré >10 tudi.
Khéng dung cho san phu.

- Liéu:75mg/kg chia 3 lan/ngay (uéng).
- Téac dung phu:

+
+
+
+

+

Giam Neutrophile — can theo d&i PTHH.

Viém khap.

Triéu chirg duong tiéu hoa.

Triéu chung than kinh: rung giat nhan cau, réi loan dang di, réi loan truong
lyc co..., hiém gap.

Thiéu k&m, nhat 1a & bénh nhan bi dai thao dudng.

DEFERASIROX (DFX, ICL760)
- Chi dinh va chéng chi dinh:
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+
+

Tré >2 tudi.
Chéng chi dinh: san phy, suy than.

- Liéu:

+
+

20 — 30mg/kg/ngay (ubng 1 lan/ngay trudce bira an).
Thudc tan trong nudc hodc nuéc tao, khdng sir dung thia kim loai dé khuay.

- Téac dung phu:

+
+
+

H¢ tiéu hoa: dau bung, nén, tiéu chay, to bon.

No6i ban do: ngira, dang san.

Tang creatinine mau, thuong khong vuot qué hai lan gisi han trén caa muc
creatinine binh thuong, tdng thoang qua.

Tang ALT hon 2 1an gigi han trén caa mirc binh thuong.
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3.3.3. Phé’! hop Desferrioxamin va Deferiprone
- Lieu:
+ Desferriosamin 30 — 50mg/kg, 1 lan/ngay x 3 ngay/tuan (céch ngay) TDD.
+ Deferiprone 75mg/kg/ngay (uéng).
- Chi dinh:
+ Thét bai véi don tri liéu.
+ Do tac dung phu cua thuée.

3.3.4.80 dob thai st

Co chi dmh
thai sat
| L] |
2-6 tuoi: > > 6 tuoi:
Deferoxamin Deferoxamin/Deferiprone
Khong dung nap/ khong kiém Khong dung nap/ khong
soat duoc lwong sat: kiem soat dugc lwong sat:
Deferasirox Chuyén dai gitra 2‘thuéc +
to1 wu hoa lieu
D1 > 6 tudi

Khong kiém soat dugc lwong sét

Deferoxamin + Deferiprone

Khong kiém soat duogc lwong sét:
Deferasirox

3.4. Cit lach

3.4.1.Chi dinh
- Khi truyén >200 — 220ml HCI/kg/nam.
- Lach to va dau Y4 bung trén trai hay lach to co kha nang gay vo lach.
- Giam bach cau, giam tiéu cau do cuong lach c6 triéu chiang: xuét huyét, nhiém
trung tai di tai lai
+ Khoéng nén cat lach ¢ tré < 5 tudi do nguy co nhim Pneumococcal cao.

+ Tiém vaccin phong ngera Pneumococcal, Hemophilus influenza type B,
Meningococcal trudc cét lach it nhat 2 tuan trudc phiu thuat.

+ Ubng khang sinh phong ngira sau phau thuat.
3.4.2.Chang ngura (2)
- Pneumococcal vaccine:
+ Néu chua tiém chung, tiém sau phiu thuat 14 ngay.
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+ Theo ACIP (Advisory Committee on Immunization Practices), nén chung
ngua lai mai thar 2 sau 5 nam. Nguoc lai, theo Chau Au, chung ngura lai sau
MOi 5 nam.
- Hemophilus influenza vaccine:
Nén tiém chung theo lich tiém chung & tré va tiém 1 mai trudc khi cat lach.
- Meningococcal vaccine:
+ 2 mili cach nhau 2 thang trugc phau thuat, sau d6 méi S nim HOAC
+ 1 mii trude PT, miii 2 sau cat lach khi c6 thé, sau d6 mdi 5 nam.
3.4.3.Khang sinh phong ngsra sau cdt lach (2)
- Uong Penicillin hay Amoxicillin:
+ [t nhat 3 nam sau cit lach.
+ Dén 18 tudi hay subt doi déi véi BN suy giam mién dich.
- Liéu:
+ 2thang — 5 tudi: 125mg x 2 lan/ngay.
+ >5tudi: 250mg x 2 lan/ngay.
- Di wng Penicillin: ‘
Xem xét Cephalexin (250mg x 2 lan/ngay), nhém Macrolide, Cotrim, Clindamycin.
3.5. Ngiin ngira va diéu tri bién chirng
3.5.1.Dgy thi mugn va suy sinh duc
- Céanlamsang:
+ Tudi xuong (X quang xuong co tay va ban tay).
+ Chirc ning tuyén giap (TSH va T4).
+ Chirc ning truc ha d6i — tuyén yén — sinh duc: hormon hudéng sinh duc (Gn-
RH), xét nghiém kich thich LH va FSH.
Hormon sinh duc (testosterone, 17-estradiol).
Siéu &m vung chau danh gia budng tring va kich thudc tir cung.
Khéng thé ddi vai transglutaminase.
Xét nghiém kich thich hormon tang truéng.
Insulin Growth Factor—I (IGF-I), Insulin growth factor Binding Protein-3
(IGFBP-3).
- Piéu tri:
+ Can c6 sy phdi hop cua cac chuyén gia noi tiét.
+ O nit: dung Ethinyl estradiol (uong).
+ O nam: dung Depot — testosterol (tiém bap).

+ + + + +

3.5.2.Suy giap
- Thwong xuat hién sau 10 tudi.
- Lam sang: ¢ thé
+ Cham tang trudéng.
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+ Giam hoat dong, giam kha nang hoc tap.
+ Téo bon.
+ Suy tim, tran dich mang ngoai tim.
- Can lamsang:
+ Can danh gid mdi nam, bat dau tir 12 tudi.
+ TSH, FT4, test TRH (thyrotrophin-releasing hormon) va dap trng TSH.
+ Tubi xuong.
- Piéu tri:
+ Chirc ning tuyén giap bt thuong c6 thé hdi phuc trong giai doan sém thong
qua viéc thai st va tuan thu diéu tri tot.
+ Diéu tri thy thudc d6 nang cua suy giap.
+ Dung L-thyroxine.
3.5.3.Réi loan chuyén héa dwong
- Chén doan:
+ CO thé khoi phat sau 10 tudi.
+ Chan doan dai thao duong: thyuc hién trén 2 lan.
Puong huyét lae déi > 7,0mmol/l (126mg/dl).
Puwong huyét sau 2 gio udng 75 g glucose > 11,1mmol/l (200mg/dl).
Mot mau duong huyét bat ky > 11,1mmol/l (200mg/dl).
biéu tri:
+ Thay ddi ché do an.
+ Thai sét tich cuc.
+ Dung Insulin hay Acarbose (tic ché men a- glucosidase).
Theo doi:
Puong huyét.
Kiém tra ceton mau néu duong huyét >250mg/dl.
binh lugng fructosamine hay glycosylated hemoglobin (HbALC).
buong niéu (bi anh huong boi ngudng duong cua than).
Churc nang than (creatinine mau).
Lipid méau (cholesterol, HDL, LDL, triglycerides).
Pam niéu.
Dbanh gia bénh ly vong mac.

+ + + + + + + +

3.5.4.Suy cdn giap
- Khéi ni¢m:
+ Labién chitng muon do & sat va/hoac thiéu mau.
+ Thuong bat dau sau 16 tudi.
- Léam sang:
+ Dicam, vop bé.
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+ Cocung, co giat...
- Can lamsang:

+ + + + +

- Piéu tri:

Calci mau.
Phosphate mau.

Can bang phosphate.
Dinh luong hormon PTH (hormon tuyén can giép).
Xa hinh xwong: lodng xwong, bién dang xuwong.

+ Vitamin D udng.

+ Calcitriol 0,25-1,0pg x 2/ngay.

+ Con tetany va suy tim do ha calci mau nang: tiém calci tinh mach va dung
may theo ddi nhip tim, duy tri bang vitamin D dudng uéng.

- Theo doi:

+ Canxi, phosphate mau méi 3 thang.

Bilan theo déi va danh gia trong sudt qua trinh diéu tri (4):

Theo doi

Chi sb

Thoi diém bat dau

Tan suat theo ddi

Trudc khi bat dau

Ferritine huyét thanh X MGi 3 thang
truyén mau
truyén mau
Qua tai sat & tim 10 tudi MJi 1-2 nam
N < ... | Do thinh luc NN
Khi dung thuéc thai Kham mat Khi bat d¢au dung MBi nim

sat

Dinh lugng Zn?*, Cu?*

thudc thai sit

Churc nang gan

ALT, AST, ALP, Bil

Trudc khi bat dau

Moi thang (theo
kinh nghiém tai

truyén mau bénh vién)
Chite nine tim Kham tim LUc chan doan Mbi 6 thang
& SAtim MRI T2* 10 tudi M3i nam
Déng nguoi lun: chicucao || o opar qoan M3i 6 thang

Chure ning noi tiét

khi dung va khi ngoi

Suy sinh duc: giai doan day

Mdi nim cho dén

thi 10tuol khi day thi hoan toan
Suy giap: TSH 12 tudi Mbi nam

Suy phé giap: Ca, 2 x. o
Phosphat** 12 tudi Moi nam

Tiéu duong: duong huyét
bat ky

Tru6c truyén mau

MJi 6 thang

Bién chung xuong | Lodng xuwong: DEXA scan 10 tudi Mbi 1-2 nam
HBsAg, HBsADb
Nhi&m triing HCV serology Trudc truyén mau | M&i 2- 3 nam

HIV serology

42




Bénh ly huyét hoc Lanh tinh — Di truyén — Man tinh

*Cham day thi: khong c6 thay doi dic diém day thi & tré gai 13 tudi va tré trai 14 tudi
Suy sinh duc: tinh hoan < 4ml (tré trai) hay khong phét trién nguc (tré gai) luc 16 tudi
** Néu Ca, P bat thuong thi nén kiém tra PTH.
TAI LIEU THAM KHAO

1. TIF, Guideline for the clinical management of thalassemia, 2nd, 2008.

2. UpToDate2011.

3. Jensen PD, et al, Blood, 2003;101:91-6 Jensen PD, et al, Blood, 2003;101:4632-9.

4. Guidelines for the Clinical Care of patients with thalassemia in Canada, 2009.
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BENH HEMOPHILIA

1. CHAN POAN BENH
1.1. Tiéu chuan chan do4n xac dinh ngwoi bénh hemophilia
1.1.1.La&m sang
- Nam giéi.
- D@& bam tim, tir khi con nho.
- Chay mau lau cam, tai phat nhiéu lan & nhiéu vj tri, dic biét & khp (70-80%) va
co (10-20%).
- Chay mau bét thuong sau chan thuong hodc phau thuat.
- Tién su: trong gia dinh c¢6 ngudi nam bén ho me bi chay mau lau cam.
1.1.2. Cgn lam sang
- PT: binh thuong, APTT: kéo dai, dinh luong yéu tb I: binh thuong.
- S6 luong tiéu cau: binh thuong, Co cuc mau: binh thuong.
- Thoi gian méu chay TS: binh thuong.
- Dinh luong yéu t6 VIII/IX: < 40%.
1.2. Chéan doan phan biét
1.2.1.Phan biét Hemophilia A véi bénh Von Willebrand
- Lam sang: Gap ¢ ca hai gioi, biéu hién chinh 1a chay mau niém mac, it gap chay
mau co khop.
- Xét nghi¢m
+ Thoi gian mau chay: kéo dai.
Co cuc mau dong: co khong hoan toan.
Dinh lugng yéu t6 VIII: giam hay binh thuong.
Dinh lugng yéu t6 VWF: Ag giam.
Dinh lugng yéu tb VWF: Act giam.

+ + + +

1.2.2. Hempphilia Vo géc pguyén nhan khac gay kéo dai APTT
% Do thieu hut cac yeéu to khac tham gia con dwong déng madu ngi sinh
- Thiéu yéu té X1 bam sinh
+ Gap ¢ canamvant.
+ Thuodng chi chay mau bat thuong sau can thiép, phau thuat.
+ PDinh luong yéu té X1 giam.
- Thiéu yéu t6 XII bam sinh:
+ Gap ¢ canamvant.
+ Lam sang khdng c6 biéu hién chay mau bét thuong.
+ Dinh lugng yéu té XI1 giam.
% Do c6 chdt irc ché:
- Hemophilia méc phai.
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+ Khéng c tién sir chay mau bat thuong tir nho, hay gap ¢ ngudi gia, phu ni
sau sinh, nguodi cO bénh 1y kém theo nhu bénh ty mién hoic ung thu.
Thudng xuét huyét dudi da, tu mau trong co nhiéu hon 1a chay méau khép.

+ Xét nghiém: APTT kéo dai, APTT hh & 37°C trong 2 gio kéo dai, yéu té
VII/1X giam, dinh luong chit e ché (+).

- Khéng thé khang phospholipid

+ Lam sang: Thuong c6 biéu hién tic mach (¢ nguoi tré), sy thai lién tiép
hay thai luu hay sanh non hay tién san giat.

+ Xét nghiém: APTT kéo dai, APTT hh kéo dai (hau hét khdng phu thudc thoi
gian va nhiét do), c6 cac khang thé khang phospholipid dwong tinh 2 lan
cach nhau 12 tuan nhu: LA, anti - cardiolipin, anti-p2 glycoprotein.. .

1.3. Chéan doan mic d bénh

M Nong do yéu to
" VI hoic IX Pic diém chay mau
) (%)
Nzng <1% Chay mau xuat hién tu nhién, hay gap chay méau co khop.
Trung Thuong chay mau sau chan thuong nhe, ¢6 khi chay mau tu
. 1%-5% on R £ . x A
binh nhién, chay mau nang sau chan thuong 16n, sau phau thuat.
Nhe 5%-40% Chay méu xuat hién sau chan thuong 16n hoac sau phau thuat.

1.4. Chan doan ngudi mang gen Hemophilia
- Nit gi6i, c6 quan hé huyét thong vaoi nguoi bénh.
- CO6 thé c6 biéu hién chay méau kéo dai bat thuong: chay méau niém mac, kinh
nguyét kéo dai, chay mau kéo dai sau can thiép, sau phau thuat. ..
- Nong do yéu t6 VII/IX: ¢d thé binh thuong hodc giam (néu néng do YTPM
< 40% dugc diéu tri nhu hemophilia thé nhe).
- Chan doan di truyén hoc.

1.5. Chan do4n trwéc sinh thai nhi mang gen Hemophilia
- Puoc thuc hién tai cac co so chuyén khoa sau, c6 su phdi hop gitra cac chuyén
khoa: Huyét hoc, San, Di truyén. ..
- Can luu y bd sung yéu té dong méau cho thai phu c6 nong do yéu t6 dong mau
thap trudc khi tién hanh tha thuat.
- Péi twong: Nit mang gen dang c6 thai gigi tinh nam.
- Phuong phéap:
+ Sinh thiét gai nhau Iuc thai dwoc 9-14 tuan hay choc 6i néu thai dugc 15-17
tuan. Ty Ié sy thai 0,5-1,3%.
+ Xét nghiém di truyén hoc.

1.6. Chan doan truéc cay phoi
- Puoc thuc hién tai cac co so chuyén khoa sau, c6 su phdi hop gitra cac chuyén
khoa: Huyét hoc, San, Di truyén...
- Muc dich: Bé tao ra nhitng phéi thai khdng mang gen bénh Hemophilia.
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- Dbi twong: Phu nir mang gen Hemophilia hay vo cua ngudi bénh Hemophilia
mudn ¢c6 con.

2. BILAN TRUOC PIEU TRI PAC HIEU

2.1. Bilan xét nghiém thwong quy
- Huyét d6, nhém mau.
- PT, APTT, dinh luong yéu té 1, Co cuc méu.
- ALT, AST, GGT, Ure, Creatinin, Glucose mau ltic do6i, Ion dd.
- HBsAg, Anti HCV, HIV.
- Tbng phan tich nuéc tiéu.
- X quang phéi thang, ECG, Siéu am tim-bung.

2.2. Bilan xét nghi¢m dé chan doan xac dinh bénh
- APTT hén hop.
- Dinh luong yéu té VIII/IX.

2.3. Bilan xét nghiém dé tim nguyén nhan bénh
- PCR: xac dinh dot bién dic hiéu hemophilia A nhu déo doan intron 22, néu am
tinh, tim dao doan intron 1.
- Giai trinh ty gen: néu PCR (-), dé tim dot bién diém va hemophilia B.

2.4. Bilan xét nghiém dé chan doan bién chieng bénh

2.4.1.Chat sc ché YT VII/IX
- Dinh tinh chat tc ché yéu té VII/IX (APTT hdn hop 2 gio): kéo dai.
- Pinh luong chét tc ché yéu t& VII/IX (XN Bethesda) khi APTT hdn hop o 2
gio kéo dai.
- Thoi diém lam XN:

+ TE: mdi 5 ngay co diéu tri YTPM (tir N1- N20 dau tién cua diéu tri) — mdi
10 ngay (tir N21-50 cua diéu tri) — sau d6: mdi 3 thang cho dén khi da 15
tudi.

+ NL: mdi 6 thang.

+ HAY bat ct khi ndo thdy 1am sang dap ung kém véi diéu tri hay két qua
dinh lwong yéu té VII/IX thap hon liéu da tinh toan truyén vao hay thoi
gian béan hay caa yéu té truyén vao bi rit ngan.

+ Trudc phau thuat.

2.4.2. LAy nhiém virus qua dwong truyén mau: fur van trieéc va sau XN
- HBsAg, Anti HCV, HIV mdi 6 thang/lan.
2.4.3.Theo dbi c4c bién chirng hé co xwong khop
- Siéu am co, khop.
- XQ xuong khép 6 thang/lan hoac khi ¢ bt thuong. Truong hop dic biét co thé
chup MRI.
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3. PHAC PO PIEU TRI
3.1. B6 sung YTPM

3.1.1.Nguyén tdc

B6 sung yéu té VIII/IX du dé cam chay méau cho bénh nhan cang sém cang tét,

trong vong 2h khi c6 chay mau.

Nong d6 yéu té VII/1X can dat phu thudc vao vi tri chay méu, mic d6 chay mau

va muc dich diéu tri (xem bang).

+ Luwa chon ché phiam yéu té dong mau tiy thudc vao sy cd sin, mirc do chay
mau, vi tri chay mau, wu tién st dung yéu té c6 dic cho bénh nhan chay
MAau nang.

Desmopressin (DDAVP): Chi dinh cho Hemophilia A mirc 46 nhe (HCBV)

+ Liéu 0,3 mcg/kg/ngay, pha 50-100ml NaCl 0,9% TTM 20-30 phut.

+ Co thé xit miii d6i v6i chay mau nhe: liéu 300mcg (BN ¢ thé trong > 50kg)
hay 150mcg (BN c6 thé trong < 50kg).

3.1.2.Céch tinh liéu
% Hemophilia A

K/

Lwong YT VIII ding (IU) = [Nong @9 YT VIII cin dat — Nong dd yéu té
V111 bénh nhan](%) x P (kg)/ 2.

Mbi don vi yéu té VIII/kg co thé c6 thé nang nong do yéu té VIII caa bénh nhan
1én duoc khoang 2%.

T1/2 cua yéu té VIII tir 8 — 12 gio vi vay trudng hop chay mau nang can bo sung
yéu té VI mdi 12 gio.

Yéu t6 VIII c6 dic.

Két taa lanh: 70 1U/tGi 50ml.

Hemophilia A

Lwong YT 1X dung (1U) = [Nong dd YT IX can dat — Nong dd yéu téc IX
bénh nhan](%) x P (kg).

Mbi don vi yéu td IX/kg thé trong c6 thé nang ndng d6 yéu t IX cia bénh nhan
1én dugc khoang 1%.

T1/2 cua yéu td 1X tir 18-24 gid vi vay tiém truyén 1 1an/24 gio.

Yéu t6 IX co dac.

Huyét tuong tuoi dong lanh (FFP) (11U/Iml)(tGi 150-200-250ml): liéu chap
nhan ban dau 15-20ml/kg (néu >20ml/kg thi xem xét ding FIX concentrate).
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3.1.3.Bdng khuyén co néng d yéu té déng mdu cin dat va thoi gian si dung (tham
khao cia NIHBT/BYT) (sau 2 gio)
(Thei gian ban hay: 12 gio déi véi Yéu té VI, 24 gio doi véi Yéu té 1X)

Hemophilia A Hemophilia B
e X P A an . Nong do Thoi gian
Vi tri xuat huyet Nong d¢ Theoi gian duy X R
chndat (%) | tri (ngay) can dat duy tri
i (%0) (ngay)
X A 1-2 ngay, co
11a§ oY €0 I::S thé kéo dai
Khép, chay mau ring miéng 15-30 ., 15-30 néu chua hoi
chua dap 1ng R
N phuc  hoan
hoan toan .
toan
2-3 ngay, c6 thé 2_§ ngay, co
Co (khong c6 ton thuong than lau hon néu the lau hon
0 (Xhong co ton twong o 15-30 not 1530 | néu chua dap
kinh di kém, trir co day chau) chua dap ung , 5
N ung hoan
hoan toan .
toan
Tan cong 40-60 1-2 40-60 1-2
codaychdy 35, c0 thé kéo 3 5 o the
hoac co & sau cé dii hon dén khi kéo dai hon
t6n thwong than | Duy tri 20-30 . ) 20-30 dén khi hoi
. s hoi phuc chirc ,
kinh di kém N phuc  chuc
nang =
nang
N Tan cong 60-80 1-5 60-80 1-5
Ejz’ tﬂiﬂ kinh Sy 30-50 6-10 30-50 6-10
g uomg Cang ¢b 20-30 11-21 20-30 1121
Xuét huyét tieu | Tan cong 40-60 1-7 40-60 1-7
hoa Duy tri 20-40 8-14 20-40 8-14
Tiéu méu 30-50 35 30-50 3-5
Vét thuong sdu 30-50 5-7 30-50 5-7
Cb VA nauc Tan cong 60-80 1-7 50-70 1-7
o Duy t 30-50 8-14 30-50 8-14
Trudc md 40-60 40-60
x e 1-5 ngay, tuy 1-5 ngay, tuy
Phau thuat nho Sau md 30-40 thudc vao loai 30-40 thudc vao loai
phau thuat phau thuat
Truéc md 60-80 60-80
X 50-80 1-3 50-80 1-3
Phauthuation | <.\ mé 3050 46 3050 46
15-30 7-14 15-30 7-14

Luu ¥: S6 lan dung va khoang thoi gian dung c6 thé diéu chinh tiy thudc do nang va
khoang thoi gian chay mau
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3.1.4.Bdng khuyén céo liéu dung Yéu té déng mdu cé ddic co thei gian ban hay kéo

dai

Luu y: Khoang céch tiém nhic va sé ngay dung cé thé diéu chinh tuy thudc d6 nang XH
cho dén khi ngimg XH hay lanh vét thuong hay hdi phuc chirc ning.

Vi tri xuat huyét

Hemophilia A

Hemophilia B

Eloctate (rFVIIIFc)
Tiém nhic lai mdi 24h

Alprolix (rFVIIIFc)
Tiém nhic lai mdi 48h

Liéudung | Thei gian Liéu dung Thai gian
(1U/kg) dung (ngay) (1U/kg) dung (ngay)
Khép 10 10-20
XH rang miéng 1-2 1-2
Co (khong kem ton
thuong TK, trir co day 10 2-3 10-20 2-3
chau)
Co day chau Tan cong 10-20 1-2 10-20 1-2
Co siau kém
ton  thuong | Duy tri 10 3-5 10 3-5
TK
30-40 o009
‘ , Tiém nhic lai Tiem nhc lai
bau Tan cong x: ‘ 1-5 moi 24h 1-5
N . moi 12h trong X
Than kinh < ah trong 3 ngay
3 ngay dau N
trung wong dau
Duy tri 15-25 6-10 30-50 6-10
Cung cd 10-15 11-21 20-30 11-21
T 3040 Tiérgonﬁgc lai
XHtiéuhoa | ro) 5ng | Tiem nhac lai 17 méi  24h 1.7
XH ¢o, long moi 12h trong s
nguc 3 ngay dau trong 3 ngay
i dau
Duy tri 15-25 8-14 30-50 8-14
Tiéu mau 30-40 3-5 50-60 3-5
Vét thuong sau 15-25 5-7 30-50 5-7
Truoéc
Phau thuat mb 20-30 30-40
nho, bao gém 1-5  ngay, 1-5 ngay, tay
nho ring Sau mo 20-30 tuy loai phau 30-40 loai phau
thuat thuat
fruoc 60-80 60-80
mo
Phau thuat Ion 50-80 1-3 50-80 1-3
Sau mo 30-50 4-6 30-50 4-6
15-30 7-14 15-30 7-14
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3.1.5. Diéu trj tai nha: 1 liéu dau tai nha trude khi dua ngudi bénh dén BV (trudc 2 giod)

e X £ Hemophilia A/B
Vi tri xuat huyet Nong do cin dat (%)
Khép, chay mau rang miéng 10-20
Co (khong c6 ton thuong than kinh di kém, trir co dy chau) 10-20
Co day chau hoic co & sAu c6 tén thuong than kinh di kém 30-50
Pau, than kinh trung wong 50-70
Xuat huyét tiéu hoa 30-50
Tiéu mau 20-40
Vét thuong sau 20-40
C6 va nguc 50-70

3.2. Piéu tri bénh nhan c6 chit wc ché: thwong giap ¢ Hemophilia A

3.2.1.Diéu tri chay mau: (HCBV)
- Chat tc ché hiéu gia thap (< 5 BU): YTPM liéu cao

+ Liéu dau 70-100U1 YT VIII/kg bolus, tiép theo bai 4-141U YT VIII/kg/gio
TTM lién tuc (sé ngay dung theo bang HD 3.1.3.)

- Chat uc ché hiéu gia cao (> 5BU): dung bypass

+ PCC (Phtc hgp prothombin ¢6 dac), APCC (Phic hop prothrombin c6 dac
hoat héa, FEIBA): 50-100UI/kg/ngay, khong vuot qua 200Ul/kg/ngay Vi
nguy co huyét khdi. Knhdng két hop véi Tranexamic acid vi nguy co tac
mach.

+ Yéu td Vlla tai t6 hop: DUng sém trude 2 gio. Liéu 90meg/kg mbi 2-3h cho
dén khi cAm mau, lidu va khoang cach sau d6 tuy vao ting bn, hoic lidu duy
nhat 270mcg/kg.

+ Trao ddi huyét tuong: xem 3.2.2.a.

Luu y: Trong truong hop kho kiém soat chay mau can diéu chinh liéu hodc thay doi loai
ché pham.

3.2.2.Diéu trj chdt sc ché
a. Trao ddi huyét twong (HCBV): két qua tam thoi

- Chi dinh:

+ Khi can giam hiéu gia chat Gc ché nhanh chong (trudc phau thuat khan
nhung khong cip cuu).
+ Chay méu nang khéng kiém soat duoc véi thudc bypass.

- Ky thuat ly tam tach dong chay té bao lién tuc (continuous flow cell-separation
centrifuges). Thé tich bang 1-1,5 lan thé tich huyét tuong.

- Thoi gian thyc hién 1 lan/ngay x 2-3 ngay lién tuc.

- B6 sung YTPM véi liéu thich hop sau lan trao doi huyét trong cudi cing, nham
dat néng d6 dinh tdi da trong huyét twong bénh nhan. Cuoc phau thuat nén dugc
sap xép trung vai thoi diém dinh nay (néu co).

- Co thé phdi hop IV gama globulin liéu cao 1g/kg/ngay x 2 ngay.
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Uc ché mién dich: (HCBV) Hiéu qua chua rd rang, c6 thé dung corticoid hay
cyclophosphamide don ddc hoidc phéi hop (budc 1). Néu khong dap wng cé thé qua
budéc 2 (Cyclosporine A hay Rituximab hay IV gama globulin liéu cao)

- Prednisolone 1mg/kg/ngay + Cyclophosphamide 2-3mg/kg/ngay ung x 6-8 tuan.
- Cyclosporine A 10-15mg/kg/ngay gitt CsA mau tir 150-350ng/ml x 3-4 tuan.

- Rituximab 375mg/m? TTM mdi tuan (ngay 1, 8, 15, 22) (dang nghién ctru c6

thé 1a budc 1).

- IV gama globulin liéu cao 1g/kg/ngay x 2 ngay.
Liéu phap cam ting dung nap mién dich (immune tolerance induction therapy- ITI):

- Déi twong: khi hiéu gia khang thé cao > 5BU.

- Thoi diém bat dau:

+ Cho dén khi hiéu gia khang thé 5-10BU (Theo dai sat HGKT + tranh ding
YT VIII ¢6 déc trong lac cho).

+ Bt ké HGKT, néu sau 1-2 nim ké tir khi phat hién chit tc ché hay khi c6
XH nang/de doa tinh mang.

- Liéu: 25-30U1 YT VIII/kg x 3 lan/tuan.
- Theo doi:

+ Dinh luong chit ac ché mdi thang (ké tir thang tha 3) dén khi chat e ché am
tinh 6n dinh thi do d6 héi phuc yéu té VIII hang thang. Khi sy hdi phuc yéu
t6 VIII dat > 66% thi do thoi gian ban hiy sau 3 ngay khong ding yéu t6
mdi 3 thang dén khi T1/2 > 6 gio.

- Yéu té tién luong:

+ Tién luong tét: néu c6 ca 3 yéu td (Khong ¢ phac d6 nao dugc ching minh
uu viét hon)

v Tién st c6 dinh HGKT < 200BU (rét tét néu < 50BU).
v" HGKT trude ITI < 10BU.
v/ <5 nam ké tir khi chan doan ITI.
+ Tién lugng xau: Ty lé thanh céng cao hon néu dung phac dd liéu cao
> 2001U/kg/ngay
v Tién st c6 dinh HGKT > 200BU va/hoic
v' HGKT trude IT1 > 10 BU va/hoic
v' > 5 nam ké tir khi chan doan ITTI.
- Phong ngura khi ITI:
+ Truéc ITI: rFVIIa.
+ Trong lac ITI:
v" XH khép hay noi so: FEIBA hay rFVlla.
v' Theo d&i sy hoi phuc YT VIII khi HGKT = 10BU.
v' Ngung bypass & bit cir mtrc @6 hdi phuc nao cua YT VIII.
- Panh gia két qua:
+ Thanh cdng hoan toan:
v' HGKT =0.
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v' Hoi phuc YT VIII binh thuong (> 66% gia tri udc tinh).
v' T1/2 YT VI binh thuong (> 6 gio sau 3 ngay khong dung yéu té VII).
v' Khéng xay ra dap tng hdi twang néu co tiép xtc YT VIII sau do.

+ Thanh cong mét phan:

v" HGKT< 5BU.
v' Hbi phuc YT VIII < 66% gia tri u6c tinh.
v T1/2 YT VIII < 6 gid sau 3 ngay khdng dung yéu té VIII.
v' Cé dap tng lam sang vai YT VIIL.
v" Khong taing HGKT > 5BU trong 6 thang chi BT khi XH hay 12 thang
DT phong ngura.
+ That bai:

v/ Khéng dat tiéu chuan thanh cong hoan toan/1 phan trong 33 thang.

v’ Giam < 20% HGKT trong khoang 6 thang bat ky sau 3 thang dau caa
ITI, nghia 1a: ITI duoc it nhat 9 thang va téi da 33 thang (du c6 thé
van tiép tuc ITI).

+ Néu that bai/thanh cong mot phan véi dot ITI dau tién ?

Tiép tuc phac d6 ITI ban dau.

Tang licu tdi da.

Ddi sang san pham YT VIII c6 chira VWB néu lic dau dung san
pham tai to hop hay don dong.

v' Xem xét b6 sung thém Rituximab hay thudc diéu hda mién dich khac.

AN

3.3. Piéu tri hd tro

RICE: Chuom da, bang ép, nang cao vi tri ton thuong, nghi ngoi (XH co khap)
Thuéc e ché tidu fibrin: Acid Tranexamic (biét duoc Transamin, Medsamic)
25mg/kg can ning mdi 6-8 gid x 5-10 ngay (udng) (c6 thé pha 1g trong 10ml
nudc ngdm sic miéng 5 phat roi nudt sé hiéu qua hon trong XH miéng; TE
20mg/kg). Chdng chi dinh khi c¢6 tiéu mau, c6 huyét khéi (ndo, tim). Khong
ding dong thoi voi APCCs vi kha ning gy cuc mau dong. Hiéu qua cao trong
XH niém mac.

Dexamethasone: Chi dinh: Viém khdp sau khi d3 ngirng chay mau: thoi gian <1

tuan véi lidu 0,05mg/Kg.

Giam dau: Paracetamol, Paracetamol két hop codein.
An than.

Phuc hdi chirc ning sau mdi dot chay mau co khap.
Tranh dung acetylsalicyclic acid (ASA) va NSAIDs.

3.4. Piéu tri bién chirng khéc
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Bién chimg co xwong khaop: theo chuyén khoa.

Viém gan B, viém gan C, HIV: theo chuyén khoa.

Thiéu mau: B6 sung sat (néu thiéu sit), truyén khdi hdng cau gitr Hb > 8g/dl (khi
c6 xuat huyét cap gy thiéu mau).

Nhiém triing: khang sinh.
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3.5. Céc diéu tri khac

3.5.1. Tha thudt rang

- Nhin chung, khdm va l1am sach théng thuong thi khdng can ning YTDM.

- Néu lam sach hay ldy mang bam hay cao voi ring ma c6 thé gay chay méu thi
can duing YTPM, DDAVP, thudc ¢ ché tiéu fibrin trudc va cd thé sau khi 1am
thu thuat.

- Nhé ring: Nang YTPM >30%. Truyén 1 lan YTPM liéu 15 [U/kg truge nhd
ring, dung tranexamic acid truéc truyén va kéo dai 5 ngay sau nhé (udng hay
stic mleng) Fibrin sealant giip phong ngira XH sau nhé rang, lam giam nhu cau
truyén YTDM.

- Néu phong bé xwong ham, can nang lén 50% (hemophilia A) hay 40%
(hemophilia B).

- Néu gay té tai chd trén bn thé nhe - vira thi khdng can truyén YTDM, cé thé
dung DDAVP.

- Péi véi thi thuat nang hon can khau hay nhé nhiéu lan: phai nhap vién.

3.5.2. Tha thugt xam ldn nhe
- BU yéu té dong mau trude khi tién hanh céac thu thuat nay.
- Choc do tiy séng, khi mau dong mach, noi soi phé quan sinh thiét, noi soi da
day sinh thiét.
4. PIEU TRI DU PHONG (Piéu tri han ché bién chitng chay mau): HCBV

4.1. Péi twong

- Bénh nhan hemophilia mirc 6 ning, <15 tudi:

+ Thoi gian bat dau: sau khi c6 chay mau khép 16n 1an tha 1.

+ Thoi gian két thac: Dén khi tré du 15 tudi.
- Bénh nhan hemophilia >15 tudi c6 XH tai di tai lai trén khép dich (XH ty phat
> 3 1an trén 1 khép trong vong 6 thang) hoic bénh nhan méi bi xuit huyét néo,
mang ndo.

Thoi gian: 4-8 tuan.

4.2. Liéu hrong

- Hemophilia A: 10-20 1U/kg/lan x 3 lan/tuan.

- Hemophilia B: 10-20 1U/kg/lan x 2 lan/tuan.

5. TO CHUC QUAN LY VA CHAM SOC TOAN DIEN

- MGi bénh nhan can duoc dang ki va quan Ii tai trung thm hemophilia va can c6
thé bénh nhan.

- M&i bénh nhan c6 phiéu theo dbi diéu tri tai nha (theo mau). Khi dén kham lan
ké tiép bénh nhan phai tra lai vo lo va phiéu theo ddi nay cho trung tim luu vao
hd so ngoai tru.

- Kiém tra sic khoe rang miéng dinh ki mdi 3-6 thang.

- Panh gia téng thé dinh ky vé chtic ning co khép tai chuyén khoa co xwong khop
va/hoic phuc hoi chirc nang it nhat 1 lan/nam.
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- Bénh nhan hemophilia can duoc 1ap pha hé dé xac dinh sém nhitng ngudi ¢6 kha
ning mac bénh hoic kha ning mang gen bénh trong gia dinh.
- Tu vén va tu van di truyén cho cac thanh vién trong gia dinh nguoi bénh

Hemophilia.
Phiéu theo doi diéu tri tai nha

+ Hovatén
+ M4 s bénh nhan

+ Chén doan
+ Chét tc ché

+ Tuoi + Can nang
Nguoi
thuc hién
tiém
truyén | Hiéu qua Tac
Ngay Vi tri . S6 (Ghird: | (Ghi ro:
. , Tén 2 o an dung Tem lo
thang chay < luong biéu bo, do " A
g . thuoc . A phu néu thuoc
nam mau (lo) duong, | it, khdng )
- < co
bac si, do...)
nguoi
nha, bénh
nhan)
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PHU LUC

2.

3.

HUONG DAN DUNG YEU TO VIII CO PAC
(HEMOFIL 250 1U)

Xuit huyét co - khop:

- Nguoi lon: 2 lo x 2 (TM céach nhau 12h) x 1-2 ngay.
-Tré em: 1 lo x 2 (TM céch nhau 12h) x 1-2 ngay.
Xuét huyét khac: Xin y kién 1anh dao.

Néu thoi gian ding > 2 ngay: Xin y kién lanh dao.

HUONG DAN DUNG YEU TO IX CO PAC
(REPLENIN 500 1U)

Xuat huyét co - khép:

- Nguoi l6n: 2 1o (TM), lap lai sau 24h x 1-2 ngay.
- Tré em: 1 lo (TM), lap lai sau 24h x 1-2 ngay.
Xuit huyét khéac: Xin y kién 1anh dao.

Néu thoi gian ding > 2 ngay: Xin y kién lanh dao.

* Luu y: YITDM cé dac VI, 1X chi dung trong ngi tra.

55



Phac d6 diéu tri BENH LY HUYET HOC — Tap 2

BENH THIEU MAU THIEU SAT

1. CHAN POAN
1.1. Chén do4n xac dinh thiéu mau thiéu sat
1.1.1.La&m sang
— Thiéu mau: choadng vang, U tai, hoa mat, nhic dau, kho the khi gang stc, tho
gap, tim dap nhanh, da xanh, niém nhot. ..
— Thiéu sit: He Kelly Paterson= Nubt kho - viém ludi - loét mép.
+ Mong tay, chan: 16m, gion, dé gay.
+ Ludi do, dau, teo dét, mat gai.
+ Ma@i kho, loét mép.
+ Nudt kho, in kho tiéu.
—  Tién can:
+ Ban than:
e Ché d6 dinh dudng.
e Dung thudc aspirin/NSAIDs.
e Hién mau, khai th4c nguon mat méau néu cd (xuat huyét tieu hoa, xuat
huyét 4m dao...).
+ Giadinh:
e Thiéu mau thiéu sat (c6 thé lién quan dén rdi loan hap thu sat di truyén).
Bénh ly huyét hoc (thalassemia).
R&i loan chay mau khéc.
Ung thu dai tryc trang.
1.1.2.Xét nghiém
—  Huyét dd:
+ Hb giam (WHO), MCV <80 fL, MCH <27pg.

Ngwong Hb dwoc dinh nghia la thiéu mau (WHO)

Tudi - Giéi Nguéang Hb (g/dl)
Tré em < 5 tuoi 11
Tré em 5 tuoi dén < 12 tuoi 11,5
Tré em 12 tudi deén < 15 tudi 12
Phu nir khéng mang thai (>15 tudi) 12
Phu nir mang thai 11
Nam (>15 tudi) 13

+ Phét mau ngoai bién: HC nho, nhuogc sic (nhat mau), kich thude khong déu,

HC mong dai, hinh bat chi, HC bia.

+ RDW cao.

— Théng sb sat: Sit huyét thanh (sit HT), kha niang gin két sit toan bo (TIBC-
total iron biding capacity), ferritin, d6 bdo hoa transferrin (sat HT/TIBC).
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+ Sat HT thap < 45ug/dL.
+ TIBC cao > 300ug/dL.
+ Ferritin thip < 20ng/mL.
— Dién di Hb (phén biét bénh Thalassemia).

1.2. Nguyén nhan TMTS

Thiéu sat do ché do dinh dudng
Di tng stra bo

Tang truong nhanh/tré nhe can
Bénh 1y dai truc trang

Nhiém ki sinh triing

M4t mau tir duong tiéu hoa

Tréem

Thiéu sat do ché do dinh dudng

Mat mau (vd rong kinh, tir duong tiéu hda, chay mau mili,
bat thuong dong cam mau...)

Nhiém ki sinh triing

Phy né#tién man kinh | Bénh Iy kém hap thu: bénh 1y dai tryc trang, cit da day,
nhiém Helicobacter pylory.

Bénh 1y duong tiéu hoa, yéu t nguy co: triéu ching tai
duong tiéu hoa, tién can gia dinh K dai tryc trang, tudi

> 50, TMTS khang tri, tai dién, khong giai thich duoc.

Mat mau tir duong tiéu hoa (ung thu).

Dan onglphy nik man kinh Bénh 1y dai truc trang

1.3. Chén doan phan biét

Bénh Fe huyét thanh TIBC Ferritin
TM thiéu sat Thap < 45ug/dL | Cao > 300ug/dL Thap < 20 ng/ml
. . Thap hay binh
TM do viém Thap < 45ug/dL thurong < 250ug/dL Cao > 100ng/mi
A 4 g z Binh thuong
TM do viém+ mat sat | Thap < 45ug/dL | Cao > 300ug/dL < 100ng/m|
Thalassemia thé trait | Binh thuong Binh thuong Binh thuong
TM nguyén bao sat | Cao Binh thudng Binh thudng
2. PIEU TRI
2.1. Muc tiéu

— Diéu tri nguyén nhan néu co.
— BU sat: Phuc hdi Hb binh thudng, chi sé hong cau (MCV, MCH), khéi phuc lai
du trit sat.
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2.2. BU sit

2.2.1.Bdng ty |é sdt co ban trong vién st

e Lwong sit nguyén tb Lugng sat twong duong khi

Muoi sat i (mg) tinh luén mufn sat
(mg cta muoi sat)

Ferrous fumarate 33 197

Ferrous gluconate

(ferricon)- vién 23,2 200

(Bifehema, nadyfer)-dung dich 5,8 50

Ferrous sulfate (Iberet folic-vién) 105 525

Ferrous aminoat (Adofex-vién) 60

2.2.2.BU sdt dwong uéng

Liéu nguoi 16n: 100-200mg st nguyén td/ngay, udng trudc an 1h hodc sau in 2h
(néu da day khd chiu c6 thé udng trong bita an).

Liéu tré em: 3-6mg sit nguyén to/kg/ngay.

BU sit bang duong udng nén lién tuc 3 thang sau khi tinh trang thiéu sit duoc
diéu chinh dé khdi phuc lai du trix sat.

Ascorbic acid: 250-500mg x 2/ngay, uéng cuing vai thudc vién sat, giap ting kha
nang hap thu sat.

Trén duong tiéu hda: budn ndn, ndn, tao bon hoic tiéu chay, dau da day. Néu tac
dung khdng mong mudn xay ra, nén ding thudc sau bira an.

Phan ung di tng bao gém néi man, ngira va phan ang phan vé véi vitamin sir
dung.

Di tiéu nudc tiéu vang twoi do riboflavin, phan c6 mau den do dung sat.

. BU sdt dwong tiém: Nhdp vién

Chi dinh: Khong dung nap, khong tuan tha hoac thiéu hiéu qua véi udng vién
sat, mac du da thay ddi lidu lugng, thoi gian va tan so.

C6 3 loai sit dung duong tiém:

iron sucrose (Venofer) va ferric carboxymaltose (Ferinject) chi dung duong tinh
mach.

iron (1) hydroxide dextran (Cosmofer) tinh mach, tiém bap.

Mic du ban dau dép Gng ting Hb khi bu sit duong tiém nhanh hon, nhung sau
12 tuan thi mirc d6 ting Hb tuong tu nhu bu sat dudng udng.

2.2.4. Ché dp an

B6 sung thém nhiéu thuc pham chia sit: chocolate, ngii coc, cac loai hat, rau ci,
gan, thit do, long do trung...
Tranh yéu t6 giam hap thu sét: tra, ca phé, trang, calcium, thudc khang acid.

2.3. Chi dinh truyén méau
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—  Theo AABB, ngudng Hb c6 chi dinh truyén mau trong trudng hop huyét dong
hoc 6n dinh va khéng kém tinh trang xuat huyét 1a < 6g/dl.
—  Truyén mau dé dua Hb & muc an toan, khong phai tré vé gia tri binh thuong.

2.4. Theo déi diéu tri
— Sau khi bu sit, HCL tang trong vong 72 gid; nong do Hb ting 2g/dl mdi 3 tuan;
khdi phuc duy trix sit sau 3-6 thang (ngudi 16n), 2-3 thang (tré em).
—  Kiém tra TPTTBM mdi thang.
— Kiém tra théng sb sat (sat huyét thanh, Ferritin) sau 3 thang.
— Khi di tré V& binh thudng, ndng d6 Hb va cac chi sé HC nén dugc theo dbi mdi
3 thang trong 1 nam, sau d6 1ip lai khi triéu ching thiéu mau xut hién tro lai.

TMTS Diéu tri nguyén
nhan néu cé
Bu sat dang
udng
y
. Khong - -
Dung ”ag sat ] Can nhéc bi sit
uong: dang tiém
Cé
Kiém tra TPTTBM
mdi thang
Khén : ) R -
‘/ ; g Tam soét lai nguyén nhan,
TPTBM binh thuong truyén mau néu thiéu mau
Co nang
Tiép tuc bu sit 3
thang tiép theo
Khéng

Kiém tra TPTBM mdi 3

Khoéng can thi¢p
thém, ngoai trir
khi ¢ triéu chung.

thang trong nam dau,
I4p lai khi triéu chung
thiéu méau xuéat hién.

TPTBM van duy tri Co
binh thuong
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BENH BAN XUAT HUYET GIAM TIEU CAU HUYET KHOI
(TTP: Thrombotic Thrombocytopenic Purpura)

1. CHAN POAN BENH

1.1. Pinh nghia

TMA (Bénh ly huyét khdi vi mach) dic trung boi su bat thudng md hoc (sung phu
cua té bao néi mod va khoang dudi noi mé) cta mao mach va dong mach nho gay ra
huyét khéi vi mach va hau qua 1a tan huyét vi mach va giam tiéu cau.

TTP (Thrombotic Thrombocytopenic Purpura: ban xuat huyét giam tiéu cau huyét
khdi) con goi 1a hoi chimg Moschcowitz, dwoc mo ta dau tién nam 1925 véi biéu hién
1am sang dién hinh: giam tiéu cau, thiéu mau tan huyét vi mach, rdi loan vé than kinh,
suy than va sot va khong c6 nguyén nhan nao khac. Co ché bénh sinh: thiéu men
ADAMTS13 do di truyén hoac do khang thé chéng ADAMTS13.

Typical HUS (Hoi chung tan huyét ure huyét dién hinh): hoi ching tan huyét vi
mach, giam tiéu cau, suy than kém theo tiéu chay truéc d6 gay ra do doc té Shiga cua Vi
khuan (thuong 1a E.Coli O157:H7). Thuong gap ¢ tré em dudi 5 tudi (chiém 90-95%
cac truong hop HUS).

Atypical HUS (Hoi chitng tan huyét ure huyét khong dién hinh: hoi chiing tan huyét
vi mach, giam tiéu cau, suy than khdng kém theo tiéu chay truéc d6. Thuong gap o tré
em dudi 5 nim (5-10% céc trudng hop HUS). Co ché bénh sinh 12 do ri loan diéu hoa
bo thé.

1.2. Chén do4n xac dinh

Ngii chimg “classic pentad”: thiéu mau tan mau vi mach, xuat huyét giam tiéu cau,
r6i loan than kinh, sét va suy than.

Tuy nhién, trén thuc té it khi gap diy du ca ngii chimg. Trong khi d6, néu cho doi s&
cham tré trong diéu tri. Vi vay, nén nghi dén TTP-HUS khi c6 biéu hign ciia tan mau
huyét khéi vi mach va giam tiéu cqu trén 1am sang, va xét nghiém ma khéng xdc dinh
dwoc nguyén nhan khéc.

1.2.1.Biéu hién 1am sang

Giam tiéu cau Chay mau miii, bAm, cham xuét huyét, chay mau
rang, ho ra mau, tiéu mau, xuat huyét ¢ than,
xuat huyét tiéu hoa, da kinh

Biéu hién than kinh thuong thoang LU 13n, dau dau, liét, mat ngdn ngir, loan van

qua va thay ddi (70 — 80%) ngdn, giam thi luc, bénh ndo, hdn mé (10%)
Sét (> 37°5C)

Triéu chirng khong dac hiéu Tim, vang da, mét moi, dau khop, dau co
Vang da Do thiéu mau tan huyét vi mach

Suy than Tiéu dam, tiéu mau vi thé

Tim Pau nguc, suy tim, ha huyét ap

buong tiéu hda Dau bung
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1.2.2. Xét nghiém
Xét nghi¢m chdn dodn bénh
Huyét d6

Hong cau ludi

Haptoglobin

Bilirubin, creatinin, LDH

Test Coombs trc tiép

Dong mdu toan bg, Fibrinogen
D- Dimer/FDP

Nuéc tiéu

Cdy phan

Ure, Dién gidi

ADAMTS 13

Thiéu mau, giam tiéu cau, manh vé hong
cau ¢6 manh vé HC/PMNB (> 2 manh
V&/QT 100)

Tang

Giam

Tang

Am tinh

Binh thwong

Tang

Protein niéu

Tim E.coli (néu tiéu chay)

Danh gia suy than

Khong cho doi két qua truéc khi bdt dau
diéu tri

Bao gom: Hogt tinh ADAMTS13, khang thé
khang ADAMTS13

Xét nghigm tim bién chizng va tim nguyén nhan

Chike néng tuyén giap
ANA/RF, LA, ACLA

Test mang thai

Test Viém gan A, B, C. HIV
Chitc nang gan

ECG, siéu am tim
Troponin T/I

CT/MRI

Loai trir bénh Grave
Loai trir bénh ty mién
Cho phu nit trong d6 tudi sinh dé

Binh thwong

DPdnh gid ton thiwong tim
Danh gia tim mach

Pdnh gid ton thiong than kinh

CT scan nguc, bung chgu + tumour Tim bénh ly &c tinh

marker

- Phan d6: giam hoat tinh ADAMTS13

Giam nang: < 10%

Giam trung binh: 10-50%

Binh thuong: >50%

Khuyén céo cho viéc chdn dodn TTP tir guideline cia BIJH:

1 Chan doan TTP nén duoc diéu tri nhu mot cap ciru ndi khoa 1B

2

Chan doan ban dau TTP nén dwa trén bénh sir, kham Iam sang va
nhirng xét nghiém théng thwang, ké ca phét mau ngoai bién

1A

Vi nguy co tir vong cao Xay ra sém nhung c6 thé phong tranh duoc, do
d6, viéc diéu tri thay huyét twong nén dugc thuc hién ngay khi cé thé,

3 t6t nhat trong 4-8 gio, bat ké thoi gian trong ngay néu bénh nhan cé | 1B

Thiéu mau tan huyét vi mach (MAHA) va giam tiéu cau ma khong
c6 nhitng nguyén nhan khac hién dién
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1.3. Chan do4an phan biét
Phén biét véi: DIC giai doan suy da co quan, HELLP trén san phu

TTP HUS HELLP DIC
Rdi loan than kinh o+ +/- +/- +/-
Suy than +/- +++ + +/-
Sot +- -1+ - +/-
Tan mau +++ ++ ++ +++
Giam tiéu cau +++ ++ ++ +++
Bat thuong XN dong mau - - +/- +H+
Suy gan +/- +/- +++ +/-

Réi loan twr mién: Khong thé phan biét voi TTP. Vai bénh nhan cé thé mic dong
thoi TTP va rdi loan ty mién kém theo. Vi du: SLE va APLA.

Nhiém trang hé théng: C6 thé gay giam tiéu cau, thiéu méau tan huyét vi mach ma
khdng dau hiéu DIC. Nhiém tring hé théng thuong sét cao, lanh run, tham nhiém phoi,
trong khi biéu hién nay hiém gap trong TTP.

Bénh &c tinh: cd thé gay giam tiéu cau, thiéu mau tan huyét vi mach ma khong dau
hiéu DIC. Nhitng bénh &c tinh lién quan gan, phdi hiém xay ra trong TTP. Choc hut tay
xuong dé chan doan.

Tang huyét &p ac tinh: c6 thé gay giam tiéu cau va thiéu mau tan huyét vi mach,
suy than va nhitng biéu hién than kinh nang.

1.4. Xép loai

1.4.1.TTP di truyéen

Hoi chitng Upshaw - Schulman (USS): 1a thé bénh kha hiém gap, biéu hién bénh Iy
tan mau vi mach, giam tiéu cau, tai phat nhiéu lan, ty 1¢ tor vong rat cao. Xét nghigm
cho thdy ADAMTS13 giém ndng (< 5%) va khong phat hién khang thé khang lai
ADAMTS 13, phan tich DNA c6 dot bién gen chiu trach nhiém tong hop ADAMTS13
nam trén nhiém sac thé 9g34.

Biéu hién 1am sang twong ty TTP méc phai nhung thudng gip o tré em vai cac biéu
hién vang da, tan méu so sinh, khong c6 bat déng vé nhdm méu hé ABO ciing nhu hé
Rh va nhirng hé nhém mau khéc; Céac biéu hién bénh Iy nay thwong tai phat nhiéu lan
trong thoi nién thiéu cua tré.

Khuyén cao vé TTP di truyén tir guideline BJH:

TTP bam sinh nén dugc xem xét ¢ tré so sinh vang da ning. Biéu

1 = A ~ r A 5 5 A =X A p 5 . 5 A
hién cling c6 thé xay ra ¢ tuoi thieu nién va ca khi trudng thanh

1A

Chan doan TTP bam sinh duogc xac dinh hoat dong ADAMTS 13
2 <5%, khong c6 khang thé, va c6 bang ching khiém khuyét cua | 1A
gen ADAMTS 13 ddng hop hay di hop tu
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1.4.2. TTP mic phdi
Thiéu hut men ADAMTS13 do c6 khang thé anti ADAMTS13 thuong la hau qua cua
mét tinh trang bénh Iy hozc do thudc va nhiéu khi khong xac dinh dugc nguyén nhan:
- Mic phai x4c dinh duoc nguyén nhan:
+ Do thudc: quinine, thubc tranh thai, ticlopidine, cyclosporin. ..
+ Sau truyén tuy, ghép tang.
+ Thai nghén: sau dé va nhiém doc thai nghén ning.
Khuyén céo:

Phu nit da bi TTP trudc d6 duoc khuyén dung thubc tranh

! thai khdng estrogen

1C

2. PHAC PO PIEU TRI
2.1. Piéu tri TTP di truyén

Kh@r‘lg tién 1‘12‘1nh trao doi huyét tuong, chi truyén huyét twong twoi; Bi?éu‘ tri du
phong bang truy‘én huyét tuong 3-4 tu?an/lén.’Tuy nhién chi mot \{ai bénh r]hén can dieu
tri du phong, phan con lai chi can truyén huyét tuong trong dot biéu hién cap.

Liéu: 15ml/kg mdi lan truyén.
2.2. Piéu tri TTP thir phat

2.2.1. Trao doi huyét twong
- Thuong st dung huyét twoi dong lanh hoac két taa lanh yéu t6 VIII nghéo huyét
tuong (cryoprecipitate-poor plasma) va phai bat dau ngay khi ¢ céc biéu hién:
giam tiéu cau, thiéu mau huyét tan vi mach va khong tim dwoc nguyén nhan
khac gay nén nhitng bat thuong nay. Trao d6i huyét tuong sém gidp giam ty I¢
tir vong caa TTP tir 90% xudng con khoang 10%.
- Liéu luong: 40-60ml/kg can nang (1,0 - 1,5 thé tich huyét trong), tién hanh ngay
1 1an, kéo dai tbi thiéu thém 2 ngay sau khi sé luong tiéu cau va LDH vé binh
thuong.
- Bién chang: xuat huyét, ngung tim vai hoat dong dién mat mach, tir vong.
Khuyén céo ciia BJH guideline vé trao doi huyét tuong:

1 Trao d6i huyét twong duoc bat dau véi thé tich huyét | 1B
twong trao d6i 1-1,5 lan, sir dung huyét tuong & tit ca
nhom tudi va duoc danh gia lai mdi ngay

2.2.2.Truyén huyét twong tiwoi
- Chi dinh: Trudng hop khong thé tién hanh chiét tach huyét tuong dugc hoic thoi
gian cho dén chiét tach huyét twong > 12 gio.
- Liéu luong: 20ml/kg can niang/24 gio, can luu ¥ tinh trang qué tai.
2.2.3.Truyén khéi hang cdu: khi thiéu mau nang.
Khuyén céo: truyén khdi hong cau theo nhu cau 1am sang dic biét trong trudng hop
¢6 tén thuong trén tim (1B).
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2.2.4.Truyeén tiéu cau: chi truyén tiéu cau khi chay méau ning de doa tinh mang ngudi
bénh (1A),

2.2.5. Thudc két hop
- Corticoid: Pugc dung cho nhitng bénh nhan cé giam ADAMTS13 nang, kém
dap tng thay HT.
Thuong st dung methylprednisolon véi lidu 1g/24 gid bang dudng truyén tinh
mach, trong 3 ngay lién; Truong hop st dung duong ubng: prednisone 2mg/kg
can nang/24 gio. Corticoid udng giam liéu khi sb lwong TC 6n dinh 1-2 tuan.
- Acid folic: T4t ca ngudi bénh TTP thu phat déu dugc diéu tri acid folic vai liéu
lwong: 3-5mg/24 gio va bang duong uéng (LA).
2.2.6.Nhitng trwong hep TTP dai ddng (S6 lugng tiéu cau<150G/l, LDH khong vé
binh thuong sau 7 ngay trao doi huyét twong):
(1)Tién hanh trao ddi huyét twong vai liéu gap doi: 40ml/kg can ning X 2 lan méi
ngay, khi dién tién 6n dinh giam liéu xubng 40ml/kg can ning, 1 lan/ngay.
(2) Corticoids.
(3) Gamaglobulin: liéu 2g/kg can nang/24 gio (Pinh luong lg va Hai chan bénh vién).
2.2.7.Nhitng truwong heop TTP tai phéat

Khuyén céo ciia BJH guideline

1 Tang cudng thay huyét trong va hoac Rituximab Ia lya chon | 1B
trong nhirg trueong hop tai phat

2 Tat ca bénh nhan nén duoc giai thich vé nhiing triéu chung, | 1A
dau hiéu va nguy co cua tai phat truéc khi xuat vién

2.2.8.Nhitng truwong hop khéng ddp ing véi cac bién phdp diéu tri théng thwong: co
thé xem xét dé chi dinh diéu tri bang Rituximab 375mg/m2/tuan trong 4 tuan. (Hi chan
bénh vign)

Khuyén céo ciia Guideline BJH:

TTP cap tinh v6 cin co biéu hién than kinh, tim mach s& c6
1 nguy co tir vong cao. Do do, rituximab nén dugc xem xét, két | 1B
hop véi thay huyét twong va corticoid

TTP qua trung gian mién dich khang tri hay tai phat,

2 o . ) 1B
rituximab nén dugc Xem Xxét

3 Tang tan so thay huyét tuong va thém Rituximab trong trudng 1B
hop TTP khang tri

4 Nhitng Bénh nhan c6 hoat dong ADAMTS 13 giam < 5%, 1B

Rituximab nén duoc Xem xét

2.2.9. Theo déi, danh gid tién trién qua céc chi sé:
Theo ddi mdi ngay:
- Tinh trang ton thuong than kinh.
- SO lugng tiéu cau.
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- Luong huyét sic té.

- Nong do LDH, ure, creatinin mau.

Dap ung véi thay huyét twong c6 hodc khdng corticoid dwa vao sé lweng tiéu ciu.

S6 luong tiéu cau ting 1én sau 2-3 ngay diéu tri va thuong tré vé binh thuong
sau 1 tuan.

Hoi phuc nhiing biéu hién than kinh 1a ddu hiéu dap ung dau tién va co thé hoi
phuc hoan toan sau hén mé, liét nira nguoi.

LDH giam sau diéu tri thay huyét trong ban dau nhung it khi tré vé binh thuong.

Thiéu méu ciing hdi phuc nhung cham hon giam tiéu cau.

Suy than hdi phuc cham nhét, nhung trd vé binh thuong thi khéng chéc chan.

Theo ddi lau dai:

Theo di huyét d6 vai lan trong vai thang, khi sé luong tiéu cau giam can nghi
ngo co tai phat.

Khoang 7% bénh nhan TTP v cin c¢6 giam ADAMTS13 ning da phat trién
thanh SLE. Do d6, chiing ta nén xem xét danh gia SLE Iic ban dau va theo ddi trong
suét qua trinh diéu tri.

2.3. Piéu tri TTP mic phai do thai ky

Chan doan TTP do thai ky rat kho khin nhét la sau sinh. O bat ky ba me mang thai
nao vai mot bénh huyét khdi vi mach va khdng chic chin chan doan (san giat hay hoi
ching HELLP c6 thé gap sau sinh) thi trao d6i huyét twong nén duoc xem xét.

Néu TTP phét trién trong tam c& nguyét thir nhat thi viéc trao ddi huyét tuong déu
dan nén duoc tiép tuc dén khi dta tré sinh ra séng sot.

Xét nghiém ADAMTS 13 trudc diéu tri gidp phan biét TTP bam sinh hay méc phai
vé6i nhitng bénh huyét khdi vi mach do thai ky khéc. Trong san giat hay Hoi chuang
HELLP thi hoat dong ADAMTS 13 giam nhe (trung binh 31%) nhung khong thay
khang thé.

Trong TTP mic phai, rat kho dé tién luong kha ning tai phat khi mang thai. Sy giam
hoat dong ADAMTS 13 (< 10%) truéc khi bat dau mang thai doi hoi phai c6 bién phép
diéu tri thich hop dé ngan huyét khdi vi mach trong sudt thai ky.

2.4. TTP lién quan nhiém HIV

O nhing ngudi ¢6 thiéu hut ADAMTS 13 nang, hoat dong ADAMTS 13 trg vé binh
thuong khi sé luong CD4 ting 1én va sé luong HIV giam xudng sau khi diéu trj thudc
diét virus (HAART) va thay huyét tuong.

Trong thuc hanh, viéc diéu tri HAART nén duoc thyc hién ngay sau khi thay huyét
turong dé cho phép thoi gian hap thu téi da.

Khuyén céo ciaa BJH guideline:

1 Thay huyét trong két hop diéu tri HAART nén duoc duoc 1B
thuc hién ngay khi chan doan TTP két hop nhiém HIV
Thudc diét virus dugc dung ngay sau khi thay huyét tuong

2 2oy s . Z. 1A
deé thoi gian hap thu toi da
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2.5. Piéu tri HUS D+, thé bénh thwong gip & tré em
Tap trung diéu tri suy than cip va chay méu. Cu thé:

- Pam bao can bang nudc, dién giai théng qua lugng dich, loai dich can truyén;

- Kiém soat huyét 4p bang thudc ha huyét ap va luong dich dua vao;
- Loc than: tuy theo mirc d6 suy cua than.
Trao doi huyét trong va truyén huyét tuong ciing nhu corticoid thudng khdng mang
lai hiéu qua va khong duoc ap dung.

So d6 diéu tri TTP

Chén doan TTP
- Bit dau thay huyét
tuwong

Nghi ngo bénh
khic

- Ngung thay

v

A4

huyét tuong

Nghi ngo thiéu hut

cau lai)

ngay
- Rituximab

Bénh niing hon (giam tiéu

- Thay huyét twong mdi

ADAMTS 13 ning* Khéng hojc dip g gidn

- Dimg corticoid u(")ng doan, biéu hién than kinh
méi:
- Corticoid liéu cao
- Rituximab

v - Thay huyét twong 2

Pap ung: PLT > 150 k/pl 1an/ngay

trong 2 ngay

- Ngung thay huyét tuong

- Tiép tuc corticoid

y

S6 luong tiéu cau ting,

than kinh cai thién
- Bit dau lai thay huyét

S6 luong tiéu cau

A

binh thuong trong 1-2
tuan
- Giam liéu corticoid

tuong mdi ngay

A 4

Lui bénh

- S6 lugng tiéu ciu
duy tri muc binh
thuong trong 30
ngay sau lan thay
huyét twong cudi

cung
v
Tai phat *Giam ADAMTS 13 ndng:
- Thay huyét twong nghi ngd khi ¢6 triéu chimg
mdi ngay than kinh, suy than néu chua
- Corticoid dinh lugng dugc
- Rituximab
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1. Guidelines on the diagnosis and management of thrombotic thrombocytopenic purpura
and other thrombotic microangiopathies.
Scully M?, Hunt BJ, Benjamin S, Liesner R, Rose P, Peyvandi F, Cheung B, Machin
SJ; British Committee for Standards in Haematology.

2. How 1 treat patients with thrombotic thrombocytopenic purpura: 2010 - James N.
George
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BENH BACH CAU CAP DONG TUY ONGUOI LON
(AML)

1. CHAN POAN BENH

1.1. Tiéu chuén chén doan xac dinh bénh
- Dé chan doan Bach cau cip doi hoi phai cd > 20% té bao non (blast) & méau hoic
tay.
- Pinh nghia bach cau cap dong tay can dua trén:
+ Ty Ié té bao blast trong tuy xwong chiém > 20% té bao c6 nhan (Bit budc,
theo WHO).
+ > 3% té bao blast dwong tinh v&i nhudém héa té bao MPO hay SBB.
+ > 2 dau 4n dong tay va < 2 dau an dong lympho.
*Chan dodn AML ciing dwge xdc dinh trong truong hop té bao blast <20% nhung cé
nhizng bat thiong di truyén té bao dac hiéu nhw: t(15:17), 1(8;21), inv(16).

1.2. Chén do4an dwéi nhém theo hinh thai hoc (FAB)

FAB Biéu hién Ty lé
MO BCCDT khong biét hoa 5%
(undifferentiated)

M1 BCCDT biét hoa kém (minimal 15%
maturation)

M2 BCCDT biét héa tét (maturation) 25%
M3 BCCDT tién tiy bao 10%
(promyolocytic)

M4 BCCDT hon hop 20%
(myelo-monocyte)

M4Eos BCCDT hén hop tang eosinophil 5%
(eosinophilia)

M5 BCCDT biét hoa dong don nhan 15%
(monocytic)

M6 Bach cau cap déng hong cau 5%
M7 Bach cau cap dong mau tiéu cau 5%
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1.3. Chén doan dwéi nhém theo dau 4n mién dich

BANG PHAN LOAI AML THEO DAU AN TE BAO

Markers AML- AML- AML- AML- AML-
MO/M1/M2 M3 M4/M5a/M5b M6 M7
CD13/CD33 ++ ++ ++ + ++
CD65 +/+/++ + ++ * *
MPO -[+[++ ++ ++ +
CDl11ic -ort - ++ - -
CD14 - - +/+/++ - -
CD15 + x - - -
CD36 + ++ +
H-Antigen - - - ++ +
CD235a(Glyco) - - - + -
CD41/CD61 - - - - ++
CD42 - - - - +
CD34 ++/++/+ * H/+/+ + ++
CD117 ++ + + + +
HLA-DR ++/++/+ - ++ + +
TdT + * + + +

2. YEU TO TIEN LUQNG BENH VA PHAN NHOM NGUY CO

2.1. Tudi: Dudi 50 cho tién lwgng kha quan hon véi 74% dat lui bénh hoan toan va thoi
gian song toan bo 2 nam 1a 46% (Theo ECOG: European Canada Oncology Group).
2.2. Pic diém hinh thai hoc FAB

Pic diém hinh thai hoc té bao theo FAB gilip chan doan AML, phan biét cac dudi nhém
AML va cho y nghia tién lugng (Bang trén). Nhém M0, M6, M7 1a nhém nguy co cao.
2.3. Di truyén té bao va sinh hoc phan tir - Nhirng yéu té tién lweng déc 1ap

AML dugc chia thanh 3 nhoém nguy co dwa vao di truyén té bao va sinh hoc phan tir:
tién luong tét, tién lwong trung binh va nguy co cao (tién luong xau).

Nhém nguy

Bat thwdng vé gen
o gveg

Bét thuwong NST

NST db binh thudng cé
dot bién CEBPA hoic dot
bién NPM1 khdng kem
v6i FLT3-1TD

Tién lwgng | t(8;21), inv(16)/t(16;16) khong kem c-KIT
tot t(15;17)

NST d binh thudng va khéng c6 FLT3-
ITD t(8;21), inv16, t(16;16) c6
-Y, 48, +11, +13, +21, +22, (9;11) kém dot bién c-KIT

Bat thuong khac khdng thudc nhom tién
lwong tot va xau

Tién luwgng
trung binh
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Nhor:anguy Bét thuwong NST Bét thwong vé gen
:jr;‘l’((g’;()qﬂq%)/ 1(3:3)(421,426), -5, -7, NST db binh thuong co
Nguy co cao | 1(6:9)(p23:934), t(6:11)(q27:q23), dot bien FLTS-ITD ma
_ i khéng co su hién dién cua
(11,19)(q23;p13.1), dot bién CEBPA
Bat thuong NST phic tap (>3) '

2.4. Céc yéu t6

tién lwong khac

Tién hrong tot

Tién lwong xiu

Giai doan

ba dugc

Trong thoi gian diéu tri

BN tii phat

bénh Nguyén phat

Tinh trang BN trwéc diéu tri

Bach cau <30x 10°/L
Tiéu cau >30x 10°/L
Blast trong mau ngoai vi Khong
LDH Thap
Bénh noi1 khoa di1 kem Khong
Xam lan than kinh trung wong Khoéng

Thoi gian ui bénh lan dan Kéo da1

ghép té bao goc Khoéng

Giam blast nhanh

Thir phat sau loan
sinh tuy, xo ty,
tiéu Hb kich phat vé

dém ...

>30x 10°/L
<30x 10"/L
>15x 10°/L

Cao

Co

Co

Giam blast cham

Ngan

Co

Chi s6 ECOG dénh gia tong trang >2 ciing 13 yéu t6 tién luong nang

Bang phéan loai theo ECOG:
0 — Khéng thay d6i nhiéu so vai binh thuong.
1 — Khéng ging stc duoc — Mét khi géng strc.
2 — CO6 thé ty cham séc co ban, tu an uéng.

3 — Phai nam trén giwdng 50% thoi gian va can tro gidp.

4 — Liét givong.

3. BILAN TRUOC PIEU TRI PAC HIEU

3.1. Bilan xét n

ghiém thwong quy

- Huyét 6 - Nhém mau.
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Sinh hoa day du: SGOT-SGPT, Bilirubin T-D, Glycemia, BUN-Creatinin, LDH,
Axid uric, CRP, Protid, Albumin, Pre-Albumin, Cholesterol, Triglycerid, LDL,
HDL, Ion dd, Phosphate.

Dong mau toan bo: PT, aPTT, Fibrinogen; D-dimer néu c6 roi loan dong mau
hoac c6 bénh canh mach mau.

Bilan siéu vi: HBV: HbsAg, antiHBs, antiHBc (IgM, 1gG), HCV: anti-HCV,
HIV, anti-CMV IgG, IgM.

Dinh HLA 10 locus bang ky thuat high resolution (néu bénh nhan c¢6 hudng
ghép tuy).

Xquang nguc thang — nghiéng.

Siéu am bung tong quat — Siéu am tim — ECG, can nhiac CT-scan néu ¢ thé.
MRI néu nghi ngd xam lan than kinh hoac ngoai tay.

Cdy méau va cac dich tiét, bilan tam soat nhiém trang (Procalcitonin,
Galactomanan, Aspergilus...) néu c6 sét hoac dau hiéu nhidm tring khac.

Sinh thiét — giai phau bénh néu nghi ngd u ngoai tay (myeloid sarcoma).

3.2. Bilan xét nghi¢m d@é chan doan xac dinh bénh — tién lrgng
Xét nghiém chdn dodn xdc dinh: Huyét @ va tiy do. Néu hudng diéu tri dac hiéu,
can lam day du cac xét nghiém dé danh gia chinh xéc tién lugng bénh.

Tay d6 - Sinh thiét tay (néu can).

Hoa té bao: MPO, SBB (Sudan Black B (C2sH24Ng))

DA4u 4n mién dich té bao: Phan dong cua té bao 4c tinh

Xét nghiém tién lirong Thyc hién khi diéu tri dac hiéu.

Karyotype: Nudi ciy, xac dinh bat thudng nhiém sac thé.

Di truyén hoc phan tir: khao sat cac dot bién di truyén trong AML.

Choc do DNT néu c6 triéu chiing than kinh ma hinh anh hoc khdéng phat hién
xam lan. Truong hop bach cau > 50k/ul ldc chan doan hodc thé M4, M5 nén
danh gia DNT sau khi dat lui bénh. Néu c6 hién dién té bao non, can duoc Xt tri
nhu leukemia hé than kinh trung wong.

*\/é mdt tam sodt, doi Véi lan dau tién, 1T nén thec hién khi TC>100k/ul, khdng c6 rai
loan dong mau va dwoc thuc hién bai bac sy giau kinh nghiém thu thuat. Ter miii thir 2,
c6 thé thuc hién khi TC >50k.ul.

4. PHAC PO PIEU TRI: CAP NHAT THEO NCCN 2014

DPadnh gid trude diéu tri: Can khao sat ky lai triedc khi quyét dinh héa tri lidu
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Méu: Hinh théi, ddu 4n, di truyén té bao.

Tay: Hinh thai, hoa té bao, dau 4n mién dich, di truyén.
Hinh anh hoc: Xquang, Siéu am, ECG; chtrc nang tim.
Sinh héa mau, chirc nang gan, than.

bong méu toan bo.

Bilan siéu vi: HBV, HCV, HIV, CMV.
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- Bilan nhiém triing.

- Panh gia xdm 14n than kinh trung vong: Dich néo tay, MRI, PET-scan.

- Bénh phdi hop.

- Nguoi cho trong truong hgp hudng ghép.

AML: < 60 tudi: Phéc d6 7&3 chuan

Phac ¢4 Daunorubicin liéu cao Danh gia lui bénh
Phéac d6 7&3 véi Idarubicin 12mg/m?
>60 tudi: Phac d6 diéu tri AML nguoi 16n tudi

4.1. Giai doan tan cong

4.1.1. Phdc @6 dic tri
% Phdc @ 7&3 chuan:

Daunorubicin 45mg/m?/ngay pha 50ml dung dich Glucose 5% hoac NaCl 0,9%
truyén tinh mach trong 30 phut, trong 3 ngay lién tiép (N1-3). Luu y danh gia k¥ 1am
sang, siéu am tim, ECG trudc mdi liéu Dauno va N4 sau liéu Dauno thi 3.

Cytarabine100mg/m2/ngay pha trong dung dich Glucose 5% hozc NaCl 0,9% truyén
tinh mach lién tuc 24 gio, trong 7 ngay lién tiép (N1-7).

% Phdc dé tan céng véi Daunorubicin liéu cao (Hgi chan bénh vién).
a. Tiéu chuin chon bénh

- Chan doan xac dinh bach cau cap dong tay.

- Tudi < 55.

Khong co bat thuong tim mach: EF > 55%, ECG khong bat thuong.

- Chuc nang gan-than trong gidi han binh thuong.

- Khdng mac bénh noi khoa khac.

- ECOG<a3.

- Nhom nguy co cao, chua ¢ diéu kién ghép té bao goc.

b. Thudc dic tri

- Daunorubicin 90mg/m?/ngay pha 50ml dung dich Glucose 5% hoac NaCl 0,9%
truyén tinh mach trong 30 phut, trong 3 ngay lién tiép (N1-3). Luu ¥ danh gia k¥
1am sang, siéu am tim, ECG trudc mdi liéu Dauno va N4 sau liéu Dauno thir 3.

- Cytarabinel00mg/m#/ngay pha trong dung dich Glucose 5% hoac NaCl 0,9%
truyén tinh mach lién tuc 24 gio, trong 7 ngay lién tiép (N1-7).

% Phdc do tan cdng véi ldarubicin:

- Idarubicin 12mg/m&/ngay pha 50ml dung dich Glucose 5% hoac NaCl 0,9%
truyén tinh mach trong 30 phut, trong 3 ngay lién tiép (N1-3). Luu ¥ danh gia k¥
1am sang, siéu am tim, ECG trudc mdi liéu Idarubicin va N4 sau liéu Idarubicin
tha 3.

- Cytarabine1l00mg/m?#/ngay pha trong dung dich Glucose 5% hoac NaCl 0,9%
truyén tinh mach lién tuc 24 gio, trong 7 ngay lién tiép (N1-7).

% Phdc dé tan cong khi c6 chang chi dinh Anthracycline (Hgi chdn bénh vién):

- Cytarabine 1,5g/m?/12g pha trong 200ml dung dich Glucose 5% hoac NacCl

0,9% truyén tinh mach lién tuc 2 gio, trong 6 ngay lién tiép (N1-6).
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- Etoposide 100mg/m2/ngay pha trong 500ml dung dich Glucose 5% hoac NaCl
0,9% truyén tinh mach lién tuc 2 gio, trong 5 ngay lién tiép (N1-5).
< Tiém kénh tuy (IT) trong trieong hop xam lan than kinh trung wong:
- Gém MTX 15mg, Ara-C 30mg, Depo-medrol 20mg: Tién hanh 2 lan/tuan dén
khi Blast dich néo tay (-), sau d6 mdi lan/tuan tir 4-6 tuan.
< Tiém kénh tiy dir phong: néu 1a thé M4, M5 hoac bach cau lic chan doan >50K/ul:
- N1 va N7 giai doan tan c6ng: Ngay N1 va N4 mdi giai doan cung cb (liéu gidng
nhu trén).
*Luu ¥ didu kién an toan thyc hién IT.

4.1.2.Diéu tri hé tro: chung trong giai doan tén cong
A. Djch truyén va diéu chinh réi logn dién gigi: Trong AML, véi bién chimg ting bach
cau 4c tinh, nguy co cua lap mach va ly giai la rat cao.

- DPam bao duong truyén tinh mach trung tm cang sém cang tbt, khi diéu kién
huyét hoc cho phép.

- Dich truyén téi thiéu 1500-2500ml/m2/ngay.

- Truong hop bach ciu cao: Tham khao phac dd xir tri ting bach cau cap cuu,
Allopurinol nén st dung 10mg/kg/ngay, téi da 600mg/ngdy, sau do giam
300mg/ngay cho du 2 tuan.

B. Ning dé tong trang:

- Chéng nbn 6i: Odansentron 8mg x 4/ngay dén khi hét liéu trinh hoa tri va khéng
con triéu chang.

- Dinh dudng: Tang cudong dinh dudng, tdi thiéu 30 - 40Kcal/kg/ngay.

C. Khang sinh du phong khi Neutrophil <500/ul: Ciprofloxacin 0,59 1v x 2/ngay.
Itraconazol 0,1g 1v x 2/ngay.
(tét nhat 1a Posaconazole).

D. Khang sinh chéng nhiém triing: Tham khao phac db sét giam bach cau hat.

E. Truyén ché phdm mau: Giit TC >20k/ul véi 1am sang khdng xuat huyét va Hb >9g/dl.
F. Mét s6 cham séc khdc: Nho mét khi ding Ara-C liéu cao, cham s6c rang miéng trong
giai doan giam bach cau, Medfoxyprogesterol (10-20mg/ngay) dé ngung chu ky kinh ¢
phu ni trong giai doan giam tiéu cau, tranh dung Aspirin va khang vién non-steroid.

5. BILAN DE THEO DOI VA PANH GIA

5.1. Giai doan khong suy tay
- Huyét d5 2 lan/tuan.
- Sinh héa 2 lan/tuan.
- Poéng mau 1 1an/tuan.
- Tbong phan tich nuéc tiéu 1 lan/tuan.
- C4c chi dinh khéc thay ddi theo tinh trang bénh ly.
- Kiém tra DNT: Trudng hop bach cau > 50k/ul lGc chan doan hodc thé M4, M5
nén danh gia DNT sau khi dat lui bénh.
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5.2. Trong giai doan suy tay
- Huyét ¢6 mdi ngay.
- Sinh hoa cach ngay, it nhat bao gdm SGOT-SGPT, Glycemia, BUN-Creatin,
CRP, Protid, Ton db.
- Poéng méau: PT, aPTT, Fibrinogen mdi tuan.
- Galactomanan, Protid, Pre-Albumin mdi tuan.
- Tbng phan tich nuéc tiéu 1 lan/tuan.
- XQ nguc thang mdi tuan.
- Siéu am tim, ECG mdi ngay trudc va sau dung Daunorubicin.
e Luu y: Bilan c6 thé thay ddi theo bénh phdi hop, dién tién bénh.
Xét nghiém theo ddi dap tng diéu trj dac hiéu:
- Tuy d6 N14, 21, 28, va 35 néu can.
- Sinh thiét tiy khi khong danh gia duoc tiy do.
- Dau an mién dich, sinh hoc phan tir danh gia MRD khi danh gia lui bénh.

6. CAC TIEU CHUAN PE PANH GIA CAC MUC PQ PAP UNG POl VOI
PIEU TRI PAC HIEU

6.1. Panh gia Huyét @6 va Tiy do + Sinh thiét N14
- Té bao blast ton luu con cao (>20%, tuy giau té bao): Mito-FLAG, chi dinh di
ghép sém.
- Giam té bao tiry va blast dang ké (5-20%, tiy khdng nghéo): Lip lai tin cong
chuan, chi dinh di ghép som.
- Tuay ngheo (Mat d6 <10% va blast ton luu <10%): danh gia tay N21.

6.2. Panh gia Huyét 6 va Tiy do + Sinh thiét tir N28 hoc 35

6.2.1. Lui bénh hoan toan (CR)

- ANC >1 x10%1, PLT > 100 x 10%1, khéng c6 du hiéu tham nhidm ngoai tay.

- Tuy binh thuong: mat do trung binh khé, ba dong té bao tiy binh thuong blast
< 5%. Khong dat can dénh gia sinh thiét.

- Tén luu bénh thap MRD < 1/1000(10°%).

- Lui bénh vé mat di truyén té bao va sinh hoc phan tu.
*CRi: dat tiéu chuan lui bénh voi blast <5% nhung ANC < 1 x 10%I hoic
PLT<100 x 10%L, khong I¢é thudc truyén mau (thuong 1a giam tiéu cau).

6.2.2. Lui bgnh mgt phan (PR): tay con hién dién tir 5 — 20% blast.
6.2.3. Khéng ddp ving (NR — That bgi tén cong): > 20% blast.

7. PIEU TRI SAU TAN CONG
- Diéu trj sau tan céng phu thudc vao nhém tién luong doc 1ap va két qua lui bénh
hoan toan vé mit di truyén té bao.
- Truong hop sau tan cdng c6 su hdi phuc chirc ning tim (EF > 50%), khong ¢
chéng chi dinh cua Anthracyclin, can dugc diéu trj sau tan cong nhu nhom chuén.
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- Diéu trj sau lui bénh (ting cuong) can tién hanh cang sém cang tét sau khi danh
gia dat duoc lui bénh hoan toan.
- Tiéu chuan vao tang cudng:
+ Dat lui bénh hoan toan sau tin cong.
+ ANC >1,5x 10%I va PLT > 100 x10%/1.

M6t sé trieong hop dac biét can héi chan bénh vién dé xdc dinh.
Thir ty cac chu Ky tang cudng cd thé thay doi tdy tinh trang bénh nhan cy thé
Tang cwong 1: Ara-C 1,59/m?/12h TTM trong 2h N1-4

Dauno 45mg/m&/ngay (Mitoxantrone 12mg/m&/ngay) TTM trong 30p N1-3
Tang cuong 2: Ara-C 2g/m2/12h TTM trong 2h N1-4

Etoposide 100mg/m#ngay pha trong 500ml dd dang truong TTM 2h N1-4
Tang cuwong 3: Ara-C 3g/m?/12h TTM trong 3h N1,3,5

Hoac Iap lai tang cuong 1

7.1. Phan nhém diéu tri sau lui bénh

Tién lwong tét

Tién lwgng

. Tién lwong xau
trung gian

Piéu tri tan cong

Phac d6 7&3 chuan hoic twong tu (Dauno liéu cao, Idarubicin)

Pidu tri
sau lui bénh

HDARA-C hoac
tuong tu X 3 chu ky
Hoac 1- 2 chu ky sau
do 1a Ghép ty than

té bao gdc mau ngoai
Vi

Di ghép cang sém cang tot, sau 1-2 dot
ting cuong néu c6 ngudi cho cung
huyét théng pha hop HLA.

Lua chon khac:

HDARA-C hoac
twong tu X 3 chu | HDARA-C hoac
Ky. tuong tu X 3 chu ky.
Ghép ty than | £ Di ghép Haplo

(néu MRD am)

Nghién ciu méi

Di ghép tu nguoi

Thém gemtuzumab ozogamicin trong hoéa | cho khoéng lién hé
tri manh liéu cao hoic truéc lac ghép tu | huyét théng phu hop

than

HLA hoac
haploidentical

7.2. Théit bai sau tin cong

Bénh nhan that bai sau tin cong véi bat ky nhom nguy co trude diéu tri déu thudc
nhém tién luwgng xau, véi kha nang ton tai cia gen da khang thudc cao. Di ghép té bao
gdc voi diéu kién hoa diét tay hozdc ghép nira thuan hop 1a chi dinh ctu vét trong trudng

hop nay.
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BENH BACH CAU CAP DONG TUY TYPE M 3

1. CHAN DOAN

Bilan chéin dodn:
- Huyét dd.
- Tuay dd: M3 (FAB).
- DAu an mién dich: CD13, CD33, CD117, MPO (+), CD34(-), HLA DR(-).
- FISH va PCR tim t(15;17) va PML-RARa.
- Ngoai ra c6 thé l1am thém nhiém sic thé d6 va tim dot bién FL3-ITD.
- Dboéng mau: PT, aPTT, Fibrinogen, D-dimer.
- Sinh héa: ALT/AST; Creatinin, BUN, LDH, A.uric, lon d6.
- Siéu &m tim, siéu am bung, ECG, XQ phoi, TPTNT.

2. PHAN NHOM NGUY CO
- Nguy co thip: BC< 10K/ul va TC> 40K/ul.
- Nguy co trung binh: BC< 10K/ul va TC< 40K/ul.
- Nguy co cao: BC> 10K/ul.

3. PIEU TRI

3.1. Piéu tri ban dau

- Bat dau cho ATRA ngay khi c6 nghi ngo chan doan Bach cau cap dong tuy M3.

- Piéu chinh rdi loan dong mau: truyén tiéu cau dam dic gitt TC > 50 x 10%/mm3
vatruyén két taa lanh nang Fibrinogen > 1,5 g/l (néu c6 DIC).

- Theo d&i s6 lwong TC va PT, aPTT va fibrinogen mdi 6 gio cho dén khi DIC
duoc kiém soét.

- Tranh ding cac thu thuat xam lan dén khi kiém soat duoc DIC.

- Pdi voi nhém nguy co cao, bat dau ngay véi ATRA va Anthracyline.

3.2. Phac do diéu tri

3.2.1.Déi véi nhém nguy co thdp va trung binh (BC< 10k/ul)(phdc do Lo. Coco
ATRA + ATO)
% Giai doan tin cong

- ATRA: 45mg/m2/ngay chia 2 lan udng.

- ATO 0,15mg/kg/ngay TTM 2-4qg.
Thoi gian dang thude dén khi dat lui bénh.

- Hydroxyurea khi ¢6 ting bach cau do st dung ATO.

- Liéu: 0,5 g/ngay khi BC < 50 x 10%/mm3.

1 g/ngay khi BC > 50 x 10%/mmsa.

Ty d6 thuc hién ngay thir 28-35 dé danh gia lui bénh (c6 truong hep lui bénh mudn
hon).

% Giai doan cing co:
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- ATO 0,15mg/kg/ngdy x 5 ngay/tuan x 4 tuan cach 4 tuan x 4 chu ki
(Tuén1,2,3,4....9,10,11,12...17,18,19,20....25,26,27,28).

- ATRA 45mg/m?ngay x 2 tuan cach 2 tuan x 7 chu ki
(Tudn 12..5,6...9,10...13,14...17,18...21,22,....25,26).

3.2.2. Déi v6i nhom nguy co cao (BC >10 k/ul) (phdc do APML 4)
% Giai doan tin cong:
- ATRA 45mg/m?ngay N1-N36, ubng chia 2 lan.
- ATO 0,15mg/kg ngay N9-N36 TTM 2-4g.
- ldarubicine 6-12mg/m?/ngay TTM 30phut N2, N4, N6, N8.
(Tudi <60: Idarubicine 12mg/m2/ngay.
Tubi 60-70: Idarubicine 9mg/m2/ngay.
Tudi >70: Idarubicine 6mg/m2/ngay).
- Prednisone 1mg/kg/ngay N1 dén khi BC< 1 x 10%/mm3 hodc dén khi c6 DS on
dinh.
- Tuy d6 danh gia lui bénh vao ngay 28-35 (hoic c6 truong hop lui bénh muon
hon).
< Giai doan ting cuongl: (3-4 tudn sau khi két thiic tin cong)
- ATRA 45mg/m2/ngay x 28 ngay.
- ATO 0,15mg/kg/ngay x 28 ngay.
- Tuy d6 sau khi két thuc diéu tri dam bao lui bénh vé huyét hoc.
< Giai doan ting cuong 2: (3-4 tudn sau khi két thic ting cuwong 1).
- ATRA 45mg/m2/ngay X 7 ngay X tuan 1, 3,5.
- ATO 0,15mg/kg/ngay x 5 ngay/tuan x 5 tuan.
- Tuy d6 va kiém tra PML-RARa danh gia lui bénh vé& mit sinh hoc phan ti.
% Giai doan duy tri: 3-4 tuin sau khi két thiic ting cuong: kéo dai 2 nim.
- ATRA 45mg/m2/ngay chia 2 lan uéng x 15 ngay dau mdi 3 thang.
- MTX: 15mg/m?/tuan udng.
- Purinethol: 75mg/m2/ngay uéng.
Chinh liéu:
- 2,5K/uL < BC< 3,5K/MI -> giam nira liéu 6MP va MTX.
- BC< 2,5K/uL->tam ngung 6MP va MTX.
- Néu transaminase tang 3 1an hoac bilirubin > 1,5 binh thuong->tam ngung.
- 6MPva MTX.
- Néu rdi loan chirc ning gan kéo dai->bat dau lai nira liéu.
3.2.3. Diéu tri hgi chirng DS (Differentiation syndrome)
% Chdn dodn: khi xudt hién 3 trong sé Cac triéu chirng sau: sot khdng gidi thich duwoc,
ting cdn, khé tho, tran dich mang phéi, mang tim, tham nhiém phdi, suy than, suy tim,
tut huyét ap; hodc bach cau tang dan.
< Xirtri: can thiép ngay khi c6 ddu hiéu kho tho, suy hd hap, giam SpO,, thAm nhiém
Phoi, tut huyét ap.
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- Thubc: Dexmethasone: 10mg TM * 2 lan/ngay trong 3-5 ngay sau d6 giam liéu
dan va ngung khi triéu chiing trén bién mat.
- KSTM phé rong néu chua loai trir dwoc nhiém tring.
- Ngung ATRA hay ATO khi DS ning (khi c6 nhiéu hon 4 triéu chiing ké trén);
hoac tri¢u chung DS khong cai thién sau 24h can thiép véi dexamethasone.
< ATRA hay ATO bdt dau lai khi khdng con triéu chitng ciia DS va tinh trang thiéu oxy
MO khéng con (xdc dinh bang khi mdu déng mach PaO, > 95mmHg). Bdt dau lai véi
2/3 liéu dau, sau 2-3 ngay khéng cé DS thi ding di liéu.
3.2.4. Theo ddi khi dung Arsenic trioxide
% Do ECG va ion db, creatinine 2 lanll tuan.
- Néu QTc kéo dai QTc kéo dai trén 500milisec, ngung ATO, diéu chinh
Kali/méau trén 4 meg/dl vamg/mau trén 1,8mg/dl.
- Bat dau lai ATO khi QTc vé binh thuong.
% Theo déi chirc nang gan 2 lanltuan, néu ALT/AST tang hon 5 lan, sir dung ATO
liéu 0,08mg/kg/ngay. Va ngung néu men gan tiép tuc tang.
3.3. Panh gia sau diéu tri ting cuwong
Theo ddi PML-RARa sau khi hoan tat tang cuong: thuc hién xét nghiém PML mdi 3
th&ng trong vong 36 thang.

Kt lai trong . . o
Duong tinh \ " Duong tinh Diéu tri nhu tai phat
vong 4 tuan  —» —
PML-RARa ¥ .
Nguy co thap trung
binh: theo d&i mbi 3
Am tinh tha’ng
N Am tinh Nguy c cao: iBu tr
3.4. Pieu tri tai phat duy tri

% Tai phat sém: (< 6 thang):
- Néu chua ding phac db co Anthracyline: diéu tri lai nhu phac d6
nhom nguy co cao.
- Néu chua ding ATO: diéu tri phac do phéi hop ATO + ATRA.
- ATO 0,15mg/kg/ngay TTM 2-4g.
- ATRA 45mg/m2/ngay ubng chia 2 lan.
- Dén khi huyét hoc héi phuc hoic 6-8 tuan.
< Tai phat mudén> 6 thang: diéu trj tdn cong bang phac dd ATO + ATRA+
Anthracyline.
- Néu dat lui bénh vé& mit hinh théi, xem xét viéc tiém kénh tuy phong ngira tai
phét than kinh trung wong,
¢ KT PML-RARa: sau hoan tit tai tin cong
- Néu am tinh: ty ghép khi co du diéu kién hoac cung ¢ bang ATO trong 6 chu ki.
- Néu duong tinh: di ghép té bao gdc hozc thir nghiém 1am sang.
% Céac truong hop khac: Hoi chan BV.
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PHU LUC

HUGNG DAN SU DUNG ARSENIC TRIOXIDE (ATO)

1. GIOI THIEU

Tén thudc: ASADIN 10MG/10ML.
Dang dung dich chtra trong syringe san dung.

2. CHI PINH

Diéu tri bach cau cap dong tay M3 tai phét hay khang tri.

3. CHONG CHI PINH

Di ing vai arsenic.

4. LIEU DUNG: 0,15mg/kg/ngay

5. CACH DUNG

Dung dich thudc pha sén, dé & nhiét &6 phong trudc khi dung.

Dung dich thudc di tinh liéu pha trong dung dich glucose 5% hoac Natriclorua
0,9% truyén tinh mach trong 2h-4h.

Thudc sau khi pha cé thé si dung trong vong 24h néu dé & nhiét do phong va
48h néu dé trong ngan lanh (4-8°C).

6. LIEU TRINH PIEU TRI: (d6i v6i phac d0 ATO don thuin)

Giai doan tan cong: ATO 0,15mg/kg/ngay dén khi dat lui bénh hoic tbi da trong
60 ngay.

Giai doan cang c6: 1-2 chu ky (bat dau diéu tri sau khi két thiic giai doan tan
cong it nhat 3 tuan.

ATO 0,15mg/kg/ngay * 5 ngay/tuan trong 5 tuan (25 liéu).

7. THEO DOI TRONG QUA TRINH SU DUNG THUOC

Theo ddi sinh hiéu trong Itc truyén thude, phan wng cia bénh nhan.

Theo ddi hoi chizng biét qua (DS hay RAS) (sét khdng giai thich duoc, ting can,
tran dich mang phoi, mang tim, khé thé hay c6 ton thuong phoi) ->xir tri bang
Dexamethasone 10mg x 2/ngay (TTM).

Theo ddi ion dd, mg/mau chirc ning than 2 lan/tuan; diéu chinh gitt K/mau
>4meg/L vamg/méau >1,8mg/dl.

Theo ddi ECG mdi tuan hoic thudng xuyén hon néu bénh nhan c6 bénh ly tim
mach trudc d6. Néu QT>500msec hoic bénh nhan cé biéu hién 1am sang (ngat
hay réi loan nhip tim), tam ngung thudc xem xét va diéu chinh lai céc yéu té
nguy co di kém (rdi loan dién giai hay cac thudc 1am QT dai hay dan dén rbi
loan dién giai) khai dong lai khi triéu chiing 1am sang hoan toan bién mat, diéu
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chinh dién giai, va QT <460msec, bat dau véi nira lidu ban dau ting nhanh dén
lidu ban dau.

- Khi bi ngo doc (yéu co, 1a 1an, hay co quip), ngung thudc va tiém thubc giai
dimercaprol 3mg/kg TB mdi 4 gio dén khi khdng con triéu chimg 1am sang de
doa tinh mang, sau d6 udng penicilamine 250mg.

8. BAO QUAN
- Bao quan ¢ nhiét do 25°C.
- Giir nguyén trong thung carton dé tranh anh sang mat troi.

9. HUY THUOC

- Thubc khdng sir dung hoic thudc truyén con thira phai duoc hay bo theo ding
y&u cau cua nganh y té.
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BENH BACH CAU CAP DONG LYMPHO NGUOI LON
(MODIFIED GRAALL 2005)

1. CHAN POAN BENH
- Chan doan xac dinh bénh bach ciu cap khi c6 > 20% té bao blasts trong tiry
xuong va/hodc mau ngoai vi.
- Chén doan bach cau cip lympho dya vao:
+ Hinh théi té bao (phan loai FAB).
+ Hoa té bao: am tinh véi phan tng soudan den, peroxydase.
+ Mién dich té bao: co it nhat 2 dau an dong lympho, hoic lympho T hoic
lympho B. Céc truong hop c6 thém mét trong cac dau an CD13, CD15,
CD33 duoc xem nhu c6 cong thém véi dau an dong tay.
+ Nhidm sic thé: Nhidém sic thé do, ki thuat FISH, PCR tim cac chuyén doan
thudng gap trong bach cau cap lympho.

2. PHAN NHOM NGUY CO

2.1. Nguy co chuin
- Bach cau < 30.000/mms.
- Khéi u Lympho (-).
- Khéng xam 1an ndo — mang n3o: 1am sang va hoac sinh hoc.
- Nhay vai corticoid.
- Lui bénh hoan toan N25-N35.

2.2. Nguy co cao
- Kém dap ung corticoid.
- Bach ciu > 30.000/mm3.
- Khéi u Lympho (+).
- Xam lan tinh hoan.
- Khéng lui bénh hoan toan N25-N35.
- Xam lan ndo — mang n3o: 1am sang va hoac sinh hoc.
- t(4;11) va hoacmlL-AF4+ B-lineage ALL.
- 1(1;19) va hoac E2A-PBX1+ B-lineage ALL.
- SIL-TAL hoac HOX11L2 T-ALL.
- 1(9;22) va hoac BCR-ABL+.

3. BILAN TRUOC PIEU TRI PAC HIEU

3.1. Bilan xét nghiém thwong qui
- Huyét 46 day di. Nhém méu (ABO, Rhesus).
- Sinh héa méau:
+ SGOT (AST), SGPT (ALT), GGT, Bilirubine.

85



Phac d6 diéu tri BENH LY HUYET HOC — Tap 2

+ BUN, Créatinine, acid uric, LDH.

+ Duong huyét doi, ion do.

bong mau: TQ, TCK, Fibrinogene, D-Dimer (nghi ngo DIC).
Siéu vi: HBsAg, antiHBc, antiHBs, anti HCV, anti HIV.
Echo bung téng quét.

X quang tim phéi thang va nghiéng.

ECG va Echo doppler tim (cha y EF).

CT scan hodc MRI (khi can thiét).

3.2. Bilan xét nghiém dé chan doan xac dinh bénh, tién lwong va diéu trj dic hiéu
theo phac do

Tuy dd: hinh théi té bao, hoa té bao, mién dich té bao.
Xét nghiém nhiém séc thé d6, FISH, PCR tim bat thudng cac chuyén doan gen.

4. PHAC PO PIEU TRI: PHAC PO GRAALL 2005 + RITUXIMAB

4.1. Tiéu chuan lwa chon: c6 day du céc tiéu chuan sau

Bach cau cap dong lympho méi dugc chan doan, kém hoic khong kém ton
thuong ndo - mang néo.

Tudi tir> 16 tudi.

Khoéng c6 chong chi dinh Anthracycline vi Iy do tim mach.

Khong c6 bénh ly két hop chdng chi dinh véi phuong thirc diéu tri manh.

Tién st khong c6 ung thu khac.

Tién sir khdng c6 bi bach cau man dong tay hoic hoi ching tiy ting sinh.

Huyét thanh chan doan HIV am tinh.

Phu nir khong dang mang thai.

C6 sy bang 1ong diéu trj ciia bénh nhan.

4.2. Tiéu chuin loai trir: c6 hién dién mat trong c4c tiéu chuan sau
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Tudi < 16 hoac tudi > 59.

ALL-L3.

Bénh ly tim chdng chi dinh st dung céc anthracycline.
C6 bénh ly két hop khong cho phép diéu tri manh,
Tién sir c6 ung thu khac.

Di dugc diéu tri hoa tri trude do.

Bach cau cip Biphenotype.

Chuyén cip ALL ciia mot bach cau man dong tuy.
Huyét thanh chan doan HIV dwong tinh.

Phu nir dang mang thai.
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4.3. So d6 diéu tri tong quat

Prednisone + IT MTX | (1)

TAN CONG £ R

(N1-N7) (GIAIDOAN 1)
TAN CONG
(GIAI DOAN 2)
v
DPANH GIA HUYET PO, TUY PO, MRD
LUI BENH KHONG LUI BENH
l PIEU TRICUU VOT R
CUNG CO 1+R \1/
(BLOC 1-2-3) LUI BENH
; l CUNGCO 1R
CUNGCO2+R
(BLOC 4-5-6) \l/
l CUNGCO2+R

TANG CUONG MUON
- Phan 1 khong ctiu vét
- Phan 2

|

TANG CUONG MUON
- Phan 1 c6 ctu vot

— ==

CUNGCO3+R

v

(1): lam PMNB vao ngay 8

XA PHONG NGUA

v

Duy tri
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GRAALL 2005: ALL-B, CD20 (-)/ALL-T

% TEST CORTICOID:

Prednisone 60mg/m? (hay Solumedrol 48mg/m?) tir N1 — N7 (t6i da N10).
Tiém kénh tiy chi véi Methotrexate 15mg.

Lam PMNB vao N8 dé danh gia su nhay véi corticoide.

+ Nhay vai corticoide khi:
+ Kém nhay vdi corticoide khi:
» TAN CONG (GIAI POAN 1):

TB Blast < 1000/mm3
TB Blast > 1000/mm3

N1 [ N2 [ N3 [ N4 | N5|N6|N7|[N8[N9 [ NIO [ N11 | N12 | N13 | N14
Prednisone X X X | X |x |[x [x [x | X [|X X X X X
Daunorubicine X X X
Vincristine X X
Cyclophosphamide X
L-Asparaginase X X X
IT (3 thudc) X X
Liéu thudc:
- Prednisone 60mg/m2/ngay ubng chia 2 hoic 3 lan : N1 dén N14
(hoac Solumédrol 48mg/m#/ngay TMC)
- Daunorubicine 50mg/m2 TTM 60 phut : N1 dén N3
- Vincristine 1,4mg/m2 TMC trong 1 phut - N1, N8
(khéng vieot qud 2mgllan tiém)
- Cyclophosphamide 750mg/m2TTM 3h - N1
- L-Asparaginase 6000UI/m2 TTM 60 phat - N9, N11, N13
- IT 3 thube - N1, N8

(MTX 15mg, Aracytine 30mg, Dépo-médrol 20mg)
Diéu tri hd tro:

Dich truyén 2000ml/m2/ngay + kiém hoa nuée tiéu N1
Bactrim 0,96gr/ngay (udng 3 lan/tuan, cach ngy)
Bing da day, chdng 6i.
Nhom Azol (Itraconazole, Fluconazole...) (néu c6): ngung trudc va sau
Vincristine 2 ngay.
Str dung Mesna: tong liéu 1.5 — 2 1an tong liéu Cyclophosphamide, TMC trudc
Cyclophosphamide 30 phut, sau Cyclophosphamide 4h va 8h.
TAN CONG (GIAI POAN 2): Bit diu ngay sau tan cong 1, bat ké tinh trang

huyét hoc.
N15 | N16 | N17 | N18 | N19 | N20 | N21 | N22 | N23 | N24 | N25 | N26 | N27 | N28 | N29

Daunorubicine X X
Vincristine X X
Cyclophosphamide | X
L-Asparaginase X X X X X
G-CSF X — cho dén khi BC phuc hoi > 1000/mm3
Liéu thudc:

- Daunorubicine 30mg/m? TTM 60 phut : N15, N16

- Vincristine 1,4mg/m2 TMC trong 1 phat - N15, N22
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(khéng vieot qud 2mgllan tiém)

- Cyclophosphamide 750mg/m2TTM 3h - N15

- L-Asparaginase 6000UI/m2 TTM 60 phat - N21, N23, N25, N27, N29

- G-CSF 5ug/kg/ngay (TDD) . tir N18 cho dén khi BC
phuc hdi >1000/mm3

Diéu tri hd tro:
- Dich truyén 2000ml/m2/ngay + kiém hoa nuéc tiéu N1.
- Bactrim 0,96gr/ngay (udng 3 1an/tudn, cach ngay).
- Chéng 6i.
- Nhom Azol (Itraconazole, Fluconazole...) (néu c6): ngung trudc va sau
Vincristine 2 ngay.
- Sir dung Mesna: tong lidu 1,5 — 2 1an tong liéu Cyclophosphamide, TMC trudc
Cyclophosphamide 30 phut, sau Cyclophosphamide 4h va 8h.
PANH GIA LUI BENH: dya trén Huyét do, Ty d6 va MRD. Thyc hién xét nghiém
tiy dd va ton luu té bao 4c tinh danh gia sau tin cong;
- Khi BC > 1.000/mm3, TC > 100.000/mms3.
- Hodc vao N35 néu céc gia tri BC va TC chua dat duoc nhu trén.
< DIEU TRI CUU VOT (néu khéng dat lui bénh sau tén cong):
+ Phdc do Mito-Aracytine: (hgi chan bénh vién)

N1 | N2 | N3 | N4 | N5 | N6 | N7 | N8 | N9

Mitoxantrone X X X

Aracytine X X X X
G-CSF X — cho dén khi BC phuc hoi > 1000/mm?
Liéu thudc:
- Mitoxantrone 12mg/m2 TTM 60 phat : N1 dén N3
- Aracytine 2000mg/m#/12h TTM 2h : N1 dén N4
- G-CSF 5ug/kg/ngay (TDD) : tir N7 cho dén khi BC
phuc hdi >1000/mm3
Diéu tri hd tro:
- Dich truyén 2000ml/m?/ngay.
- Bactrim 0,96gr/ngay (udng 3 lan/tun, cach ngay).
- Chéng 6i.
- Efticol, Neodex nho mit xen k& mdi 2h vao ngay truyén Aracytine va sau khi
ngung Aracytine 7 ngay.

Hodc ding phdc dé MitoFLAG: (xem phac d6 MitoFLAG)
DPANH GIA LUI BENH: dya trén Huyét d6, Tuy d6 va MRD. Thuc hién xét nghiém
tiy d6 va ton luu té bao ac tinh danh gia sau giai doan ctru vot.
< CUNG CO 1 VA 2: Ciang cd 1 (bloc 1, 2, 3) va ciing ¢b 2 (bloc 4, 5, 6)
- Bitdau giai doan cung ¢d can dat duoc:
+ Lui bénh danh gia trén PMNB & Tuy d0 sau tan cong.
+ ALT < 2,5 gia tri binh thuong.
+ Clearance > 60ml/ph.
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+ Albumine > 25¢/I.

Giai doan cing cb 2 bat dau 24-48h sau ngung G-CSF, chirc ning gan, than
trong giéi han binh thuong va huyét dd 6n dinh (SN > 1000/mm? va TC
> 100.000/mm3)

v BLOC AraC (BLOC 1 & 4):

N1 |[N2|N3|[N4|[N5|N6|N7|[N8|N9|NIO | N11|N12 | N13
Aracytine X | X
Dexamethasone | X | x
L-Asparaginase X
G-CSF X X | x X X X X
Liéu thuoc:
- Aracytine 2000mg/m2/12h TTM 2h - N1, N2
- Dexamethasone 10mg/12h udng, hoic TM cham : N1, N2
- L-Asparaginase 10.000Ul/m? TTM 60 phut N3
- G-CSF 5ug/kg/ngay (TDD) : tir N7 cho dén khi BC

phuc hdi > 1000/mm3

Diéu tri hd tro:

Dich truyén 2000ml/m2/ngay.

Bactrim 0,96gr/ngay (udng 3 lan/tuan, cach ngay).

Bing da day, chdng 6i.

Efticol, Neodex nhé mit xen k& mdi 2h vao ngiy truyén Aracytine va sau khi
ngung Aracytine 7 ngay.

v BLOC MTX (BLOC 2 & 5):

N15 | N16 | N17 | N18 | N19 | N20 | N21 | N22 | N23 | N24 | N25 | N26 | N27
Vincristine X
Methotrexate X
LAsparaginase X
6-MP X X X X X X X
G-CSF X X X X X X
Liéu thudc:
- Vincristine 1,4mg/m2 TMC trong 1 phat :N15
(khéng vwot qua 2mgllan tiém)
- MTX 3000mg/m2 TTM 24h, - N15
(diing véi thuéc gidi Lederfoline)
- L-Asparaginase 10.000UlI/m? TTM 60 phut - N16
- 6-Mercartopurine 60mg/m? uéng : N15 dén N21
- G-CSF 5ug/kg/ngay (TDD) : ttr N22 cho dén khi BC

phuc hdi > 1000/mm3

DPiéu tri hd tro:
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Bénh ly huyét hoc Ac tinh

- Nhom Azol (Itraconazole, Fluconazole...) (néu c6): ngung trudc va sau
Vincristine 2 ngay.

- Sir dung MTX liéu cao va thube giai: xem phu luc.

- Ngung Bactrim trudc 3 ngay va sau 5 ngay dung MTX.
v" BLOC CPM (BLOC 3 & 6):

N29 [ N30 | N31 | N32 | N33 [ N34 | N35 | N36

Methotrexate X
Cyclophosphamide X X
Etoposide (VP-16) X X
G-CSF X X X X X
IT X
Liéu thudc:

- MTX25mg/m2 TTM : N29

- Cyclophosphamide 500mg/m2 TTM 3h : N29-N30

- Etoposide (VP-16) 75mg/m? TTM t6i thiéu 60 phit  : N29-N30

- IT 3 thudc - N29

- G-CSF 5ug/kg/ngay (TDD) : tr N31 cho dén khi BC

phuc hdi > 1000/mm3
Piéu tri hd tro:
- Dich truyén 2000ml/m?/ngay + kiém hoa nudc tiéu 2 ngay dau.
- Bactrim 0,96gr/ngay (udng 3 1an/tudn, cach ngay).
- Chéng 6i.
- Sir dung Mesna: tong lidu 1,5 — 2 1an tong liéu Cyclophosphamide, TMC trudc
Cyclophosphamide 30 phut, sau Cyclophosphamide 4h va 8h.
DANH GIA LUI BENH: dya trén Huyét do, Tay d6 va MRD.
<% TANG CUONG MUON:
v' Cho nhitng bénh nhan khong diéu tri giai doan ciru Vét:

N1 | N2 | N3 | N4 |N5|N6|N7|N8|N9|N10 | N11 | N12 | N13 | N14

Prednisone X X X X X X | x X X X X X X X
Daunorubicine | x X X
Vincristine X X
Endoxan X
L-Asparaginase X X X
IT X X

N15 N16 N17 N18 N19 N20 N21 N22 N23 N24 N25 N26 N27 N28 N29
Daunorubicine X X
Vincristine X X
Endoxan X
L-Asparaginase X X X X X
G-CSF N18 — cho dén khi BC phyc hoi > 1000/mm3

Liéu thudc:
- Prednisone 60mg/m2/ngay udng chia 2 hodc 3 1an : N1 d&én N14
(hodc Solumédrol 48mg/m2/ngay TMC)
- Daunorubicine 30mg/m? TTM 60 phut : N1 dén N3, N15-N16
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- Vincristine 1,4mg/m2 TMC trong 1 phat - N1, N8, N15, N22
(khéng vieot qud 2mgllan tiém)

- Cyclophosphamide 750mg/m2TTM 3h : N1, N15

- L-Asparaginase 6000UI/m2 TTM 60 phut - N9, N11, N13, N21,

N23, N25, N27, N29

- IT 3 thude - N1, N8
(MTX 15mg, Aracytine 30mg, Dépo-médrol 20mg)

- G-CSF 5ug/kg/ngay (TDD) . tir N18 cho dén khi BC

phuc hdi > 1000/mm3
Piéu tri hd tro:

- Dich truyén 2000ml/m2/ngay + kiém héa nudc tiéu N1, N15.

- Bactrim 0,96gr/ngay (udng 3 lan/tuan, cach ngay).

- Bang da day, chong 6i...

- Nhom Azol (Itraconazole, Fluconazole...) (néu c6): ngung trudc va sau
Vincristine 2 ngay.

- Sir dung Mesna: tong lidu 1.5 — 2 1an tong liéu Cyclophosphamide, TMC trudc
Cyclophosphamide 30 phut, sau Cyclophosphamide 4h va 8h.
v' Cho nhiing bénh nhén diéu tri giai doan ciru Vét:

N1 | N2 [ N3 [ N4 [ N5 [ N6 | N7 [ N8 | N9 | N10 | N11 | N12 | N13 | N14 | N15

Mitoxantrone X X X

Aracytine X X X X
IT X X
G-CSF N9 —> cho dén khi BC phuc hdi > 1000/mm?
Liéu thudc:
- Mitoxantrone 09mg/m2 TTM 60 phut : N1 dén N3
- Aracytine 2000mg/m?/12h TTM 2h : N1 dén N4
- IT 3 thube : N8, N15
(MTX 15mg, Aracytine 30mg, Dépo-médrol 20mg)
- G-CSF 5ug/kg/ngay (TDD) : tr N9 cho dén khi BC
phuc hdi >1000/mm3
Piéu tri hd tro:
- Dich truyén 2000ml/m2/ngay.
- Bactrim 0,96gr/ngay (udng 3 lan/tun, cach ngay).
- Chéng 6i.
- Efticol, Neodex nho mit xen k& mdi 2h vao ngay truyén Aracytine va sau khi
ngung Aracytine 7 ngay.

DPANH GIA LUI BENH: dua trén Huyét do, Tay do va MRD
< CUNG CO 3:
v' BLOC AraC: (Bloc 7)

N1 | N2 | N3 | N4 | N5|N6|N7|N8|N9|NIO|NI11 | N12 | N13
Aracytine X | X
Dexamethasone | x X
L-Asparaginase X
G-CSF X X X X X X X
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Liéu thuoc:

- Aracytine 2000mg/m?/12h TTM 2h : N1, N2

- Dexamethasone 10mg/12h uéng, hoic TM cham : N1, N2

- L-Asparaginase 10.000Ul/m? TTM 60 phut N3

- G-CSF 5ug/kg/ngay (TDD) - tir N7 cho dén khi BC
phuc hdi >1000/mm3

Diéu tri hd tro:
- Dich truyén 2000ml/m2/ngay.
- Bactrim 0,96gr/ngay (udng 3 lan/tuan, cach ngay).
- Bing da day, chdng 6i.
- Efticol, Neodex nho mit xen k& mdi 2h vao ngay truyén Aracytine va sau khi
ngung Aracytine 7 ngay.
v BLOC MTX: (Bloc 8)

N15 | N16 | N17 | N18 | N19 | N20 | N21 | N22 | N23 | N24 | N25 | N26 | N27
Vincristine X
Methotrexate X
L-Asparaginase X
6-MP X X X X X X X
G-CSF X X X X X X
Liéu thudc:
- Vincristine 1,4mg/m2 TMC trong 1 phut - N15
(khéng vwot qua 2mgllan tiém)
- MTX 3000mg/m2 TTM 24h, :N15
(diing véi thuéc gidi Lederfoline)
- L-Asparaginase 10.000Ul/m2 TTM 60 phut : N16
- 6-Mercartopurine 60mg/m? uéng : N15 dén N21
- G-CSF 5ug/kg/ngay (TDD) : tir N22 cho dén khi BC

phuc hdi >1000/mm3
Piéu tri hd tro:
- Dich truyén 2000ml/m2/ngay + kiém héa nudc tiéu 3 ngiy.
- Bactrim 0,96gr/ngay (ung 3 lan/tuan, cach ngay).
- Chodng 6i.
- Nhom Azol (Itraconazole, Fluconazole...) (néu cd): ngung trudc va sau
Vincristine 2 ngay.
- Ngung Bactrim trude va sau MTX.
- Sir dung MTX liéu cao va thudc giai: xem phu luc.
v BLOC CPM: (Bloc 9

N29 | N30 | N31 | N32 | N33 | N34 | N35 | N36

Methotrexate X
Cyclophosphamide X
Etoposide (VP-16) X
G-CSF X X X X X
Liéu thudc:

- MTX25mg/m2TTM - N29

- Cyclophosphamide 500mg/m? TTM 3h : N29-N30

93




Phac d6 diéu tri BENH LY HUYET HOC — Tap 2

- Etoposide (VP-16) 75mg/m2 TTM t6i thiéu 60 phtt: N29-N30
- G-CSF 5ug/kg/ngay (TDD) : tir N31 cho dén khi BC
phuc hdi > 1000/mm3

Diéu tri hd tro:

- Dich truyén 2000ml/m2/ngay + kiém héa nudc tiéu 2 ngiy.

- Bactrim 0,96gr/ngay (udng 3 lan/tuan, cach ngay).

- Chdng 6i...

- Sir dung Mesna: tong lidu 1,5 — 2 lan tdng liéu Cyclophosphamide, TMC trudc
Cyclophosphamide 30 phut, sau Cyclophosphamide 4h va 8h.

XA TRI PHONG NGUA:

- Liéu xa: 18Gy x 10 (5 1an/1 tuan) — Tong liéu: 180Gy.

- 6-Mercaptopurine: 60mg/m2/ngay, udng trong sudt thdi gian xa tri, theo ddi
huyét do.
Luu y: Trong truong hop c6 xam 14n tinh hoan, can xa tri khu tra phai hoi chan
bac si xa tri.
Thyc hién xét nghiém tay do va ton luu té bao 4c tinh danh gia trude khi vao
duy tri.

DUY TRI (24 THANG):
Khi hoi phuc huyét hoc: SN >1.000/mm3 va tiéu cau > 100.000/mm3 va sau xa
tri phong ngura.
Danh gia MRD-4 trén tity xuong va méau trude diéu tri duy tri.

- Vincristine 2mg TMC vao N1 (trong nim dau).

- Prednisone 40mg/m2/ngay ubng x 7 ngdy (trong nam dau).

- 6-Mercaptopurine 60mg/m2/ngay udng.

- Methotrexate 25mg/m?/tuan ung (tuin 2,3.4).

Lip lai mdi thang.

Nhitng bénh nhan trong nhém nguy co cao duoc di ghép té bao gdc sau giai doan

cung cb néu co ngudi cho phu hop HLA va tudi < 55.
4.4. GRAALL-R 2005: ALL-B, CD20 (+)

*
A X4

TEST CORTICOID:
- Prednisone 60mg/m? (hay Solumedrol 48mg/m>) tir N1 — N7 (t6i da N10).
- Tiém kénh tuy chi v41 Methotrexate 15mg.
- Lam PMNB vao N8 dé danh gia su nhay vdi corticoide.

+ Nhay véi corticoide khi: TB Blast < 1000/mm3

+ Kém nhay voi corticoide khi: TB Blast > 1000/mm?
< TAN CONG (GIAI POAN 1):

N1 N2 N3 N4 | N5 | N6 | N7 | N8 | N9 N10 N11 N12 N13 N14

Prednisone X X X X X X X X X X X X X X
Daunorubicine X X X
Vincristine X X
Cyclophosphamide X
L-Asparaginase X X X
Rituximab © X X
IT (3 thuoc) X X
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Liéu thuoc:

Prednisone 60mg/m#ngay udng chia 2 hodc 3 1an: N1 dén N14
(hoac Solumédrol 48mg/m#/ngay TMC)

Daunorubicine 50mg/m? TTM 60 pht : N1 dén N3
Vincristine 1,4mg/m2 TMC trong 1 phat - N1, N8
(khéng vieot qud 2mgllan tiém)
Cyclophosphamide 750mg/m2TTM 3h - N1
L-Asparaginase 6000UI/m2 TTM 60 phat N9, N11, N13
Rituximab 375mg/m2 TTM : N1, N7
Néu BC > 30 k/ul vao NI, chia liéu Rituximab thanh: 100mg/m2 (N1, N2) va
175mg/m2 (N3).
IT 3 thude : N1, N8

(MTX 15mg, Aracytine 30mg, Dépo-médrol 20mg)

Piéu tri hd tro:

Dich truyén 2000ml/m#/ngay + kiém hoa nuéce tiéu N1,

Bactrim 0,96gr/ngay (udng 3 lan/tudn, cach ngay).

Bing da day, chdng 6i.

Nhom Azol (Itraconazole, Fluconazole...) (néu c6): ngung trudc va sau
Vincristine 2 ngay.

Str dung Mesna: tong liéu 1,5 — 2 lan tong liéu Cyclophosphamide, TMC trudc
Cyclophosphamide 30 phut, sau Cyclophosphamide 4h va 8h.

% TAN CONG (GIAI POAN 2):

N15 N16 N17 N18 N19 N20 N21 N22 N23 N24 N25 N26 N27 N28 N29

Daunorubicine X X
Vincristine X X
Cyclophosphamide X
L-Asparaginase X X X X X
G-CS‘F i, X — cho dén khi BC phuc hoi > 1000/mm3
Li€u thuoc:

- Daunorubicine 30mg/m2 TTM 60 phut : N15, N16

- Vincristine 1,4mg/m2 TMC trong 1 phat - N15, N22

(khéng vwot qua 2mgllan tiém)

- Cyclophosphamide 750mg/m2 TTM 3h - N15

- L-Asparaginase 6000Ul/m? TTM 60 phut - N21, N23, N25, N27, N29

- G-CSF 5ug/kg/ngay (TDD) : ttr N18 cho dén khi BC

phuc hdi > 1000/mm3

Piéu tri hd tro:

Dich truyén 2000ml/m2/ngay + kiém héa nudc tiéu N1.

Bactrim 0,96gr/ngay (ung 3 lan/tuan, cich ngay).

Chéng 6i.

Nhém Azol (Itraconazole, Fluconazole...) (néu c6): ngung trudc va sau
Vincristine 2 ngay.

St dung Mesna: tong liéu 1.5 — 2 1an tong liéu Cyclophosphamide, TMC trudc
Cyclophosphamide 30 phut, sau Cyclophosphamide 4h va 8h.
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PANH GIA LUI BENH: dya trén Huyét d6, Tuy dd va MRD. Thuc hién xét nghiém
tay do va ton luu té bao ac tinh danh gia sau tin cong:
e Khi BC > 1.000/mm, TC > 100.000/mmg,
e Hodc vao N35 néu cac gia tri BC va TC chua dat dugc nhu trén.
< DIEU TRI CUU VOT (néu khéng dat lui bénh sau tdn cong):
& Phdc do Mito-Aracytine: (hgi chan bénh vién)

N1 | N2 | N3 | N4 | N5 | N6 | N7 | N8 | N9

Mitoxantrone X X X

Aracytine X X X | X
Rituximab ) X X
G-CSF X — cho dén khi BC phuc hoi > 1000/mm3
Liéu thudc:
- Mitoxantrone 12mg/m2 TTM 60 phut : N1 dén N3
- Aracytine 2000mg/m2/12h TTM 2h : N1 dén N4
- Rituximab 375mg/m2 TTM - N1, N7
- G-CSF 5ug/kg/ngay (TDD) : tir N7 cho dén khi BC

phuc hdi > 1000/mm3
Piéu tri hd tro:

- Dich truyén 2000ml/m2/ngay.

- Bactrim 0,96gr/ngay (udng 3 lan/tuan, cach ngay).

- Chodng 6i.

- Efticol, Neodex nhé mat xen k& mdi 2h vao ngdy truyén Aracytine va sau khi
ngung Aracytine 7 ngay.

+ Hodgc ding phdic do MitoFLAG: (xem phac d6 MitoFLAG)
DPANH GIA LUI BENH: dya trén Huyét d6, Tuy d6 va MRD. Thuc hién xét nghiém
tiy d6 va ton luu té bao ac tinh danh gia sau giai doan ctru vot.
< CUNG CO 1 VA 2: Cing ¢ 1 (bloc 1, 2, 3) va ciing ¢6 2 (bloc 4, 5, 6)
- Bétdau giai doan cung ¢b can dat dugc:
+ Lui bénh danh gia trén PMNB & Tay do sau tan cong.
+ ALT < 2,5 gia tri binh thuong.
+ Clearance > 60ml/ph.
+ Albumine > 25g/1.

- Giai doan cung cb 2 bit dau 24-48h sau ngung G-CSF, chirc ning gan, thin
trong giéi han binh thudng va huyét d6 on dinh (SN > 1000/mm? va TC
> 100.000/mm3)

v" BLOC AraC (BLOC 1 & 4):

N1 | N2 | N3 | N4 |N5|N6|N7|N8|N9|N1O | N11 | N12 | N13
Aracytine X | X
Dexamethasone | x X
L-Asparaginase X
Rituximab® X
G-CSF X X | x X X X X
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Liéu thuoc:

Aracytine 2000mg/m?/12h TTM 2h - N1, N2
Dexamethasone 10mg/12h ubng, hoic TM cham : N1, N2
L-Asparaginase 10.000 UlI/m? TTM 60 phut N3

Rituximab 375mg/m? TTM *N1

G-CSF 5ug/kg/ngay (TDD) - tir N7 cho dén khi BC

phuc hdi > 1000/mm?

Diéu tri hd tro:

Dich truyén 2000ml/m2/ngay.

Bactrim 0,96gr/ngay (udng 3 lan/tuan, cach ngay).

Bing da day, chdng 6.

Efticol, Neodex nhd mit xen k& mdi 2h vao ngdy truyén Aracytine va sau khi
ngung Aracytine 7 ngay.

v' BLOC MTX (BLOC 2 & 5):

N15 | N16 | N17 | N18 | N19 | N20 | N21 | N22 | N23 | N24 | N25 | N26 | N27
Vincristine X
Methotrexate | X
L-Asparaginase
6-MP X X X X X X X
G-CSF X X X X X X
Liéu thudc:
- Vincristine 1,4mg/m2 TMC trong 1 phat - N15
(khéng vwot qua 2mgllan tiém)
- MTX 3000mg/m2 TTM 24h, - N15
(ding véi thudc giai Lederfoline)
- L-Asparaginase 10.000Ul/m2 TTM 60 phut : N16
- 6-Mercartopurine 60mg/m?2 uéng : N15 dén N21
- G-CSF 5ug/kg/ngay (TDD) : tir N22 cho dén khi BC

phuc hdi > 1000/mm3

Piéu tri hd tro:

Dich truyén 2000ml/m2/ngay + kiém hoa nude tiéu 4 ngay.

Bactrim 0,96gr/ngay (ung 3 lan/tuan, cich ngay).

Chéng 6i.

Nhom Azol (Itraconazole, Fluconazole...) (néu c6): ngung trudc va sau
Vincristine 2 ngay.

Str dung MTX liéu cao va thudc giai: xem phu lyc.

Ngung Bactrim trudc 3 ngay va sau 5 ngay dung MTX.

v BLOC CPM (BLOC 3 & 6):

N29 | N30 | N31 | N32 | N33 | N34 | N35 | N36

Methotrexate

Cyclophosphamide

Etoposide (VP-16)

G-CSF

Rituximab®

IT
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Liéu thuoc:

- MTX25mg/m?2TTM
- Cyclophosphamide 500mg/m2 TTM 3h

- Rituximab 375mg/m2 TTM
- IT 3 thudc
- G-CSF 5ug/kg/ngay (TDD)

Diéu tri hd tro:

- N29
: N29-N30
- Etoposide (VP-16) 75mg/m2 TTM tdi thiéu 60 phut: N29-N30

: N29
1 N29
- tir N31 cho dén khi BC
phuc hdi > 1000/mm3

- Dich truyén 2000ml/m2/ngay + kiém héa nudc tiéu 2 ngay dau.

- Bactrim 0,96gr/ngay (udng 3 1an/tudn, cach ngay).

- Chéng 6i.
- Sir dung Mesna: tong lidu 1.5 — 2 1an tong liéu Cyclophosphamide, TMC trudc

Cyclophosphamide 30 phut, sau Cyclophosphamide 4h va 8h.

PANH GIA LUI BENH: dua trén Huyét do, Tay do va MRD.

% TANG CUONG MUON:
v' Cho nhitng bénh nhén khéng diéu tri giai doan ciru Vét:

N1

N2

N3

N4

N5

N6

N7

N8

N9

N10

N11

N12

N13

N14

Prednisone

X

X

X

X

X

X

X

X

X

X

X

X

Daunorubicine

X

X

Vincristine

X

Endoxan

X
X
X

L-Asparaginase

Rituximab®

X

IT

N15

N16

N17

N18

N19

N20

N21

N22

N23

N24

N25

N26

N27

N28

N29

Daunorubicine X

Vincristine X

Endoxan X

L-Asparaginase

X

X

X

G-CSF

N18 — cho dén khi BC phuyc hoi > 1000/mm?

Liéu thuoc:

- Prednisone 60mg/m2ngdy ubng chia 2 hoic 3 lan

(hodc Solumédrol 48mg/m2/ngay TMC)
- Daunorubicine 30mg/m2 TTM 60 phut
- Vincristine 1,4mg/m2 TMC trong 1 phat
(khéng vieot qud 2mgllan tiém)
- Cyclophosphamide 750mg/m2TTM 3h

- L-Asparaginase 6000UI/m? TTM 60 phut

- Rituximab 375mg/m2 TTM
- IT 3 thube

(MTX 15mg, Aracytine 30mg, Dépo-médrol 20mg)
- G-CSF 5ug/kg/ngay (TDD)
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N1 dén N14

- N1 d&n N3, N15-N16
N1, N8, N15, N22

: N1, N15
N9, N11, N13, N21,

N23, N25, N27, N29
: N1, N7
- N1, N8

:trN18 cho dén khi BC
phuc héi > 1000/mm3
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Diéu tri hd tro:

- Dich truyén 2000ml/m2/ngay + kiém héa nuéc tiéu N1, N15.

- Bactrim 0,96gr/ngay (udng 3 lan/tuan, cach ngay).

- Bing da day, chong 6i...

- Nhém Azol (Itraconazole, Fluconazole...) (néu c6): ngung trudc va sau
Vincristine 2 ngay.

- Sir dyng Mesna: tong lidu 1,5 — 2 1an tong liéu Cyclophosphamide, TMC trudc
Cyclophosphamide 30 phut, sau Cyclophosphamide 4h va 8h.
v' Cho nhitng bénh nhén diéu tri giai doan ciru Vét:

NL | N2 | N3 [ N4 | N5 | N6 | N7 | N8 | N9 | N1I0 | N11 | N12 | N13 | N14 | N15
Mitoxantrone X X X
Aracytine X X X X
IT X X
G-CSF N9 — cho dén khi BC phuc hdi > 1000/mm?3
Rituximab X X
Liéu thudc:

- Mitoxantrone 09mg/m2 TTM 60 phat : N1 dén N3

- Aracytine 2000mg/m2/12h TTM 2h : N1 dén N4

- IT 3 thube : N8, N15

(MTX 15mg, Aracytine 30mg, Dépo-médrol 20mg)
- G-CSF 5ug/kg/ngay (TDD) : tir N9 cho dén khi BC
phuc héi > 1000/mm3

- Rituximab 375mg/m?, TTM - N1, N7
Piéu tri hd tro:

- Dich truyén 2000ml/m2/ngay.

- Bactrim 0,96gr/ngay (udng 3 lan/tuan, cach ngay).

- Chéng 6i.

- Efticol, Neodex nho mit xen k& mdi 2h vao ngay truyén Aracytine va sau khi

ngung Aracytine 7 ngay.

PANH GIA LUI BENH: dya trén Huyét d6, Tuy d6 va MRD.
< CUNG CO 3:
v BLOC AraC: (Bloc 7

N1 | N2 | N3 | N4 |N5|N6|N7|N8|N9|NIO | N11 | N12 | N13

Aracytine X | X

Dexamethasone | X | x

L-Asparaginase X

Rituximab® X

G-CSF X X X X X X X

Liéu thudc:

- Aracytine 2000mg/m?/12h TTM 2h : N1, N2

- Dexamethasone 10mg/12h uéng, hoac TM cham : N1, N2
- L-Asparaginase 10.000 Ul/m2 TTM 60 phat - N3
- Rituximab 375mg/m2 TTM - N1
- G-CSF 5ug/kg/ngay (TDD) : ttr N7 cho dén khi BC

phuc héi > 1000/mm3
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Piéu tri hd tro:

Dich truyén 2000ml/m2/ngay.
Bactrim 0,96gr/ngay (udng 3 lan/tudn, cach ngay).
Bing da day, chdng oi.

- Efticol, Neodex nho mit xen k& mdi 2h vao ngay truyén Aracytine va sau khi
ngung Aracytine 7 ngay.
v' BLOC MTX: (Bloc 8)
NI5 [ N16 | N17 | NI8 | N19 | N20 | N21 | N22 | N23 | N24 | N25 | N26 | N27
Vincristine X
Methotrexate X
L-Asparaginase X
6-MP X X X X X X X
G-CSF X X X X X X
Liéu thudc:
- Vincristine 1,4mg/m2 TMC trong 1 phut - N15
(khéng vieot qud 2mgllan tiém)
- MTX 3000mg/m2 TTM 24h, :N15
(ding véi thudc giai Lederfoline)
- L-Asparaginase 10.000Ul/m2 TTM 60 phut : N16
- 6-Mercartopurine 60mg/m?2 uéng : N15 dén N21
- G-CSF 5ug/kg/ngay (TDD) : tir N22 cho dén khi BC
phuc héi > 1000/mm3
Piéu tri hd tro:
- Dich truyén 2000ml/m2/ngay + kiém héa nudc tiéu 3 ngay.
- Bactrim 0,96gr/ngay (udng 3 lan/tuan, cach ngay).
- Chodng 6i.
- Nhom Azol (Itraconazole, Fluconazole...) (néu co): ngung trudc va sau

Vincristine 2 ngay.

Ngung Bactrim trudc 3 ngay va sau 5 ngay dung MTX.
Str dung MTX liéu cao va thude giai: xem phu luc.

v' BLOC CPM: (Bloc 9)

N29 | N30 | N31 | N32 [ N33 | N34 | N35 | N36
Methotrexate X
Cyclophosphamide X X
Etoposide (VP-16) X X
Rituximab® X
G-CSF X X X X X
Liéu thudc:
- MTX25mg/m2TTM : N29
- Cyclophosphamide 500mg/m? TTM 3h - N29-N30
- Etoposide (VP-16) 75mg/m2 TTM tdi thiéu 60 phut: N29-N30
- Rituximab 375mg/m2 TTM - N29
- G-CSF 5ug/kg/ngay (TDD) : tir N31 cho dén khi BC
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Piéu tri hd tro:
- Dich truyén 2000ml/m2/ngay + kiém héa nudc tiéu 2 ngdy.
Bactrim 0,96gr/ngay (udng 3 lan/tudn, cach ngay).
- Chéng 6i...
Str dung Mesna: tong lidu 1,5 — 2 1an tong liéu Cyclophosphamide, TMC trudc
Cyclophosphamide 30 phut, sau Cyclophosphamide 4h va 8h.
< X4 TRIPHONG NGUA:
- Liéuxa: 18Gy x 10 (5 lan/1 tuan) — Téng lidu: 180Gy.
- 6-Mercaptopurine: 60mg/m2/ngay, uéng trong subt thoi gian xa tri.
4+ Luu y: Trong trudng hop c6 xam l4n tinh hoan, can xa tri khu tra phai hoi
chan béc si xa trj.
+ Thuyc hién xét nghiém tiy do va ton luu té bao 4c tinh danh gia trudc khi vao
duy tri.
< DUY TRI (24 THANG):
- Vincristine 2mg TMC vao N1 (trong nim dau).
- Prednisone 40mg/m2/ngay ubng x 7 ngdy (trong nim dau).
- 6-Mercaptopurine 60mg/m2/ngay udng.
- Methotrexate 25mg/m?/tuan udng (tuan 2, 3, 4).
Lap lai moi thang.
- Rituximab 375mg/mz N1 cua thang 1, 3, 5,7, 9, 11.
) Céch diing Rituximab:
- 50mg pha 100ml NaCl 0,9% ttm 01 gio sau d6 phan rituximab con lai pha
400ml NaCl 0,9% ttm 04 gio.
- Polaramine: 6mg (u), Hydrocortisone: 100mg (tmc), Paracetamol 0,5g (u), dung
trudc rituximab 01 gio.
- Néu c6 sbc phan vé, ngung truyén, xir ly séc phan vé.
- Néu c6 phan ng di tng ma khong phai soc phan vé, thi tam ngung va khi 6n
dinh thi truyén lai Rituximab véi téc d6 giam Y so véi ban dau.
- Theo dbi chit trong 02 gio dau (huyét 4p, sét on lanh, lanh run...).
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4.5. GRAALL 2005 Ph (+): Bdi véi nhém khong c6 ghép TBG.
< SO PO PIEU TR] TONG QUAT:

Prednisone + IT MTX
(N1-N7)

TAN CONG
1)

DPANH GIA HUYET PO, TUY PO, MRD

LUI BENH KHONG LUI BENH

\/

CUNG CO HOAC CUU VOT

%

CUNG CO VOI IMATINIB-
HYPER-CVAD

v

DUY TRI

(1): lam PMNB vao ngay 8.
% TEST CORTICOID:
- Prednisone 60mg/m? (hay Solumedrol 48mg/m?) tir N1 — N7 (t6i da N10).
- Tiém kénh tuy: Methotrexate 15mg.
- Lam PMNB vao N8 dé danh gia su nhay vdi corticoide.
e Nhay vdi corticoide khi: TB Blast < 1000/mm3
e Kém nhay véi corticoide khi: TB Blast > 1000/mm?
< TAN CONG:

N1 | N2 | N3 [ N4 | N5 | N6 | N7 | N8 | N9 | N1I0 | N11 | N12 | N13 | N14 | Ni5
Vincristine X X
Doxorubicin X
Cyclophosphomide X X
Dexamethasone X X X X X X X
Imatinib Mesylate X X X X X X X X X X X X X
IT X X X
G-CSF N8 — cho dén khi BC phuc hoi > 1000/mm3

Liéu thudc:
- Dexamethasone 40mg/ngay udng chia 2 hodc 3 1an : N1 N4, N11 dén N14
- Doxorubicine 50mg/m2 TTM 60 phut - N4
- Vincristine 1,4mg/m2 TMC trong 1 phat : N4, N11
(khéng vwot qua 2mgllan tiém)
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Cyclophosphamide 300mg/m2/12h TTM 3h : N1 dén N3

Imatinib mesylate 800mg uéng, chia 1am 2 1an sang va t6i : N1 dén N14

IT 3 thude - N1, N8, N15

(MTX 15mg, Aracytine 30mg, Dépo-médrol 20mg)

G-CSF 5ug/kg/ngay (TDD) : tir N8 cho dén khi BC
phuc hdi > 1000/mm3

Piéu tri hd tro:

Dich truyén 2000ml/m2/ngay + kiém hoa nude tiéu N1-N3.

Bactrim 0,96gr/ngay (udng 3 lan/tudn, cach ngay).

Bing da day, chdng 6i.

Nhéom Azol (Itraconazole, Fluconazole...) (néu c6): ngung trudc va sau
Vincristine 2 ngay.

Str dung Mesna: tong liéu 1,5 — 2 1an tong liéu Cyclophosphamide, truyén 24h
lién tuc (bat dau trude Cyclophosphamide 30 phit) vao ngay N1-N3.

PANH GIA LUI BENH: dya trén Huyét do, Ty d6 va MRD. Thyc hién xét nghiém
tay do, huyét do, MRD danh gi4 sau tin céng vao khoang N29 hoic sau 48h liéu GCSF.
< DIEU TRI CUNG CO HOAC CUU VOT (néu khéng dat Iui bénh sau tén cong):
(nghia 1a lui bénh hay khong lui bénh sau tin cong ciing diéu tri giai doan nay)

N1 [ N2 | N3 | N4 | N5 | N6 | N7 | N8 | N9 | N10 | N11 | N12 | N13 | N14

Methotrexate X

Aracytine X | X

Imatinib mesylte X X X X X | X X X X X X X X X
IT X

G-CSF N8 — cho dén khi BC phuc hoi > 1000/mm3

Liéu thuoc:

MTX 1000mg/m? TTM 24h : N1

(ding véi thudc giai Lederfoline)

Aracytine 2000mg/m#/12h TTM 2h : N2, N3

Imatinib mesylate 800mg ubng, chia lam 2 1an sang va toi : N1 dén N14
G-CSF 5ug/kg/ngay (TDD) : ttr N8 cho dén khi BC

phuc hdi > 1000/mm?

Piéu tri hd tro:

Dich truyén 2000ml/m2/ngay + kiém héa nudc tiéu kéo dai 4 ngay.

Bactrim 0,96gr/ngay (udng 3 lan/tudn, cach ngay).

Chéng 6i.

Efticol, Neodex nho mét xen k& mdi 2h vio ngiy truyén Aracytine va sau khi
ngung Aracytine 7 ngay.

Ngung Bactrim trudce 3 ngay va sau 5 ngay dung MTX.

Str dung MTX liéu cao va thudc giai: xem phu lyc.

PANH GIA LUI BENH: dya trén Huyét do, Tuy d6 va MRD. Thyc hién xét nghiém
tay do va ton luu té bao ac tinh danh gia sau diéu tri ctru vét:

+ N21 khi BC > 1.000/mm, TC >100.000/mm?3.

+ Hodc vao N28-N35 néu cac gia tri BC va TC chua dat dugc nhu trén.
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< CUNG CO VO! IMATINIB MESYLATE-HyperCVAD:

Bat dau giai doan cung ¢ can dat duoc:

v’ Lui bénh danh gid trén PMNB VA Tty do sau tan cong.

v' ALT < 2,5 gid tri binh thuong.

v' Clearance > 60ml/ph.

v Albumine > 25g/I.

Giai doan cing ¢ 2 bét dau 24-48 gid sau khi ngung G-CSF, chtic ning gan, than
trong gi6i han binh thuong va huyét db 6n dinh.
- Giai dogn nay tién hanh ciing cé xen ké cdc dot sau:
% Dot 3/5/7:

N1 | N2 | N3 | N4 | N5 | N6 | N7 | N8 | N9 | N10 | N11 | N12 | N13 | N14 | Ni5
Vincristine X X
Doxorubicin X
Cyclophosphomide X X X
Dexamethasone X X X X X X X X
Imatinib Mesylate X X X X X X X X X X X X X X X
IT X
G-CSF N9 — BC phuc hoi > 1000/mm3

Liéu thuoc:

Vincristine 1,4mg/m2 TMC trong 1 phat : N4, N11
(khéng vwot qua 2mgllan tiém)

Doxorubicine 50mg/m2 TTM 60 phat - N4
Cyclophosphamide 300mg/m2/12h TTM 3h - N1-N3

Dexamethasone 40mg/ngay udng chia 2 hodc 3 lan: N1 dén N4, N11 dén N14
Imatinib mesylate 600mg udng, chia lam 2 lan sang va ti: N1-N15

IT 3 thudc ‘N1
(MTX 15mg, Aracytine 30mg, Dépo-médrol 20mg)
G-CSF 5ug/kg/ngay (TDD) : tir N9 cho dén khi BC

phuc hdi > 1000/mm3

Piéu tri hd tro:

Dich truyén 2000ml/m#ngay + kiém hoa nuée tiéu 3 ngay dau.

Bactrim 0,96gr/ngay (udng 3 lan/tuan, cach ngay).

Bing da day, chdng 6i.

Nhom Azol (Itraconazole, Fluconazole...) (néu c6): ngung trudc va sau
Vincristine 2 ngay.

Str dung Mesna: tong liéu 1,5 — 2 1an tong liéu Cyclophosphamide, truyén 24h
lién tuc (bat dau trudc Cyclophosphamide 30 phut) vao ngay N1-N3.

& Dot 4/6/8:

N1 [ N2 | N3 | N4 [ N5 | N6 | N7 | N8 | N9 | N10 | N11 | N12 | N13 | N14
Methotrexate X
Aracytine X | X
Imatinib Mesylate | x X | X [ X |x |xX [xX |x |[X [|X X X X X
IT X
G-CSF N8 — cho dén khi BC phuc hoéi > 1000/mm?
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Liéu thuoc:

- MTX 1000mg/m2 TTM 24h N1
(diing véi thuéc gidi Lederfoline)
- Aracytine 3000mg/m?/12h TTM 2h - N2, N3
- Imatinib mesylate 600mg udng, chia 1am 2 1an sang va t6i : N1-N14
- IT 3 thube - N1
(MTX 15mg, Aracytine 30mg, Dépo-médrol 20mg)
- G-CSF 5ug/kg/ngay (TDD) - ttr N8 cho dén khi BC

phuc hdi > 1000/mm?

Diéu tri hd tro:

- Dich truyén 2000ml/m2/ngay + kiém hoa nudc tiéu kéo dai 4 ngay.

- Ngung Bactrim trudc va sau MTX.

- Sir dung MTX liéu cao va thudc giai: xem phu luc.

- Bactrim 0,96 gr/ngay (ung 3 lan/tuan, cach ngay).

- Chéng 6i.

- Efticol, Neodex nho mit xen k& mdi 2h vao ngdy truyén Aracytine va sau khi

ngung Aracytine 7 ngay.

Panh gi ton lwu té bao ac tinh va tiy do sau dot 3 va dot 6.
< DUY TRI (12 THANG):

Thang 1 — Thang 5 Théng 6 Thang 7 — Thang 11 Théng 12
Vincristine N1 mbi thang Lap  lai | N1 mdi thang Lap lai
Prednisone N1-N5 moi thang Dot 3/5/7 | N1-N5 mdi thang Dot 4/6/8
Imatinib Mesylate | Udng, chia 1am 2 1an sang va t6i mdi ngay

+ Vincristine 2mg TMC vao ngay dau mdi thang.
+ Prednisone 200mg/ngay trong 5 ngay lién tiép tir N1-N5 mdi thang.
+ Imatinib Mesylate 600mg udng, chia lam 2 1an sang va tbi.

Pinh gia ton luu té bao ac tinh va tiy dd sau thing 6 va thang 12.

5. CAC TIEU CHUAN BPE PANH GIA CAC MUC PQ PAP UNG POl VOI
PIEU TRI PAC HIEU

Tiéu chuan danh gi4 diéu tri theo WHO.
5.1. Tiéu chuén lui bénh hoan toan (CR)
+ Tuy d6: t& bao blasts <5% v&i sy phan b dong déu cua dong té bao tuy
(dong bach cau hat > 50%) trén mot tuy giau, trung binh hodc binh thuong.
+ Huyét d6: bach cau hat trung tinh (segment neutrophile) > 1,5 x 10%/L va tiéu
cau > 150 x 10%/L.
5.2. Lui bénh mt phan (PR)
Tay do: 5% <Blasts < 20%, tuy gidu.
5.3. Khéng lui bénh
Tay do: > 20% Blasts, tiry giau.
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5.4. Tiéu chuén tai phat

+ Tai phat tity: > 5% té bao blasts xudt hién lai trong tiy.

+ Tai phat than kinh - mang ndo: sé luong bach cau > 5/mm?3 va co té bao
leukemic trong dich ndo tiry. Hodc ton thuong cac ddy than kinh so. Tai phat
co quan ngoai tiy: tinh hoan (c6 hién dién té bao leukemic trong tinh hoan,
budng trimg, ...)

6. BILAN PE THEO DOI VA PANH GIA TRONG SUOT QUA TRINH PIEU
TRI VA KHI KET THUC PHAC PO PIEU TRI
v Giai doan tin cong: Giira ngay 28 va ngdy 35, tit ca moi bénh nhén co:

Tham kham lam sang.

Xét nghiém sinh hoéa téng quat: men gan, ion dd, creatinin, LDH, acid uric,
duong huyét, xét nghiém dong mau.

Huyét d, tay do, ton luu té bao ac tinh dé danh gia lui bénh.

Xét nghiém nhiém sic thé (FISH), va PCR (néu luc chan doan dwong tinh).

v’ Giai_doan sau tin cdng: Phai thuc hién truéc mdi dot cing cd hodc duy tri t6i

thiéu: Huyét do toan bo day du, ion do, men gan, chirc niang than va dinh luong
fibrinogene, tiy do, ton luu té bao 4c tinh.
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BENH BACH CAU MAN DONG LYMPHO

1. CHAN POAN BENH

1.1. Lam sang

- Tubi: thudng gap > 60 tudi, tudi trung binh 67, hiém khi < 25 tudi.

- CO thé khdng triéu chang.

- Hach to.

- Ganto.

- Léachto.

- Céc triéu chirng caa giam té bao méau ngoai Vi
+ Mét méi, ué oai...
+ Nhiém trung.
+ Thiéu méu tan huyét.
+ Xuit huyét da niém.

- Triéu chtng nhém B: st nhe, 6n lanh, sut can, d6 M6 hoi dém.

- Triéu chung xam nhap cac co quan khac nhu than, ving hau nhan cau, tién liét
tuyén, viing hau hong, mang ngoai tim, hé hd hap, hé tiéu hoa va hé than kinh.

1.2. Can lam sang
- Huyét do:
+ Hb giam, s6 luong tiéu cau giam, sb lugng lymphocyte > 5 x 10%/L.
+ Da sb lymphocyte kich thudc nho.
+ Ngoai ra c6 thé lymphocyte kich thudc 16n dang prolymphocyte <55% tong
s6 lymphocyte.
- Sinh héa — mién dich:
+ Nong d6 gammaglobulin giam.
+ Coomb tryc tiép c6 thé duong tinh.
+ LDH, B2 microglobulin, acid uric tang.
- Tuy dd: lymphocyte tang > 30% té bao tay.
- Sinh thiét hach: dung dé chan doan phan biét v&i cac bénh lympho khac.
+ Cau tric: bi x6a md boi sy xam nhap cua té bao lympho nho.
+ M® hoc: giéng nhu hach trong u lympho té bao lympho nhé c6 d6 &c thap.
- Dé4u 4n mién dich té bao:
+ CD5+, CD 10-, CD19+, CD20+, CD23+, CD103-.
+ Chudi nhe hoic kappa hoac lamda.

1.3. Tiéu chuin chin doan: theo National Cancer Institute — Working group nam 1996
+ Huyét d6: tang lymphocyte > 5 x 10%L, hinh théi té bao truéng thanh. Ti 18
prolymphocyte < 55%. Su ting lymphocyte nay khong giai thich duoc bang
nguyén nhan khac.
+ Tuy d6: lymphocyte > 30% té bao tay.
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+ DAau 4n mién dich té bao: biéu hién CD5, CD19, CD20, CD23 (tuy nhién c6
7 — 20% truong hop CLL khong c6 biéu hién CD5).

1.4. Chén doan giai doan bénh

1.4.1.H¢ théng phén giai dogn ciia Rai

Giai doan Nguy co Lam sang
0 Thap Téang lymphocyte & mau va tuy xuong
I Trung binh szmg lymphocyte va hach to‘ _
I Tang lymphocyte + gan to va/hoac lach to
I Tang lymphocyte va thiéu mau
Cao (Hb < 10g/dl) .
v Tang lymphocyte va giam tiéu cau

(TC < 100 x 10%/L)

1.4.2.H¢ théng phén giai dogn ciia Binet

Giai

doan Lam sang
A Téang lymphocyte trong mau va tily xuong + it hon 3 vung hach to
B Tang lymphocyte trong mau va tiy xuong + hon 3 viing hach to
c Giai doan B + thiéu méau (Hb < 11g/dl & nam, < 10g/dl ¢ nit) hoic giam tiéu

cau (TC < 100 x 10%L)

1.5. Chan doan phén biét
Bénh bach cau tién lympho (Prolymphocytic leukemia-PLL).

Bénh bach cau té bao toc (Hairy cell leukemia-HCL).

U lympho té bao ving can vo (Mantle cell lymphoma-MCL).

U lympho té bao nho (Small lymphocytic lymphoma-SLL).

U lympho té bao c6 ngudn gbc tir nang ving tay (Lymphomas of follicular
center cell origin- FCL).
U lympho lach vai té bao lympho ¢ nhung mao (splenic lymphoma with villous
lymphocytes-SLVL).

g:z: slg | CD5 | CD10 | CD11c | CD19 | CD20 | CD22 | CD23 | CD25 | CD103
CLL | +/- | ++ - -[+ + +/- -[+ ++ -/+ -
PLL | ++ | +/- - -+ + +/- + +/- - -
HCL | + - - ++ + + ++ -1+ + ++
MCL | + ++ - - + + + - - -
SLL

FCL + - + - + ++ + -+ - -
SLVL | + -[+ - +/- + + +/- - - -
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2. YEU TO TIEN LUQONG BENH

Yéu to tién lwong

Tién hrgng chuan

Tién lwong xau

Giai doan theo Rai hoic Pinet Thap Cao
M6 hoc tay xuong Dang mé k& hoic not Dang lan toa
Thoi gian nhan do6i lymphocyte > 12 thang <12 thang
CD38 Am tinh Duong tinh
Dot bién cua IgVH Cé Khong
Protein ZAP-70 Am tinh Duong tinh
Di truyén hoc 13q 11q, 17p°

Sinh hoa

Tang B2 microglobulin, LDH

3. BILAN TRUOC PIEU TRI PAC HIEU

3.1. Bilan xét nghiém thwong quy

- Huyét d6.

- Chuc nang gan, than.
- Dong mau toan bg.

- Xquang phoi thang.

- Siéu am tim, bung, ECG.
- Téng phan tich nudc tiéu.

3.2. Bilan xét nghi¢m dé chan doan xac dinh bénh

- Tuy db, sinh thiét tay.
- DAu an mién dich.

- Gamma globulin.

- bién di protein.

- Coombs’test.

- CTscan nguc, bung va cac co quan ton thuong.

3.3. Bilan xét nghiém dé tién lwong va diéu tri dic hiéu theo phac dd

- LDH, B2 microglobulin.
- FISH.

- Pot bién cua IgVH.

- ZAP-70.

- CDa38.

4. PHAC PO PIEU TRI

% Chi dinh diéu tri dic hiéu: c6 it nhat mot trong cac tiéu chuan sau:
- Bang chung tien trién cta sy xam lan tay xwong: thicu mau va/hay giam tiéu cau

ting dan.

- Lach to > 6ecm dudi bo suon hoac dau.

- Hach to> 10cm hoac gay ra triéu chiing chén ép.

- Thoi gian nhan dbi s6 lugng lymphocyte < 6 thang.
- Triéu chtmg lién quan dén bénh (hoi chan bénh vién néu chi c6 triéu chung B):
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+ Suyt can > 10% trong luong co thé trong vong 6 thang.

+ Mét moi dang ké.

+ S6t > 38°C kéo dai 2 tuan khong cé bang chirng nhidm trang.

+ D6 mo hoi ban dém kéo dai hon mot thang khdng co bang ching nhidém
trung.

- Lymphocyte > 200 — 300 x 10°%L hay ¢ triéu ching ly giai u.

CLL

Giai doan 0, I, II theo Rai

/\

Giai doan III, IV theo Rai

4/\.l

Khéng co chi dinh diéu tri diic hiéu

C6 chi dinh didu tri dic hiéu

A

h 4

Theo ddi huyét dé mdi 3-6 thang

Lua chon phac dé diéu tri bén dudi

4.1. Piéu tri buée dau

ECOG 3-

- Chlorambucil £ R
- Rituximab

A

4 diém

CLL co6 chi
dinh diéu tri

ECOG
0-2 diém™"

- Corticoid lidu cao tirng dot

- > 65 tudi hodc
- < 65 tudi ma co
bénh kém theo

Y

- Chlorambucil

- Cyclophosphamide + prednisone

- Rituximab

- Reduced-dose FCR (danh cho CLL

c6 11q)

- Fludarabine (danh cho CLL khéng

co llq, 17p)
- Khac: Bendamustine,
Alemtuzumab, Lenalidomide.

<65 tdi

-FCR®

- Khac (tham khao):

* CLL khéng ¢é 11q, 17p™:
FR, PCR, Bendamustine = R
* CLL ¢6 17p™: FR, high dose
methylprednisone,
Alemtuzumab + R

«CLL c6 I1q: PCR,
Bendamustine + R

@ Lya chon phac do dyua vao bat thuong nhiém sac thé:
v' CLL khéng c6 11q-, 17p
v' CLLcO17p
v CLLco11q
@ Pbi voi nhdm CLL ¢b 17p” va < 55 tudi, néu dat CR/PR thi s& di ghép té bao géc
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4.2. Tai phat hoic khang tri: (hoi chan bénh vién)
—  Tai phat sém: < 12 thang sau don tri liéu, < 24 thang sau diéu tri két hop.
—  Téi phat mudn: > 12 thang sau don tri liéu, > 24 thang sau diéu tri két hop.

ECOG
3-4

Tai phat

CLL tai phat
hoac khang

/!

Tai phat

Téi phat

\

ECOG

First-line therapy

First-line therapy
da dung trude do

- > 65 tudi hodc
- <65 tubi ma
¢ bénh kém

y

Tai phat

- Chlorambucil

- Rituximab

- High dose
methylprednisone

- Reduced-dose FCR

- Khac: reduced-dose PCR,
Alemtuzumab.,

1\ Co —

- RCHOP

- R + hyperCVAD

- Khac: Alemtuzumab +
R, CFAR, Lenalinoide +

Khong co
llq, 17p

=/

—

- FCR

- RCHOP

- High dose methylpredniso
- R+ hyperCVAD

| - Khic: PCR, Bendamustine
Fludarabine + Alemtuzumal
Lenalidomide + R, Alemtuz
+R

v

Di ghép
té bao

@ Kiém tra lai FISH d6i véi nhém CLL khdng ¢6 11q7, 17p™: néu c6 17p" sé diéu tri lai
véi phac do danh cho CLL ¢6 17p7, néu c6 11q° s& diéu tri lai voi phac d6 danh cho CLL

cé 11qg-

@) Khéng dung lai nhitg phac db da dung trude do.

4.3. Chuyén dang thanh lymphoma lan téa té bao to/Hodgkin: diéu tri nhu

lymphoma.

4.4. Lidu thudc cac phac do diéu tri

— Chlorambucil: 0,1mg/kg/ngay (udng) dén khi bénh tién trién hodc 40mg/m2 mdi
4 tuan hoac 10mg/m2 N1-7 mdi 4 tuan, t6i da 12 chu ky.

— Rituximab: 375mg/m? x 1 ngay (TTM).

— Bendamustine: 70mg/m2/ngay (TTM) N1-2 mdi 4 tuan x 6 cycles.
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—  Fludarabine: 25mg/m2/ngay (TTM) N1-5 mdi 4 tuan x 6 cycles.
— Alemtuzumab: TTM véi liéu ting dan mdi ngay (3mg, 10mg va 30mg) va duy
tri & lidu 30mg x 3 lan/tuan x 12 tuan.
— Lenalidomide: 10mg/ngay x 21 ngay mdi 4 tuan.
— Cyclophosphamide + prednisone:
Cyclophosphamide 250mg/m2/ngay (TTM) N1-3.
Prednisone 100mg/m#ngay (uéng) N1-5.
Cycle mdi 4 tuan x 6 cycles.
—  Reduced-dose FCR:
Fludarabine 20mg/m2/ngay (TTM) N1-3.
Cyclophosphamide 150mg/m2/ngay (TTM) N1-3.
Rituximab 375mg/m? (TTM) N1.
Cycle mdi 4 tuan x 6 cycles.
—  Reduced-dose PCR.
Pentostatin 4mg/m?/ngay (TTM) N1.
Cyclophosphamide 150mg/m2/ngay (TTM) N1-3.
Rituximab 375mg/m2 (TTM) NL1.
Cycle mdi 3 tuan x 6 cycles.
—  High dose methylprednisone: 1 g/ngay x 3 ngay mdi 4 tuan x 6 cycles.
- FCR:
Fludarabine 25mg/m#/ngay (TTM) N1-3.
Cyclophosphamide 250mg/m2/ngay (TTM) N1-3.
Rituximab 375mg/m2 (TTM) NL1.
Cycle mdi 4 tuan x 6 cycles.
- FR
Fludarabine 25mg/m2/ngay (TTM) N1-5.
Rituximab 375mg/m? (TTM) N1.
Cycle mdi 4 tuan x 6 cycles.
- PCR
Pentostatin 4mg/m?/ngay (TTM) N1.
Cyclophosphamide 250mg/m2/ngay (TTM) N1-3.
Rituximab 375mg/m2 (TTM) N1.
Cycle mdi 3 tuan x 6 cycles.
—  CFAR (Cyclophosphamide, Fludarabin, Alemtuzumab, Rituximab).

112



Bénh ly huyét hoc Ac tinh

5. CAC TIEU CHUAN PE PANH GIA CAC MUC PQ PAP UNG POl VOI

PIEU TRIPAC HIEU

Dip ing Bénh tién
Nhém |  Théng so Pap @ng hoan toan (CR) mét phan 5
(PR) trien (PD)
Hach to Khoéng cé hach > 1,5 cm Giam > 50% | Tang> 50%
Gan to Khéng Giam >50% | Tang > 50%
Lach to Khéng Giam > 50% | Tang > 50%
A - 0
Mat do binh thuiong, < 30% Giam 50%
lymphocytes, khéng u lympho s XAm nha
A Tay dd B; néu tuy nghéo té bao thi dat | -, 1P
e . A tay, hay u
CR vai phuc hoi tuy khong vmpho B
hoan toan (CRi) ymp
Giam > 50% | Tang > 50%
Lymphg cyte <4 x10%/L S0 Vi ban S0 VO
ngoai vi A .
dau baseline
>
10582};/ Giam > 50%
50 luong tiey > 100 x 109/L ing > 50% | S0V ban
cau 50 Vi ban dau thir phat
Hemoglobin >V11g/dl hay Giam > )
o A tang > 50% | 2g/dl so véi
B (khdng truyen > 11g/dl - N
HCL) so vgi ban | ban dau tha
dau phat CLL
>15x
£ 10%/L hay
S6 lwong bach >1,5x 109L tang > 50%
cau "
S0 vai ban
dau

Bénh nhan duogc danh gia:

CR: khi dat CR tit ca céc thong sé trén, va khong co cac triéu ching thuc thé
lién quan dén bénh.

PR: khi dat PR it nhit 2 théng s6 nhém A va 1 théng s6 nhém B.

Stable disease: khi khong dat tiéu chuan chan doan PR va ciing khong dat tiéu
chuan chan doan PD.

PD: khi xuét hién tén thuong méi; khi ¢d PD it nhat mot théng sé nhém A hoic
nhém B.
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6. BILAN PE THEO DOI VA PANH GIA TRONG SUOT QUA TRINH PIEU
TRI VA KHI KET THUC PHAC PO PIEU TRI

Dénh gia dap Gmg diéu tri sau mdi 3 cycles:

Huyét dd.
Tay dd.
CTscan nguc, bung va cac co quan ton thuong.

7. KIEN NGHI BO SUNG
7.1. Xét nghiém

Dot bién caa IgVH.
Protein ZAP-70.

7.2. Thuéc

Chlorambucil.
Bendamustine.
Alemtuzumab.
Lenalidomide.
Pentostatin.

TAI LIEU THAM KHAO

1.

2.
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BENH U LYMPHO TE BAO VO
(MANTLE CELL LYMPHOMA)

1. DICH TE
- Chiém ty I¢ 6-10% bénh lymphoma khéng Hodgkin.
- Ty lé nam: nar: 3:1.
- Xay ra moi ltra tudi, tudi trung binh: 60-65 tudi.

2. LAM SANG

- Pa s6 truong hop dugc chan doan & giai doan tién trién. Chi ¢d 5-15% truong
hop ¢ giai doan |, 11 va 70% bénh nhan & giai doan IV.

- Hach to: (90%), Lach to (60%), Gan to: (30%).

- 90% trudng hop ¢d tén thuong co quan ngoai hach: tiiy xwong, gan, lach, duong
tiéu hoa.

- Triéu chang ton thuong dudng tiéu hda chi biéu hién 25% trudng hop lc chan
doan, vi vay can noi soi va sinh thiét duong tiéu hoa.

- It c6 t6n thuong than kinh trung wong, nhung khi tai phat ty Ié tai phat TKTW:
04%->22%.

- Triéu chimg B: <50% truong hop (Xem phac d6 u lympho lan téa té bao B 16n)

3. CAN LAM SANG

3.1. Xét nghiém thwong qui

3.1.1. Huyét do.

3.1.2.Sinh hoa: ALT, AST, GGT, Bilirubine, albumin, Creatinine, a. uric, LDH, B2
microglobuline (tang trong 40-50% truong hop).

3.1.3. Xét nghiém nudc tiéu.

3.1.4.Dong mau toan bd.

3.1.5.Siéu vi: HBV, HCV, HIV, H pylory.

3.1.6.Siéu am tim, ECG.

3.2. Xét nghiém chan doan bénh va giai doan bénh

3.2.1.Gidi phdu bénh: Tay db, sinh thiét tay xwong ddi bén, khdi u 1am Giai phau bénh,
Phét mau ngoai bién.
- H&E:
+ Hach: Ting sinh ddng nhat cua lympho bao véi ba hinh thai: Cuc nho, lan
téa, vung vo.
Hai bién thé co do 4c tinh cao: Gia dang té bao non (blastoid) va da dang
(pleomorphic).
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+ Tay xwong: Xam nhiém canh bé xwong hoic dang cuc nho, cé thé xam
nhap lan téa hoac xen ke (interstitial).
- HMMD:
+ CDO05, CD20, CD21, CD23, BCL2 (+).
+ Cyclin D1 (+), (5% truong hop c6 Cyclin D1 &m tinh).
+ CDO03, CD10 va BCL6 am tinh.
- Phét mau ngoai bién: Té bao ung thu thuong hién dién trong mau ngoai bién
khoang 40-50%.

3.2.2.Flow cytometry
_ CD5 (+), CD19 (+), CD20 (+), CD22 (+), CD79b (+), FMC-7 (+), Sox11 (+/-),
IgM/IgD duong tinh manh, lambda>kappa.
- Bcl-2 (+), CD38+, CD11c (+/-).
_ CD3(-), CD10 (), CD23 (-), CD43 (+/-).
~ Cothé co CD5 (-) hoic CD10 (+) hoic CD23 (+ nhe) hoic Bel-6 (+).
- Cyclin D1:
+ Khdng phai tat ca u lympho té bao v duong tinh vai cyclin D1 bang
phuong phéap nay.
+ Mot s6 bach cau man dong lympho/u lympho cua lympho bao nhé ciing
duong tinh.

3.2.3.Sinh hgc phan t#: FISH
- t(11;14) t (14,;18), CLL panel.
- t(11;14) gap trong hau hét cac truong hop u lymphom té bao vo.
- Tuy nhién, t(11;14) cling c6 thé c6 trong cac bénh khac nhu: Bach cau tién
lympho bao B (B-PLL), bach ciu dong tuong bao (PCL), lymphoma lach véi té
bao lympho c6 16ng nhung (villous) (10-20%), va CLL, da u tay (2-5%).
3.2.4.PET CT Scan
- Khéng lam PET CT Scan nham muc dich dé chan doan giai doan bénh.
- Thuc hién:
+ LUc chan doan, mdi lan danh gia bénh va két thuc diéu tri hoc
+ Luc chan doan va két thiic diéu tri (néu chi du kinh té 1am 02 1an) hoic
+ Két thuc diéu tri (bat budc) néu chi da kinh té 1am 01 lan.
3.2.5.MRI nio, cét séng
- Khi ¢6 dau hiéu nghi ngo ¢6 ton thuong than kinh trung uwong (Xem phéac do u
lympho lan toa té bao B 1on).
3.2.6. Xét nghigm khac
- Tu Vvan, lvu trir tinh trang, trieng (bénh nhan ¢ tudi sinh san mudn ¢ con
thém).

4. GIAI POAN BENH: (Xem phac d6 ulympho lan téoa té bao B Ién).
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5. CHI SO TIEN LUQNG QUOC TE U LYMPHO TE BAO VO (M-IPI)

., 7 Chi sb LDH cao ‘
biém | Tudi hon muc Bach cau, 10°/L
=COC | binh thong
| 0 | 50| o1 | <067 | <6700 |
| 1 | 5059 - | 067-099] 6.700-9.999 |
| 2 | 6069 24 | 1,0-149] 10.000-14.999 |
| 3 | =z70) - | =15 ||  =15000 |
Nhém(giééln‘f nety ¢o OS 05 nam

| Thép (0-3 diém) [ 60% |

| Trung binh (4-5 diém) || 35% |

| Cao (6-11diém) [ 20% |

6. CHAN POAN
6.1. Chan doan xac dinh

6.1.1.Gidi phdu bénh (hach, co quan ngoai hach)
- H&E: quan thé té bao u dong nhét, kich thudc nho, trung binh.
- HMMD: CD05, CD20, CD21, CD23, BCL2 (+), Cyclin D1 (+), (5% truong
hop c6 Cyclin D1 am tinh), CD03, CD10 va BCL6: am tinh.

6.1.2. FISH: t(11;14) trong hau hét (95%) cac truong hop.

6.2. Chéan doan giai doan ANN ABOR: PET CT Scan (CT Scan), MRI, sinh thiét tay,
dich ndo tuay...

6.3. Chan don phén biét

6.3.1.Cac bénh dwoc chin dodn phdn bigt véi u lympho té bao veé
- Bach cau man dong lympho.
- Bénh bach cau té bao toc (Hairy Cell Leukemia).
- U Lympho dang nang.
- U lympho viing ria, té bao B, type MALT.
- U lympho té bao nho.
- Bénh tang sinh tuy.
- Tang san khéng ac tinh (bénh Castleman, tang san nang phan tng...).
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6.3.2.Chdn dodn phdn biét u lympho té bao vé va u lympho té bao B khac bang
HMMD

| Chiéin doan phan biét u lympho té bao v6 va ulympho té bao b khic bing HMMD |
| Bénh |lcD20 |cD79a |cD5 |[CcD23 ||CD10 |[CyclinD1 |[sOX11 |
Ulymp(Mh(é:tﬁ;)éové + + + — — + +
EEETCT ) Y Y e -
Ul)n”r‘z)'\:oz\ll_l‘;ngria N N B 4 B B B
Ulympho dang nang + + - - + — —

(FL)
Ulympho lan toa té N N B B o B B
baob kén (DLBCL)
BT O N ) e
Bénh BC té bao téc

(HCL) + + — — — -[+ —/+
IV T Y T - |

7. PANH GIA PAP UNG BENH (Xem phac d6 u lympho lan toa té bao B 16n)

8. PIEU TRI
8.1. Chién lwoc diéu tri

8.1.1.Giai doan 1, 11
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Diéu tri

Gh',‘{" Pip ing  Theo dai Téi phat buéc 2
;,!‘-’" ) ban dau o
01Tl Theo doi Piéutrj | Xemgioi
1Aam Sang voi xa > th.leu diéu
msi 3:6 tri don tr1 (xem myc
4 x o 3.8.1.2
f?ap thang / 5 thuan )
ung 3 5
; nam Tai
Xem hoan —> hioac e - s .
ha odc co phat Th
phie toan gt u
dd diéu chi dinh S nghiém
. (CR) 13 A bieu tri —> S
P tri am sang S e lam
Giai |— v6i héa .
(xem £ sang
doan i chat + hod
2 A . e s oac
LI 3.8.2.2) Dicu tri> Xem gi6i Xa tri o
+ xa tri vOi xa thiéu diéu tri birGe 2'
hoic Dap tng tri don (xem muc -
5 . 5 3.8.1.2) —> (xem muc
xa tri mot thuan 2:0uls 3.8.2.3)
phan Xa tri
(PR) Diéu tri Xem dxé
hoac 3 16 ngh; p hac
VX o R truoe. ien dd diéu tri
tien trien véi héa (xem3.8.2.2)
chat + xa
tri
8.1.2. Giai dogn 11 Bulky, 111, IV
Cangch Theo Tai Diéu
Gioéi thiéu Pap l'r‘ng doi phat tri
diéu tri ban dau bwéc 2
Thtr
Ung nAghiéfn
ot lam sang.
ia Hoa tri Theo
vicn N
cho | liéu lidu doi
chép cao vdi lam
ghép té sang
bao goc moi .
Pap ung 3.6 | Tai
hoan thang/ phat
toan 5 nam
Piéu | hoac Tho
Khéng tri c6 chi nghiém
c6 ting RCHOP Duy tri dinh lam
Tha cur vién Rituximab lam Sang
- cho hoéa sang hoke
:l‘ghle"‘ tri lidu X/ dieu tri
am LA A 2
= lié Khoéng budc 2.
;ang d‘ 1€u cao dléu til?i (xem
oac de 5 1> muc
xust RCHOP 3.8.2.3)
phac das Xa tri
dieu tri Pép tng Xem
Ghan iy hoa toan/cdi —— de nghi
doan gy TSR B pl;lac. !
I h,8;2_2) ;l§ll mo do dieu
oac i han :
bllll“l(y quan Pap ung 5, Diéu tri 5 tr
IV’ st mot budc 2
han (xem muc =
:;%rtlié ’ 3.8.2.3) Khéng dap
trudng irng hon ntra
hop
Tién trién

8.2. Chi dinh diéu tri

8.2.1.Chi dinh diéu tri
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- Tat ca cac giai doan tir 1->4. (Xem chién luoc diéu tri).
8.2.2.Chi dinh phdc do diéu tri
- Bénh méi chan doan (chwa diéu trj)
+ Theo thi tu wu tién, tiiy theo tong trang bénh nhan:
e Phéic d6 R- CHOP + tu ghép té bao géc.
e Phéc d6 R- CVP + tu ghép té bao géc.
e Phéic d6 R- FCM + tu ghép té bao gdc.
e Xatri mién dich (radioimmunotherapy).
- Bénh dap &ng mot phan, tién trién, khang tri, tai phat: (diéu tri buwéc hai —
Second line treatment): wu tién phac d6 cd thudc chua sir dung trude do
+ Phac do Bendamustine # rituximab.
Phéac d6 Bortezomib # rituximab.
Phéac d6 FC (Fludarabine + cyclophosphamide) + rituximab.
Phac 6 FCMR (Fludarabine + cyclophosphamide + Mitoxantrone + rituximab).
Phac d6 FMR (Fludarabine + Mitoxantrone + Rituximab).
8.3. Chi dinh ghép té bao goc
8.3.1.Ghép té bao gac tw than
- U lympho té bao vé, giai doan II Bulky, III, IV dép tmg hoan toan CR1, dép @ng
hon mét phan (>PR1).
- U lympho té bao vé tai phat, dap tng hoan toan véi phac d tai phat (CR2).
- U Lympho té bao vo khéng tri.

+ + + +

8.3.2.Dj ghép té bao géc
- Trudng hop c6 chi dinh ghép té bao gdc nhung khong thuc hién dwoc ghép té
bao goc ty than (hoi chan).

8.4. Chi dinh sir dung lai Rituximab: Xem phac d6 u lympho lan téa té bao B Ion
CD20(+).

8.5. Chi d@inh duy tri Rituximab
- Chi dinh: U lympho té bao vo, giai doan II Bulky, III, IV dap &ng hoan toan sau
diéu tri RCHOP, khong c6 kha nang diéu tri hoa tri liéu liéu cao va ghép té bao
gdc.
- Liéu dung: Xem phac d6 u lympho dang nang.

8.6. Chi dinh kénh tay (1T): (Xem phac d6 u lympho lan téa té bao B Ion).

9. PHAC PO
- Phac d6 RCHOP: (Xem phac d6 u lympho lan toa té bao B 16n).
- Phac @6 CVP + R: (Xem phac do u lympho lan toa té bao B I6n).
- Phac d6 FCM # R: (Xem phac do u lympho dang nang).
- Phac dd FC + R: (Xem phac do u lympho dang nang).
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- Phac dd FM # R: (Xem phac d6 u lympho dang nang).

10. THEO DOI SAU PIEU TRI (c6 hay khdng cé ghép té bao gdc tu than)
- Téai khdm: mdi 03-06 thang/05 nam, sau d6 mdi 01 nam mot lan.
- CT Scan: Mbi 06 thang trong 02 nim dau, va sau d6 mdi nim mot lan.
- PET CT Scan: Khi c6 diu hiéu tai phat.
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BENH U LYMPHO DANG NANG -DQ 1-2
(FOLLICULAR LYMPHOMA -GRADE 1-2)

LUU Y: U lympho dang nang d6 3a, 3b diéu trj theo phac d6 u lympho lan toa té bao B

lon.

1.

2.

3.

DICH TE

Chiém ty 1¢ 22% bénh lymphoma khong Hodgkin.
Ty I¢ nam: nit: 1:1,7.
Xay ra moi ltra tudi, tudi trung binh: 60.

LAM SANG (Xem phac db u lympho lan toa té bao B 16n)

Tri¢u chung cua hach.
Triéu chimg co quan t6n thuong lymphoma.
Tri¢u chung B.

CAN LAM SANG

Huyét db.
Sinh héa: ALT, AST, GGT, Bilirubine, albumin, Creatinine, a. uric, LDH, 2
microglobuline.
Xét nghiém nudc tiéu.
Siéu vi: HBV, HCV, HIV.
Siéu am tim, ECG.
X-Quang tim phoi.
bong mau (PT, aPTT, Fibrinogen).
PET CT Scan:
+ Khéng lam PET CTscan nham muc dich dé chan doan giai doan bénh.
+ Thuc hién:
e Ldc chan doan, mdi lan d4nh gia bénh va két thic diéu tri hoac
e Luc chan doan va két thac diéu tri (néu chi da kinh té 1am 02 Ian) hoic
o K&t thuc diéu tri (bat buoc) néu chi du kinh té 1am 01 lan
MRI nido, ¢t séng: Khi c6 déu hiéu nghi ngd c6 tén thuong than kinh trung
wong (Xem phac d6 u lympho lan téa té bao B 16m).
Giai phiu bénh: Tuy d6, sinh thiét tiy xwong dbi bén, khdi u 1am Giai phau bénh
va HMMD: CDO03, CD05, CD10, CD20, BCL2, BCLS6, Cyclin D1, Ki67, CD21,
hoac CD23.
Flow cytometry: Kappa/Lambda, CD19, CD05, CD10, CD23, CD 20.
Sinh hoc phan tu: Fish: t(14;18) (80% truong hop), t(3;v); BCL2, BCL6.
Tu van, luu trit tinh tring, trang (bénh nhan & tudi sinh san mudn ¢ con thém).

4. GIAI POAN BENH: (Xem phac d6 u lympho lan toa té bao B 16n)

122



Bénh ly huyét hoc Ac tinh

5. CHI SO TIEN LUQNG QUOC TE LYMPHOMA NANG FL-IPI

Mot diém cho mdi yéu t6 sau

FL-IPI1 FL-IPI 2

- Tudi: > 60 tudi. Tudi: > 60 tudi

- Giai doan: Il hay IV. Xam nhap tay xuong

- Vi tri hach: > 4 vung hach. Puong kinh hach 1é6n nhat: > 06cm

- Hemoglobin: <12g/dl Hemoglobin: <12g/dI

- LDH: > binh thuong. B2 microglobuline: > binh thuong.
FL-IPI 1: Diém OS 05 nim OS 10 nam
Thap: 0-1d 90,6% 70,7%
Trung binh: 2d 77,6% 50,9%
Cao: >3d 52,5% 35,5%
FL-IPI 2: Diém PFS 03 nim PFS 05 nam
Thap: 0-1d 90,9% 79,5%
Trung binh: 2d 69,3% 51,2%
Cao: 3-5d 51,3% 18,8%

6. PHAN PO U LYMPHO NANG: (Grading of FL)

Do 1: 0-5 nguyén tdm nao/quang truong 40x (qt40x).

Do 2: > 5 > 15 nguyén tdm nao/qt 40x.

P9 3A: > 15 nguyén tdm nao/qt 40 x va cé hién dién tdm bao.

D¢ 3B: > 15 nguyén tdm nao/qt 40 x va khéng cé hién dién tdm bao.

7. HINH THAI: (Architecture patterns in FL)

Dang nang: > 75% nang.
Lan téa va nang: 25-75% nang.
Nang khu trd: < 25% nang.
Lan téa: 0% nang.

8. CHAN DOAN

Chéan doan bénh: Sinh thiét hach (tron hach), khéi u > giai phau bénh,
HMMD.

Chan doan giai doan ANN ABOR: PET CT Scan (CT Scan), MRI, sinh thiét
tay, dich ndo tuy...

Yéu té tién lwong: FL-IPI.

9. DANH GIA PAP UNG BENH
(Xem phac db u lympho lan toa té bao B 16n).
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10. PIEU TRI
10.1. Chién lwoc diéu tri

10.1.1. Giai doan 1, 11

Ciad Bidute ban dhu DBép ing dicu i
doan
DU hoan toan
%2 tri ( wu tign cho hodc mét phan
| gj@ doan I hodc gan ‘ B
| tip giép gla doan I Khéne DU Xem Glai
EEY —— doan 11 bully,
Hodc R IO, IV (4) Lém sang;
Dp‘ hoan Theo dfi Lam sang vazét
Héa tri + mifn dich e DU hoan todn nghiém mdi 3 - 6 théng trong 5| | Bénh tién trién
5 1 PUmit . hoic mét phin ndm dau, sau dd moi nim hodc -
Gia (0 b et Xem xét et g hibtrids chivng lhm Kem Ciai doanll bulky, III, IV
doan \Hoge bne pU - EA Khéng Xem Gial 'séng, @
- | Hloa Khéng B g, z
Lo B - DU doan I Chuyen Dang (5)
Héati+mifn dich | ypse mot ohin bulky, I, _, | Khao st binh &nh
)+ Yot ® : Oacmobpha v @ CT Scan méi 6 thang Trong 2
i Xem Giai ndm dau sau hodn tat dieu tri
Khing 4 011 bulky, sau dé méi nim
pU : i
Hoic I, TV (4)
Quan sat (chon loc
trwing hop (3)).
10.1.2. Giai doan 11 bulky, 111, 1V: (4)
;ﬁai Piéu tri ban déu
oan
Lam sang:
Theo déi Lam sang va xét nghiém méi N -
A , o 3 — 6 thang trong 5 nim dau, sau dé énh tien trien |
\ cKh?iir:,g]}:o _.'{gen oo mdi ndm hodc khi phat hién triéu chitng ) (7.8) :
Ch@ dinh diéu tri: lam sang. chuyén dang
- Ung cit vién cho thiy Khao sat hinh anh: . i(5)
Giai nghiém l4m sang CT Scan mbi 6 thang Trong 2 nim dau
doan 11 - Triéu ching / sau hoan tét didu tri, sau 46 mdi ndm
bu.licy —»| - Co quan dich bi de doa. |/
111, IV -Giam t€ bao mau thi phét 5 i
.- Bénh Bulky Xem xét ché dd diéu tri (1)
X aa v 3 Hoic PP
- Tién trién déu dan C6 chi Xem xét S5 s o e Hem xét dap
! S _.PET.CT —, |Thirnghiém lam sang — mgbandiu
scan (7) L (9
Xatn vungg giam triéu chirng
bénh tai chad) { 8)
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DAPUNG  PIEU TRI THEO DOI DONG THU HAI
BANPAU TUY VA DIEU TRI TIEP
CHON THEO
Lam sang :
Theo d8i Lém sang va xét
Didu tri cing nghiém mdi 3 — 6 thang J,
PU hoan ch hoéé md .trq:rllgvS némvdéu, ‘sau'dé Bénh tién trifn
toanhodc  |rdng (1) oL nam hoa}: khxhphat‘ (7.8) g s L Khéng cé ;
mét phin — [Hodc Bifatrigu ching [Sm'séng o 5 o —>Chidinhdifutri | 2008 Theo di
Quén sat Khéo sét hinh anh: uyen gang - Ung cit vién cho —
CT Scan méi 6 thang ® this nghiém lam |
PET-CT [ Trong 2 nim du sau hoan ‘sang
{ wu tién) tat digu tri, sau d6 mbi - Triéu chitng [Xem xét ché
hodc CT nim - Coquandichbi dd diéu tri (1)
scan de doa ‘Hodc
- Giam t€ bao Thir nghiém
mau thiy phét V. oo lémvséng
“Sablule Cochi L PET.CT oy v
JKhéng DU hosc bénh tién trién ;Téntdendeu | giny Ay o rng
<Chugén dang ( 5) i (gamicy
ching bénh
tai chd) (8)

10.1.3. Chuyén déi md bénh hegc thanh u lympho lan téa té bao to. (5)

Thir nghiém l4m sang
hodc
Xa tri mién dich
hodc T ta 1A
Hod4 tri lifu{ xem BCEL-C, lwa chon phwong XF_m X,Et }-an‘m, hfu keu o0
N SR ceshins Ptttk 3 v ghép té bao gdc tw thin
Padifutrida phap dicu tri phal quan tém téi ting thanh Lo g S| Bose i ghe
6 thite ——» |phin 3 didu tri trwre d6) + Rituzimab . Bip ung bénh ALkl eer:
Hodc
Xatr .
Hoic Theo déi
Chuyén dang Cham sdc giam nhe ( tham khao hodc
mé bénh hoc hwéng dén cia NCCN vé chim soc giam nhe) PU hoan Thit nghiém lam sang
thanh todn —hodc xem xét hoa tri liéu lidu cao véi
Lymphoma lan ghép t€ hao gc tw thin hodc di ghép.

tda té bao to

Héa tri ligu ( U'n tign Fem xét hoa tri igu kidu cao véi

X AL T, Endé ép té bao ghic tw thin hodc di
Hoa tr iu th A‘tithraw_':h"_“e trir khi'cé Uu tién de oior $é§ gic ty ac dy
thiéu hodc chua chéng chi dinh) a s nghi Amc_nt —& | Hox ]
o i (Xem BCEL-C, didutrildn |~ |PET-CT phén O, se e
g diu d4u tién) * Rituximab + RT hogc CT i gl lnveng
scan Hodc
Xa tri mién dich
Thi¥ nghiém 1am sang
Khéng DU Hodgc
Hodc bénh 4 | ¥a tri mién dich
tién trién Hode

Cham sdc gidm nhe

10.2. Chi dinh diéu tri

10.2.1. Chi dinh diéu tri
- Tét ca cac giai doan tir 1>4.

Khéng ¢ tiéu chuan tri hoan.

10.2.2. Tiéu chudn tri hoan
- Khong diéu tri, (chi theo dai bénh) khi:
- Tiéu chuan tri hodn:
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+ GELF (indicates Groupe pour I’Etude de Lymphome Folliculaire): c6 tat ca cac
triéu chirng sau:
e DPuong kinh tbi da caa khdi u < 0,7cm.
e [t hon 03 vi tri hach.
e Khong co triéu ching toan than.
e Lach<16 cmtrén CT Scan.
e Khong c6 tran dich dang ké.
e Khong c6 triéu chimg nguy co tai chd.
e Khong ¢ té bao lymphoma luu hanh trong tuan hoan mau.
e Khong co tén thuong tiy xwong. (Hb: <10g/dl, bach cau < 1,5k/ul, tiéu
cau: <100k/ul.)
+ BNLI (British National Lymphoma Investigation): Khéng c6 mot trong cac triéu
chung sau:
e Triéu ching B hoac ngua.
e Bénh tong quat tién trién nhanh.
e Ton thuong tily xwong (Hb: < 10g/dl, bach cau < 3,0 k/ul, tiéu cau: <100k/ul).
e Lién quan co quan de doa tinh mang.
e Xam nhap than.
e Ton thuong xuong.
- Theo d&i bénh trong thoi gian tri hodn diéu tri.
MJi 3-6 thang hodc sém hon néu c6 triéu chieng bénh tién trién hon.
Kham 1am sang va xét nghiém nhu sau hoan tat didu tri (xem muc theo déi sau
diéu tri).

10.2.3. Chi dinh phdc dé: (1)
- Bénh méi chan doan (chwa diéu tri)
+ Bénh nhan < 65 tudi: (theo tht tu chon lya nhidu nhat dén it nhat)
1/Phac @6 CHOP £ R.
2/Phac @6 CVP £ R.
+ Bénh nhan > 65 tudi:
1/Rituximab don thuan (375mg/m2/tuin x 04 dot).
2/(Chlorambucil hoac cyclophosphamide) = Rituximab.
- Bénh tién trién, khang tri, tai phat: (theo thi tw wu tién)
1/FCM = R.
2[FC £ R.
3/Fludara + Rituximab.
4/Rituximab.
5/FND %= R.
+ Piéu tri cing cé sau diéu tri phac d6 bénh tién trién, khang tri, tai
phat (theo thir tw wu tién)
1/Hda tri liéu lidu cao + tu ghép té bao gbc.
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2/Hba tri liéu liéu cao + di ghép té bao gdc (trudng hop chon loc cho bénh
nhan tré tudi thuc nhém nguy co cao).
3/Duy tri Rituximab mdi 03 thang trong 2 nim.
+ S dung lai Rituximab:
e Khi sinh thiét lai khdi u - nhuém CD 20: (+).
e Bénh nhan chua diéu tri Rituximab truéc do.
e Bénh nhédn dd diéu tri Rituximab trudc do, tai phat sau 12 thang ké tir khi
hoan tat phac d6 cé chtra Rituximab (Hoi chan).

10.2.4. Chi dinh ghép té bao gac
Tu ghép té bao géc tw than:
+ U Lympho nang c6 FLIPI trung binh; cao (lc chan doan), dat CR lan mét.
+ U Lympho nang tai phat, dat CR sau diéu tri phac do tai phat.
+ U Lympho nang khéng tri.
Di ghép té bao géc (dwoge wu tién Di ghép trudc khi xem xét tw ghép) khi:
+ U Lympho nang tai phat sau ghép tu than.
+ Bénh nhan tré tudi (<40 tudi) U Lympho nang nguy co cao, thoi gian dép
ung bénh < 02 nam).
+ Bénh nhan tré tudi (<40 tudi) U Lympho nang nguy co cao (High Risk
FLIPI) tai thoi diém tai phat.
+ Bénh nhan tré tudi (<40 tudi) U Lympho nang nguy co cao, dap tng mot
phan sau diéu tri ciru vét.
10.3. Hai chieng ly giai té bao: (Xem phac do u lympho lan toa té bao B 16n).
10.4. Theo ddi sau diéu tri (co hay khong cé ghép té bao gdc ty than)
- Tai kham: mdi 03-06 thang/05 nim, sau d6 mdi 01 ndm mat lan.

- CT Scan: Mdi 06 thang trong 02 nim dau, va sau d6 mdi nim mot lan.
- PET CT Scan: Khi c6 dau hiéu tai phat.

10.5. Duy tri Rituximab
10.5.1. Khdng ghép té bao gac twr than

- Chi dinh: Lymphoma nang CD20(+), ngay sau dap tmg hoan toan phac do diéu tri.
- Liéu: Riruximab 375mg/m2/ngay (01 ngay), mdi 02 thang x 12 dot. (24 thang).

10.5.2. Sau ghép té bao gac: Can nhic (vi khdng cé su khac biét vé OS).

10.6. Intrathecal (IT)
- U Lympho nang d¢ 1, 2: khéng c6 chi dinh IT phong ngura tai phat ndo.
- U Lympho nang d6 3a, 3b: Xem phéc d6 u lympho lan téa té bao B Ion.

10.7. Phéac do
10.7.1. Phdc do RCHOP, chu ky 21 ngay: (Xem phéc d6 u lympho lan toa té bao B 16n).

10.7.2. Phdc do CVP £ R, chu ky 21- 28 ngay: 6-8 Chu ky.
| Thudc | Ngay dung | Liéu dung | Cach dung |
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Rituximab N1 375mg/m2 Xem phac
Cyclophosphamide N1 750mg/m? dd
Vinristine N1 1,4mg/mz2 (max: 2mg/ngay) CHOP+R
Prednisolone N1->5 100mg/ngay

Mesna N1 Xem phac d6 CHOP+R

10.7.3. Phac do FCM = R: Chu ky 28 ngay, 04 chu ky.

Thudc Ngay dung Liéu dung Cach dung
Rituximab N1 375mg/m2z (TTM) Xem phu luc phac
Cyclophosphamide | N1> N3 200mg/m2 (TTM) do

Fludara N1-> N3 25mg/mz  (TTM)

Mitoxantrone N1 08mg/m2  (TTM)

GCSF N4-> Neu >1k/ul | Xem phac d6 CHOP+R

10.7.4. Phac do FND + R: Chu ky 28 ngay, 6-8 chu ky.

Thudc Ngay dung Liéu dung Cach dung
Rituximab N1 375mg/m? (TTM)

Dexamethasone N1-> N5 20mg/m2 (u) Xem phy
Fludara N1-> N3 25mg/mz  (TTM) luc phac dé
Mitoxantrone N1 12mg/m?  (TTM) i

GCSF N6-> Neu >1k/ul Xem phéac ¢6 CHOP+R

10.7.5. Phdc do Fludara + Rituximab: (chu ky 28 ngay x 6 chu ky)

- Fludara: 40mg/m? (u)/ngay Hoac 25mg/m2 (TTM)/ngay (N1-> N5).
- Rituximab: 375mg/m? (TTM)/ngay (N1).
10.7.6. Phdc do Chlorambucil + Rituximab: (chu ky 28 ngay x 6-8 chu ky)

- Chlorambucil 10mg (U)/ngay (N1-> N14).
- Rituximab: 375mg/m? (TTM)/ngay (N1).

10.7.7. Phdc do Rituximab don thuan: méi tuan, (04 chu ky)
- Rituximab: 375mg/m2 (TTM)/ngay (N1).

10.7.8. Phu luc phdc do: (Xem phac @ u lympho lan toa té bao B 16n)
- Fludara: Pha 100ml NaCl 0,9% TTM >30 phat hoac pha 10ml NaCl 0,9% TMC

> 03 phut.

- Mitoxantrone: pha 30-50ml NaCl 0,9%, TTM >3 phut.
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BENH LYMPHOMA KHONG HODGKIN
TE BAO B TAlI PHAT THAN KINH TRUNG UONG

1. PINH NGHiIA

Tén thuong than kinh trung wong & bénh nhan Lymphoma duoc chia 1am 4 loai:

(1) Ton thuong than kinh trung wong nguyén phat gii han & than kinh trung
wong tai thoi diém chan doan.

(2) Tén thwong lymphoma hé théng két hop véi tén thuong than kinh trung
uong tai thoi diém chan doan.

3) Ton thuong than kinh trung wong khi bénh lymphoma hé thdng & giai doan
tién trién hoic tai phat.

(4) Tén thuong tai phat than kinh trung wong don doc khi bénh lymphoma hé
théng van ¢ giai doan lui bénh.

To6n thuong than kinh trung wong ¢ muc (3) va (4) duoc xem nhu 1a ton thuong

than kinh trung wong thir phat.

2. DICHTE

Tai phét than kinh trung wong ¢6 thé gap ¢ bénh 1y Lymphoma khong Hodgkin
té bao B véi ty I€ thay d6i theo mé bénh hoc:

+ Lymphoma khéng Hodgkin lan téa té bao I16n CD20+: 2-10%.

+ Mantle cell lymphoma: 4-23%.

+ Indolent lymphoma: 4%.

Vi tri tai phat c6 thé & mang nao, nhu md néo, hodc cd 2.

Xay ra & moi lra tuoi, tuoi trung binh 1a 59.

3. TRIEU CHUNG CUA TON THUONG THAN KINH TRUNG UONG

Thay d6i tri giac.

Pau dau, mat can bang.

No6n 6i.

Co giat.

Yéu liét than kinh so néo.

Triéu ching cua rdi loan cam giac/van dong cua day than kinh ngoai bién.

4. CAN LAM SANG
4.1. Huyét do.

4.2. Sinh hoéa: ALT, AST, GGT, Bilirgbine, Albumin, Protid, Creatinin, A.Uric, LDH,
B2-microglobulin, Glucose, Pi¢n giai do.

4.3. Pong mau toan bg: PT, aPTT, Fibrinogen.

4.4. Siéu vi: HIV.

4.5. Chan doan hinh anh: XQ tim phéi, ECG, Siéu am tim, siéu am bung tong quét.
4.6. Tiy do6 + Sinh thiét tay.
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4.7. PET scan: Thyc hi¢n llc chan doén nhim danh gi4 ton thuwong tai phét toan than
di kém va khi két thuc diéu tri.
4.8. MRI so ndo + cdt séng.

4.9. Khao sat dich néo tay.

5. CHAN POAN ,
- Da chén doan bénh ly lymphoma té bao B trude do.
- CO mét trong nhitng dau hiéu:

+

+
+

+

Hinh anh té bao hoc hoic mién dich té bao ghi nhan c6 té bao lymphoma
trong dich ndo tuy.

Triéu chtng 1am sang va tén thuong mang nio ting dam do trén MRI.

Toén thuong nhu md ndo, cot séng trén MRI véi hinh anh dic trung
lymphoma.

Bang chitng md hoc cia mo sinh thiét.

6. PIEUTRI , , ,
Chién lugc diéu tri: Héa tri liéu két hop + Tu ghép té bao goc + Xa tri.
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Tu ghép té bao gbc
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< Hoa tri liéu két hop:
Phac d6 Hoa tri liéu + Rituximab + Methotrexate liéu cao + Tiém kénh tiy:
- Thu ty wu tién cua phac dd (theo phac do tai phét caa lymphoma hé théng)
+ R-ESHAP + Methotrexate liéu cao.
+ R-DHAP + Methotrexate liéu cao.
+ R-ICE + Methotrexate liéu cao.
- Néu di sir dung Rituximab trong vong 12 thang thi hoi chan bénh vién.
-S4 chu ky hoéa tri liéu két hop 1a 3 chu ky.
- Chuky 3 duoc thuc hién sau khi dat duge dap Gng tir mot phan tro 1én sau 2 chu ky.
- Methotrexate liéu cao 3000mg/m2 dugc thyc hién ¢ ngay 15 caa mdi chu ky.
Trong chu ky 3, Methotrexate lidu cao duoc thuc hién trong vong 14 ngay sau

khi d3 thu thap té bao gdc.
- Tiém kénh tay
Thuéc Liéu/ngay Ngay
MTX 15 Chu ky 1:-1,4,8,11,21 hoac 24 gio sau MTX
Depomedrol 20mg Chu ky 2: 4,11,18 hoac 24 gio sau MTX
Cytarabine 40mg Chu ky 3: -1,8,18 hoac 24 gio sau MTX

%+ Xa sau ghép:
- Bénh nhan dat duwoc dap tng hoan toan sau tu ghép thi khéng thuc hién xa
phong ngtra.
- Bénh nhan dat dugc dap ang mot phan, sé& duoc tién hanh xa gidi han tai vi tri
con ton thuong, liu tir 30-36Gy.

7. PHU LUC PHAC PO

7.1. Phac d6 R-ESHAP, R-DHAP, R-ICE
Tham khao “Phac d6 diéu tri bénh lymphoma khoéng Hodgkin lan téa té bao 16n
CD20(+)”.

7.2. Phu luc dung Methotrexate liéu cao
% Pa truyén va kiém hoa nudéc tiéu:
- Céch 1: Truéc thyc hién Methotrexate 1 gio: truyén 6ml/kg (twong dwong
1mEg/kg) Natribicarbonate 1,4% trong 30 phut.
- Cach 2: Ngay NO (21 gio): truyén 6mlkg (twong duwong ImEq/kg)
Natribicarbonate 1,4%
+ Theo ddi pH nudc tiéu mdi lan di tiéu va téi thiéu mdi 6 gio. Khi pH nudc
tiéu < 7, thuc hién lai 6ml/kg (twong duong 1mEq/kg) Natribicarbonate
1,4%. Thtr lai pH nuéc tiéu > 7 méi khai dong hoic dung lai Methotrexate.
+ Thé tich dich truyén 3000ml/m2/ngay. Chd y qué tai tuan hoan, c6 thé dung
thém loi tiéu.
+ Da truyén it nhat 3 ngay hoic dén khi nong d6 Methotrexate do dugc dudi
0,2pumol/l.
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+ Thanh phan dich da truyén bao gém 1/3 Natribicarbonate 1,4% + 2/3
(Glucose 5% va NaCl 0,9% theo ty 1¢ 2/1) + 2gr/L KCI (chinh theo ion dd).
% Thuc hién Methotrexate liéu cao:
- 3000mg/m2 truyén tinh mach trong vong 24 gio.
+ 1/10 liéu Methotrexate pha trong Glucose 5% truyén trong 60 phit.
+ 9/10 liéu Methotrexate pha trong Glucose 5% truyén trong 23 gio tiép theo.

- Chinh liéu Methotrexate:
+ Truong hop suy than:

Creatinine clearance (ml/phat) | Liéu Methotrexate
>50 100% liéu

20 — 49 50% liéu

<20 Hoi chan

+ Truong hop tén thuong gan:

Bilirubin (umol/l) AST/ALT (UI/L) | Liéu Methotrexate
<50 Va | <180 100% liéu

51 -85 Hozc | > 180 75% licu

> 85 Chéng chi dinh

%+ Rescue vaéi Leucovorin
- Bat dau ¢ gio thi 36 cua MTX liéu cao.
- Néu khdng do dugc ndng do MTX: 15mg/m2, mdi 6 gio, t6i thiéu 3 ngay lién

tuc.
- Po ndng do MTX/mau & gio thir 36 va chinh liéu theo bang:

g 00 | G Gi thirag | Gior thir 72 | Gitrthir 96 | Sau gior 96
>10 uM 25mgx4 | 100mgx4 | 400mgx4 | 400mgx4 | 400mg x 4
5-10pM 25mg x4 | 25mgx 4 200mg x4 | 400mgx 4 | 400mg x 4
1-5uM 25mgx4 | 25mgx4 100mgx4 | 200mgx4 | 400mgx 4
0,5-1uM 25mgx4 | 25mg x4 25mgx4 | 100mgx4 | 200mg x 4
0,2-0,5uM 25mgx4 | 25mgx 4 25mg x 4 25mg x 4 100mg x 4
<0,2uM - - - - -

% Luuy:

- Tam ngung st dung Cotrimoxazole/Trimothoprime trong lic diéu tri: 3 ngay
truéc va 5 ngay sau Methotrexate liéu cao.
- Tuong tac véi thubc nhém azoles, nhém quinolones, nhém macrolides, nhém
NSAIDs, pristinamycine, cac thudc thiazide va aminozide.

8. PANH GIA PAP UNG BENH
- Panh gia dich ndo tay va MRI so ndo, cot séng sau dot hoa tri liéu cao dau va
dot héa trj lidu cao th 3, trude khi tién hanh tu ghép.
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Pap wng

Triéu ching
lam sang

Dich néo tiy

MRI s¢ nao, cft séng

Hoan toan

Hét triéu ching
I&am sang.

Khoéng xuat hién té bao
lymphoma trong dich ndo
tay & 2 1an lién tiép.

Bién mat tén thuong.

Hoan toan
khbng xac
dinh

Hét triéu ching
lam sang

Khong xuat hién té bao
lymphoma trong dich ndo
tay & 2 lan lién tiép.

Bt thuong tdi thiéu.

Dap tng mot

Khoéng xuat hién

Ton thuong trén MRI
giam trén 50%.

phan triéu chirng mai. Ket qua bat ky. Khong xut hién tén
thuong moi.
Benh khong | Khong xut hien | . . Ton thong trén MRI
thay dbi trigu chitng moi Két qua bat ky. giam dudi 50% hoac
i tang dudi 25%.
Bénh tién Xuét hién tricu Tang lugng té bao‘ ) 'I:on thlAmng trén MRI
2 , .. lymphoma trong dich ndo tang trén 25%.
trién chung mai

tay.
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BENH HODGKIN LYMPHOMA

1. DICH TE

Hodgkin lymphoma chiém khoang tir 20-30% cac trudng hop méc bénh
Lymphoma.

Ty 1é mic ¢ nam nhiéu hon ni.

Lira tudi thudng mic bénh: 15-40 tudi va sau 55 tudi. It gap & tré em dudi 5 tudi.

2. LAM SANG

Hach to chiém khoang 70% bénh nhan. Thuong gap tai vung ¢d, nach, ben,
trung that va hach 6 bung. Hach sb lugng nhiéu, mat d chic, thuong khong dau.
Sot: chiém ty 1& khoang 30% cac truong hop. Sot thuong dién ra timg dot (2-7
ngay hodc hon) sau d6 hét sét mot thoi ky va sot lai (kiéu sdt hdi quy). Mdi lan
sOt hach thuong to ra, va sau khi hét sét hach c6 thé nho lai mot it nhung khong
nho nhu ban dau. St trong bénh nay thuong xuat hién som. Tuy nhién khong
phai lic ndo sbt ciing dién hinh mang tinh chat hdi quy nhu da miéu ta trén dy.
Gan to va/hoic lach to ¢ thé gip, nhung thuong khong to nhiéu.

Tén thuong ngoai hach: Ton thuong da, dau xuong, rdi loan tiéu hoa...

O giai doan muon ctia bénh thi ¢ thé gip cac triéu chimg ram ro hon nhu: hoi
chtng trung that, chén ép tinh mach chu trén, tran dich mang phdi, tran dich
mang bung, xuét huyét thiéu mau, nhiém trung...

Triéu chimg toan than kha thuong gip nhu: ngira, mét moi, triéu chimg B (gdm
c6 sbt, ra mo hoi dém, sit can trén 10% trong lwong co thé trong 6 thang khong
giai thich dugc nguyén nhan).

3. CAN LAM SANG
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Huyét do.

Sinh Héa: AST, ALT, BUN, Creatinine, ion d0, Bilirubine, LDH, Beta2
microglobulin, Acid uric, Glucose.

bong mau toan bg: TQ, TCK, Fibrinogen.

Xét nghiém nude tiéu chan doan thai v6i phu nit trong do tudi sinh san.

Siéu vi: HBV, HCV, HIV, EBV, HTLV1. H. Pylory.

Chén doan hinh anh: siéu 4m tim, ECG, siéu 4m bung; X Quang nguc thang.
PET CT.

Sinh thiét hach hodc t6 chirc lympho: Hinh anh ton thuong da dang té bao, c¢6
gip té bao Reed-Sternberg hoidc cac bién thé. Pay 1a "tiéu chuan vang" dé chan
doan bénh va 1a co so cho xép loai ciia T chirc Y té Thé giéi (WHO)

Hoéa md mién dich hach/td chirc lympho: xéac dinh céac diu 4n mién dich dic
trung cta té bao Reed-Sternberg va cac bién thé (CD 15, CD 30, CD 20, CD 45,
CD 75,CD 79)

Tay do va sinh thiét tay xuong déi voi giai doan 1B, 11B va Ill, 1V.
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4. PHAN LOAI THE BENH VA GIAI POAN

4.1. Phan loai thé bénh
Theo WHO 2008, Hodgkin Lymphoma duoc chia lam nhom Iém: Hodgkin

lymphoma kinh dién (Classiccal Hodgkin lymphoma- CHL) va Hodgkin lymphoma

dang nét lymphocyte wu thé (Nodular lymphocyte predominant Hodgkin lymphoma).

Thé bénh

Pic diém

Hodgkin
lymphoma kinh
dién

Giau lymphocyte

Dang nét hoic lan téa. Trén nén nhiéu lympho
bao rai rac té bao Reed-Sternberg.

Nghéo
lymphocyte

Dang xo hoa lan toa chua it té Reed-Sternberg.
Hodc nhicéu té Reed-Sternberg va bién thé xen
vung hoai tu, khong ¢ vach xo

Hon hop té bao

Nhiéu té bao Reed-Sternberg dién hinh, té bao
dang Hodgkin trén nén lymphocyte nho, bach
cau ua acid va mo bao.

Xo ndt

Xo phat trién chia cat nhu mé hach thanh nhiéu
not, co nhiéu té bao Reed-Sternberg va bién thé
dang té bao khuyeét.

Dang ndt, uu
thé lymphocyte

Gap cha yéu bién thé dang lympho-histocytic
trén nén mé bao va lymphocyte nho..

4.2. Phan chia giai doan
Duya theo Ann Arbor 1971 va sy bé sung ctia Costwolds.

Giai doan

I Ton thuong mot vung hach hodc mét vi tri ngoai hach
Ton thuong hai ving hach tro 18n trén cing mot phia co hoanh. C6 thé

I bao gom ca lach, vi tri ngoai hach hoac ca hai nhung van nim mét phia
co hoanh.

i Tén thuong nam hai phia co hoanh. C6 thé t6n thuong & lach, hoac vj tri
ngoai hach, hoac ca hai
Ton thuong lan téa rai rac nhiéu tang hoic mé ngoai hach (nhu: tiy

v 2. 1 < A L eA
xuong, gan, phoi...), co kém hodc khong kém ton thuong hach.

- B la khi c6 biéu hién hoi chiang “B”: sdt, ra mo hoi dém, sat can trén 10% trong
luong co thé trong 6 thang.

- Ala khi khéng c6 c4c triéu chiing trén.

- X: Bulky disease.

- E: Ton thuong ngoai hach.

5. CHAN POAN PHAN BIET
- Lymphoma non Hodgkin.
- Hach tang sinh phan tung.

- Hach Lao.

- Hach ung thu di can.
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6. TIEN LUQNG

6.1. Yéu t6 tién lwrong xau ddi véi Hodgkin Lymphoma giai doan I-11 (theo NCCN)
- ESR > 50 mm/h hodc c6 hdi ching "B".
- Co trén 3 hach.
- MMR >0,33.
- Bulk > 10cm.
6.2. Chi s6 tién Iwong quéc té (4p dung cho Hodgkin Lymphoma giai doan 111-1V)
- Albumin < 4g/dL.
- Hb<10,5g/dl.
- Gi6i tinh: Nam.
- Tudi >45.
- Giai doan IV.
- Bach cau > 16k/uL.
- Lympho < 8% hoac < 600.

7. PIEU TRI
7.1. Doi véi bgnh méi chan doan
» Lymphoma Hodgkin kinh dién ’ ’ o ’
- Giai doan IA, 1A véi tién lugng tot (khdng cé bat cir yéu to tién lugng Xxau)
ABVD 4 chu ky + Xa trj tai ch6 (30-36Gy).
- Giai doan IA, 1A véi tién lugng xau
+ ABVD 6 chu ky + xa tri tai chd (30-36Gy).
+ Stanford V 12 tuan + Xa tri tai chd (30-36Gy).
+ BEACOPP 2 chu ky + ABVD 2 chu ky + Xa tri tai chd.
- Giai doan Ill, IV
+ ABVD 6 chu ky+ xa tri tai cho.
+ Stanford V 12 tuan + xa tri tai chd.
+ BEACOPP 4 chu ky + xa tri tai chd. ,
» Lymphoma Hodgkin dang not lymphocyte uu thé.
- Giai doan IA, 1A (khdng bulky)
+ Quan sat.
+ Xa tri tai chd.
- Giai doan IB, 11B hoic IA, 1A (bulky)
+ Xatri.
+ Hoa tri liéu cd thé c6 hodc khong Rituximab.
- Giai doan A, IVA
+ Hoa tri liéu c6 thé co hoic khong Rituximab két hop xa tri.
- Giai doan I11B, IVB
+ Hoatri liéu c6 thé c6 hodc khdng Rituximab két hop vai xa tri.
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7.2. P6i véi bénh tai phat
- Danh gia lui bénh hoac tai phat dua trén: lam sang (hach to, héi chung B) va
thang diém Deauville trén PET/CT, PET.
- Truong hop tai phat phai sinh thiét hach 1am lai chan doan.
- Swr dung phac dd da hoa tri lidu cao (ESHAP, ICE, BEAM, CBV...), cin nhic
ghép tay tu than.
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PHULUC 1 »
1. HODGKIN LYMPHOMA KINH DIEN
A. Giai doan IA, 1A véi tién lweng tot
% Phac 6 ABVD (2-4 chu ky) hoic STANFORD V x 8tuin
Deauville 1-3 ----- > ISRT ------ > theo ddi sau diéu tri
Deauville 4 ----- > |SRT-----> Deauville1-3 ---> theo ddi sau diéu tri
k----> Deauville 4-5---> quan sét trong thoi gian ngan
---->sinh thiét --->(+)---> diéu tri bénh tai phat - khang tri
L->(-) --> ISRT
Deauville 5a ---->sinh thiét--->(+)---> diéu trj bénh tai phat - khang tri
L>(-) > ISRT

Deauville 5b---->sinh thiét r-->(+) ------ > diéu tri bénh tai phat khang tri

------ >(-)------> quan sét trong thoi gian ngan
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% Phac d6 ABVD don doc (2 chu ky)
Deauville 1-2----- > Pap trng hoan toan(CR)
hoac dap ung hoan toan ----> ABVD ------ > theo ddi sau
chwa xac dinh 2chu ky diéu tri

----> Pé4p tng mot phan

Deauville 3-4 ------ >ABVD ------ >Deauville 1-2-----> ABVD
2 chu ky 2chu ky
A Hoac ISRT
------ > Deauville 3-4-----> ABVD
2chu ky va ISRT
Hoac ISRT

----- >Deauville 5a ->sinh thiét ->(+) -> tai phat
->(-)->Xa tri
----- >Deauville 5b->sinh thiét ->(+) -> tai phat
->(-) -> quan sat
— Theo di thoi gian ngén

Deauville 5a----->sinh thiét----> (-)

----> (+): Téai phét - khang tri
Deauville 5b---->sinh thiét ---->(-): Quan st theo ddi thoi gian ngin

..... >(+): Tai phat khang tri
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B. Giai doan I, 11 véi tién lwong x4au-c6 Bulky
% Phac dd6 ABVD 4 chu ky
Deauville 1-3-----> ABVD 2chu ky va ISRT ----> theo ddi sau diéu tri
Hoac ISRT don doc

Deauville 4----> ABVD 2 chu ky

* ----> Deauville1-3--> TD sau diéu tri

---->Deauville 4-5a -->sinh thiét-->(-): ISRT
-->(+): ISRT
Hodc diéu tri tai phét

----- >Deauville 5b--> sinh thiét--->(+)
---> (-): Quan sat
theo d@i thoi gian ngan

]

Deauville 5a----->sinh thiét ------ > ()
----- > (+): diéu tri tai phat khang trj

Deauville 5b----->sinh thiét ------- >(+): diéu tri tai phéat khang tri
------- >(-): ISRT -----> quan sét theo ddi
thoi gian ngan
% Phac @6 Stanford V 12 tuan:
Deauville 1-3: ISRT --> danh gia sau 3thang--> theo ddi sau diéu tri
(30Gy trong 3tuan) (CT hoic PET CT) hoic diéu tri tai phat

Deauville 4: ISRT--> danh gia sau 3 thang---> theo ddi sau diéu tri
(36Gy trong 3tuan)  (PETCT)  hodc diéu tri tai phat

[

Deauville 5a: sinh thiét-----> (-)
----- > (+): diéu tri tai phat

Deauville 5b: sinh thiét ----- > (-): quan sat trong thoi gian ngan
----- >(+): diéu tri tai phat
% Phac d6 BEACOPP +ABVD+ISRT

2chuky  2chu ky Deauville 5--->sinh thiét---->(+): theo dbi sau
diéu tri

--->(-):ISRT--> quan

sét trong thoi gian ngan
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C. Giai doan I, II ¢6 tién lweng xau va non-bulky
% Phac dd6 ABVD 2 chu ky
Deauville 1-2 ----> ABVD 2-4 chu ky + ISRT----->theo d&i sau diéu tri
Hoac ABVD 4 chu ky (I, 11A)

Deauville 3-4-----> ABVD 4 chu ky + ISRT----> quan sat theo ddi
trong thoi gian ngan

Deauville 5a: sinh thiét-----> (-)
----- > (+): diéu tri tai phét

Deauville 5b: sinh thiét -----> (-)---> ABVD 4 chu ky---->quan sat
trong thoi gian ngan
----- >(+): diéu tri tai phat
% Phéc @6 Stanford V 12 tuan: nhu trén.
% Phac d6 BEACOPP + ABVD + ISRT nhu trén
D. Giai doan I, IV
% Phac ¢6 ABVD 2 chu ky
Deauville 1-3 ----> ABVD 4 chu ky---> theo ddi hozc----> theo di sau diéu tri
ISRT
Deauville 4-5a-->sinh thiét
(-)---->ABVD 4 chu ky--->Deauville 1-3--->quan sat hoac ISRT

----- > Deauville 4-5a-->sinh thiét--->(-)
--->(+)

(+)-----> diéu trj tai phat ¢ \
Deauville 5b sinh thiét-----> (+)
------ >(-): ABVD 4 chu ky--->quan sat + ISRT
% Phac d6 Stanford V 12 tuan: nhu trén
% Phac d6 BEACOPP 4 chu ky
Deauville 1-3----> 2 chu ky BEACOPR--->Deauville 1-2----> theo di sau diéu tri

A
---> Deauville 3-4---> ISRT /

---->Deauville 5a: sinh thiét--->(-): quan sat
hoac ISRT
---->(+): diéu tri tai phét

K/

K/

----- >Deauville 5b: sinh thiét-->(+)
-->(-): quan sat

Deauville 4-5a,b--->sinh thiét----> (-)
---->(+): diéu tri tai phat
141



Phac d6 diéu tri BENH LY HUYET HOC — Tap 2

2. POI VOI HODGKIN LYMPHOMA DANG NOT UU THE LYMPHOCYTE
- 1A, lIA (Non bulky): quan sat hoac la xa tri.
- 1B, 1IB hoac IA, A (bulky): héa tri liéu (ABVD, CHOP, CVP) + ISRT %
Rituximab.
- 1A, IVA: Quan sat hoac hda tri liéu £ ISRT £ Rituximab.
- B, IVB: Hoatriliéu + ISRT * Rituximab.
- Sau diéu tri nhu trén, danh gia lai:
Deauville 1-4: Quan sat hoac ISRT.
Deauville 5a: Sinh thiét---->(-)

..... >(+): quan sat hoac ISRT hoc diéu tri tai phét

Deauville 5b: Sinh thiét ----->(-): quan sét
----- >(+): diéu tri tai phat
» Theo ddi sau diéu tri:
- Kiém tra triéu chung co ning va thuc thé: mdi 3-6 thang trong nam thir 1-2,
mai 6-12 thang trong nam tht 3, sau d6 thi hang nam.
- Chung ngura Influenza moi nam.
- Xét nghiém: Coéng thc méu, téc d6 ling mau, sinh héa mau, TSH it nhat
mdi nam mot 1an néu co tia xa ving co.
- Xquang nguc hoic CT mdi 6-12 thang trong 2 nam dau, sau d6 Xquang nguc
khi can thiét.
- CT scan bung chau mdi 6-12 thang trong 2 nam dau.
% Tiéu chuan Deauville

K/

Score
1 No uptake above background
2 Uptake < mediastinum
3 Uptake > mediastinum but < Liver
4 Uptake moderately increased compared to the liver at nay site
5 Uptake markedly increased compared to the liver at nay site
X New areas of uptake unlikely to be related of lymphoma

142



Bénh ly huyét hoc Ac tinh

PHU LUC 2

- ABVD

Ngay Liéu Puong dung Ngay
Doxorubicin 25mg/m2 Truyén TM 1, 14 hoac 15
Bleomycin 10mg/m2 Truyén TM 1, 14 hoac 15
Vinblastin 6mg/m?2 Truyén TM 1, 14 hoac 15
Dacarbazine 375mg/m2 Truyén TM 1, 14 hoic 15
- BEACOPP

Thudc Liéu Puwong dung Ngay
Cyclophosphamid 650mg/m?2 Truyén TM 1
Doxorubicin 25mg/m? Truyén TM 1
Etoposide 100mg/m? Truyén TM 1-3
Procarbazine 100mg/m2 Uong 1—7
Prednisone 40mg/m? udng 1—14
Vincristine 1,4mg/m2 Truyén TM 8
Bleomycin 10mg/m?2 Truyén TM 8
- Stanford V

Thuéc Liéu Puong Ngay 1 trong cac tuan
dung
Doxorubicin 25mg/m? Truyén TM | Tuan 1,3,5,7,9,11.
Vinblastin 6mg/m? Truyén TM | Tuan 1,3,5,7,9,11.
Nitrogen mustard | 6mg/m? Truyén TM | Tuan 1,5,9
Vincristine 1,4mg/m2 Truyén TM | Tuan 2,4,6,8,10,12
Bleomycin 5mg/m2 Truyén TM | Tuan 2,4,6,8,10,12
Etoposide 60mg/m?2 Truyén TM | Tuan 3, 7,11
Prednisone 40mg/m? uong Hang ngay lién tuc trong 12
tuan.

- Vinblastin giam xu6ng 4mg/m2 trong miii thir 2,3 va 1mg/m2 trong tuan 10-12.
- Prednison giam liéu dan trong 12 tuan.

- MOPP.
Thudc Liéu Puong dung Ngay
Nitrogen mustard 6mg/m?2 Truyén TM 1,8
Vincristine 1,4mg/m? Truyén TM 1,8
Procarbazin 100mg/m? Udng 1—14
Prednisone 40mg/m? uong 1—14, chi & chu ky 1
va 4.
% Chuay:

- Vi cac phac dd ABVD, BEACOPP, MOPP sir dung 4-6 dot. Trong do: 3
dot dau c6 thé dung cach nhau tir 14-21 ngay; 3 dot tiép theo céch nhau 21-
30 ngay; Thoi gian cach bao nhiéu phu thuoc vao lam sang (hach, toan
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trang...) va xét nghiém vé chirc ning gan, than, tim mach va dic biét 1a tay
sinh mau.

- Phéc d6 Stanford V st dung 3 dot vao ngay dau tién caa mdi tuan.

- Tri hodn diéu tri khi mau ngoai vi cd sé lwong bach ciu doan trung tinh
<1G/L hoic sb luong tiéu cau<100G/L.

- Céc phac do: CHOP, EPOCH, ESHAP, ICE tham khao bai u lympho khéng
Hodgkin.
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BENH WALDENSTROM

1. CHAN DOAN

1.1. Dau hi¢u 1am sang
Triéu ching 1am sang lién quan dén su xam lan cua cac té bao lymphoplasmo va su
tang tiét IgM don dong trong huyét thanh. Tuy nhién c6 dén 25% trudng hop khong co
triéu chung tai thoi diém chan doan.
a. Triéu chizng do xam ldn cia té bao u
- Ca4c triéu chitng nhom B: sét, ra md hoi dém, sat can, mét moi.
- Thiéu mau do xam l4n tiy xwong cua té bao u hay do tan mau tu mién.
- Gan, lach to.
- Hachto.
- Co thé c6 tham nhiém da, dudng tiéu hoa va phoi, nhung hiém gap.
b. Trigu chitng do ting tiét IgM don dong trong huyét thanh
- Hoi chimg ting do nhot huyét twong: dau dau, nhin mo, chong mat, diéc dot
ngot, chay mau mili, chay mau chan ring. Soi diy mat c6 thé gap hién tuong @
mau trong cac tinh mach véng mac, xuét huyét véng mac, phu gai thi.
- Xanh tim cac dau chi khi gip lanh.
- Amyloidosis: ling dong dang tinh bot & cac co quan gay triéu ching 1am sang ¢
cac co quan.
- Bénh ly than kinh ngoai vi.

2. CAN LAM SANG

2.1. Huyét do
- S6 luong hong cau va Hb giam, c6 thé giam BC hat, giam tiéu cau.
- Co thé thay hién firong hong cdu ngung két, chudi tien.

2.2. Sinh héa mau

- Ting Protein mau toan phan, ting gammaglobulin.

- Ting cao IgM don dong trong huyét thanh.

- Tang B2 microglobulin.

- LDH tang cao.

- Bilirubine gian tiép ting do tan mau.
2.3. Tay d6

- S6 lugng té bao tay trong gidi han binh thudng & hau hét cac truong hop.

- Tiang ty & té bao lymphoplasmo trong tuy (thuong >10%).
2.4. Sinh thiét tiy xwong

Mat d6 té bao tay binh thuong hoic ting. Hinh anh xam lan cua cac té bao
lymphoplasmo va lymphocyte kich thudc nhé trong tiry xuong, ¢ thé gap cac kiéu xam
I4n lan toa, thanh ndt, hoic xen ké giira cac khoang sinh mau.
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2.5. D4u 4n mién dich té bao
Céc té bao lymphoplasmo dwong tinh véi CD19, CD20, IgM bé mit, CD25, CD27,
FMC7; am tinh v4i CD5, CD10, CD23, CD103, CD138.

2.6. Pién di mién dich huyét thanh

Cho thay hinh anh dinh don dong IgM.

2.7. D¢ nhét mau tang cao (ting > 2mPas)

2.8. Cé&c xét nghiém khac

Tbc dd mau lang tang.

Nghiém phéap Coombs tryuc tiép va/hoic gian tiép duong tinh khi c6 tan mau tu
mién.

Khao sét chirc ning tiéu cau.

Thai gian Thrombin kéo dai do tc ché qué trinh polyme hoa fibrin cua IgM.

Bat thuong di truyén té bao del 6q: gap ¢ 50% bénh nhan.

3. TIEU CHUAN CHAN POAN

3.1. Chén do4n xac dinh
Tiéu chuan chan doan cua Hoi thao Qudc té vé bénh Waldenstrdm
(Waldenstrom’s macroglobulinemia International Workshop — 2003)

Tang IgM don dong trong huyét thanh (b4t ky ndng d6 nao).

Xa&m 1an tay xuwong boi cac té bao lymphoplasmo (téi thiéu 10%) va lymphocyte
kich thudc nho, tao thanh dam gitta cac khoang sinh mau.

Xét nghiém héa md mién dich céc té bao nay thiy: IgM bé mat (+), CD5 (),
CD19 (+), CD20 (+), CD25 (+), CD27 (+), FMC7 (+).

3.2. Chan doén phén biét
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Bach cau man dong lympho: hach to nhiéu noi, lach to, ting sinh dong lympho
trong mau va tily xwong, khong thay té bao lymphoplasmo, khong ting IgM don
dong trong huyét thanh.

Lymphoma thé nang: hach to nhiéu, té bao u xam In tiry xuong tao thanh nhiéu
nang, khong cé té bao lymphoplasmo, khong ting IgM don dong trong huyét
thanh.

Lymphoma té bao vo (Mantle cell): hach va lach to nhiéu, té bao u xam lan tay
xuong duong tinh véi CD5, CD20; &m tinh véi Ig bé mat va CD25; khong ting
IgM don dong trong huyét thanh.

Da u tily xuong thé IgM: ting sinh té bao plasmo trong tay xwong > 10%; nong
d6 1gG, IgA giam thap; c6 ton thuong xuwong; bat thudng nhidm sic thé t(11;14),
del13q.

Bénh 1y ting IgM don dong chua c6 ¥ nghia vé mat 1am sang (IgMmgUS): xuat
hién IgM don dong trong huyét thanh, nhung thuong < 3g/dL; khong cd biéu
hién xam lan tay xwong cua té bao lymphoplasmo va khong ¢ triéu ching lién
quan dén ting IgM.
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3.3. Chén do4n tién lweng: Theo chi sé tién luong Quéc té
(International Prognostic Scoring System for Waldenstrom’s macroglobulinemia —
2009)

Yéu to nguy co piém
Tudi > 65 1
Hb < 115g/L 1
TC <100 x10°%L 1
B2 microglobulin > 3mg/L 1
IgM > 70g/L 1
NhOom nguy co piém Ty 1é séng con 5 nim
. 0-1
a r r 2 0
Thap (trir yéu to tudi > 65) 87%
. 2 hay 0
Trung binh Tudi> 65 68%
Cao >3 36%
4. PIEU TRI
4.1. Theo dodi

- Theo ddi, chua diéu tri d6i vé6i cac trudng hop chua co triéu ching 1am sang.
- Thoi gian theo ddi: 3 thang mat lan.
- Céc van d can theo ddi:
v" Kham lam sang.
v/ Xét nghiém tong phan tich té bao mau, protein mau, dinh lugng IgM, do
nhét huyét tuong.
4.2. Chi dinh diéu tri
Chi dinh diéu trj khi: Bénh nhan c6 biéu hién triéu chiing
Hb <10g/dl, TC < 100G/L.
Tang kich thudc gan lach hach rd rét.
Tang do nhét mau co triéu chung.
To6n thuong than kinh ngoai vi muc d6 vira dén ning.
Amyloidosis.
Ngung két lanh.

AN NN Y NN

4.3. Phac a6 diéu tri dic higu
Chon lya phac @6 diéu tri can dya vao céc yéu té sau: tqéi ctia bénh nhan, bénh 1y di
kém, mirc d6 nang cua triéu chirng, kha nang ghép t€ bao goc tu than.
4.3.1.Cdc phdc db wu tién
U'u tién sir dung cho bénh nhan <70 tudi, chirc niing tim gan than binh thwong:
- Bortezomib + Dexamethasone + Rituximab (BDR)
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v Bortezomib 1,3mg/m? (1V) (ngay 1,4,8,11).

v Dexamethasone 40mg/ngay (IV) (ngay 1,4,8,11).

v Rituximab 375mg/m2 (ngay 11).

Chu ky 21 ngay. Trung binh tan cong 4 chu ky. Theo sau 1a diéu tri duy tri.
Rituximab + Cyclophosphamide + Dexamethasone (RCD)

v Dexamethasone 20mg (IV) (ngay 1) theo sau la

v Rituximab 375mg/m2 (IV) (ngay 1).

v Cyclophosphamide 100mg/m?2 ubng 2 lan/ngay (ngay 1,2,3,4,5).

Chu ky 21 ngay. Thoi gian diéu tri trung binh 6 thang.
4.3.2.Cdc phdc dé khéc

Bendamustine + Rituximab (BR)

v Bendamustine 90mg/m2 (1V) (ngay 1, 2) +

v Rituximab 375mg/m2 (ngay 1).

Chu ky 28 ngay. Trung binh tin cong 4 chu ky.
Cyclophosphamide + Prednisone + Rituximab (CPR).

v Rituximab 375mg/m2 (IV) (ngay 1).

v" Cyclophosphamide 1000mg/m?2 (1V) (ngay 1).

(Str dung Mesna (I1V) theo sau Cyclophosphamide).

v' Prednisone 100mg/ngay (udng) (ngay 1,2,3,4,5).

Chu ky 21 ngay. Trung binh 6 chu ky.

Bortezomib + Dexamethasone (BD).

v' Bortezomib 1,3mg/m2 (1V) (ngay 1,4,8,11).

v' Dexamethasone 40mg/ngay (IV) (ngay 1,4,8,11).

Chu ky 21-28 ngay. Trung binh tin cong 4 CK. Sau d6 duy tri mdi 3 thang.
Rituximab don thuan: 375mg/m2 (1V), lap lai mdi tuan x 4 tuan.

*

% Luu ¥v: Cac phéc @b trén (trir Rituximab don tri lidu):

v Thoi gian st dung trung binh tir 4 — 6 dot.

v' Khoang thoi gian gitra 2 dot diéu tri khong sém hon 21 ngay va khong

muon hon 28 ngay.

4.3.3.Piéu tri bién chieng ting dé nhét huyét twong
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Han ché truyén khdi hdng cau cho bénh nhan trude khi trao doi huyét twong dé

tranh 1am nang thém hoi ching ting do nhét huyét tuong.

Chi dinh tach huyét twong (Plasmapheresis) hay thay huyét twong (Plasma

exchange).
v Bénh nhan c6 tang d6 nhét mau cé triéu chang hoac

v 1gM cao > 500mg/L; han ché truyén khdi hong cau cho bénh nhan trudc khi
trao d6i huyét twong boi nguy co lam ning thém hoi ching ting do nhot

huyét twong.
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4.3.4.Ddnh gid ddp ikng diéu tri

TIEU CHUAN PANH GIA PAP UNG PIEU TRI

Phan loai dap wng Tiéu chuan dap wng

Tat ca cac tiéu chi sau:
e IgM huyét thanh tro vé gi6i han binh thuong
e Khdng thiy dinh protein don dong trén dién di
Pip rng hoan toan cb dinh mién dich
e Khoéng con bang chang mé hoc xam lan tay
xuong
e Gan lach hach tr vé kich thudc binh thuong
e Khong ¢ triéu ching lién quan dén bénh

e IgM huyét thanh giam > 90% va
Pap &ng mat phan rat tot e Giam dau hiéu gan, lach, hach to
e Khdng cd biéu hién tién trién caa bénh

e IgM huyét thanh giam > 50%

e Kich thuéc gan lach hach nho di it nhat 90% so
Vi trude diéu tri

e Khdng cd biéu hién tién trién caa bénh

Pap wng mot phan

e IgM huyét thanh giam > 25% nhung < 50%;

Dip wng tdi thiéu NPT
p tng e Khong c6 biéu hi¢n tien trien cua bénh.

e IgM huyét thanh giam < 25% hoic ting khong
qua 25% so voi ban dau;
Bénh én dinh e Khdng c6 sy phét trién caa gan lach hach;

e Khong giam té bao mau hozc xuét hién thém
triéu ching 1am sang lién quan dén bénh.

Bénh tién trién e IgM huyét thanh ting > 25%, hay

e Gan lach hach to Ién, hay

e Xuét hién triéu chitng B hay céc biéu hién 1am
sang khac lién quan dén bénh.

4.3.5.Piéu tri duy tri
- Duy tri Rituximab cho nhitng bénh nhan c6 dap Gng véi cac phac do diéu tri
(thuong co st dung Rituximab trude do).
- Liéu va céch sir dung: Rituximab 375mg/m? da; 3 thang mét lan trong 2 niam
tiép theo.
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BENH PA HONG CAU NGUYEN PHAT

1. CHAN POAN BENH

1.1. Tiéu chuan chan do4n xac dinh bénh

Tiéu chuan chin doan PHCNP ciia WHO nam 2008 [11.5]

Tiéu chudn chinh (A):
Al. Hb > 18,5g/dl 6 nam va > 16,5g/dl ¢ nix, hoac
Hb hoic Hct > 99% cuia pham vi tham chiéu cho gigi tinh, tudi hodc do
cao cu trg, hoac
Hb >17g/dl & nam, hoic >15g/dl ¢ nit néu két hop véi ting bén viing
>2g/dl so v6i binh thudng ma khdng phai do diéu tri ché pham sit, hoac
Tang khoi hdng cau > 25% so voi binh thudng
A2. Hién dién dot bién JAK2 V617F
Hoic dot bién tuong tu.
Tiéu chudn phu (B):
B1. Hinh thai tiy xwong: tiy giau véi tang san 3 dong
B2. Erythropoietin huyét thanh thap
B3. Tao khdim hong cau néi sinh trong thuc nghiém

Chén dodn khi:
> Al + A2 + bat ky mot tiéu chuan B
> Hoic Al + bat ky hai tiéu chuan B

WHO,World Health Organization; Hb, hemoglobin; EPO, erythropoietin

1.2. Chan do4an phan biét:[?
- Mt nwéc: c6 thé lam ting hematocrit gia.
- Ting sinh hong ciu thir phat do ting EPO:
+ Ting EPO tht phét do thiéu oxy
e Bénh phoi.
e \Ung cao.
e Thudc la (8-carboxyhemoglobin).
e Bénh tim gay xanh tim.
e Thiéu mau Methemoglobin.
e Hemoglobin &i luc cao oxy.
e Coban.
+ Tang san xuat EPO
e Khdi u ¢ than, ndo, gan, u xo tir cung, u crom.
e Hep dong mach than.
e So sinh.
e Tiét EPO khong thich hop.
e Hoi chang Bartter.
e Nang than.
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- Cac nguyén nhan khac:

+ + 4+ + + +

Thu thé EPO quéa man cam.
Tang sinh hdng cau di truyén.
Diéu tri Androgen.

U thuong than.

Hoan mau tu than (doping mau).

Tiém EPO.

1.3. Lwu dd chin doan Pa hong ciu nguyén phat [3]

152

Hb > 18.5 (nam) va > 16.5 (nir) hoac Het >
52 (nam) va > 48 (nir) hoac co béng chirng
khac ciia ting thé tich hong ciu (xem tiéu
chuén chén doan)

Tri¢u chimg DPHCNP (ngira khi tiép xiic
nudc, sung-do-dau ¢ chi (erythromelagia),
huyét khoi khong dién hinh, lach 16n, ting
tidu cau hodc tAng bach cau).

/ !

JAK2 V617F duong

Phén tich dét bién JAK2
exon 12

F

e Thim kham va héi tién sir
bénh

e Xét nghiém téng phan tich
huyét hoc

A 4

JAK2 V617F va EPO

JAK2 V617F am

h 4 N l

EPO thip

(Néu khong co sin, thay thé
béng sinh thiét tuy)

EPO binh EPO ting
thuong

: L

‘ Duong tinh ‘ ‘ Am tinh ‘
y A4 l
Sinh thiét tiry Sinh thiét
xuong tuy xuong
(duoc dé nghi)

EPO ¢ gidi han -
thap hodic ¢6 cac X
triéu chirng lam
sang va cdn lam
sang cia roi loan
tang sinh tiy man

EPO binh thudng
va khong c6 triéu
chirng 1am sang va
cin lam sang cua

A

Chén dodn dwoc xac

/ Khong phai DHCNP,

néu khong co dét bién

dinh bang su hién va sinh thiét tiy khong
dién dot bién JAK2 phu hop voi rdi loan
va/hodc biéu hién ting sinh tuy man.

md hoc phu hop.

Dé nghi theo ddi thém

r6i loan tang sinh

tuy man

A A

Khdng phai PHCNP. Khong phai
A ) DHCNP.

Pa hong cau thir phat
hoic Xf:m xgét da
pseudoppolycythemia hong cau thir
nén dugc xem xét. phat.
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2. PHAN NHOM NGUY CO B

Pa hdng cau nguyén phét néu khong diéu tri, thoi gian sdng trung binh chi tir 6 dén
18 thang. Néu co diéu tri, thoi gian séng trung binh 10 nim — 20 nim. Huyét khdi 1a
nguyén nhan tr vong hang dau. Nhitng nguyén nhan gay tir vong khéc 1a chuyén dang
bénh bach cau cap hoic dén giai doan kiét tary. Dé dat duoc muc tiéu 1am sang, can thiét

diéu tri theo phan nhom nguy co bénh nhan.

Phan nhém nguy co huyét khoi

Nguy co cao

Nguy co thdp

- Tudi > 60, hoac
- CO tién sir bi huyét khoi, hodic
- Tiéu cAu > 1500 x 10%/L

Tudi < 60, va
Khéng c6 tién sir bi huyét khdi, va
Tiéu cau < 1500 x 10°%/L

3. BILAN TRUGC PIEU TRI PAC HIEU
3.1. Bilan xét nghiém thwong quy

- Chtrc nang gan (ALT, AST, Bilirubin).

Chutrc nang than (creatinin), acid uric, LDH, ion do.

DPuong huyét.

Dong mau toan bo.

Bilan siéu vi (HbsAg, anti HBs, anti HBc total (hoac IgG), anti HCV, anti HIV).
XQ phoi.

Siéu am bung, siéu am tim, ECG, +/- CT Scan bung.

3.2. Bilan xét nghiém d@é chan doan xac dinh bénh Bl

Huyét do.

FeS, Ferritine.

Lipid mau.

Erythropoietin huyét thanh.

Dot bién JAK2 V617F.

Dot bién JAK2 exon 12 & bénh nhan JAK2 V617F am.
Sinh thiét tay xwong.

4. PHAC PO PIEU TRI

41 Muyc tiéu cia diéu tri (]

Tranh sy xuét hién, l3p lai caa cac bién chung huyét khdi va xuat huyét.

Giam céc triéu chiing toan than (giam can, ra mo hoi dém, sdt, ngua).

Quan ly céc tinh hudng rai ro (mang thai, phau thuat).

Giam thiéu nguy co mac bénh bach cau cip va xo tay hau da hong cau nguyén
phat.

42 Phac d6 diéu tri [l

Diéu tri tich cuc cac yéu td nguy co tim mach.
Trich mau duy tri Hct < 0,45.
Aspirin 75 — 100mg/ngay, trir khi c6 chdng chi dinh.
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Thudc giam té bao: chi dinh dua trén ting bénh nhan theo phan nhém nguy co

+ Nhém nguy co cao: ¢6 chi dinh. Ngoai trir trudng hop bénh nhan ting hong
cau don doc, ¢ thé diéu tri bang trich mau don thuan ban dau, cho dén khi
tang BC hoac TC xay ra.

+ Nhém nguy co thap: xem xét chi dinh & nhitng bénh nhan:
e Kha ning chiu dung kém hoic tan s trich mau cao.

Léach to c6 triéu ching hoac lach to tién trién.

C6 bang chiing khéc cua bénh tién trién nhu giam can, ra mo hoi dém.
e Ting tiéu cau va/hoic ting bach cau tién trién.

Ghép té bao gbc: rat hiém trong PHCNP, danh cho bénh nhan thudng xuyén

khong dap (ng véi diéu tri giam té bao thong thuong.

4.3. Phwong phap diéu tri
4.3.1. Trich méau Bl

Chi dinh: bénh nhan thudc nhém nguy co thap.

Muc tiéu: duy tri Hct < 0,45.

Khai dau: rat 250 - 500ml mau mdi ngay hoic cach ngay cho dén khi Het dat giita
0,4 - 0,45. Rt 200 - 300ml méu 2 lan/tuan ddi véi ngudi cao tudi hoac c6 bénh
tim mach. (Hct giam 3% cho médi lan rit 500ml mau ¢ ngudi truong thanh).

Duy tri: sau khi dat Hct muc tiéu, theo ddi cong thirc mau mdi 4-8 tuan dé thiét
lap tan s6 rat méau duy tri.

Luu y: rit mau thé tich 16n (500ml), phai b dich thay thé (dung dich Saline) dé
trach ha huyét ap tu thé.

Téc dung phu: tinh trang thiéu sit. Khong dugc diéu trji bo sung st.

4.3.2. Aspirin:[3]

Chi dinh: tit ca bénh nhan DPHCNP, trir khi ¢6 chbng chi dinh.

Liéu: 75 — 100mg/ngay.

Aspirin khéng nén cho & bénh nhan c6 tiéu cau > 1,500 x 10%L do lam ting
nguy co chay mau, thay vao dé nén bat dau ding thudc giam té bao.

Trudng hop di tng véi aspirin: ¢é thé thay bang Clopidogrel.

4.3.3. Thuéc giam té bao
Hydroxyurea [

a.
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Chi dinh: xem muc 4.2.

Liéu khai dau: 500 — 1000mg/ngay (15 — 20mg/kg/ngay). Trong tinh hudng can
giam tiéu cau nhanh chéng: 1500 — 2000mg/ngay.

Liéu duy tri: tiy tirng ¢ nhan, dwa vao huyét do.

Muc tiéu: binh thudng hoa cong thirc mau. Thoi gian dau, theo ddi cong thirc
mau mdi tuan. Khi da dat dugc muc tiéu, theo ddi mdi 4 — 8 tuan.

Than trong: khong dung trong mang thai, ngung thudc it nhat 3 thang trudc khi
thu thai ¢ ca nam va ni.

Téc dung phu: rdi loan tiéu hoa, tang sic t6 da, loét niem mac, loét chan, chuyén
dang bénh bach cau (10-20% sau diéu tri 20 nim).
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b. Interferon (IFN) BI4l: Hgi chan bénh vién (chi phi cao)
- Chi dinh: bénh nhan tré (do khong ting nguy co méc bénh bach cau), phu ni
mang thai, khéng dung nap Hydroxyurea.
- Cacdang IFN:
+ IFNa:
e Liéu khoi dau: 3 MIU/ngay (TB hoic TDD) cho dén khi dat Hct <0,45.
e Liéu duy tri: liéu thap nhat/tuan kiém soat duoc Hct.
e Theo ddi cong thirc mau mdi tuan/thang dau tién, mdi 2 tuan/thang thi
hai, sau d6 mdi thang, dap ung 6n dinh: mdi 3-4 thang.
+ Pegylated interferon alfa-2a (Pegasys ®):
e Liéu tan cong: 90g (TDD) 1 lan/tuan.
e Khi phan @ng 6n dinh, kiém soat mdi 4 — 8 tuan.
+ Pegylated interferon alfa-2b (Peglntron®):
e Liéu khoi dau: 0,5mg/kg (TDD) 1 lan/tuan.
e Pap ung duoc nhin thy trong 2 — 3 thang. Tang lidu néu s luong té bao
con cao sau 3 thang. Hau hét bénh nhan dap tmg vai lidu tir 0,5-0,75mg/kg.
e Liéu duy tri: liéu thap nhét c6 hiéu qua.
- Chdng chi dinh: bénh tuyén giép, réi loan tam than.
- Téc dung phu: triéu ching gidng cim, rdi loan tam than. Ngung diéu tri néu
bénh nhan phét trién réi loan tam than.

5. PANH GIA PAP UNG VA THEO DOI [3]

- Muc tiéu caa diéu tri 1a gitr duoc cong thirc mau binh thuong. Xem xét thay doi
diéu tri & nhitng bénh nhan khang hoic khéng dung nap voi diéu tri lién tuc va ¢
nhitng bénh nhan khong dat duoc myc tiéu diéu tri.

- Bénh nhan trich mau don thuan: theo déi cong thirc mau it nhat mdi 4 dén 6 tuan.

- Sinh thiét tay xuong: khong c6 chi dinh trong theo ddi PHCNP, c6 chi dinh
trong danh gia chuyén ddi sang xo tay hoic bach cau cap.

- Panh gia dap (ng phan tu: khong duoc khuyén céo trong 1am sang.
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BENH TANG TIEU CAU NGUYEN PHAT

1. PINH NGHIA

Tang tiéu ciu nguyén phat 1a mot bénh thudc rdi loan ting sinh tay man tinh khéng
c6 dot bién NST Ph, do réi loan don dong cua té bao gbc van ning lam mét diéu hda san
sinh mau tiéu cau (MTC) trong tiy xuong din dén ting s luong tiéu cau (TC) trong
mau va rdi loan nay c6 lién quan dén dot bién JAK2 hoac MPL.

2. CHAN POAN BENH

Tiéu chuan chan doan TTCNP theo WHO 2008:
Pui 4 tieu chudn:

X/

TC > 450 x 10°%L kéo dai hang dinh.

Mau sinh thiét tuy xuong cho thay sy ting sinh chi yéu dong MTC Véi tiang sb
lugng MTC kich thudc 16n, truong thanh (> 4 MTC/1 quang trueong 40). Khéng
c6 sy tang dang ké hay chuyén trai caa dong bach cau hat hoic dong HC.

Khong pht hop cac tiéu chuan chan doan cia WHO vé: PHCNP+, XTNPi,
CML BCR-ABL (+) §, LST | hoac cac bénh ly dong tay khac.

C6 dot bién JAK2V617F hodc dau 4n don dong khac, hodc trong trudng hop
khong c6 su hién dién ciia mot diu 4n don dong thi phai khong c6 bang ching
cua tang TC thir phét.

% Ghi cha:

+ Y@éu cau: That bai trong bl sit dé lam ting nong do Hb trong DPHCNP khi
muc ferritin huyét thanh giam. Loai trir DPHCNP dya vao mic Hb va Het, va
khong doi hoi khao sat khéi HC.

+ Yéu cau: Khong co xo hoa reticulin, xo hoa collagen, té bao non cua dong
hong cau va bach cau & phét méau ngoai vi, hoic c6 dau hiéu ting sinh té bao
va hinh dang cia MTC goi y bénh xo hoa tiiy nguyén phat.

+ Yéu cau: Khong c6 BCR-ABL.

+ Yéu cau: khong cd bat thuong vé loan san hong cau va bach cau hat.

Nguyén nhan cua ting tiéu cau thi phat gdom thiéu sit, lach to, phau thuat, nhidm
tring, viém, bénh mo lién két, K di can, va rdi loan ting sinh dong lympho. Tuy nhién,
Néu c6 bang chuang cua ting TC thi phat khong c6 nghia 1a loai trir TTCNP néu nhiing
tiéu chuan khac co.
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3. LUU PO CHAN POAN

Ticu cau > 450 x 10%/1 kéo dai hang dinh ma khang 6 dau hiéu cua ting
tiéu cau phan ung (vi du: thiéu sat, roi loan viém nhiém, nhiém tring
man tinh hoac bénh &c tinh)

\ 4

XN tim d6t bién
JAK2V617F

/

N\

tinh

JAK2v617¢ duong

JAK2ve17e M tinh

A 4

Phan tich MPL d6t bién

(néu c6)
A 4
Dot bién MPL duong Dot bién MPL am
tinh tinh

Sinh thiét tay
Xxuong

Y
ET hay PMF tay

A 4

Sinh thiét tay

.| M0 hoc tay xuong
xuong >

khong phu hop voi

MPN

A 4

A 4

thuoc vao mo hoc  [¢

M& hoc tiy xuong
phu hop véi MPN

Khong chic 12 ET hay
MPN khac. Xem xét dén
viéc kiém tra CML (bao
gom BCR/ABL) hay

tang tiéu cau thir phat

4. PHAN NHOM NGUY CO HUYET KHOI VA XUAT HUYET TREN BNTTCNP
Bang 19.1: Phdn logi nguy co huyét khéi

Nguy co huyét khoi ciia BN ting tiéu cau nguyén phat (% BN/nim)

Yéu té nguy co Nguy co cao Khong co nguy co cao
Nguy co thap Nguy co trung binh

Tudi > 60 <40 40-60
Tién can bi huyét khoi Cé Khéng Khéng
S4 luong tiéu cau > 1500 x 10%L | <1500 x 10%/L <1500 x 10%/L
Yéu té nguy co tim mach (hit Co Khoéng Co
thubc, CHA, RL lipid mau,
tiéu duong...)
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Bang 19.2: Nguy co xudt huyét

Nguy co xuat huyét

+ Dung Aspirin hozc cac thubc khéang viém Nonsteroid (NSAIDs) khéc
+ S lwong TC >1.500 k/ul

5. BILAN TRUOC PIEU TRI PAC HIEU

5.1. Bilan xét nghiém thwong quy
— Chure nang gan (AST, ALT, Bilirubin).
— Chtrc nang than (creatinin), LDH, acid uric, lon dd.
—  Puong huyét.
— Dong mau toan bd.
— Bilan siéu vi.
—  XQ phbi.
— Siéu @m bung, siéu am tim, ECG, +/- CT Scan bung.

5.2. Bilan xét nghiém dé chan doan xac dinh bénh
—  Huyét d5, phét méau ngoai bién, hong cau ludi.
— FeS, Ferritine, dinh luong Erythropoietin.
—  Tuy d9, sinh thiét tay.
—  Tim d6t bién gen JAK2V617F hoic MPLW515K/L (khi JAK2V617F am tinh).
— Khao sét to hop gen BCR-ABL (loai trir CML, khi JAK2V617F &m tinh).

5.3. Cac xét nghiém khdc dé fim nguyén nhén ting TC thir phat: CRP, Fibrinogen ...

6. PHAC PO PIEU TRI

6.1. Chi dinh diéu tri
Khuyén céo dua trén titng BN voi cac nhom nguy co:
— Nhém nguy co cao:
+ BN > 60 tudi hoac c6 tién st huyét khéi trude do nén dugc diéu tri lieu phéap
lam giam té bao dé ngan chan huyét khoi.
+ BN ¢6 s6 luong TC > 1.500 x 10%L nén duogc diéu tri vai liéu phap 1am
giam té bao dé tranh chay méu.
— Nhém nguy co thip:
+ BN < 60 tudi, khdng c6 tién sir huyét khéi va sé lugng TC < 1.500 x 10%/L
thudng khong duoc diéu tri thudc giam té bao.
< Muc tiéu diéu tri 1a ngan chan bién chimg xuat huyét va huyét khdi xay ra hoic téi
phét, giam thiéu nguy co méic bénh bach cau cap va xo tay thir phét, giam cac triéu ching
toan than (sét, sut can, &6 md hoi dém), quan ly cac yéu té rai ro (mang thai, phau thuat).
< Khuyén céo:
— Piéu tri tich cuc ¢ nhitng BN ¢6 yéu t6 nguy co tim mach.
—  Aspirin 75 — 100mg/ngay ddi véi nhitng BN dugc lya chon (xem phan dudi).
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— Diéu tri giam TB cho nhitng BN thudc nhém nguy co cao. Muc tiéu 1a dua sb
lwgng TB tré vé mirc binh thuong.

— Diéu tri giam TB nén duoc xem Xxét & nhitng BN thudc nhém nguy co thap c6
yéu t6 nguy co tim mach khong kiém soat duoc.

— Diéu tri giam TB ciing nén duoc xem xét & nhitng BN thudc nhom nguy co thap
va c6 thém bt ky yéu t6 nao dudi day. Va quan trong la phai danh gia sy tién
trién dén xo tay trude khi diéu tri.

+ Léch to tién trién hoac c6 triéu ching.
+ Bang chang cua sy tién trién: sut can, d6 md hoi dém.
+ Ting BC va/hoac TC tién trién.

—  Ghép tay khong dugc dé nghi ddi voi BN TTCNP.

6.2. Phwong phap diéu tri

6.2.1. Aspirin

—  Liéu 75mg/ngay.

— Téc dung phu: chay mau kéo dai va chong chi dinh & BN ting TC dang chay
mau, loét duong tiéu hda.

—  Dbi tuong:

+ BN nhém nguy co cao.
+ BN nhém nguy co thap ¢ mét hay nhiéu yéu té nguy co tim mach.
+ BN nhém nguy co thap ¢ triéu chang vi mach dau chi.

—  Aspirin khong dugc khuyén cdo ¢ nhilng BN nhom nguy co thap va khéng c6
yéu tb nguy co tim mach, nhung c6 thé duoc xem xét & BN trong nhom c6 dot
bién JAK2 vi nguy co huyét khdi cao.

— BN 6 sb lugng TC > 1.500 x 10%L khong nén diéu tri voi Aspirin vi ting nguy
co chay mau. Nén diéu tri trugc voi thuéc giam TB cho dén khi TC 6n dinh
< 1.000 x 10%/L thi bat dau ASA lai.

—  Su phdi hop caa Aspirin va Anagrelide thudng dugc ding mét cach than trong
do 1am ting nguy co chay mau va khong duoc khuyén cdo ¢ nhitng BN c6 chay
mau truge do.

6.2.2.Chiét tach TC

— Chiét tach TC dugc xem xét & nhitng BN thuéc nhom nguy co cao hoic can
giam sé lugng TC nhanh chéng (mang thai nhét 1a trong 3 thang dau tién vi
khdng thé loai trir cac thudc giam té bao c6 thé gay quai thai, phau thuat)...

—  Phuong phap lam giam TC nay chi nhat thoi va c¢6 thé 1am tang TC phan tng.

6.2.3. Thudc giam té bao

Lwa chon thudc

BN < 60 tudi: Interferon (1), Hydroxyurea hoic Anagrelide (2"%)

BN > 60 tudi: Hydroxyurea hozc Interferon (1), Anagrelide (2"%)

BN > 75 tudi hoic c6 thoi gian séng ngan: Hydroxyurea (1%), busulfan lién tuc
(2", 32P (3
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Diéu tri két hop (Hydroxyurea + Anagrelide, Hydroxyurea + Interferon) c6 thé duoc
lya chon thay thé & nhitng BN phtl hop néu viéc str dung thude don tri ¢6 tac dung phu.

v

v

Hydroxyurea:

Liéu tin cong: 500 — 1000mg/ngay (10-30mg/kg/ngay). Trong tinh hudng
can giam TC nhanh chéng: 1500 — 2000mg/ngay.

Liéu duy tri: tuy tirng c& nhan dya vao huyét do.

BC va TC giam sau vai ngay. Muc dich: tiéu cdu giam < 500 x 10°%/L trong 8
tuan. Thoi gian dau, theo ddi céng thirc mau madi tuan, sau d6 theo ddi mdi 4
— 8 tuan.

Than trong: khong dung trong mang thai, ngung thudc it nhat 3 thang trudc
khi thu thai & ca nam va nir.

Téc dung phu: rdi loan tiéu hoa, ting sac to da, loét niém mac, loét chan,
chuyén dang bénh bach cau (10-20% sau diéu tri 20 nam).

Anagrelide (din xuat quinazoline): ¢ ché truong thanh mau tiéu cau trong

tay.

Liéu khoi dau: (0,5mg x 4 lan)/ngay hoic (Img x 2 lan)/ngay (diéu chinh
mdi tuan khi can, khdng qua 10mg/ngay). Nguai lon: 2-3mg/ngay: 2 — 3 lan.
Liéu tdi da khong vuot qua 10mg/ngay hozc 3mg/liéu.

Téc dung phu: tim mach thuong gap (danh trdng nguc, loan nhip) tac dung
giao cam va gidn mach (triéu chiing da day — rudt, hdi hop, ¢ dich, dau dau)
nén Anagrelide chi duoc dé nghi ¢ nhitng BN khdng c6 suy tim hoic loan
nhip tim. Can ECG va siéu 4m tim trudc khi bat dau s dung. Than trong véi
nguoi gia va BN mang thai.

Interferon (IFN): Héi chan bénh vién (chi phi cao)

Chi dinh: bénh nhan tré (do khéng ting nguy co méic bénh bach cau), phy nix
mang thai (khdng gay quai thai), khdng dung nap Hydroxyurea.
Céc dang IFN:
o Pegylated interferon alfa-2a (Pegasys R):
e Liéu tan cong: 90pg (TDD) 1 lan/tuan.
e Khi phan ng 6n dinh, kiém soat mdi 4 — 8 tuan.
o Pegylated interferon alfa-2b (Peglntron®):

e Liéu khoi dau: 0,5pg/kg (TDD) 1 lan/tuan.

e Pap tmg duoc nhin thiy trong 2 — 3 thang. Tang lidu néu s6 lugng té
bao con cao sau 3 thang. Hau hét bénh nhan dap wng vai lidu tir 0,5 —
0,75pug/kg.

e Liéu duy tri: khi dat dwoc tac dung can thiét thi giam liéu thap nhét
6 hiéu qua.

Chéng chi dinh: bénh tuyén giap, réi loan tam than.
Téc dung phu: triéu ching gidng cim, rdi loan tam than. Ngung diéu tri néu
bénh nhan phét trién rdi loan tam than.

7. TIEN LUQNG
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Bénh nhan TTCNP, nhét 1a nhém nguy co thap, co tién luong twong ddi tét. Thoi
gian séng thém gan vai ngudi binh thudng ciing la tudi. Nguyén nhan tir vong chu yéu
1a do tic mach. Mot s trudng hop c6 thé chuyén thanh bach cau cap.
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HOA TRI LIEU GIAM CUONG PQ
(Chi 4p dung cho ngudi bénh khdng cd kha ning hodc chéng chi dinh véi héa tri day da
theo phac dd)

1. BACH CAU CAP DONG TUY (KHONG PHAI TYPE M3)
1.1. Piéu tri ban dau

1.1.1. Phdc do diéu tri ]
- Bénh nhan < 70 tuoi:
+ Cytarabine: 20-30mg/m2 TDD x 2 lan (cach mdi 12 gio), trong 4 ngay lién
tiép/ma4i tuan x 2 tuan lién tiép.
+ 6-MP: 75mg/m2/ngay (udng sang doi). Udng lién tuc cho dén khi dat lui
bénh.
- Bénh nhan > 70 tudi:
+ 6-MP: 75mg/m?ngay (udng sang doi). Ubng lién tuc.
1.1.2. Danh gid lui b¢nh
- Tiy dd N14:
+ Tuy giau, blast > 20%: tiép tuc Cytarabine thém 2 tuan.
+ Tuy giau, blast 5- 20%: tiép tuc Cytarabine thém 1-2 tuan.
+ Tuy ngheo: Tam ngung Cytarabine.
- Ty d6 N28-35:
+ Néu dat lui bénh hoan toan (CR): Diéu tri sau tan cong.
+ Néu chua dat CR c6 thé xem xét tai tan cong lan 2.
1.1.3.Piéu tri hé tre
- Truyén ché pham mau:
+ Truyén hdng cau ling dé duy tri Hb > 8g/dl.
+ Truyén tiéu cau dam dic dé duy tri SLTC >10K/ul hodc khi ¢ triéu ching
chay mau.
- Piéu tri tiing Acid uric va ngin ngira bién chimg do ting s lwong bach cau:
+ Allopurinol 10mg/kg/ngay, nguoi 16n 600mg/ngay dau, sau d6 300mg/ngay.
Thoi gian st dung 10-14 ngay.
+ Ngung dung allopurinol khi acid uric < 7mg/dl, bach cau <20x10%1 va duoc
bl dich day du.
+ Luu y: Néu dung Allopurinol chung véi 6 MP — Giam % liéu 6 MP.
- V@ sinh rang miéng: dung dung dich sat trung rang miéng (Betadine,
Chlorhexidin) trong giai doan suy tay véi bach cau hat < 0,5K/ul.
- Ngung chu ky kinh & phu nir trong giai doan diéu tri gy suy tuy:
medroxyprogesterone (Provera) 10mg/ngay.

1.2. Piéu tri sau tan cong
162



Bénh ly huyét hoc Ac tinh

< Phac dé diéu tri sau tin cong
- Cytarabine: 20-30mg/m2 TDD x 2 lan (cach mdi 12 gio), trong 4 ngay lién
tiép/mdi thang.
- 6 MP: 50-75mg/m2/ngay udng lién tyc. (Liéu t6i da 100mg/ngay) (giit Bach cau
hat 1K-1,5K/ul).
C6 thé str dung dén 24 thang. Hoi chan BV néu diéu tri >24 thang.

2. BACH CAU CAP DONG TUY TIEN TUY BAO (AML M3)
2.1. Piéu tri tan cong

2.1.1. Phdc db diéu tri

ATRA don thuin: téi da 90 ngay
- Ngudi lén: 45mg/m2/ngay, chia 2 lan, ubng.
- Tréem:  25mg/m2/ngay, chia 2 lan, ubng.

2.1.2. Piéu tri ning dé
1. Khong c6 dong mau ndi mach (DIC):
- Truyén hong cau ling dé duy tri Hb > 8g/dl.
- Truyén tiéu cau dam dic dé duy tri SLTC >10K/ul hozc khi cé triéu ching
chay mau.
2. Néu c6 d6ng mau ndi mach:
- Truyén hong cau ling dé duy tri Hb > 8g/dl.
- Truyén tiéu cau dam dic dé duy tri tiéu cau > 30-50K/uL.
- Truyén huyét twong dong lanh giit TP >50%, truyén két taa lanh dé duy tri
Fibrinogen > 1,2- 1,5¢/L.

2.1.3. Theo déi va danh gid lui bénh
- Hoi chung RAS: kho thé, sot, tham nhidm phoi, ting can, tran dich mang phoi,
suy than, tran dich mang tim, suy tim, tut huyét ap, viém méi, khod da va két
mac, viém da, tiéu chay, hay té bao gan, gia u nio.
- Theo d&i sat DIC va hoi chitng RAS — Nhap vién (Xem phac d6 AML M3).
- Tuy d6 sau khi huyét hoc hdi phuc, c6 thé dén N50-N60.
- Néu dat lui bénh vé huyét hoc — Diéu tri duy tri.
2.2. Biéu tri duy tri: kéo dai 2 nam.
2.2.1. Phdc db diéu tri duy tri
- ATRA:
+ 45mg/m2/ngay chia 2 1an (ung) (ngudi Ion) x 15 ngay dau mdi 3 thang.
+ 25mg/m2/ngay chia 2 lan (tré em) x 15 ngay dau mdi 3 thang.
- MTX: 15mg/m2/tuan uéng.
- 6-MP: 75mg/m2/ngay udng.
- Bactrim phong ngira: 25mg/kg/lan; uéng 2-3 lan/tuan (tranh ngay uéng MTX).
2.2.2.Diéu chinh liéu va tam ngung thuoc
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- 2,5K/uL < BC< 3,5K/uL — giam nira liéu 6MP va MTX.

- BC<2,5K/pL — tam ngung 6MP va MTX.

- Néu transaminase ting 3 1an hoic bilirubin > 1,5 binh thuong — tam ngung
6MP va MTX.

- Néu rdi loan chtrc ning gan kéo dai — bét dau lai nira lidu 6MP/MTX.

3. BACH CAU CAP DONG LYMPHO (Khéng phai type L3)
3.1. Piéu tri ban dau

3.1.1. Phdc dé diéu tri
- Prednisone: 60mg/m? T N1-7
40mg/m? Tur N8-28 (Néu Tuy dd N28
dat lui bénh —Twr N29 giam
lidu dan va ngung & N35)
- Vincristin: 1,5mg/m?/lan tiém (khéng N1, 8, 15, 22, £29, +36
vuot qua 2mg), TMC > 1 phut  (dua vao két qua tiry d6 N28)

- Bactrim phong ngira P. carinii:
25mg/kg/lan; ubng 2-3 lan/tuan.
- Tiém kénh tay phong nguwa:
* 1 mii (chi véi MTX) trong khoang N1-3.
= T 3 thudc miii tht 2 sau mili thtr nhat mot tuan (N8).
= Néu c6 xam lan TKTW: IT mdi tuan 2 miii, tiép tuc 2 mili sau két qua
dich ndo tay am tinh.

3.1.2. Pdnh gid lui bénh

Tuay d6 danh gia lui bénh thuc hién N28.

- Pat lui bénh: chuyén sang giai doan diéu tri duy tri.

- Néu chua dat lui bénh: B6 sung cac mii Vincristin N29, N36 (néu chua c6 bién
chung ning do Vincritin, dic biét 1a trén than kinh ngoai bién/than kinh trung
wong), dong thai tiép tuc Corticoid. Panh gia lai lui bénh sau 2 tuan.

3.2. Piéu tri duy tri: 36 thang
< Phac do diéu tri: Duy tri mdi thang bao gom
- Vincristin 1,5mg/m2 TMC (tong liéu toi da 2mg) N1

- Prednisone 40mg/m? Udng, chia 2 lan N1 —7

- 6MP 50-75mg/m? Ubng sang doi N1 — 28

(diéu chinh liéu giit bach cau da nhan trung tinh & mac 1-1,5K/ul)

- MTX 20mg/m2 Udng sang doi N8, 15, 22

- Tiém kénh tay 3 thubc: mdi 3 thang 1 1an vao ngay N1.
- Bactrim (phong ngira nhiém P carinii): 25mg/kg/lan; udng 2-3 lan/tuan, tranh
dung chung ngay uéng MTX.
4. BACH CAU MAN DONG LYMPHO
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4.1. Chi dinh can thiép diéu trj
- Triéu chang tién trién lién quan dén bénh: sut can, sét khdng c6 6 nhiém tring,
d6 md hoi dém, mét mai.
- Thiéu méu/giam tiéu cau, tién trién xau hon.
- Thiéu mau tiéu huyét Coombs(+)/giam tiéu cau.
- Hach to hon — cheén ép.
- Lach to hon + — cuong lach.
- S lwong lympho ting gép doi trong 12 thang.
- Nhi&m trung nhiéu dot.
4.2. Céc phac db diéu tri
4.2.1.Cdc phdc do don héa tri liéu
Bénh nhan trén 70 tudi hay khong kha nang diéu tri phac d6 CVP.
- Chlorambucil: 0,07-0,1mg/kg/ngay, udng mdi ngay dén khi bénh tién trién.
- Cyclophosphamide: 50-150mg/ngay, uéng mdi ngay dén khi bénh tién trién.
4.2.2. Phdc @6 CVP: Chu ky 21 ngay, 6-8 chu ky.
BN tré, tng trang kha hay khong dap tng don hoa tri liéu.
- Cyclophosphamide: 400mg/m2 (uéng), N1-5.

- Vincristin: 1,4mg/m2 (TMC) (t6i da 2mg), N1.
- Prednisone: 100mg/ngay, N1-5.
% Chay:

- Néu c6 tan huyét hay giam tiéu cau: — Corticoid.

Corticoid: 1mg/kg/ngay x 10-14 ngay, giam liéu dan va ngung sau 3 thang.

- Bactrim (phong ngira nhiém P carinii): 25mg/kg/lan; uéng 2-3 lan/tuan.

- Panh gia dap Gmg diéu tri: sau 3 chu ky dau.
5. LYMPHOMA LAN TOA TE BAO B LON, LYMPHOMA DANG NANG
5.1. Phac d6 diéu tri: 6-8 dot
5.1.1.Phdc do CVP (Chu ky 21 ngay)

- Cyclophosphamide: 400mg/m2/ngay (uéng) N1-5

- Vincristin: 1,4mg/m2(TMC) (max 2mg) N1

- Prednisone: 100mg/ngay N1-5
5.1.2.Cyclophosphamide + Prednisone (Phdc do CP) (Chu ky 21 ngay)

- Cyclophosphamide: 400mg/m2/ngay (uéng) N1-5

- Prednisone: 100mg/ngay (40mg/m?) (U) N1-5

- Bactrim (phong ngira nhidm P carinii): 25mg/kg/lan; uéng 2-3 lan/tuan.

5.2. Panh gia dap @ng
- Bilan danh gia dap tng sau 3 chu ky (khdng can chup PET).
6. SUY TUY
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6.1. Phac do diéu tri

6.1.1. Phdc do Cyclosporin A don thuan

Cyclosporin A (CSA): 6-12mg/kg/ngay, chia déu 2 lan udng cach nhau 12 gio,

udng lién tuc 6 thang.

Luu y diéu chinh nong do CSA:

e Nong do CSA duoc dinh lwgng mdi tuan dén khi 6n dinh nong do. Sau d6
mdi 2 hoic 4 tuan tuy theo tinh trang BN.

e Muc tiéu diéu chinh: nong d6 CSA trong huyét thanh lic thap nhét 1a 200-
300ng/mL.

Bactrim (phong ngtra nhiém P carinii):

e Trimethoprim-sulfamethoxazone: 25mg/kg/lan; uéng 2-3 lan/tuan.

e Thay thé bactrim: Néu cd Pentamidin phun khi dung mdi thang 1 lan.
Ngung Bactrim sau khi ngung thuéc ¢ ché mién dich 3 thang.

Panh gia dép Gng diéu tri sau 6 thang. Sau d6 giam liéu 25% mdi 3 thang,

ngung sau 18 thang.

6.1.2. Phdc do Androgen
- Chi dinh: Suy tay dong hong cau hay suy tiy d6 nhe véi thiéu mau la chu yéu,
- Oxymetholone (Anarol): 3-5mg/kg/ngay udng 3-6 thang.
(Chéng chi dinh ding thuéc & BN Ung thu Tién liét tuyén).

6.2. Piéu tri hd tro

- Chi truyén TCDD khi xuat huyét niém mac hay xuat huyét nang trén 1am sang.
- Truyén Hong cau ling duy tri Hb> 8g/dl.

7. PA U TUY XUONG
7.1. Phac dd diéu tri ban dau

7.1.1. Phdc do Melphalan/prednisone (MP) (Chu ky mdi 4 tuan)
- Melphalan: 9mg/m#/ngay, uéng, N1-4.
- Prednisone: 60mg/m2/ngay, uéng, N1-4.

% Danh gia dap tng sau 4 chu ky.

0,

< Néu dung nap diéu tri dén khi dat binh nguyén (12 chu ky).

7.1.2. Phdc do Melphalan/prednisone/thalidomide (MPT)
(Chu ky mdi 4 tuan)
- Melphalan: 9mg/m2, uéng, N1-4.
- Prednisone: 60mg/m2, uéng, N1-4.
- Thalidomide: 100mg, udng mdi ngay.
% Danh gia dap ung sau 4 chu ky.
% Néu dung nap diéu tri dén khi dat binh nguyén (8-12chu ky).

7.1.3. Phdc do Thalidomide/Dexamethasone (TD) (Chu ky 21 ngay)
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- Thalidomide: 200mg/ngay, uéng mdi ngay. (100mg/ngay X 2 tuan, sau d6 ting
dan dén 200mg/ngay néu BN dung nap).
- Dexamethasone: 40mg/ngay, udng, N1-4 va N8-11.
% Danh gia dap ung sau 4 chu ky.
< Néu dung nap diéu tri dén khi dat binh nguyén (8-12 chu ky).

7.2. Piéu tri hd tro
- Néu c6 kha ning dung thém Zometa/mdi thang. (N1).

7.3. Piéu tri duy tri: Chon mot trong hai phac d6 sau (nén chon Thalidomide néu dung
nap va co diéu kién)
- Prednisone 50mg/ngay, udng cach ngay.
- Thalidomide 100mg/ngay (Néu khdng dung nap liéu 100mg, liéu thap nhat c6
thé sir dung 1a 50mg/ngay).
% Bactrim (phong ngira nhiém P carinii):
- Trimethoprim-sulfamethoxazone: 25mg/kg/lan; uéng 2-3 lan/tuan.
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BENH JMML

1. CHAN POAN BENH
1.1. Tiéu chuin chin doan JMML theo T chic Y té Thé gidi

1.1.1.Tiéu chudn chinh: ca 3 tiéu chuan sau
- Khdng c6 sy hién dién cua nhiém sic thé Ph, nghia 1a khong cd chuyén vi
1(9:22) va khong cd su ton tai cua to hgp gen BCR/ABL.
- Monocyte tang hang dinh > 1 x 10%L trong mau ngoai Vi.
- Tilé blast < 20% trong mau ngoai vi va trong tuy xuong.

1.1.2.Tiéu chuan pha: c6 thém tdi thiéu 2 trong c4c tiéu chuan sau

- CO su xuat hién té bao non dong hat trong méau ngoai vi.

- Bach cau ngoai vi ting > 10 x 10°%/L.

- Co sy gia tang ndong do6 Hemoglobin F theo tudi.

- Bét thuong nhiém sac thé (monosomy 7).

- Tinh trang qua man cam GM-CFS.

Bénh nhi duoc chan doan JIMML khi c6 ddy du ca 3 tiéu chuan chinh va tdi thiéu 2
tiéu chuan phu vira ké trén.

1.2. Biéu hién 1am sang

- Céc biéu hién cua bénh bao gom: gan lach to kém theo hach to hoic khéng, sét,
xanh xao, noi rash da. Mot sé cac biéu hién khac ciing dugc ghi nhan nhu ho
khan, chan an, cham phét trién va hay céu gat.

- O giai doan tién trién, bénh nhi xuat hién cac triéu ching sét, Hoi ching nhiém
trang, Hoi chiing xuat huyét va tham nhidm cac co quan, dac biét 1a tham nhiém
phoi, da. Rash da thuong xuét hién trude cac trieu chung khac khoang vai thang,
nhung khong lan rong va két qua sinh thiét da ciing khong dién hinh véi sy tham
nhiém lymphocyte va hinh anh thuc bao.

- Mot sb truong hop tré c6 cac biéu hién duong tiéu héa, vi du nhu tiéu chay,
nguyén nhan cha yéu 1a do sy thAdm nhiém cua té bao &c tinh.

1.3. Biéu hién can lam sang
1.3.1. Huyér do

- Tang sd luong bach cau (hiém khi bach cau ting trén 100 x 10%L) va monocyte
tang trén 1 x 10°%/L. Ti 18 té bao blast gia ting, nhung khong bao gid vuot qua
20%.

- Trén 50% sb bénh nhi c6 sb lwong tiéu cau giam < 50 x 10°%/L.

1.3.2. Tay xwong — Sinh thiét tizy

- Tuy xuong cta tré bénh JMML déu giau té bao hoic trong gigi han binh thuong
theo tudi.

- Ti lé té bao blast trong tay xuong thip hon 20%.
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1.3.3. Xét nghigm nhiém sdc thé va di truyén té bao
- 40 —70% tré bénh IMML cé NST trong giéi han binh thuong.
- Monosomy 7 gap trén 25% bénh nhi.

1.3.4.Néng dp Hemoglobin F
- Mot biéu hién dic trung caa IMML 14 gia ting nong d6 HbF theo tudi, va cé thé
tang cao vao giai doan tién trién caa bénh. Pay duoc coi 1a mét trong cac yéu tb

tién lwong xau cho tre.

2. BILAN TRUOC PIEU TRI PAC HIEU

2.1. Bilan xét nghiém thwong quy
- Tbdng phan tich té bao méu, phét méau ngoai vi.
- Sinh hoa: AST, ALT, Protid, Albumin, Bilirubin TP — TT, Creatinin, Bun, lon,
LDH, A.uric, CRP.
- TQ, TCK, Fibrinogen.
- Chan doén hinh anh: XQ nguc, SA tim — bung, ECG.
- TPTNT.

2.2. Bilan xét nghi¢m dé chan doan xac dinh bénh
- biéndi Hb.
- Tuydd +STT.
- DA4u an mién dich, HLA.
- Cac XN di truyén té bao va SHPT.

3. PHAC PO PIEU TRI

- Ghép té bao gdc tao mau duong nhu 14 co hoi chira khoi bénh duy nhat cho tré,
tu van ghép cho tat ca bénh nhi IMML.

- Péi vai nhimg truong hop khong du diéu kién ghép, hién chua c6 mot phac dd
diéu tri héa tri liéu cu thé nao duoc khuyén céo cho bénh ly nay trén tré em.
Nhiing théng ké tir truée dén nay cho thdy hon 90% bénh nhi tir vong mic du da
duoc tién hanh hda tri liéu.

> Muc tiéu diéu tri: Kiém ham su tién trién cua bénh
Diéu tri nang do

3.1. Kiém ham s tién trién cia bénh
- Purinethol 50mg/m2/ngay (u).
- Hoac Purinethol 50mg/m#/ngay (u).
két hop Cytarabin 30mg/m2/ngay x 4 ngay (TDD).
Lip lai chu ki mdi 28 ngay.
3.2. Piéu tri nang d&
- Giam sb luong bach cau: khi BC tang cao > 100k/UlI
+ Hydroxyurea 100mg/kg/ngay, chia 3-4 lan (u), dén khi BC giam xudng dudi
50k/uL.
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+ Luu y hoi chung ly giai u.
- Truyén ché pham mau:
+ HCL:
a. Khi c6 tinh trang mat mau, thiéu méau ning anh huéng dén cung cip oxy
mo, de doa tinh mang.
b. Truyén téc do cham, duy tri Hb # 7 — 8g/dI va hodc dén khi BN hét biéu
hién thiéu Oz mé.
+ TCPD: Khi TC < 20k/uL kém tinh trang xuat huyét.
- Khang sinh: Khi ¢6 tinh trang nhiém tring, tdy thudc 6 nhiém.
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BENH BACH CAU CAP DONG LYMPHO TAI PHAT

O TRE EM
(COOPRALL 2007)

1. CAC PINH NGHiA
1.1. Vi tri tai phat

Tai phat tiiy don dgc: > 25% té bao lymphoblast xuat hién lai trong tay xuong

va khong c6 dau hiéu tai phéat ngoai tuy (lymphoblast trong dich néo tay am tinh,

tinh hoan binh thuong).

+ Néu tiy dé cb < 25% té bao blast (thuec hién ¢ 2 vi tri), khéng dweoe xem nhu
tai phat tuy.

+ Khéng dwoc diéu tri ¢ nhirng bénh nhan c6 xét nghiém sinh hoc phan ti
duong.

Tai phat tizy két hep: hién dién téi thiéu 5% té bao lymphoblast trong tiy xuong

(toi thieu mot vi tri choc tity) két hop véi xam Ian ngoai tiy (dich ndo tay, tinh

hoan, budng trimg, ...)

+ Khéng dwoc xem xét nghiém sinh hoc phan tir duwong (véi <5% té bao
lymphoblast trong tiiy xwong) la tiéu chudn dé khang dinh tai phat tay.

Tai phat ndo — mang nio don djc: sé lugng bach cau > 5/mm3 va co té bao

lymphoblast trong dich ndo tay (DNT) hoic tén thuong cac ddy than kinh so. Va

hién dién <5% té bao lymphoblast trong tay xwong (2 vi tri choc tay khéc nhau).

+ Néu DNT Ian hong cau (HC), kiém tra lai sau 48h. Néu DNT am tinh thi ta
c6 thé xem tinh trang DNT nay do cham thuong khi thuc hién. Néu c6 hién
dién blast, thi chap nhan c6 xam 1an TKTW.

Tdi phdt co quan ngodi tity kKhac: c6 hién dién té bao lymphoblast trong tinh

hoan (mot bén hozc hai bén), budng trimg, da, xuong, trung that ... va hién dién

<5% té bao lymphoblast trong tiry xwong (2 vi tri choc tiry khac nhau).

1.2. Thei gian tai phat

Tai phat rat sém: thoi gian tir lGc chan doan ban dau dén Idc tai phat < 18 thang.
Tai phat sém: tai phét vao thoi diém > 18 thang ké tir khi ¢ chan doan ban dau
nhung < 6 thang sau khi ngung diéu tri lan 1.

Tai phat mugn: tai phat vao thoi diém > 6 thang sau khi ngung diéu tri lan 1.

4. THEO KIEU HINH MIEN DICH: ¢6 2 loai: BCCDL-T hoic BCCDL non-T tai

phat.

5. PHAN NHOM DPIEU TRI

NHOM S1

Bao gom tat ca truong hop tai phét ngoai tuy don doc (ké ca & he TKTW) xay ra &
thoi diém > 6 thang sau khi ngung diéu tri 1an 1, bat ké Ia kiéu hinh lympho T hay non-T.
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NHOM S2

- Téat ca cac BCCDL non-T tai phét tay vao thoi diém > 6 thang sau khi ngung
diéu tri 1an 1.

- Téat ca cac BCCDL non-T tai phat nhiéu noi (két hop) vai thoi gian tir e chan
doan ban dau dén luc tai phat > 18 thang.

- Tai phat ngoai tiay don doc, som Xay ra trong qué trinh diéu tri hoic < 6 thang
sau khi ngung diéu tri nay.

NHOM S3-S4

- Tat ca BCCDL non-T téi phat tiy don doc lan thir 1: xay ra vao thoi diém
+ dudi 18 thang ké tir Iic chan doan ban dau: (S4).
+ > 18 thang ké tir lic chdan dodn ban dau va < 6 thang sau khi ngung diéu tri:

(S3).

- Tét ca BCCDL non-T tai phét tay két hop lan thir 1: xay ra vao thoi diém < 18
thang ké tir sau chan doan ban dau (S4).

- Tat ca BCCDL-T hay lymphoma T tai phat tay hay két hop bat ké thoi gian dat
CR1 (S4).

- Tét ca BCCDL véi NST Ph'(+) tai phat hoic BCCDL c6 tai sip xép genmiL tai
phat (S4).

6. BILAN TRUOC PIEU TRI PAC HIEU
a) XN mau:
= Huyét do.
= Pong mau toan bo: PT, APTT, INR, Fibrinogen, Anthithrombin 111 (ATIII), tim
soat DIC.
= Bilian huyét khdi (néu chua thuc hién):
- Protein C, S, antithrombin (vd ATIII), yéu t5 VIII.
- Tam soat sy khang Protein C hoat hoa va khi XN (+) thi tam soat dot bién
cua yéu té V Leiden trén sinh hoc phan tir (SHPT).
- Tam soat dot bién G20210A cua gen prothrombin.
- Pinh luong Homocystein méau va néu tang thi tim dot bién MTHFR C677T.
» Bilan dién giai, chirc nang gan, than, LDH.
b) XN té bao hoc:
= Tay dd & 2 vi tri khac nhau: té bao hoc, ddu 4n mién dich, di truyén hoc +
FISH/PCR/Karyotype, dong dac DNA va ARN.
= DNT: té bao hoc va néu can thi 1am SHPT.
= Néu trén 1am sang nghi ngd cd xam 1an bd phan sinh duc hay noi khac ngoai tuy,
sinh thiét vi tri d6 va gui di phan tich t& bao hoc va SHPT.
¢) XN chi tiét vé HLA cia BN: néu chua lam, bang huyét thanh hoc va SHPT. XN
HLA trong gia dinh (cha me va ngudi trong gia toc) dé tim ngudi cho tay phi hop gen
d6i véi nhom S2, S3 va S4. Khong can thiét di vai nhom S1.
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d) Truong hop khong co ngudi cho phi hop HLA cling huyét théng, tim nhanh nguai
cho phiu hep HLA khéng cting huyét théng trén cac hd so c6 sin (Chau Au va My) va
trong ngan hang mau cudng rén.

e) Bilan tam soat nhiém trung: vi trang, virus, nAm. Va néu cé triéu chiing nhiém
triing vao thoi diém tai phat, lam bilan danh gi4 toan bo dya theo triéu ching LS.

f) Bilan chin doan hinh anh dua theo triéu chiing LS (XQ nguc, Siéu am, XQ
xuong). CT-scan co-nguc-bung trong trudng hop tai phat trung that va hach.

g) Bilan tim mach: siéu &m, chirc ning that trai, EF.
h) MRI s¢ ndo hé thong trong trudng hop ton thuong hé TKTW hay c6 triéu ching
lam sang.

7. PHAC PO PIEU TRI
CHON LUA BN
A) Tiéu chuén chen lya:
- Céc BN BCCDL hay Lymphoblastiqgue Lymphoma (trir lymphoma
Burkitt) tai phat lan 1%,
- Tudi: >1 tudi va dudi 21 tudi.
- Céhc BN trudc kia da duoc ghép tay khi dat CR1 ¢6 thé dua vao nghién ctu
tiy theo danh gia 1am sang (thoi gian tir ghép — tai phét, tong trang,...)
B) Tiéu chuan loai trir:
Chi can mét trong cac tiéu chuan sau:
= BN <1 tudi hoic > 21 tudi.
= Tai phat > 2 lan.
= Thai k3.
= Cho con bu.
= BN ¢ suy chirc ning co quan nao d6 chéng chi dinh diéu tri nang (Bénh
tim, phdi, than, hay ndo nang, hay nhidm tring man tinh ning). Quyét
dinh cudi cing tdy thudc vao BS diéu tri.
=  Trisomy 21.
= Thiéu chit ky trén phiéu théng tin va thiéu sy dong y cung cap thong tin.
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PIEU TRI CHUNG CHO CAC NHOM

1. CAC GIAI POAN KHAC NHAU CUA HOA TRI

1.1. Trwée diéu tri (Prephase)

Muc dich 1a chuan bi cho BN (kiém soat nhiém trung, dit sonde TMTW, kiém soét
hoi ching ly giai bang da truyén, kiém hoéa, diéu tri ting acid uric mau véi Rasburicase
(Fasturtec® va allopurinol).

Dién hinh, giai doan ndy s& bao gom diéu tri véi Dexamethazone véi liéu
6mg/m2/ngay trong 2 dén 5 ngay. C6 thé kéo dai dén 10 ngay néu can.

1.2. Héa triveoi IT

Miii tiém dau tién duoc thyc hién vao dau giai doan Prephase, vi du nhu trong lac
dat sonde TMTW c6 gay mé toan than. T4t ca BN déu nhan mot miii IT (3 thubc) trong
cac giai doan diéu tri.

2.HOA TRI VOI TIEM KENH TUY
Liéu lugng thy thudc tudi

Tudi Methotrexate Cytarabine Prednisolone
(mq) (mq) (mq)
<1 tuoi 6 16 4
1-2 tuoi 8 20 6
2-3 tuoi 10 26 8
>3 tuoi 12 30 10

= Co nguy co tir vong hang dinh khi tiém kénh tay voi Vincrisitne. Vi vay cin ctr vao
nhitng khuyén céo qudc gia, tat ca thi thuat choc DNT phai thyuc hién vao ngay khéc voi
ngay tiém TM Vincristine nham tranh sy 1an 16n =

1: BLOC F1:
Prephase 2-5 ngay: Dexamethason 6mg/m2/ngay + IT (3 thudc) vao N1 cua prephase.

Thudc Puong dung Liéu Noay
Dexamethasone Uéng ZOmg/nf/ng 112]3|4]|5

chia 2 lan

Vincristine TMC (max 2mg) | 1,5mg/m3/ng 1 6
Methotrexate TTM - 36h 1g/m? 1
PEGAsparaginase* TTM - 2h 2500U1/m? 4
Methotrexate IT Theo tudi 2 78
Cytarabine IT Theo tudi 2 78
Prednisolone IT Theo tudi 2 78

§ Truong hop ton thuong ndo - mang ndo luc dau, bd sung mét mii IT vao N7 ciia chu trinh.

* PEG-Asparaginase MEDAC®: Vi nhiing truong hop di (tng véi PEG-asparaginase hoac
khéng c6 PEG-asparaginase, thay thé bing ERWINASE 20.000Ul/m?/miii x 6 miii (cach nhau
48 gid). Binh lwong nong d6 asparagine ton luu vao N15.

* Khong c6 PEG-Asparaginase va Erwinase: c6 thé thay bing L-asparaginase E-coli
10.000U1/m?/liéu vao N4, N7, N10, N13.
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2: BLOC F2: Bit dau vao N15 caa bloc F1

Thubc Puong dung Lidu Ngay
Dexamethasone (L:Jhéizgz AN 20mg/m/ng 1123 5
Vincristine TMC (max 2mg) | 1,5mg/m?/ng 1
Cytarabine TTM - 3h 3g/m2x2lan/ng |12
PEGAsparaginase* TTM - 2h 2500U1/m2/ng
Methotrexate IT Theo tudi 5
Cytarabine IT Theo tudi 5
Prednisolone IT Theo tudi 5

* PEG-Asparaginase MEDAC®: V¢i nhiing truong hop di tng voi PEG-asparaginase hoac
khong c6 PEG-asparaginase, thay thé bang ERWINASE 20.000Ul/m#miii x 6 mii (cach nhau
48 gio). Pinh lwong ndng d6 asparagine ton luu vao N15.

* Khong c6 PEG-Asparaginase va Erwinase: c6 thé thay bang L-asparaginase E-coli
10.000U1/m?/liéu vao N4, N7, N10, N13.

3. VANDA:

Prephase 2-5 ngay: Dexamethason 6mg/m2/ngay + IT (3 thudc) vao N1 cua prephase.

Thuéc Puwong dung Liéu Ngay

Dexamethasone Uéng 20_mg/rr12/ng 1123|415 1{2
chia 2 lan lieu

Cytarabine TTM-3h 2g/m2x2laning | 1 |2

Mitoxantrone TTM - 2h 8mg/m?/ng 314

VP-16 TTM - 1h 150mg/m2/ng 31415

PEGAsparaginase* | TTM - 2h 2500U1/m? 6

Methotrexate IT Theo tudi 5

Cytarabine IT Theo tudi 5

Prednisolone IT Theo tudi 5

* PEG-Asparaginase MEDAC®: V¢i nhing truong hop di tng voi PEG-asparaginase hoic
khéng c6 PEG-asparaginase, thay thé bang ERWINASE 20.000Ul/m?/miii x 6 miii (cach nhau
48 gio). Pinh lugng nong do asparagine ton luu vao N15. Néu khong c6 PEG-asparaginase hoic
Erwinase, thi sir dung L-asparaginase 10.000UI/m2/lan TTM 1 gio vao N6, 9, 12, 15 (tong cong
4 miii).

* Néu khdng c6 Mitoxantrone: thay bang Daunorubicine 35mg/m2/ngay.

* G-CSF liéu 5ug/kg/ngay tir N15 cho dén khi Neut > 0,5 x 10%/L trong 3 ngay lién tiép (theo
COOPRALL-97).
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4. BLOC R2:
Thuéc Puwong dung Liéu Ngay
Dexamethasone | 0"9 N 20mg/m/ng 112 4|5 |1/2lidu
chia 2 lan

Thioguanine Uéng 100mg/ma/ng 1|2 4 (5
Vindesine TMC (max 4mg) 3mg/mz2/ng 1

Methotrexate TTM - 36h 1g/m?/ng 1

Ifosfamide TTM - 1h 400mg/m?/ng 1|2 4|5
Daunorubicine TTM - 2h 35mg/m?/ng 5
PEG- TTM - 2h 2500U1/m2/ng 6
Asparaginase*

Methotrexate IT Theo tuoi 2 68
Cytarabine IT Theo tudi 2 68
Prednisolone IT Theo tudi 2 68

§ Trudng hop c6 ton thuong ndo — mang nao lac dau, bé sung mot miii IT vao N6

* PEG-Asparaginase MEDAC®: Véi nhing truong hop di ng voi PEG-asparaginase hoic
khéng c6 PEG-asparaginase, thay thé bang ERWINASE 20.000Ul/m?/miii x 6 miii (cach nhau
48 gio). Pinh lwong ndng d6 asparagine ton lwu vao N15.

** Néu khong c6 PEG-Asparaginase va Erwinase: cd thé thay bang L-asparaginase E-coli
10.000UI/m#liéu vao N6, N9, N10.

*** Néu khong cé Thioguanine: thay bang 6-Mercaptopurine lidu trong duong.

**xxx Néu khdng c6 Vindesine: thay bang Vincristine 1,5mg/m?/ng (max: 2mg/ngay)

5. BLOC R1:

Thuéc Puwong ding Liéu Ngay
Dexamethasone (L:Jh(‘)iggz lAn 20mg/m?/ng 12 4|5 1/2liéu
Mercaptopurine | Uéng 100mg/ma/ng 12 4|5
Vincristine TMC (max 2mg) 1,5mg/mz2/ng 1 6
Methotrexate TTM - 36h 1g/m2 1
Cytarabine TTM - 3h 2g/m2 x 2 lan/ng 5
Zfi'raginase* TTM-2h 2500U1/m2 6
Methotrexate IT Theo tudi 2
Cytarabine IT Theo tudi 2
Prednisolone IT Theo tudi 2

* PEG-Asparaginase MEDAC®: Vi nhiing truong hop di (tng véi PEG-asparaginase hoac
khéng c6 PEG-asparaginase, thay thé baing ERWINASE 20.000Ul/m?/miii x 6 miii (cach nhau
48 gid). Binh lwong nong d6 asparagine ton luu vao N15.
** Néu khong c6 PEG-Asparaginase va Erwinase: cd thé thay bang L-asparaginase E-coli
10.000UI/m#liéu vao N6, N9, N10.
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PIEU TRI NHOM S1

Tudin 1 2 3 4 5 6 7 890 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 129

E |E| ‘ D e
! 1 1

1

DXM
2-5ng

S1 0+
TB_
MRD *

Day la nhom tai phat ngoai tay mudn, cé tién luong tét. Qua trinh diéu tri bao gom
héa tri liéu va diéu trj tai chd.

Giai doan prephase tir 2 dén 5 ngdy véi Dexamethasone liéu 6mg/m?/ngay (chia 2
lan uéng). Choc DNT chéan doan két hop véi tiém 3 thudc vao N1 cua giai doan nay.

Tiép theo, BN s& duogc diéu tri vai cac bloc F1, F2, R2 va R1 vao cac ngay N1, N15,
N29, N43.

Bt budc phai diéu tri 2 bloc F1 va F2 vao ngay N1 va N15 bat ké huyét dé N15 va
khdng cho doi sy hdi phuc huyét hoc khi ma tong trang caa BN tot va khong biéu hién
bién chang tram trong nao (vi du nhu nhidm tring ning, van dé tram trong vé phdi, tim
hay ndo ... bit budc phai tri hodn hoa tri).

1) Néu tai phat & hé TKTW:

*** Bloc F1: bd sung thém mot miii IT vao N7 va N12 néu N7 van con blast.

*** Tyong ty, dbi v6i mdi bloc R2, bo sung thém mot miii IT vao N6. Khoang cach
giira 2 lan IT khong duoc dudi 4 ngay.

2) Piéu tri tai chd (xa tri vaing): thuc hién vao tuan 19, sau khi két thiic cac bloc hoa
tri. (xem phan sau).

Sau diéu tri tai chd, bit dau diéu tri duy tri 12 thang voi PURINETHOL
(50mg/m?/ngay duong uéng) két hop METHOTREXATE (20mg/m?2/tuan udng).

PIEU TRI NHOM S2
I I I D
2+ [n] [n] o] [x] =|n l
- o]
.

A TR ! !

Pay 1a nhom c6 tién lwong trung binh. Viéc phan loai diéu tri tiy thuoc vao két qua
MRD sau giai doan tan cong (bloc F1F2).

Giai doan prephase tir 2 dén 5 ngay véi Dexamethasone lidu 6mg/m2/ngay (chia 2
1an udng). Choc DNT chan doan két hop vai tiém 3 thudc vao N1 cia giai doan nay.

Tiép theo, BN s& dugc diéu tri vai cac bloc F1, F2, R2 va R1 vao cac ngay N1, N15,
N29, N43. Bit bugc phai diéu tri 2 bloc F1 va F2 vao ngay N1 va N15 bat ké huyét db
N15 va khéng cho doi sy hoi phuc huyét hoc khi ma téng trang cua BN tét va khéng
biéu hién bién chang tram trong nao (vi du nhu nhiém tring nang, van dé tram trong vé
phdi, tim hay ndo ... bt budc phai tri hodn hda trj).
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Xét nghiém tay dd va ton luu té bao ac tinh (MRD) duoc thyuc hién trudc mdi bloc
hoa tri. Két qua MRD cudi bloc F2 va truéc bloc R2 s& xac dinh hudng diéu tri tiép.
* Néu dat dwoc lui bénh v& mit té bao hoc (CR) va MRD <103 khéng c6

khuyén cao ghép tuy tir ngudi cho khdng cling huyét thong. Ghép tay tir nguoi
cho phii hgp HLA, giéi nam trong gia toc c6 thé thyc hién nhung ciing khong
duoc khuyén céo. Viéc diéu tri s& duoc tiép tuc véi céc bloc héa tri R1 va R2,
theo sau 1a diéu tri tai chd (xa tri TKTW), sau d6 1a diéu tri duy tri trong 2 nam.
* Néu MRD >10-3 trwéc bloc R2 dau tién, BN s& duoc di ghép vao tuan 12 19,

sau mot loat hoa tri gdbm 5 blocs lién tiép (R2, R1, R2, R1, R2) (xem so d6
chung). Ngudi cho ¢6 thé cing huyét théng phd hop HLA, khéng cing huyét
théng (10/10 hay 9/10) hay mau cubng rén.
=  Poi v6i nhitng BN khéng phan tich MRD dwoc: quyét dinh ghép sé dwa vao

phan phu nhom S2 (A, B, C hay D) va dang nguoi cho di c6 san.
Bang 22.3: Phan logi phu nhém trong nhém S2 dé chi dinh di ghép tuy

Vi tri tai phat Tiy don déc Tay két hop Ngoai tiy don doc
Thai gian Mugn Mugn Sém Sém/Rat sém
Blast tuan hoan
<1/pl mau A A B D
1 -<10.000/pul B
>10.000/pl C

Chi dinh chon lya nguoi cho tay dugc ghi trong bang 22.4. Trong truong hop tai
phat nhiéu noi, viéc diéu tri hé TKTW s& duogc thyc hién gidng nhu chi dinh trong nhém

Sl

Diéu trj tai chd (xa tri toan bo hé théng TKTW) s& duoc thuc hién vao tuan 12 thir 26

truge khi bat dau diéu tri duy tri.

Bang 22.4: Chi dinh ghép

S1 S2 S3/S4
MRD TK,TW :io’n’ doc
som/rat som
<103 Khoéng rd >103
Phu nhom A | BIC| A | BIC | ABIC D
Loai ghép
Geno-id - * + + + + + +
Pheno-id hay
9/10 hay - - - - + + + +
MCR>4/6
Pheno-mm i i ) ) i ) ) N
hay haplo

MRD: minimal residual disease; Geno-id: phu hop kiéu gen; Pheno-id: phu hop kiéu

hinh.

MCR: mau cuéng ron.

179




Phac d6 diéu tri BENH LY HUYET HOC — Tap 2

PIEU TRI NHOM S3-S4

S3- + VANDA
S4
! ! 1

D+ .
vRD 4

Pay 1a nhom tién lugng x4u va phai di ghép té bao géc.

Cac BN trong nhém nay s& duoc hoa tri 1 giai doan tan cong 1a bloc VANDA.

Truong hop khdi u 16n hoic co ting BC > 50.000/mms3, ¢ thé diéu tri voi

Dexamethasone trong 2 dén 5 ngay. Choc DNT chan doan két hop véi tiém 3 thudc vao
N1 cua giai doan nay.

Xét nghiém tay do vao N15 caa giai doan VANDA dé danh gia dap tng véi hoa tri

va tién lugng bénh.

Xét nghiém tay d6 va MRD duoc tién hanh khi BN ra khoi giai doan suy tay

(Neutrophil > 500/mm3 va TC > 100.000/mm?3) hoac cham nhat 13 N28.

Néu dat lui bénh vé& mat té bao hoc, chling ta tién hanh hoa tri 3 giai doan cang ¢

voi R2-R1-R2.

Pén cudi giai doan cung cb nay, néu BN c6 ngudi cho tay phi hop HLA 10/10 hay

9/10, ciing huyét thdng hay khong, hoac c6 méau cudng rdn, thi BN s& duogc di ghép tay.

MRD khéng c6 vai trd quyét dinh trong nhém nay, né s& duoc st dung dé nghién

ctru theo ddi ton luu té bao va chimerism sau ghép.

Tay d6 va MRD s& duoc thuc hién truéc ghép tay va MRD nay sé duoc theo ddi

trong sudt qua trinh ghép va sau ghép.

Khong c6 diéu tri duy tri sau ghép ngoai trir diéu tri véi Glivec hozc thude tc ché

tyrosin-kinase khéc trong ALL Ph'+ trong 2 nim.
PIEU TRI TAI CHO - PIEU TRI VI TRI TAI PHAT NGOAI TUY:

a) Tai phat ndo — mang néo:

- Nhan thém mot mii IT (3 thudc) bd sung vao N7 cua bloc F1 va N12 néu
DNT vao N7 van con té bao blast.

- Nhan thém mét miii IT (3 thubc) vao N6 caa mdi bloc R2.

% Xa tri cho cdc trwong hep tai phat ndo — mang néo (tai phat két hep hay tai
phdt mang nio don djc): xa tri tir ving ndo dén C3 vai lidu 18Gys. Néu da
duoc xa tri trude d6 véi lidu vuot qua 18Gy (15Gy dbi véi tré dudi 2 tudi),
giam lidu con 15Gy. Néu thoi diém xa tri luc dau cach ddy dudi 2 nam, va
lidu tia xa trudc d6 qua 15Gy (12Gy ddi véi tré dudi 2 tudi), giam liéu con
15Gy.

b) Trwong hop tai phat tiy don déc: xa tri tir vang ndo dén C3 vai lieu 12Gys.
Néu Bn di duoc xa tri trude Kia voi lidu vuot quéa 24Gy (18Gy ddi véi tré dudi 2
tudi), thi viéc ting cuong thém tiém kénh tiy s& dwoc wa chudng hon 1a xa tri.
Néu thoi diém xa tri lac du cach hién tai dudi 2 nam thi ta s& bat dau véi licu
18Gy (15Gy d6i véi tré dudi 2 tudi).
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c) Trwong hop tai phat tinh hoan:
Phau thuat cit tinh hoan néu phat hién ¢ xam lan trén 1am sang, duoc thuc hién
truéc hoa tri liéu va két hop sinh thiét tinh hoan con lai. Biéu tri xa tri s& tay
thudc vao két qua giai phau bénh.

- Mot bén: cat tinh hoan + sinh thiét tinh hoan déi bén. Néu két qua sinh
thiét &m tinh, xa tri du phong véi liéu 15Gy (gitr duoc chirc ning noi
tiét). Néu két qua dwong tinh hay chwa dwgc 1am sinh thiét (nhung c6
nghi ngd), phai xa véi lidu 18Gys.

- Trudng hop xam l4n tinh hoan (trén 14m sang) khong duoc ly di (vd
xam 1an hai bén), phai xa trj véi lidu 24Gys va bao truée cho BN nhiing
hau qua sau do.

NHUNG TRUONG HOP KEO DAI VIEC DPIEU TRI

Céc dot diéu tri tin cdng la nham muc dich kiém soét viéc chong Leukemia nhung
cling bao gdm nguy co doc tinh gia ting. Khi ¢6 dau hiéu khdng dung nap hay doc tinh
nang xuat hién, phai giam liéu thudc. (xem phan tiép theo vé doc tinh thudc). Trong
truong hop nay, can lién hé véi nha diéu hanh.
Blocs F

Hai bloc nay duoc tiép ndi ma khdng can quan tdm cac théng s huyét hoc. Sb
luong TC phai giir trén 15.000-20.000/mm3. Van dé sét va khang sinh liéu phap khéng
lam can tro duoc tién trinh diéu tri. Truong hop bénh canh 1am sang nguy kich (van dé
huyét ap, bénh 1y dong mau nhiém khuan, ton thwong niém mac tram trong vai bénh Iy
duong rudt nang), héa tri lieu s& duoc tiép tuc hay tri hodn lai s& do BS diéu tri quyét dinh.
Bloc R2 diu tién

Bloc R2 dau tién trong nghién ctru dugc thuc hién trude bloc R1 va phai bat dau
ngay khi s6 luong Neutrophil > 500/mm3 sau céc bloc F, trir phi viéc tiép tuc diéu trj s&
dua dén nguy co de doa cho BN. Yéu t6 quyét dinh thém la két qua tay d¢6 N14 sau khi
bat d¢au bloc F2. Néu con ghi nhan su thAm nhap cua blast, phai tiép tuc diéu tri véi bloc
R2 bai vi chling ta chi c6 mong doi vao dot ra khoi suy tay ké tiép. Su giam TC kéo dai
s& duoc diéu tri bang truyén TC. Tuy vay, chlng ta c6 thé bi giam di 1/3 liéu thudc hoa
trj ctia bloc R2 trong trudng hop nguy co cao anh huong su song cua BN ma khong thay
doi licu Dexamethasone va Asparaginase. Truong hop BN giam BCH kéo dai gay tri
hodn HTL giai doan bloc R2 (>1 tuan), c¢6 thé hoi chan bénh vién xin y kién bé sung G-
CSF.
Bloc R1 dau tién

Phai bat dau khi sé lugng Neutrophil > 500/mm3. O déy, chung ta c6 thé xem xét
giam liéu thuéc néu cé dip. Truong hop BN giam BCH kéo dai gay tri hodn HTL giai
doan bloc R1 (>1 tuan), cd thé hoi chan bénh vién xin y kién bd sung G-CSF.
Bloc R1 va R2 tiép theo
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Cac bloc tiép theo nay phai duoc bat dau vao khoang thoi gian 21 ngay giita 2 dau
chu ky (bloc). Khoang thoi gian ndy cé thé ngdn hon nhung khéng bét budc. Cac tiéu
chuan huyét hoc téi thiéu dé bat dau diéu tri bloc ké tiép la:

HC > 2,0G/I
Neutrophil > 500/mm3
TC > 80.000/mms.

Trong trudng hop viéc bat dau bloc ké tiép bi tré hon 7 ngay, ching ta s& xem Xét
giam liéu dwa theo protocol dudi day.

Giam liéu trong trwdong hep déc tinh quéa mirc

boc tinh qué mirc dugc dinh nghia ¢ bang bén dudi theo phan loai caa WHO cé sua
doi.

Khi ma doc tinh kéo dai lién tuc hoic kéo dai dén ngay truéc khi bat dau bloc ké
tiép, ching ta giam liéu nhu sau:

- Néu Kké tiép 1a bloc R1: liéu Ara-C bang 60% liéu ly thuyét va 6-MP chi dugc

cho vao ngay N1, N2 va N3 véi liéu khong doi.

- Néu ké tiép 1a bloc R2: Ifosfamide va 6-thioguanine chi dugc cho vao N1, N2 va

N3 voi liéu khong doi. Truong hop ¢ doc tinh tim (réi loan co bop, rdi loan dan
truyén, nén lién hé voi nguoi diéu hanh dé xem xét thém vao cardioxane, tham
chi 12 giam liéu hay loai bé Daunorubicin (xem phu luc 3).

Bang sau day chi 1a cach trinh bay, khong dugc xem nhu phan hd trg. Néu cé nghi
van, xin lién hé véi nha diéu hanh hay thanh vién trong hoi bién tap.
Phan d¢ doc tinh thudc co sira d6i dwa theo phac do cia WHO

Péc tinh Py 0 Py 1 P 2 P 3 P 4
Bilirubin T <12 >12 >25 >50 >100
(pmol/l)

Creatinin <100 >100 >250 >450 >800
Sét Khong <38°C 38°%< T°<40° | >40°C voi  >40°C  voi
giam strc co choc
Viém miéng Khong Hong ban Hong ban, Loét, Khoéng an
loét, ché do | ché do an udng duogc
anhonhop | long
Tiéuchay  Khong Tungcon  Chiju dugc Candiéutri | Tiéu chay
Xuat huyét,
mat nuGe
T4&o bon Khéng Nhe R& nét Ban tac rudt | Tac ruot
Nhiém Khong Trung binh R nét, Ning Tut HA
trang KS liéu phap

Truong hop c6 su huy té bao gan kéo dai voi transaminase ting cao hon 5 1an binh
thudng xuat hién trudc bloc R1 hay R2, khuyén céo 13 nén lién hé véi ngudi diéu hanh.
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Piéu tri duy tri

Diéu tri duy tri (nhom S1 14 1 ndm, nhém S2 14 2 nam) bat dau khoang 2 tuan I& sau
khi két thaic bloc cudi cuing, va sau khi hdi phuc huyét hoc (HC > 2G/I, BC hat > 0,5G/I,
TC > 100G/1).

6-mercaptopurine (PURINETHOL) 50mg/ma/ng

Methotrexate (udng) 20mg/m?2 x 1lan/tuan

Cac liéu thich hop:

Tongs6 BC  >3,0 G/l Tiép tuc dan dan dén 150% cua liéu
20-30 G/l 100% cua liéu
1,0-20 G/l 50% cua liéu
<1,0 G/l 0% caa liéu
Lymphocyte <0,3 G/l 50% cia liéu

Kiém tra transaminase va taux de prothrombin mdi thang 1 lan. Néu transaminase
tang trén 5 1an binh thudng, ching ta ngung diéu tri 1 tuan trudc khi bit dau lai (sau khi
ghi nhan men gan c6 giam). Néu TP giam dudi 40%, ngung diéu tri 1 tuan va bat dau lai
khi TP tang 1én.

Reinduction (tai tan cong)

Céac BN cua nhém S2 duoc téi tan cong 4 dot véi Etoposide 50mg/m2/ng (ubng)
trong 10 ngay. Dot dau tién bat dau vao tuan 18 thr 16 cua giai doan duy tri. Khoang
cach gitra 2 dot tai tin cong la 8 tuan. Trong giai doan tai tin cong, khong ngung diéu
tri voi 6-MP va Methotrexate.

CAC TIEU CHUAN PE PANH GIA CAC MUC PQ PAP UNG POI VOI PIEU
TRIPAC HIEU
Tiéu chudn ddnh gid diéu trj theo WHO:

1. Tiéu chuan lui bénh hoan toan (CR)

- Tuy do: té bao blasts <5% véi sy phan bd dong déu cua dong té bao tay
(dong bach cau hat >50%) trén mot tary giau trung binh hoidc binh thuong.

- Huyét d6: bach cau hat trung tinh (segment neutrophile) > 1.500/mm3 va tiéu
cau >150.000/mmg.

2. Lui bénh mgt phan (PR)

Tuy dd: 5% <Blasts < 20%, tiy giau.

3. Khong lui bénh

Tuay dd: >20% Blasts, tay giau.

TAI LIEU THAM KHAO
Phac d6 COPRALL 2007 (Université Libres de Bruxelles — Bi).
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1. LUU Y KHI SUDUNG METHOTREXATE LIEU CAO
Dinh lugng ndng d6 MTX vao gid 36, 48, 54. Thong thudng, nong do MTX gid 48
s& giam xuéng dudi 0,5umol/l. Khi ndng 6 MTX 16n hon gia tri nay, can phai b sung
thudc giai.
Liéu thudc gidi:
% Truong hop 1:
MTX;3 < 10.0 pMolil, MTX; 43 < 0.5 pMolfl

Gio | Acid folinique
48 15mg/m?
54 15mg/m?

Két thuc

% Truong hop 2: khi ¢6 bat thuong
MTXp35 > 10.0 pMolfl etiou MTXye > 0.5 pmolil
- Phai dinh luong néng @6 MTX mdi 6h (bat bugc, ké ca gio 42).
- Diéu chinh liéu thubc giai dua theo ndng do MTX (xem bang bén dudi).
- Bit dau thudce giai vao gio 48 (hoic ngay gio 42 néu biét két qua).

Bang diéu chinh liéu acid folinique theo ndng dd MTX

MTX [pmaolil] Gio sau khi bat dau MTX
5
4
3
2
30 mg/m?
;
15 mg/m?
0.25 Khéng thudc giai
42 54 66 78 [0
36 48 60 72 84 96
Luwu y:
» Néu nong déo MTX gio 48 > 2umol/l: da truyén dich tich cuc (31/m?2) va kiem hoa
nudce tiéu.
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Bénh ly huyét hoc Ac tinh

> Néu néng dp MTX gio 48 > 5umol/l:

Dung carboxypeptidase.

Da truyén dich tich cuc (4,51/m2).

Liéu acid folinique (mg)= Can nang (kg) x ndng d6 MTX gi 42 (umol/l).
Liéu acid folinique ké tiép s& duoc xac dinh dya vao néng d6 MTX caa 6h
truée d6 cho dén khi nong d6 MTX < 5umol/l.

2. DPIEU TRI DU PHONG

Bactrim: Dung bactrim ngay khi bat dau diéu tri kéo dai cho dén khoang 4 tuan sau
khi két thuc nhitng pha diéu tri tang cuong.

Khang nam du phong: tiy theo tinh hinh nhiém ndm cua ting trung tam.

Khéng siéu vi du phong (acyclovir, valacyclovir) khi BN ¢6 HSV1 duong tinh.
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CHI PINH GHEP TE BAO GOC TAO MAU

1. CHI PINH GHEP TE BAO GOC TAO MAU POl VOI BENH NHAN NGUOl
LON
1.1. Bach ciu cap dong tay

1.1.1.Chi dinh di ghép

- Pat CR1 & nhitng bénh nhan thugc nhom nguy co trung binh c6 ngudi cho té
bao gdc.

- bat CR1 ¢ nhitng bénh nhan thuéc nhém nguy co cao.

- bat > CR2.

- Bénh nhan c6 nguy co tai phat sém: chua tai phat vé mat hinh théai hoc trén tay
d6 nhung da ting MRD.

- M3 khéng dat lui bénh vé mat phan tir trude khi vao duy tri.

- M3 khéng dat CR2 v& mit phan tir.

1.1.2.Chi dinh tw ghép
- CR1 ¢ nhiing bénh nhan thuéc nhom nguy co trung binh khéng c6 ngudi cho té
bao gdc.
- M3 dat CR2 vé mit phan tir sau diéu tri tin cong.

1.2. Bach ciu cap dong lympho: chi dinh di ghép khi
- bat CR1 ¢ nhitng bénh nhan thuoc nhém nguy co cao.
- bat CR2.
- Bénh nhan c6 nguy co tai phat sém: chua tai phat vé mat hinh thai hoc trén tay
d6 nhung da taing MRD.

1.3. Bach ciu man dong tiy: chi dinh di ghép khi
- That bai v&i imatinib va co dot bién khang vai ca TKI thé hé 2.
- That bai véi imatinib nhung khong cé thubc TKI thé hé 2 dé chuyén phuong
phap diéu tri.
- Khéng dung nap véi tat ca thuc TKI.
- C6 dot bién T315l.
- Pap tng kém vai TKI thé he 2.
- Giai doan tién trién hoac chuyén cap.

1.4. Suy tay: chi dinh di ghép khi
- P06 trung binh va phu thudc truyén méu.
- Do nang hoic rat nang.
* Uu tién cho nhitng bénh nhan < 40 tudi va uu tién ghép sibling.

1.5. Pa u tay: chi dinh ty ghép khi
- Dat PR, VGPR, CR sau diéu tri tn cong.
- Tai phat muon va it nhat dat PR sau diéu tri tn cong.
* Dj ghép khong duoc khuyén céo o da u tiy trir truong hop tai phat som hozc
khang tri (hoi chan bénh vién).
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1.6. Lymphoma Non-hodgkin: chi dinh tu ghép khi

1.6.1. Lymphoma B lan téa té bao to (DLBL)
- Tai phat va dat CR2.
- CR1 ¢ nhirng bénh nhan nguy co cao hoac trung binh — cao theo IPI tai thoi
diém chan doan.
- Khéng dat duoc CR sau hoa tri liéu ban dau.

1.6.2. Mantle cell lymphoma
- CR1sauhéatri liéu (RCHOP; Hyper-CVAD...).
- Téi phat va dat CR2.

1.6.3.Lymphoma dgng nang
- Dép tng kém véi diéu tri budc dau.
- Téi phat va dat CR2.
- Chuyén dang thanh lymphoma B té bao to (DLBL).

1.6.4. T-cell lymphoma
- CRL
- Téi phat va dat CR2.
- Khéng dat duoc CR sau hoa tri liéu ban dau.
* Dj ghép khong dugc khuyén cao & lymphoma non-Hodgkin trir truong hop
khang tri (hoi chan bénh vién).

1.7. Loan sinh tay: chi dinh di ghép khi
- Nhoém nguy co trung binh — 1, trung binh — 2 va cao (IPSS).

1.8. Bach ciu man dong lympho: chi dinh di ghép khi
- Nhém CLL c6 17p- dat CR/PR.
- Tai phat som.
1.9. Xo tay: chi dinh di ghép khi
- IPSS nguy co trung binh -2 hoic cao, ¢6 phu thudc truyén mau va/hoic bat
thuong di truyén cé tién luong Xau.
- Va BN duoc truyén < 20 don vi hong cau lang.
- Va BN chua cit lach.

1.10. PNH: chi dinh di ghép.

1.11. Hodgkin’s lymphoma: chi dinh ty ghép khi
- Tai phat va dat CR2.

1.12. Bwéu dac: chi dinh ty ghép khi
- Té bao mam (germ cell) khang tri vai véi liéu phap diéu tri hang thi 3.
- Trudng hop khac nhu ung thu v, ung thu budng tring, sarcoma md mém, ung
thu phoi... (hoi chan bénh vién): tu ghép dé hd tro diéu tri cho hoa tri liéu.
1.13. Bénh tw mién: (hoi chan bénh vién).

- Xuét huyét giam tiéu cau mién dich.
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- Xo hoa hé théng.
- Lupus hé thong.
- Viém khép dang thap,...

2. CHi PINH GHEP TE BAO GOC POl VOI BENH NHAN TRE EM
2.1. Bach ciu cap dong tiy: (hoi chan bénh vién)

2.1.1.Chi dinh di ghép
- bat CR1 ¢ bénh nhan thugc nhém nguy co cao.
- Pat CR1 & bénh nhan thuéc nhém nguy co rat cao.
- CR2.

2.1.2.Chi dinh tw ghép
- CR1 ¢ bénh nhéan thugc nhom nguy co cao.
- CR2.

2.2. Bach ciu cap lympho

2.2.1.Bach cdu cdp lympho B: chi dinh di ghép & nhitng bénh nhan dat CR1 sau (xem
phu luc 7 ctia phac d6 FRALLE 2000)
- CO bat thuong t(4;11) hoic ¢ chuyén doan mlL-AF4.
- CO6 bt thuong t(9;21) hoic ¢ chuyén doan BCR-ABL.
- C6 bach céau ting cao (> 100x10%L) luc chan doan va khang corticoid vao N8
hoac khang tri vao N21 (vai tay M3 vao N21).
- CO6 MRD vao N35-42 >102, véi kiém tra 1an 2 sau 3-4 tuan ciing duong tinh, va
khong déap tmg diéu tri tan cong.

2.2.2.Bach cau cdp lympho T: chi dinh di ghép & nhitng bénh nhan dat CR1 sau (xem
phu lyc 7 cta phac @6 FRALLE 2000)

- Khang corticoid vao N8.

- Khang hda tri vao N21.

- MRD > 102 vao N35.

2.2.3.Bach cdu cdp lympho tai phat: chi dinh di ghép & nhitng bénh nhan dat CR2 sau
(xem phac @6 COPRALL 2007)

- Nhém S2 (khéng bt budc).

- Nhom S3 va S4.

2.3. Bach cau man dong tiiy: chi dinh di ghép khi
- Giai doan man.
- Giai doan tién trién.
2.4. Lymphoma non-Hodgkin: chi dinh di ghép khi
- CR2.
2.5. Bénh Hodgkin: chi dinh tu ghép khi
- Téi phét lan dau va dat CR2.
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2.6. Loan sinh tay: chi dinh di ghép.
2.7. Thalassemia major: chi dinh di ghép.
2.8. Cac bénh khac

2.8.1.Chi dinh di ghép
- Suy giam mién dich nguyén phét.
- Thiéu méau sickle cell.
- Suy tay.
- Thiéu méau Fanconi.
- Thiéu méu Blackfan-Diamond.
- Bénh u hat man tinh.
- Kostman’s disease.
- MPS-1H Hurler.
- Bénh xuong da.

2.8.2.Chi dinh tw ghép
- Ewing’s sarcoma nhom nguy co cao hay >CR1.
- Neuroblastoma nhdém nguy co cao.
- Neuroblastoma >CR1.

TAI LIEU THAM KHAO

1. Alois Gratwohl, Helen Baldomero and Anna Sureda. Indications for and current practise
of allogeneic and autologous HSCT. Haematopoietic stem cell transplantation 2012; p.
302-341.

2. E. Carreras. Early complications after HSCT. Haematopoietic stem cell transplantation
2012; p. 176-195.

3. J. H. Antin andD. Y. Raley. Veno-occlusive disease. Manual of stem cell and bone
marrow transplantation 2009; p. 139-143.

4. M. Abinun and J. Cavet. Gastrointestinal, respiratory and renal/urogenital cpmplications
of HSCT. Practical Hematopoietic stem cell transplatation 2007; p. 126-132.
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CAC BIEN CHUNG SOM SAU GHEP TE BAO GOC

Tia xa liéu cao va/hodc hoa tri liéu liéu cao trong cac phac do diéu kién hoa anh
hudng dén tit ca cic co quan va md cua ngudi nhan, gay ra cac tc dung sém va muon
véi nhitng mirc do khac nhau. Céc tac dung phu sém thuong gap nhat 1a budn nén, nén,
viém niém mac va dau. Duéi day s& tom tit mot sé bién chiing som, du khong thuong
gap, nhung la nguyén nhan quan trong gay bénh tat va tir vong.

1. VIEM BANG QUANG XUAT HUYET (Haemorrhagic cystitis)

Viém bang quang xuat huyét 1a do doc tinh tryc tiép cua phac dd diéu kién hoa trén

niém mac biéu mo duong tiét niéu hay do tac dong caa virus 1én duong tiét niéu.

— Viém bang quang xuat huyét thir phat sau diéu kién héa thudng xuat hién sém
sau ghép (vai ngay sau ding thuéc hoéa tri lieu) va c6 thé gay ra bai
Cyclophosphamide (hay ifosfamide), Busulfan (dac biét khi két hop véi Cy),
Vepeside hay TBI (hiém gap).

— Viém bang quang xuét huyét do virus xuét hién muén hon (thudng sau ngay tha
30) va c6 thé do human polyomavirus type BK hay JC, adenovirus type 11 (it
gap hon) hay CMV (hiém).

Ty ¢ viém bang quang xuét huyét thir phat sau hoa tri liéu: 1 — 25%, tly thugc vao

c4c bien phéap phong ngira. Ty 18 viém bang quang xuat huyét do virus chua duoc biét
rd; 5 — 25%, tly theo mirc d suy giam mién dich ctia ngudi nhan.

1.1. Chén doan

1.1.1.L&m sang
Tiéu mau, c6 triéu chiing hay khéng triéu chimg, dugce phan do nhu sau:
— Do I: vi thé.
— Do II: dai thé.
— Do I11: ¢6 cuc huyét khbi.
— Do IV: phai c6 dung cu thut rira huyét khéi hay gay bi tiéu hay phai can thiép
phau thuat.

1.1.2.Cgn lam sang
—  Dinh lugng CMV-DNA & chan doan do CMV.
— PCR-BK/JC virus mau dé chan doan do BK/JC virus.

1.2. Pidu tri

1.2.1.Phong ngera
Phong ngira viém bang quang xuét huyét bang cach da truyén va ding Mesna:
— Liéu da truyén dugc khuyén céo la 3 L/m#/ngay.
— Liéu caa Mesna la 2,8 x liéu caa Cy/ngay truyén tinh mach: truyén lién tuc vai 1
L nudc mudi 0,9% trong 24 gio, bat dau tir 4 gio trude lidu dau tién Cy va két
thlic 24 gio sau liéu cubi Cy.
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1.2.2.Diéu tri

Diéu tri nén dya trén phuong phap tiép can 3 budc:
— Da truyén két hop truyén tiéu cau. Chéng chi dinh str dung cac tac nhan dong

mau nhu aminocaproic acid vi chung hinh thanh cyuc mau dong trong bang quang.

Tudi nuéc lién tuc bang quang bang dung dich nudc mudi. Mot sé thanh cong
dugc bao céo véi bang quang dugc nho formalin, alum, nitrate bac, sodium
hyaluronate, prostaglandin E2, GM-CSF hay fibrin glue. Tuong tu, palifermin,
0Xy cao ap, oestrogen va recombinant FVIla cling dugc bdo cdo 1a phuong phap
hiéu qua. Cidofovir, quinolone (ciprofloxacin, levofloxacin: giam sy sao chép
BK) hay ribavirin duoc b&o céo cd hiéu qua ¢ nhiing treong hop viém bang
quang xuét huyét do BK hay adenovirus.

Néu cac bién phap trén khéng giai quyét duoc tinh trang viém bang quang xuat
huyét thi cac bién phap sau co thé duoc xem xét: thuyén tic chon loc dong mach
bang quang (Mot trong nhitng phuong phap don gian nhét va hiéu qua dugc thuc
hién bai cac chuyén gia mach mau); mé bang quang ra da; soi bang quang + dat
formalin (rat dau, co seo va co thit bang quang, doi hoi phai gy mé); catheter
niéu quan dé bang quang nghi ngoi; cau ndi ha vi (c6 thé gay vo sinh); va, cudi
cling la phau thuat bang quang.

2. BENH LY TAC TINH MACH TREN GAN (Hepatic veno — occlusive disease: VOD)
— VOD Ila bién chimg thuong gap va quan trong sau ghép té bao goc do doc tinh

ctia phac dd diéu kién hda trén gan. Hoi chung nay co dic diém vang da, gitr
nudc, ting can va gan to dau xuat hién & tuan thir 3 — 4 sau ghép.

Ty Ié mic phai cua VOD la 3 — 54%. Thay doi nay 1a do cé hay khong c6 cac yéu
t6 nguy co thuong gap. Mot nghién cau tién ctu da trung tdm cong b ty 18 méc
VOD 12 8% ¢ di ghép va 3% & tu ghép. Mot nghién ciru don trung tim cong bd ty
Ié mac VOD theo tiéu chuan Seatle 1 14% va theo tiéu chuan Baltimore 1a 8%.

2.1. Céc yéu t6 nguy co

Nguy co Nguy co thép < Nguy co cao

Kiéu ghép

Kiéu ngudoi cho Ghép dong gien hay tu ghép < di ghép

Tuong thich HLA cung huyét théng < quan hé khac < khdng quan hé huyét thong

Ngudn té bao gbc
Loai botébao T
Tinh trang bénh

Piéu kién hda

— Cuong do
- TBI

Phi hop HLA < bét ky khdng pht hop nao
Mau ngoai Vi < tiy xuong

C6 loai bo té bao T < khong loai bo té bao T
Lui bénh < Tai phat

Cy don doc < Cy + TBI < BvC®
TBI phan doan < TBI don liéu

it hon 12Gy < nhiéu hon 12Gy
Liéu tia xa thap < liéu tia xa cao
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— Busulfan

— Thoi gian
Tuoi/Gioi
Chi s Karnofsky
AST/ALT trwéc ghep
S6 1an ghép
Tia xa gan trudc do
Dung Mylotard trude do
Tinh trang cia gan
CMV huyét thanh
S6t trong diéu kién hoa

Thude doc gan

Yéu té di truyén

Bu tinh mach < Bu ubng diéu chinh < Bu ubng khong diéu
chinh

Thoi gian gitra Cy — TBI 36 gio < 12 gio

Tré < Gia/Nam < N

100 — 90 < duéi 90

Binh thuong < cao

Lan dau < lan tha hai

Khéng < Co

Khéng < C6@

Binh thuong < xo héa < xo gan hay thim nhiém

Am < Duong

Khoéng < Co

Progestogens, ketoconazole, CsA, methotrexate, amphotericin
B, vancomycin, acyclovir, Ig tinh mach®

GSTMI1 duong < GSTM1 khong hoat dong

Céc yéu to quan trong nhdt duwoc in ddm

@ BVC (BCNU, VP, Cy)

@ Ty 1¢ mic VOD lén dén 64% (Wadleigh va cgng sir. Blood 2003)
® Ty I¢ mic VOD cao hon véi Ig tinh mach liéu cao

2.2. Chan do4n
2.2.1.La&m sang

0,

% VOD kinh dién. Xay ra trong vong vai ngay sau diéu kién hoa (tir ngay -1 dén

+21) va dugc dic trung boi sy hién dién cua: vang da (gan nhu 100% trudng
hop), gan to va/hoic dau ha sudn phai va ting can (khoéng do truyén dich qua
mc) véi phu va bang bung.

X/

% VOD mugn. Pic diém 1am sang twong tuw VOD kinh dién nhung xuat hién muon

sau ghép (1/3 truong hop xay ra sau khi bénh nhan xuét vién). Chua yéu gap &
phac d6 diéu kién hoa co su két hop cua cac tac nhan alkyl (busulfan, melphalan,
thiotepa). 1/3 c6 mot dién bién hai giai doan voi dinh tam thoi ban dau theo sau

la giai doan mugn.
VOD Véi suy da co gquan. Pac diém 1am sang tuong ty nhu mo ta ¢ trén va kem

e

AS

thém: giam tiéu cau (khong dap tng truyén tiéu cau); tran dich mang phoi/tham
nhiém phéi; suy than, tim, phéi tién trién; 10 1an, bénh ndo va hén mé.

Mikc d§ bénh trén I[am sang

Nhe

Khéng anh hudng rd rang caa bénh gan

Diéu tri triéu ching thinh thoang (giam dau, loi tiéu)
Triéu ching dugc diéu tri hoan toan

Trung binh

Bi anh hudng cua bénh gan

Can phai diéu tri triéu ching va diéu tri dic hiéu (defibrotide, r-tPA/heparin)
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Daép tmg diéu tri hoan toan (khdng tién trién thanh MOF)
Nang Bi anh huong nang caa bénh gan

Can diéu tri triéu chtng va diéu tri dic hiéu

That bai diéu trj, tién trién thanh MOF

Thong khi co hoc, loc méu, dan luu dich bang.

Chét (trudc ngay 100) do VOD

Mirc dg nhe va trung binh: ty 16 séng d@én ngay 100 12 77 — 91%
Mire dg ndng, dac biét khi tién trién thanh MOF: ty 16 tir vong truéc ngay 100 1a 90 — 100%
Hé théng diém cia VOD
(Bajwa et al., 2003, Bone Marrow Transplatation)

Triéu chiing piém
< Riliehin <
Bilirubin o 34.1 = Bl‘hmbln 75umol 1
e Bilirubin > 75umol 2
Gan to (> 2cm) 1
Ascites 1
. . e >5%nhung <15% 1
Tang can
e >15% 2
PT ting hay can truyén tiéu cau 1
i i -I— A < h ’ \ h - ’
Yéu t§ nguy co uoi 6 thang va/hay ting men gan trudc L
ghep
Tén thuong co quan’ e Mbi co quan ton thuong 1
(trr suy gan) e Maximum 2
Tong diém téi da 10
1 Suy hé hap can théng khi, suy tuan hoan can dung inotropes, suy thdn can loc thén, can choc

dich 6 bung.
v’ 4 diém: goi y VOD som hoic sap xay ra.
v' 5-7 d&iém: VOD trung binh.
v' 8- 10 diém: VOD ning va tién luong xau.

2.2.2.Tiéu chudn chdn dodn

Nhu bat ky hoi ching nao, chan doan VOD phai dya trén 1am sang. Tat ca cac nhom
ghép tuy sir dung mot trong cac tiéu chuan sau:

— Tiéu chuan Seattle: trong vong 20 ngay dau sau ghép xuat hién 2 hay nhiéu hon

cac triéu chung sau: bilirubin > 2mg/dL; gan to hay dau ha suon phai; tang can
(> 2% can nang co ban).

— Tiéu chuan Baltimore: trong vong 20 ngay sau ghép, xuat hién bilirubin
> 2mg/dL kém > 2 triéu ching sau: gan to dau; cb trudng; ting can (> 5% can
nang co ban).

O ca 2 tiéu chuan, cac nguyén nhan khac c6 cac dic diém 1am sang trén nén duoc
loai trir trudc khi chan doan VOD (xem chan doan phéan biét). Ngoai ra, can nhé ring
mot sé truong hop VOD c¢6 thé xuat hién mugn sau ghép.
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a) Cdn lam sang
Cac xét nghiém bd sung khéc c6 thé gitp chan doan la:

Khao sét huyét dong cua gan thuc hién qua tinh mach ¢ hay dui.

Sinh thiét gan.

Siéu am: mot s6 bit thuong co thé khao séat; vach tdi mat day, cb truéng, gan to,
lwu lwong ctra giam hoidc dao nguoc, nhung tat ca chiung déu khong dic hiéu.
DAu hiéu sinh hoc: du ¢ bénh nhan VOD c¢6 su gia ting plasminogen activator
inhibitor-1 (PAI-1) (diu 4n c6 d6 dic hiéu va d6 nhay cao nhit voi VOD),
aminopropeptides of type III collagen va hyaluronic acid, nhung cac xét nghiém
nay it co lgi trong thuc hanh 1am sang.

CT scan va MRI: dé loai trir c4c nguyén nhan khac.

b) Chdn dodn phdn bigt
bé chan doan VOD tat ca cac nguyén nhan dudi day co triéu chirng 1am sang tuong
tu nén duoc loai trir cang nhiéu cang tét, bao gom:

Nhiém tring: Cholangitis lenta (nhiém & gan), nhiém nam, viém gan siéu vi.

R&i loan chirc nang mién dich: GVHD cép & gan.

boc tinh cua thubc: CsA, azoles, MTX, progestogens, trimethoprim-
sulphamethoxazole, TPN, nhitng thubc khéc.

Giam dong chay tinh mach, ting thé tich: viém co tim co that, suy tim sung
huyét, qua tai, suy than.

Khéc: tran dich mang bung do viém tuy, tran dich mang bung do dudng trap,
tham nhiém gan.

2.3. Piéu tri
2.3.1.Phong ngera

Tranh cac yéu té nguy co:

v Tri hoéin ghép té bao gbc khi cd tinh trang viém gan cap tinh; diéu chinh liéu
Bu hay dung Bu tinh mach; TBI phan doan; tranh céc thudc doc 1én gan, ...

v" O bénh nhan nguy co VOD cao, can nhic ghép allo-RIC (ty I&é VOD thap
hon)

Ursodeoxycholic acid: 600-900mg/ngay udng tir khi bat dau diéu kién hoa dén

ngay 30 sau ghép.

2.3.2.Diéu trj

Lwa chon diéu tri dau tién (first line therapy)

Piéu tri trigu chirng® - Han ché mudi va nudc vao * loi tiéu

- Duy tri thé tich ndi mach va tuéi mau than bang
albumin, plasma expanders va truyén mau
(hematocrit > 30%)

Thudc dic higu® - Defibrotide 6,25mg/kg/6gid truyén tinh mach trong

2 gid x 14 ngay®®@
- rt-PA 0,06mg/kg/gio trong 4 gio (maximum
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10mg/ngay) x 2-4 ngay = sodium heparin
20U/kg/ngay truyén tinh mach lién tuc x 10 ngay®

Cac bién phap khac

Piéu tri tri¢u chirng® - Thudc giam dau

- Choc hut dich, choc dich phoi
- Tham phan méu, loc mau

- Thong khi co hoc

Thude dic hiéu - TIPS (transvenous intrahepatic portosystemic shunt:
shunt cira chu trong gan qua tinh mach)®

- Surgical shunt

- Ghép gan

rt-PA: recombinant tissue plasminogen activator

@ piéu tri triéu chitng nén dwoc thuc hién trude, diéu tri dac hiéu dwoc tién hanh ¢ nhing
truong hop nang.

@ DO mét s6 thude khdc dwoc ding (antithrombin 111, prostaglandin, corticosteroids,
glutamin/vitamin E, N-acetylcystein, ...) hiéu qud thinh thodng méi duwoc dé cdp deén.

®) Defibrotide c6 hiéu qua ¢ 50-55% VOD ndng ¢ tén thuwong da co quan va 47-60% song dén
ngay 100 ma khdng co tac dung phu o nguoi lon va tré em.

® Trong mét nghién cizu ngdu nhién thdy rang defibrotide 25mg/kg/ngay c6 hiéu qua twong tu
V6i liéu kinh dién 40mglkg/ngay.

®) rt-PA da dwoc chieng minh chi ¢6 hiéu qua ¢ VOD khéng tién trién. N6 chang chi dinh ¢ bénh
nhan bj suy da co quan (multi-organ dysfunction syndrome: MODS), xudt huyét hodc ting
huyét &p nang.

© Mdc du c6 si cdi thién ¢ tang huyét &p kich phat va co truedng, nhing hiéu qua 1au dai va ty
Ié song rat kém.

3. HQOI CHUNG RO RI MAO MACH (Capillary leak syndrome: CLS)

— Hoi chang ro ri mao mach 1a do t6n thwong & 16p ndi mac mao mach 1am thoéat
dich noi mach vao gian ké va gy cac biéu hién 1am sang.

— Do thiéu cé4c tiéu chuan 1am sang dé chan doan nén di khong co woc tinh chinh
Xé&c vé ty 1é mac phai. Ngoai ra, chan doan phan biét vgi VOD, hoi ching moc
manh ghép hay xuat huyét phé nang lan toa rat kho.

3.1. Yéu té nguy co

Str dung G-CSG, GM-CSF hay K-CSF; liéu tich lily cao ctia héa trj liéu truéc ghép
té bao gbc; ngudi cho khdng ciing huyét théng hay khdng pha hop HLA.
3.2. Chan do4n

3.2.1.Lam sang
Xuat hién trong khoang 15 ngay sau ghép té bao géc, co céc triéu chang:
— Téng can (> 3% trong 24 gio), va
— Phu (cb truéng, tran dich mang phoi, viém mang tim) khéng dap tng véi diéu tri
furosemide.
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C6 thé gap cac dic diém khac: nhip tim nhanh, tut huyét 4p, suy than trude than va
giam albumin mau.
3.2.2.Chin dodn phdn bigt
— Véi hodi chang moc manh ghép (engraftment syndrome: ES): CLS xuét hién
som, khong co6 rash da va dap iing kém véi corticosteroids.
— Véi VOD: CLS khéng c¢6 biéu hién vang da va gan to dau, dap @ng kém Vi
furosemide.
— Vi xuat huyét phé nang lan toa: CLS c6 phu.
3.3. Piéu tri
— Ngung cac yéu td ting truong.
— DU corticosteroid dugc dung dé diéu tri nhung dap tmg kém.
— Ig tinh mach va bevacizumab (anti-VEGF) thanh cong trong mot s6 trudng hop.

4. HQlI CHUNG MQC MANH GHEP (Engraftment syndrome: ES)

— Phong thich mét luong Ion céc cytokine tién viém tir mo bi tén thuong do phéc
d6 diéu kién hda manh va do bach cau hat hdi phuc dugc cho dong vai tro gay ra
ES.

— Ty 1& mac phai khéc nhau tly thudc vao tiéu chuan chan doan. Sau tu ghép: tir 5
dén 25% & nhitng bénh nhan c6 ung thu v hay bénh ty mién. Sau di ghép té bao
gdc thong thuong: chi thinh thoang dugc mo ta (c6 thé do khé chan doan phan
biét vai GVHD). Sau allo-RIC: 10% trong cac nghién ctru gan day.

4.1. Yéu té nguy co

Hau hét cac truong hop ES duoc ghi nhan tir khi c6 yéu té ting truong va ding té
bao gbc tir mau ngoai vi. Vi ly do nay, sé lugng té bao CD34+ nhiéu, moc manh ghép
nhanh va dung yéu té ting trudng (dic biét GM-CSF) duoc cho 1a cac yéu t6 nguy co
chinh ciing nhu bénh nén (ung thu vu, da xo ciing - multiple sclerosis va hoi chung
POEMS).

4.2. Chan do4an

4.2.1.Lam sang

Xay ra trong vong 72 gio tir khi hdi phuc bach cau hat, gém cac dic diém 1am sang
(tiéu chuan chinh):

—  Sét cao khong c6 6 nhidm trung (khong dap tng véi khang sinh va cdy mau am).

— Rash da > 25% bé mit co thé va khéng do phan wng di tng.

— Tham nhiém phdi hoic thiéu 6xy méau khong do qua tai dich, thuyén tic phoi

hay suy tim sung huyét.

Céc triéu chung hiém gap khéc: tiéu chay, tang can va rdi loan chirc ning gan, than

hay than kinh trung wong (tiéu chudn phu).

4.2.2.Tiéu chudn chdn dodn
Khéng c6 mét tiéu chuan chic chan dé chan doan.
—  Spitzer: 3 tiéu chuan chinh hay 2 tiéu chuan chinh va > 1 tiéu chuan phu.
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— Majolino: sét kém rash da, tham nhidém phoi hoic kém tiéu chay.
—  Gorack: > 2 tiéu chuan chinh kém ting can.

4.3. Piéu tri
— Methylprednisone 1mg/kg/12gid x 3 ngay sau d6 giam liéu dan trong vong hon
1 tuan.
— Luén ludn diéu tri khang sinh kinh nghiém thich hop do kho loai trir sét nhiém
trung.

5. XUAT HUYET PHE NANG LAN TOA (Diffuse alveolar haemorrhage: DAH)
Ty 1&é méic phai tir 1-5% trong tu ghép té bao gbc va tir 3-7% trong di ghép té bao

gdc.

5.1. Yéu to nguy co

Cac yéu tb thuan loi cho bién chitng nay 1a 1on tudi, tia xa nguc trude do, di ghép,
phac do diéu kién hda diét tay va GVHD cap nang.
5.2. Chén do4n

Mic di mét sb trudng hop DAH khoi phat mudn, né thuong duoc chan doan trong

vong 30 ngay sau ghép. Mot sb biéu hién chinh gém:

— Kho thg, ho khan, thé nhanh.

—  Thiéu 6xi mau ma can phai tri liéu bang 6xi liéu phap.

— Xquang nguc hay CT ¢6 hinh anh tham nhiém phé nang hay mé k& lan toa hay
khu tri ¢ thuy giira va dudi phoi.

— Rira phé quan thdy xuét huyét ting dan, khéng do nhiém tring (khdng cé tac
nhan gay bénh & rira phé quan), giam tiéu cau, qué tai dich hay suy tim. Dich
chat lién tiép caa 20ml, it nhat 3 phan doan phé quan, xuat huyét nhiéu hon (chi
ra mau trong phé nang).

5.3. Piéu tri

Mot sé nghién ciru nho hdi ciu hang loat ca cho rang methylprednisone liéu cao
(250 — 500mg mdi 6 gio, 4 — 5 ngay va giam lidu trong 2 — 4 tuan) 1a lya chon diéu tri.
Tuy nhién, mot sb tac gia cho rang corticoid c6 hiéu qua kém ddi véi DAH. Tai t6 hop
yéu té VIIa dugc sir dung thanh cong & mot sé truong hop.

6. BENH VI MACH HUYET KHOI (Thrombotic microangiophathy: TMA)

— TMA la thuat ngit dung dé md ta hoi chung tan huyét ting uré huyét
(Haemolytic uraemic syndrome: HUS) va ban xuat huyét giam tiéu cau huyét
khéi (Thrombotic thrombocytopenic purpura: TTP) két hop véi ghép té bao gdc.

— Poc tinh cua phac d6 diéu kién hoa, cing véi cac yéu td khoi phat khac ma
khdng hiéu rd, tao nén rdi loan chirc nang ndi mé véi hoat hoa tiéu cau ndi mach
va hinh thanh huyét khéi giau tiéu cau trong vi tuan hoan. Trai véi TTP kinh
dién, hoat dong ADAMTS13 rat hiém khi giam xudng du6i 10%.
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— Ty lé mic phai: dudi 4% trong ty ghép té bao gdc. 15% trong di ghép té bao gdc
(7% trong mot nghién cau cua EBMT).

6.1. Yéu td nguy co

Ty I¢ mac bénh cao & bénh nhan cé TBI, calcineurin inhibitors (CNI), sirolimus,
ghép tir nguoi cho khong quan hé huyét théng hay khdng pht hop HLA, GVHD hay
nhiém CMV/nam.

6.2. Chan doan

6.2.1.L&m sang
Thudng xuét hién & khoang ngay thir 60 nhung biéu hién sém (ngay thir 4) hay tré
(2 ndm) cling da duoc md ta. Biéu hién:

— Thiéu mau tan huyét vi mach mau (microangiopathic haemolytic anaemia:
MHA) (thiéu mau, > 2 — 5% hong cau bién dang, ting LDH va cac dau hiéu
khac cua tan huyét).

— Giam tiéu cau hoic ting nhu cau truyén mau.

—  S6t khdng ¢6 6 nhiém tring.

— Suy than va/hay bat thuong than kinh (md vo ndo, co giat, hinh anh dién hinh
ctia than kinh trung uong trén phim CT-scan).

6.2.2.Tiéu chudn chéin dodn

Blood & Marrow Transplant Clinical Trials Network consensus
— Manh v& hong cau va 2 hong cau bién dang trén quang trudng vat kinh Ion cua
phét mau ngoai bién
— Dong thoi ting LDH
— Pdng thoi co rdi loan chic nang than® va/hay than kinh ma khong ¢ nguyén
nhan nao khac
— Coombs test tryc tiép va gian tiép am tinh

International Working Group
— Tang ty 18 hdng cau bién dang (> 4%) trong mau ngoai vi
— De novo, giam tiéu cau kéo dai hay tién trién
— Tang LDH dot ngot va dai dang
— Hb giam va ting nhu cau truyén hong cau
— Haptoglobin giam

Probable TMA
— Tang ty Ié hdng cau bién dang (> 4%) trong méau ngoai Vi
— Pdng thoi ting LDH
—  Giam tiéu cau < 50 x 10°%/L hay giam > 50% s6 lugng tiéu cau
— Coombs test tryc tiép va gian tiép am tinh
— Haptoglobin giam
— Khodng cé bénh 1y dong mau

@ Creatinine ting gap do6i so véi muc co ban
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6.2.3.Cac dgng lam sang

Hai dang 1am sang chinh caa TMA c6 thé gap:

— Dac tinh cua than (hay doc tinh than kinh) lién quan dén CNI véi MHA: kinh
dién xut hién som sau ghép, lién quan dén muc d6 doc tinh cua CNI, va co thé
hoi phuc sau khi ngung thubc. Thuong sé tién trién thuan loi néu né cai thién
nhanh chong sau khi ngung CNI.

— Khéng lién quan dén doc tinh cua CNI, ¢6 hai dang 1am sang:

v HUS lién quan dén phac d6 diéu kién hda: TMA chu yéu anh huong dén
than, thudng gay ra suy than thiéu niéu hay vo niéu véi ting huyét ap, MHA,
giam tiéu cau.

v TMA da yéu tb: xay ra sém sau ghép, suy than, réi loan than kinh trung
wong, ting huyét 4p, MHA va giam tiéu cau lién quan dén GVHD, virus va
nhidm nam. Hau hét cac truong hop sé& tir vong va khong dap tng véi Gc ché
CNI, thay huyét twong hay liéu phap diéu tri Khac.

6.3. Piéu tri

6.3.1.Phong ngera

Bién phép thich hop duy nhét 1a kiém soat chit ché (2 — 3 lan/tuan) CNI, LDH va
creatinine.
6.3.2. Diéu tri

Phuong cach higu qua duy nhat & mét sé truong hop 1a ngung CNI ngay 1ap tuc,
thém thudc du phong/diéu tri GVHD khéc (corticosteroids, mycophenolate, azathioprine).

7. HOI CHUNG VIEM PHOI VO CAN (Idiopathic pneumonia syndrome: IPS)

— Hoi chitng nay 1a hau qua caa nhitng ton thuong phdi khdng do nhiém tring sau
ghép, duoc gay ra boi doc tinh cua phac do diéu kién hoa, ton thwong mién dich
trung gian té bao, cytokine viém va cd thé bi nhiém triing phéi che Iap.

— Viéc cai thién cac phuong phéap chan doan, ty & IPS da giam xudng tir hon 20%
trude ddy o di ghép té bao gbc xubng con it hon 10% & thoi diém hién tai (8,4%
& di ghép thong thuong va 2,2% o allo-RIC). Khong thuong gap o tu ghép té
bao gdc.

7.1. Yéu té nguy co
Phéac do diéu kién héa manh, dung TBI, di ghép té bao gbc, 16n tudi, bach cau cap
hay MDS c6 biéu hién GvHD.
7.2. Chin do4n
7.2.1.Lam sang

Xuit hién ¢ khoang ngay thir 20:

—  S6t, ho khan.

— Théo nhanh, thiéu 6xy mau.
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— Tham nhiém phé nang hoac mé k& lan toa trén Xquang hoac CT scan.

7.2.2.Tiéu chudn chén dodn
Chén doan duoc chap nhan khi cé cac bang chung:
—  Tbn thuong phé nang lan toa (1am sang, Xquang va/hay co ning); va
— Khong cd nhiém tring hd hap dudi (tat ca cac mau cdy va xét nghiém khi ria
phé quan hay sinh thiét ph6i déu am tinh); va
— Khéng cé suy tim, suy than cap hay qua tai dich do truyén.

7.3. Didu tri

Diéu tri nang d& (gom the may xam Ian va khong xam lan, loc méu), khang sinh pho
rong va corticosteroids. Methyl-PDN liéu cao hay thap cd hiéu qua han ché. Mot sé
nghién ctu thay rang trung hoa TNF-a c6 hiéu qua. Etanercept tiém dudi da véi lidu
0,4mg/kg x 2 lan/tuan, téi da 8 liéu két hop véi corticosteroids dudng nhu ¢6 hiéu qua &
2/3 bénh nhan va cai thién ty Ié song con.

TAI LIEU THAM KHAO
1. E. Carreras. Early complications after HSCT. Haematopoietic stem cell transplantation
2012; p. 176-195.
2. J. H. Antin andD. Y. Raley. Veno-occlusive disease. Manual of stem cell and bone
marrow transplantation 2009; p. 139-143.
3. M. Abinun and J. Cavet. Gastrointestinal, respiratory and renal/urogenital cpmplications
of HSCT. Practical Hematopoietic stem cell transplatation 2007; p. 126-132.
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BENH MANH GHEP CHONG KY CHU CAP TiNH
(GVHD CAP)

1. CHAN POAN BENH

1.1. Tiéu chuan chan do4n xac dinh bénh

GVHD la bién ching cua diéu tri ung thu, thuong xay ra sau di ghép té bao goc (Mot
s hiém bao céo xay ra sau truyén mau, sau tu ghép), do té bao T caa ngudi cho tan
cong 1én cac co quan cua nguoi nhan. Vi vay, chan doan GvHD 1a chan doan 1am sang
(két hop cua bénh str, yéu té thuan loi, biéu hién ton thuong co quan dich) duoc cang cb
thém bang nhitng bang chimng sinh hoc.

1.1.1.Yéu té thudn loi

Nguwoi cho: Nguwoi nhan:

Lién h¢ huyét thong hay khdng? Tuoi lon

Khéc biét HLA 16n Diéu kién hoa diét tay
Khéc gidi tinh Phéac d6 du phong GvHD

D3 hoat héa di mién dich (truyén méu)
Nguon té bao gbc (tuwoi > dong lanh, té bao T)

1.1.2.Tan sudt: Tir 10 — 80%, trung binh 12 40%.

1.1.3.Phan logi: GVHD chia thanh cip va man. Tuy nhién, c6 mét ty 1é nho c6 su
chéng lap.
- Cap:
+ Khai phat nhanh.
+ Thuong biéu hién trén da, tiéu hda va gan mat.
+ Thuong biéu hién 2 -3 tuan sau ghép (HT c6 thé cham hon).
- Man:
+ Khoi phéat &m tham.
+ Dién tién thuong tu nhién.
+ Thuong xuat hién sau 3 thang.
Luu ¥ van ¢ ty & chong 1ap vé thoi gian, khi nay phan biét dya vao dién tién 1am sang.
1.1.4.CAc tén thwong co quan dich thwong gap trong GVHD cdp
- Tbn thuong da:
La co quan anh hudng nhiéu nhét (chiém 75%).
C6 44% chi biéu hién da don thuan.
Biéu hién bang hong ban da dang, thudng xuat hién dau tién & 1ong ban tay.
Nang cd thé day sing, troc vay hodc bong nudc, ¢ thé kém cam giac ngira,
rat...
- Tén thuong duong tiéu héa:

+

+ + +
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+ L& ton thuong thuong gap thir hai sau da, ¢ thé phan biét hoic phéi hop ca
duong ti€u hoa trén va dudi.

+ Duong tiéu hoa trén:

Biéu hién bang cam giac budn non, ndn, chan an. ..

Mot s6 bao cdo XHTH trén la triéu chimg dau tién caa GVHD.

C6 thé khong kém theo GvHD dudng tiéu hoa dudi.

Xac dinh chin doan trén Sinh thiét.

+ DBuong tiéu hoa dudi:

e Biéu hién tiéu chay toan dong phan nuéc xanh réu, cé nhay niém mac troc.
e Ning cd thé XHTH, dau bung, thang rudt...

e Hinh anh phu né thanh ruét.

e GPB latiéu chuan vang. Tuy nhién 1am sang 1a xac dinh.

Phan biét: Diéu kién hoa, nhiém tring (C. diff), CMV...

Ton thuong gan mat:

+ Xuét hién < 20% céc ca, 1a biéu hién cua GvHD d6 nang.

+ Dic trung nhat 12 tinh trang tic mat do té bao T nguoi cho tin cbng 1én té bao
biéu mé dudng mat nguoi nhan, xu thé tang bilirubin hon 14 ting men gan.

+ Phéan d6 dua trén Bilirubin (theo bang trén).

Phan biét: Boc tinh thudc, VOD (SOS), VGSV.

Ton thuong két mac — giac mac:

+ Biéu hién viém két —giac mac: d6 mat, sg anh sang, cam giac rat, ngaa, chay
nuéc mat. Giam thi luc do hinh thanh gia mac. Ning c6 thé loét giac mac
gay mat thi luc.

Mot s6 ton thuong con chua rd ban chét:

+ Phoi: hiém gip, c6 thé biéu hién dudi dang IPS ton thuong phdi khdng rd
ban chit va khdng c6 bang chtng vi sinh.

+ €O thé biéu hién than kinh (gidng nhu TMA).

+ Giam tiéu cau khdng rd nguyén do.

1.2. Chan do4n giai doan bénh

Do Da Gan mat Tiéu hoa
0 Khéng Bilirubin < 2mg/dl | Khong
(35umol/l)
1 Hong ban <25% dién Bilirubin 2 - <3mg/dl | Tiéu long tir 500 - 2000ml/ngay
tich da va khéng co (35-50umol/l) Budn nén, non
triéu chung kém theo
2 San hong ban 25 - Bilirubin 3 - <6mg/dl | Tiéu long tir 1000 -1500ml/ngay
<50% kem ngtra hoac (51-102umol/l) Budn nén, non
troc vay
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3 Hong ban, bong nude
chiém >50%

Bilirubin 6 - <15mg/di
(203-255umol/l)

Tiéu long >1500ml/ngay
Budn ndn, nén

Do da hoac viém loét
hodc bong nudc toan
than

Bilirubin >15mg/dlI
(>255umoll/l)

Dau bung, c6 thé kém véi liét
rudt

Phén d6 ton thwong GvHD miit:

Acute ocular GVHD

Acute GVHD Organ Staging

Gl: stool volume/24hrs

Skin: Rule of 9's

Do I: Sung huyét don thuan

Do 1I: Sung huyét kém sung bd mi
Do I11: Hinh thanh gia mac

Do 1V: CH vét loét trot gidc mac
Phan do két hop: GVHD mit khong
nam trong bang phan do két hop
nhung d6 14 yéu té tién luong GVHD

* Stage 1: hyperemia alone
WAL ¢ Stage 2: hyperemia with
serosanguinous chemosis
+ Stage 3:
pseudomembranous

conjunctivitis

Liver: Bilirubin
| » Stage4:
"

pseudomembranous

conjunctivitis + corneal F

epithelial sloughing

rat nang
Grade — Da Gan Tiéu Tong trang (ECOG)
P phdi hep mat héa

0 0 0 0 0

I(A) 1-2 0 0 0

11(B) 1-3 1 1 1

(C) 2-3 2-3 2-3 2

IV(D) 2.4 2.4 2.4 2-4

2. YEU TO TIEN LUQNG BENH
Do ton thuong ciia co quan dich va phan d6 két hop chinh 1a yéu t6 tién luong bénh.
Véi d6 1IV(D), ty 1€ tir vong téi hon 90%.

3. BILAN TRUOC PIEU TRI PAC HIEU

3.1. Bilan xét nghiém thwong quy
- Huyét d, Sinh héa mdi ngay.
- Pong mau toan bd, manh v hdng cau mdi tuan.
- Siéu am tong quat, Xq phoi thuong quy mai tuan.
- Galactomanan theo d&i nam mai tuan.

3.2. Bilan xét nghiém dé chan doan xac dinh bénh: CRP, Procalcitonin, AST-ALT,
Bilirubin, IL2R (CD25-), T cell (CD3,4,8,19,56). Noi soi, sinh thiét néu diéu kién cho
phép (Noi soi bang vién nang 14 phuong phép khong xam 14n).

3.3. Bilan xét nghiém danh gia diéu tri nang d&: Albumin, Cholesterol, Triglycerid,
Immunoglobulin, Ion dd, PT, aPTT.

3.4. Bilan danh gia nhiém trung khi c6 sét: Ciy mau ngoai vi va trung uong, soi cy

céc dich tiét, 6 nhiém tring (luu ¥ nim, pneumocystic, virus...)
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4. PHAC PO PIEU TRI
4.1. Piéu tri buéc 1

GVHD cap
L e 0 T Lor Danh gi khing Corti:
2. Lam sang 1. Sau 5 ngay khong giam
3. Sinh hec do/c6 dau higu bat hoat
2. Tang d6 sau 72h (3 ngay)
st dung liéu tan cong
| |
bo I(A) bo 11(B) bo 1l1-1V(C-D)
T6i wu hoa phac d6 du mPSL 2mg/kg, chia 2 mPSL 2mg/kg, chia 2
phong lan/ngay lan/ngay

Theo d6i sat lam sang

- Ty lé dap ung toan bo 35%, dap tng mot phan 20%

- Panh gia co dap tmg diéu tri, can duy tri liéu tn cong it nhat 2 tuan.

- Vi truong hop diung liéu 2mg/kg, sau 2 tuan can giam nhanh xuéng 1mg/kg du
4 tuan.

- Sau d6, giam liéu dan 10mg/tuan, giam liéu cix chiéu trudc.

- Trong qué trinh giam liéu, néu c6 tinh trang tai phat GVHD, can duoc dénh gia
lai ddy du, dung lai liéu tin cdng va hoi chan bénh vién.

- Truong hop danh gia khong dap @ng, can chuyén qua diéu tri buéc 2.

4.2. Piéu tri buéc 2: CH thé phdi hop mot hoic nhiéu:
1. ATG (ngua) 8 - 10mg/kg x 4 ngay (TTM trong 3 gid, luu ¥ phan ttng qua man)
2. MMF 1,5-3g/ngay (uéng 3 lan/ngay) lién tuc cho t6i khi kiém soat 6n dinh duoc
GVHD.
3. Infliximab 5-10mg ting dot (TTM cham) danh gia mdi tuan
= ATG wu tién hon néu ton thuong gan chiém uu thé.
= Anti TNF néu duong tiéu hda chiém uu thé.
= Luu y két hop cang nhiéu thudc thi kha ning @c ché mién dich cang
nhiéu dan toi tinh trang nhidm tring, tai hoat virus cang cao. Do vy, that
su can hoi chan va can that k¥ tdy timg truong hop cu thé.

4.3. Piéu tri buéc 3: (Trién vong tuong lai)
1. Bét hoat té bao T ngoai co thé (co thé coi nhu budc 2).
2. MSC: Ghép té bao trung mé.
3. GvVGVHD.
4. Thubc méi: IL-2 antibody (budc 2), Alemtuzumab (anti CD-52) 10mg/kgx
thuong dung 5 ngay (budc 3) .
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5. PIEU TRI HO TRQ: Péng vai tro song con déi véi bénh nhan GvHD ning

5.1. Dw phong nhiém trung: (ddc biét trong ghép Haplo, suy giam mién dich nang)
- Virus: CMV téi hoat: Ganciclovir (Tham khao phac d6 CMV).
- Vi tring: Khang sinh, khang nim dy phong, Bactrim 0,960g cach ngay ddi véi
Pneumocystic (Tham khao phac db khang sinh kinh nghiém).

5.2. Dinh duwéng tich cwe, diéu chinh nuére, dién giai

- Ning luong téi thiéu can dat 50Kcal/kg/ngay (hoic 2000-2500Kcal).

- Pam can dat tir 1-2g/kg, uu tién Morihepamin (GvHD gan phdi hop).

- Lipids (long-chain triacylglycerols — vd: Oliclinomel N4 (ngoai bién: 600Kcal),
N7 (1200Kcal)) nén chiém 30-40% tong niang luong).

- Con lai la Glucose.

+ Dinh dudng tinh mach nén chon Ia Oliclinomel vi it tao ra chat gay sbt noi
sinh hoat hoa bach cau hat hon so véi nhitng dung dich lipid khac.

- Trong trudng hop tiéu chay kéo dai, can hd tro dinh dudng tinh mach, bo sung
vitamin, nguyén té vi lugng co ban; Ca, Na, K... diéu chinh theo Ion do va l1am
sang.

- Vit K1 10mg/tuan.

- Do I duong tiéu hoa co thé an néu khong dau bung.

- Trong giai doan cip nén nhin an hoan toan. An lai khi hét triéu chimg dau bung.

- Khi 4n lai nén bit dau bang sita khong c6 Lactose (Lactose-free) va dam ly tach.
Bt dau tir it ti nhiéu.

5.3. Kiém soat dau: Han ché dung Paracetamol.
- Khi dau nhiéu, c6 thé st dung opioid (vd: Fentanyl 25-50ug/h (Bom tiém dién)
trong thoi gian ngin (1-3 ngay)).

5.4. Cham séc da
- Kem dudng da chiét xuat tir bo thién nhién khi ¢ kich tng 1 lan/ngay (vd:
Secalia), thoa vét trot (vd: Curiosin, Epithelial).

5.5. Chiim s6c¢ mit
- Corticoid tai chd 4-6 lan (Predfort).
- Khang sinh dy phong.
- Pomad chdng dinh.

5.6. Vit ly tri li¢u — Nang do tam ly

TAI LIEU THAM KHAO
1. Tran Van B¢, Tran Van Binh, Biru Mat, Nguyén Tan Binh, Bao Minh Hién. Ghép tay
xuong. Nha xuét ban Y hoc 2001.
2. Marcelo Pasquini, Acute Graft vs. Host Disease: Prophylaxis and Treatment.
Latimer, A. Devergie, Acute GVHD, ESH-EBMT 2009.
4. Diagnosis and management of acute graft-versus-host disease, BJH guidline.
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BENH MANH GHEP CHONG KY CHU MAN TiNH

(GVHD MAN)

1. CHAN POAN BENH

1.1. Tiéu chuén chan doan xac dinh bénh (theo NIH working group)

Triéu Triéu Triéu ching
CO}V. chikng chirng Kha gap 6 ca Can lam
qu?:i ! “chan “phan ac GVHD cép va sang
doan”® | higt”®@ man
Téon
thuong da
loang 15 Ly Y Ban do
Da Giér?g Matsac | Glamsactoda | g 1 Sinh thiét da
\ to da Tang sac to da ,
mang Ngua
lichen
Xo ctng
Loan
dudng
Mobng co
Moéng soc theo
chiéu doc
hoic dé
gé}/
Téc I-!0|, fung Toc bac sém
toc
o Mang Kho Viém niém
Miéng . A
lichen miéng mac
Mit Khomat | 59 anh sang
Viém mi mat
Bo phan .
sinh duc Mang Loét
e lichen
ngoai
Budn ndn
Puong Hep thuc N6n Noi soi néu
tiéu héa | quan Biéng an, sut | can
can
Bilirubin,
ALT hay AST | Bilirubin,
Gan ting trén 2 lan | ALT, AST
gioi han trén Sinh thiét
cua mic binh | gan néu can
thuong
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Chuc nang
hd hap
Viém phé C T scan neu
z: " can thiet (dé
Phoi quan tac -
nghan Ioa|~ tru
nhiém trung)
Sinh thiét
phdi néu can
C(r; day Vlgm day - Vop be
chang, chang, Viém co Dau khé
khép ctng khop P
Huyét db
. Giam 3 dong Tuy d6
He tao Giam hoic tang Sinh thiét
mau va : s
_x gammaglobuline tay
mien , , 2
dich mau Khang thé
! Tu khang thé khang tiéu
cau néu can
Bénh ly than kinh
ngoai bién
Khac Nhuoc co

Bang bung, tran
dich mang tim hay
mang phoi

@ Trigu chitng chan dodn GvHD man ma khong can thém tri¢u ching hay xét nghiém khéac.
@ Triéu chitng khong géap & GVHD cdp nhung khéng dii @é chin dodn GvHD man.
Dé chan doan GvHD man can:
- It nhat mot triéu chung “chan doan” hoic,
- It nhat mot triéu chitng “phén biét”, véi chan doan xéac dinh bang sinh thiét hoic
can lam sang khac.

1.2. Hé théng diém quéc té (theo NIH working group)

S6 lwgng co quan | GVHD man nhe | GvHD man trung binh | GvHD man ning
1 co quan hay vi tri 1 diém 2 diém 3 diém
2 co quan hay vi tri 1 diém 2 diém 3 diém
3 co quan hay vi tri 1 diém 3 diém
Ton thuong & phoi 1 diém 2 diém

0 diém = khong tri¢u chang

1 diém = triéu chiing nhe

2 diém = triéu chung trung binh
3 diém = triéu ching nang

2. CAC YEU TO NGUY CO MAC GvHD MAN
- C6 GVHD cip trudc do.

210




Phu luc

Cit lach trudc do.

Bénh nhan hoic ngudi cho 16n tudi.
Nguoi cho la nit va ngudi nhan la ni.
Truyén lympho ngudi cho.

Ngudi cho khdng quan hé huyét théng hoic HLA-mismatched.

Ngudn té bao gbc tir méau ngoai vi.
Thoi gian du phong CyclosporinA ngan.
CMV huyét thanh nguoi cho hodc ngudi nhan (+).

3. PHAC PO PIEU TRI
3.1. Piéu tri hang dau

Két hop CsA va prednisolone:

v' Cyclosporin: 6 - 12mg/kg/ngay va duy tri nong d6 Cyclosporin trong mau

(Itc To) la 200 — 400ng/mL.
v Prednisolone: 1mg/kg/ngay.
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Prednisone + CsA

l

~ Cai thién sau 2 tuan — gigm lieu
v" Giam Prednisone 25% liéu cach ngay mdi tuan trong vong trén 3 tuan dé dat duoc 1 mg/kg cach
ngay
Corticoid (mg/kg/ngay)

11 111 1 1_ 111 1 1 1 1 27510751075 1075 1051 05 1 051

N —— | ————— — e —— T

T2 T3 T4 T5 T6 T7C 2T3 T4 T5 Te T7 CM|T2 T3 T4 T5 T6 T7 C 2 T3 T4 TS5 T6 TIC
Tuéin 1 Tuiin 2 Tuin 3 Tuén 4

02510251 02510251 0 1 0 1 0 1_0 1 0 1 0 1 O_ Dénkhitriéuching caithién

o = = —— —— o | = ——— — 1

T2 T3 T4 TS5 T6 T7CN|| 2 T3 T4 TS T6 T7 CM|T2 T3 T4 T5 T6 T7 CN| 2 T3 _T4_T5 T6 T7C
Tuin 5 Tuén 6 Tuén 7 Tuén 8

v Sau khi dat dugc liéu 1 mg/kg cach ngay, tam ngung giam lidu va duy tri lidu nay cho dén khi
tat ¢4 cac triéu chimg cai thién

v' Khi gidgm li¢u prednisone dat myc tiéu ma tri¢u chimg bénh khéng bung phat, bat dau giam licu
CsA trong vong trén 3 tuan dé dat dugc 10 mg/kg vio nhimng ngay khéng ¢ prednisone

v" Dénh gia dap (mg sau mdi 3 thang

/\

Bénh dap (rng hoan toan X , Benb ticp tuc dip tmg
Giam chim m3i 2 tuin va Tiep tuc licu dang dung va danh gia lai sau 3 thang

. . Khi dat dugc licu dap tmg t6i da, tiép tuc liéu dang
duy tri 3- 9 thing dimg thém 3 thang va gim lid

\/

Bénh ting 1én hoic tai phat lai vao bét clr budc nao cua gidm lidu
Ting liéu prednisone 1én 2 bac vdi liéu hang ngay trong 2 — 4 tuan, sau d6 giam thanh li¢u cach
ngay
Tiép tuc diéu tri it nhat 3 thang trude khi giam lidu

Khéng dip (mg trong vong 2 — 3 thang hodc bénh tién trién trong vong 1 thing
Diéu tri ciru vot

GVHD man khéng steroid duoc dinh nghia 14 khi:
v/ Bénh van tién trién sau 2 tuan dung prednisolone 1mg/kg/ngay hoic,
v' Bénh 6n dinh véi liéu prednisolone > 0,5mg/kg/ngay sau 4- 8 tuan hoic,
v' Khdng thé giam liéu prednisolone < 0,5mg/kg/ngay.
3.2. Piéu tri ciru vét
Khong c6 phuwong phap diéu tri chuan cho bénh nhan thét bai voi diéu tri hang dau.
Mot s6 liéu phap diéu tri duoc dung:
- Corticoid liéu cao.
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- Extracorporeal photochemotherapy (ECP).

- Sirolimus.
- Tacrolimus.
- MMF.
- Pentostatin.
- MTX
- Imatinib.
- Thalidomide.
- Azathioprine.
- Retinoids.
- Anti-CD20.
- Anti-CD52.
3.3. Tac dung phu caa cac thuéc
Thuéc Téc dung phu Luu
Corticoid liéu ﬁ}osggr;(;(fln%&rl:gal Quan trong nhung phai c6 nhiing giai fioan
cao dwong h.uy i ngung corticoid vi tac dung phu cta nd
ECP Pha'kSHNdl‘mg duong Khéng ¢ corticoid, rat an toan
truyén tinh mach
Tang lipid mau, rash, | Tang nguy co TMA khi két hop véi calcineurin
Sirolimus suy than, nhiém inhibitors, it gay giam tiéu cau, phai theo ddi
trung, TMA thuong xuyén
. bac tinh ¢ than, tang | Khdng co corticoid, nén tranh dung khi co6 suy
Tacrolimus X4 4 A
huyét ap than
NPT , Tang nguy co tai hoat hda virus, khéng co
MMF Non oi, tiéu chay, coﬂio?d,}iiéc tinh trén hé tiéu héa c6 ?hé giéng

giam bach cau

GVHD vé 1am sang va md hoc

Pentostatin

Giam 3 dong, nguy
co nhiém triing

Dat két qua tét nhat & tré em, than trong khi
suy tay, ac ché mién dich kéo dai

Dap ung t6t nhat doi véi GVHD man ¢ da va

MTX Giam 3 dong niém mac, khéng cé corticoid
.. o, Pat két qua tt nhat & ton thuong xo cing bi, hiéu
Imatinib Gitt nudc \ N X N
qua trong viém tiéu phé quan nhe va trung binh
Thalidomide boc tinh than kinh, Co thé duoc sur dung dong thoi trong da u tay

giam dau, bon

tai phat

Azathioprine

Giam 3 dong, nguy
co nhiém triing

Ting nguy co mac cac bénh &c tinh & miéng

boc tinh ¢ da, tang

Retioids SR Hiéu qua & tén thuong xo cing bi
lipid méu
. x_ .. | Hiéu qua & cac biéu hién qua trung gian tu
Anti-CD20 Nguy co nhiem trung khéng thé, GVHD man & da va co xuong
Anti-CD52 Nguy co nhiém tring | Lya chon cudi cling
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3.4. Dy phong nhiém trung

Nhiém tring Du phong
Pneumocystic pneumonia Co-trimoxazole
Varicella zoster virus Aciclovir
Cytomegalovirus®) Ganciclovir, Foscanet
Nam Itraconazole; Voriconazole; Fluconaxole

®) Dy phong CMV khi ghép haplo c6 loai bo lymphoT

3.5. Piéu tri hd tro

Co quan Dw phong/Piéu tri

Trénh tiép xdc anh sang mit troi, 1am mém da tai chd, steroids,

Da thudc tri ngtra, khang sinh tai chd
Steroids va giam dau tai chd, tacrolimus boi,

Miéng cyclosporin/tacrolimus sic miéng, kich thich tiét nuéc bot (gum
khong duong)

Mt Nudc mat nhan tao, steroids tai chd, cyclosporin nho mat, khang
sinh tai cho

Tranh dung nhitng san pham hoa hoc (nhu xa bong), rira bang
Amho va am dao | nude am.
Estrogen tai chd, tacrolimus boi

buong tiéu hoda Phau thuat néu hep thuc quan

Gan Ursodeoxycholic acid

Phoi Steroids xit

Huyét hoc G-CSF, immunoglobulin

Co xuong Vit ly trj liéu, bisphosphonates néu loang xuong

TAI LIEU THAM KHAO

1. Jane Apperley and Tamas Masszi, “Graft versus host disease”, The EBMT handbook on
Haematopoietic Stem Cell Transplantation (2012), p.216-233.

2. M. Abinun and J. Cavet, “Graft-vs.-host disease and post-transplant lymphoproliferative
disease”, Practical Hematopoietic Stem Cell Transplantation (2007), p.117-125.

3. Georgia B. Vogelsang, “How I treat chronic graft-versus-host disease”, Blood (2001),
97:1196-1201.

4. “Management of chronic graft versus host disease”’, Oxford University Hospitals.
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TU GHEP TRONG U NGUYEN BAO THAN KINH

Phuong phap tu ghép 13 mot phan quan trong trong phac d6 diéu tri bénh u nguyén
bao than kinh (bao gém: héa tri, phau tri, tw ghép TBG, xa tri va diéu tri chuyén hoa).

1. CHI PINH
Tu ghép té bao gbc tao mau dugc chi dinh trong nhimg trudng hop u nguyén bao
than kinh nhom nguy co cao.

2. THU THAP TE BAO GOC

2.1. Bilan trwéc thu thap té bao goc

Sau khi hoan tat hoa tri liéu, bénh nhan duoc thuc hién nhirng xét nghiém sau:

—  Huyét dd.

— Sinh hoa: AST, ALT, Bilirubin, BUN, Creatinin, ion, CRP.

— Dbong mau: aPTT, PT, Fibrinogen.

— Siéu &m tim, bung, ECG.

—  Xquang nguc thang.

— Siéu vi: HbsAg, antiHCV, HIV, HTLV-1, CMV, EBV.

— VDRL, Toxoplasma, KST sot rét.

— Bilan danh gia dap (tng vai hda tri liéu: CTscan, PETscan....
2.2. Hoi chan lién vign

Sau khi d3 hoan tit cac bilan trudc thu thap, khoa c6 bénh nhan chi dinh ghép sé& hoi
chan ciing véi hoi dong chuyén mdn caa bénh vién Truyén Mau Huyét Hoc dé xac dinh
lai chi dinh, diéu kién tién hanh ghép, thoi gian cho qua trinh thu thap té bao gdc va ghép,
cac bugc chuan bi bénh nhan, quy trinh chuyén bénh nhan gitra cac khoa va bénh vién.

2.3. Qua trinh thu thap té bao goc
—  Yéu cau truéc thu thap:
+ Téi thiéu phai dat dap tng mot phan theo tiéu chuan INRC.
+ Phai duoc kiém tra tuy d6 va sinh thiét + MRD (néu c6 xam nhap tay).
—  Thoi diém thu thdp:
Sau khi két thic tin cong, tay da hoi phuc tot va trudc khi phau thuat.
Néu khong du té bao gdc, o thé tién hanh thu thap té bao gdc 1an 2 sau phau thuat
— Céch thire huy d@éng: G-CSF 10pg/kg x 3 ngay, bat dau huy dong bang may
chiét tach ty dong vao ngay thir 4.
—  Muyc tiéu: s6 lugng CD34+ > 3 x 10%/kg thé trong ngudi nhan,
Sau thu thap té bao géc, BVTMHH s& lién hé va chuyén bénh nhan vé lai khoa, bénh
vién ban dau dé duoc tién hanh phau thuat theo phac dd (néu co chi dinh va c6 kém theo
két qua sb luong té bao gdc thu thap).
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3. GIAI POAN TU GHEP TE BAO GOC

3.1. Bilan trwéc ghép

Huyét do.

Sinh h6a: AST, ALT, Bilirubin, BUN, Creatinin, ion, CRP.

bong méu: aPTT, PT, Fibrinogen.

Siéu am tim, bung, ECG.

Xquang nguc thang.

Bilan d4nh gia dap (g véi hda tri va phau thuat: CTscan, PETscan. ..

3.2. Tiéu chuin tién hanh tu ghép té bao géc

3.3. Ph

Hoan tat giai doan tin cong va phau thuat.

Dat it nhit 1a dap ttng mot phan (PR).

ALT va Bilirubin < 2 lan gigi han trén.

Clearance creatinine > 60ml/ph/1,73m?2 va creatinine < 130umol/L.
EF > 55%, khong c6 dau hiéu suy tim.

Xquang nguc binh thuong va SpO; binh thuong.

S6 luong té bao gde du > 3 x 10%/kg thé trong ngudi nhan.

ac do diéu kién hoéa truwéc ghép

Thube

-7 -6 5 -4 -3 -2 -1 0

Busulfan IV

(Xem li
duwoi)

éu bén XX | XXXX | XXXX | XXXX | XX

Melphalan 1V
(Xem li

duwoi)

éeu bén X

Da truyén

31/m2/d

Truyén TBG X

Ondansetron

0,15mg/kg X X X X X X X X X

31an

Dexamethasone
6mg/m?2 x 4 lan

Phenytoin
5mg/kg/ngay X X X X X X X
chia 3 lan

Ursodi

ol

300mg/m?/ngay | X X X X X X X X

chia2 |

an
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Liéu Busulfan IV: Liéu Melphalan:
<9Kkg: 1,0mg/kg 140mg/m2 tré 16n
9-16kg: 1,2mg/kg 120mg/m? tré nho

16-23kg: 1,1mg/kg
23-34kg: 0,95mg/kg
>34kg: 0,8mg/kg

3.4. Truyén té bao gbc
— Nén duoc bt dau it nhat 12 gio sau khi két thuc Melphalan.
— Truéc truyén TBG, st dung Acetaminophen 10mg/kg (udng) va
Diphenhydramine (1mg/kg TTM).
—  Truyén dich tbi thiéu trong qua trinh truyén TBG nham tranh qua tai.
—  Tbng liéu DMSO < 1g/kg trong 1 ngay.

3.5. Cham séc sau ghép
— St dung Ursodiol 300mg/m2/ngay chia 2 lan dé phong ngira VOD sau ghép (tir
N-8 dén N+80).
— St dung G-CSF bt dau tir N+5 dén khi Neu > 0,5 x 10°%/L 2 lan lién tiép.
—  Céc ché pham mau phai dugc tia xa.
— Khong can thiét khang nam phong ngira (nhém azole), ¢ thé tang nguy co VOD.

4. HOAN TAT GHEP

Tiéu chuin xuét vién

— Lam sang 6n dinh.

—  Céc nhiém trang va bién chang kiém soat duoc.

— Bach cau hat > 0,5 x 10%L va TC > 20 x 10°%/L lién tuc trong 1 tuin ma khéng

ding G-CSF va truyén tiéu cau.

Theo dbi tiép tuc & ngoai trd 1 tuan trude khi chuyén tra khoa, bénh vién ban dau.

Guri kém tom tit bénh an trong qué trinh ghép va nhiing kién nghi lién quan dén vén
dé ghép (néu cd) khi chuyén bénh nhan.

Khoa, bénh vién ban dau s& danh gia lai dap (ng va c6 ké hoach xa tri va diéu tri
duy tri cho bénh nhan theo phéc do.

TAI LIEU THAM KHAO

1. Ladenstein R. et al. Protocol HR-NBL 1/SIOPEN — 2002.

2. Maris JM et al. The biologic basis for neuroblastoma heterogeneity and risk
stratification. Curr Opin Pediatr. 2005;17(1):7-13.

3. Soni S. et al. Busulfan and melphalan as consolidation therapy with autologous
peripheral blood stem cell transplantation following Children's Oncology Group (COG)
induction platform for high-risk neuroblastoma: early results from a single institution.
Pediatr Transplant. 2014; 8(2):217-20.
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PHAC PO PIEU KIEN HOA
GHEP TE BAO GOC MAU NGOALI VI

1. BILAN TRUOC KHI PIEU KIEN HOA
- Huyét d6.
- Dbong mau toan bo (PT, aPTT, Fibrinogen).
- ALT, AST, Creatinin, BUN, Bilirubin TP,TT, Protid, Albumin, dinh luong Ig,
duong huyét, LDH.
- Siéu vi HIV, HBV, HCV, CMV, EBV, VDRL, HTLV1, Toxoplasma.
- XQ phéi, ECG, siéu am tim, siéu 4m bung, TPTNT.

2. PHAC PO PIEU TRI

2.1. Phac d6 tw ghép

2.1.1.Melphalan liéu cao
Chi dinh: ty ghép ¢ BN Da u tuy.

Stt | TEN THUOC N-2 | N-1 | No | N+l |N+2
1 | DICH TRUYEN 4 v
4800ml/ngay
2 | Mephalan 200mg/m? v
Mephalan 50mg/lp pha NS 9% TTM 60 phut
3 EMESET 8mg v v
*1 ong x 3 lan/ngay
4 DEXAMETHASONE4mg v
*1 ong x 2 lan/ngay

% Danh gia dap ung duya theo tiéu chuan danh gia dap ung cta bénh Kahler
2.1.2.BEAM
Chi dinh: ty ghép ¢ BN Lymphoma non Hodgkin

Stt | TEN THUOC N-6 | N-5 [N-3 | N-4 [ N-2 |[N-1 [NO | N1
1 | DICH TRUYEN X |[X [X |X [X |X X
3000ml/m2ngay
2 Carmustine (BiCNU) X
300mg/m2
3 Etoposide (Vepesid) 200mg/m? X X X X
4 Cytarabine (Cytosar) 400mg/m? X X X X
5 Melphalan 140mg/m? X
6 | G-CSF 5ug/kg X
cho dén khi Neu>1k/uL tir N+1
5 EMESET 8mg X X X X X X X
* 1 6ng X 3 lan/ngay

Rl

< Panh gia dap ung theo theo tiéu chuan danh gia dap tmg diéu tri bénh Lymphoma
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3. BILAN THEO DOI VA PANH GIA QUA TRIiNH PIEU TRI

7
L X4

Theo dbi bilan xuat nhap/12h, can nang-vong bung/24h, cham séc cap 1.
Phan tich huyét hoc mdi ngay cho dén khi moc manh ghép.
Sinh héa: chtic nang gan than, bilirubin TP,TT, CRPhs, LDH, mg, lon/2-3
lan/tuan; Alb, protid, dinh lwong lg/tuan.
PT, aPTT, fibrinogen/tuan.
X Quang phdi thang, TPTNT/tuan; siéu am tim, bung, CT scan khi ¢6 nghi ngo
VOD, 4 nhim tring.
CMV-DNA méi tuan cho dén 100 ngay sau ghép.
EBV-DNA, HSV-DNA néu c6 dau hiéu nghi ngd nhidm cac loai siéu vi trén.
CAy mau, bilan nhim tring, nhidm nim néu c6 sét nhiém trung trong giai doan
giam BCH, hay nghi ngo nhiém tring.
Po nong d6 CSA trong mau: giit [CSA] khoang 200-400ng/l. Tir N+21, néu
[CSA] 6n dinh c6 thé chuyén sang dudng udng) ddi vai BN di ghép TBG ding
CSA.
banh gia moc manh ghép theo:
e Huyét do:
= Thoi diém moc manh ghép dugc dinh nghia 13 khi sé luong bach cau hat
trén 500/mm3 trong 2 ngay lién tiép, sb lwong tiéu cau trén 20.000/mm3
va trude d6 3 ngay khong truyen tiéu cau.
e Tuydo.
e FISH, chimerism (di ghép).

TAI LIEU THAM KHAO
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PHAC PO PIEU KIEN HOA
CHO BENH NHAN DI GHEP TE BAO GOC TU
NGUOI CHO KHONG CUNG HUYET THONG

1. CHI PINH
- Bénh nhan ¢ chi dinh ghép té bao gdc ddng loai nhung khong tim dugc ngudi
cho cung huyét théng pht hop HLA 10/10.

2. NGUON TE BAO GOC
- Ngudi cho té bao gdc (tir tuy xwong hay mau ngoai bién) tu nguyén phi hop
HLA 8/8 (HLA-A,B,C,DRB1) vai k¥ thuat do phan giai cao (high solution).

3. BILAN TRUOC GHEP

- Huyét d6, nhém mau.

- PT, aPTT, Fibrinogen.

- ALT, AST, GGT, bilirubin toan phan, truc tiép, gian tiép, protid, albumin,
glucose, creatinine, BUN, ion dd, LDH, a.uric, triglyceride, cholesterol.

- HbsAg, anti-HBc (total - IgM), anti-HCV, anti-HIV, anti HTLV 1/2, anti-CMV
(IgM - 1gG), anti-EBV (IgM - 19G), VZV, Toxoplasma gondii (IgM - 1gG),
khang thé giang mai, test nhanh ky sinh triing sét rét.

- Bilan nhiém tring (néu can).

- Xquang nguc, ECG, Echo bung — tim.

4. PHAC PO PIEU KIEN HOA: (tuy thudc vao bénh ly, hoi chan bénh vién)
4.1. Phac d6 Bu/Cy (Busulfan + Cyclophosphamide)

Day -8 -7 -6 -5 -4 -3 -2 -1 0 +1
Busulfex \Y vV |V \4
Endoxan v v
Da truyén 1000 | 1000 | 1000 | 1000 | 3000 | 3000 | 2000 | 1000 | 1000 | 1000
ml/m2 da

> Liéu thudc

- Busulfan: 3,2mg/kg/ngay x 4 ngay chia 4 lan trong ngay, mdi lan pha loang
NaCl 0,9% dat ndng do 0,5mg/ml truyén tinh mach 2 gio.

- Endoxan: 60mg/kg/ngay x 2 ngay pha véi 100ml NaCl 0,9% TTM 3 gio (da
truyén bat dau trugc Endoxan 4 gio va kéo dai dén sau khi két thic Endoxan
48 gi0).

- ATG (chiét xuat tir huyét thanh tho): 2,5mg/kg/ngay x 2 ngay pha 500ml
NaCl 0,9% TTM 6h — 12h.

> Diéu tri hd tro:
- Patruyén dich 2 -3 lit/m? da theo bang trén.
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Chéng 6i bang Odansetron.

Phenyltoin:

e Vao D-9: 16mg/kg chia 3 lan/ngay (t6i da 1000mg).

e Tu D-8 dén D-4: 5m/kg/ngay udng vao budi ti truéc khi ngu (t6i da
300mg).

Mesna: tong liéu gip 2,8 lan liéu Endoxan, bit dau truéc Endoxan 4 gio,

truyén tinh mach lién tuc 24 gio.

Ngua Pneumocystic carinii: Bactrim 0,969 cach ngay (25mg/kg) hay 3

ngay/tuan.

Truyén méu va ché phdm mau theo phac d6 Truyén mau va ché pham mau

cho BN ghep.

Phong ngira GVHD cap: theo phac d6 phong ngira GVHD cap.

4.2. Phac dd Flu/Bu/Cy (Fludarabine + Busulfan + Cyclophosphamide)

Ngay 8|7 6|5 4132 0  H
Fludarabine | V \Y \Y \ \4
Busulfex vV IV
Endoxan v
Da truyen 4550 | 1000 | 1000 | 1500 | 1500 | 2500 | 2000 | 1500 | 1000 | 1000
ml/m2 da

> Liéu thudc

Fludarabine: 30mg/m#/ngay x 5 ngay pha 100ml NaCl 0,9% TTM 30 phut.
Busulfan: 3,2mg/kg/ngay x 2 ngay chia 4 lan trong ngay, mdi lan pha loéng
NaCl 0,9% dat ndng do 0,5mg/ml truyén tinh mach 2 gio.

Endoxan: 60mg/kg pha véi 100ml NaCl 0,9% TTM 3 gio (da truyén bat dau
trugc Endoxan 4 gid va kéo dai dén sau khi két thic Endoxan 48 gio).

biéu tri hd tro:

Pa truyén dich 2 -3 lit/m2 da theo bang trén.

Chéng 6i bang Odansetron, Dexamethasone.

Phenyltoin:

+ Vao D-6: 16mg/kg chia 3 lan/ngay.

+ Tu D-5 d&én D-3: 5m/kg/ngay udng vao budi tdi trude khi ngi.

Mesna: tong liéu gip 2,8 lan liéu Endoxan, bat dau trugc Endoxan 4 gio,
truyén tinh mach lién tuc 24 gio.

Ngua Pneumocystic carinii: Bactrim 0,96g cach ngay (25mg/kg) (3
ngay/tuan).

Truyén mau va ché phim mau theo phac dd Truyén méau va ché pham mau
cho BN ghép.

Ngtra GVHD cap: theo phac d6 ngira GVHD cép.
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5. PHAC PO PHONG NGUA GVHD CAP

5.1. ATG + Cyclosporin + Methotrexate
ATG: vao D-2, D-1.

226
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Chiét xuat tir huyét thanh tho: 2,5mg/kg/ngay x 2 ngay pha 500ml NaCl
0,9% TTM 6-12h.

Hoac

Chiét xuat tir huyét thanh ngua: 25mg/kg/ngay x 2 ngay pha 500ml NaCl
0,9% TTM 6-12h.

Truéc mdi lieu ATG 1gio: Solumedrol 80mg (1mg/kg) (TMC), Polaramin
6mg (u) va Acetaminophene 500mg (u).

Cyclosporin A: 3mg/kg/ngay pha 500ml NaCl 0,9% TTM 6 gio tr D-1 (chinh
lidu theo nong do Cyclosporin trong méu dé dat nong do 200 — 400ng/ml).
Methotrexate:

+ D+1: 15mg/m2/ngay pha 100ml NaCl 0,9% TTM 60 phat (bt dau 24 gio

sau khi bom té bao géc).

+ D+3, D+6, D+11: 10mg/m#/ngay pha 100ml NaCl 0,9% TTM 60 phdt.
Canxi Folinate 15mg (TMC) vao D+2, D+4, D+7, D+12 (sau methotrexate 24h).

5.2. ATG + Tacrolimus + Methotrexate
ATG: vao D-2, D-1

>

>

Chiét xuat tir huyét thanh tho: 2,5mg/kg/ngay x 2 ngay pha 500ml NaCl
0,9% TTM 6-12h.

Hoac

Chiét xuat tir huyét thanh ngua: 25mg/kg/ngay x 2 ngay pha 500ml NaCl
0,9% TTM 6-12h.

Trudc mdi liéu ATG 1gio: Solumedrol 80mg (1mg/kg) (TMC), Polaramin
6mg (u) va Acetaminophene 500mg (u).

Tacrolimus: 0,02mg/kg/ngay, pha vai ty 1€ 1mg FK: 50ml NaCl 0,9% TTM 6
gio tir D-3 (chinh lidu theo nong do Tacrolimus trong mau dé dat nong do 10-
15ng/ml).

Methotrexate:

+ D+1: 15mg/m2/ngay pha 100ml NaCl 0,9% TTM 60 phat (bt dau 24 gio

sau khi bom té bao géc).

+ D+3, D+6, D+11: 10mg/m&/ngay pha 100ml NaCl 0,9% TTM 60 phdt.
Canxi Folinate 15mg (TMC) vao D+2, D+4, D+7, D+12 (sau methotrexate 24h).

5.3. Post transplant Cyclophosphamide (xem thém phéc d6 post Cy)

Endoxan: 50mg/kg (can nang ly tuéng) pha 100ml NaCl 0,9% TTM 60 phut vao
D+3, D+4 (vao khoang giita gio 60 va gio 72) va D+4 (cach lidu Endoxan trudc
24h).

Mesna: tong liéu khoang 200% liéu Endoxan, truyén tinh mach 24h.

> Luu y: Khong ding bat ki thudc e ché mién dich cho dén khi két thic liu

phap Post — Cy 24 gio.
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6. BILAN THEO DOI VA PANH GIA QUA TRINH PIEU TRI

Theo dbi bilan xuat nhap/12h, can nang-vong bung/24h, cham séc cap 1.

Phan tich huyét hoc mdi ngay cho dén khi moc manh ghép.

Sinh héa: chuc nang gan than, bilirubin TP, TT, dinh lwong CRP, LDH,mg,
lon/2-3 lan/tuan; Alb, protid, dinh luong lg/tuan.

PT, aPTT, fibrinogen/tuan.

X Quang phdi thang, TPTNT/tuan; siéu am tim, bung, CT scan khi ¢6 nghi ngo
VOD, 4 nhim tring.

CMV-DNA mdi tuan cho dén 100 ngay sau ghép hay khi cé nghi ngo tai hoat
(xem phac dd diéu tri CMV tai hoat).

EBV-DNA, HSV-DNA néu c6 dau hiéu nghi ngd nhidm cac loai siéu vi trén.
Céay méu, bilan nhiém tring, nhiém nam néu c6 sét nhiém trung trong giai doan
st dung wc ché mién dich.

Po nong d6 CSA/FK trong mau/2-3 lan/tuan: tir N+21, néu [CSAJ/[FK] on dinh
c6 thé chuyén sang dudng udng)-> theo ddi 1 lan/tuan cho tai N100, mdi lan tai
kham cho t6i khi ngung thudc.

banh gia va theo ddi moc manh ghép theo:

+ Huyét d6:
= Thoi diém moc manh ghép duoc dinh nghia 1a khi sé lwong bach cau hat
trén 500/mm3 trong 2 ngay lién tiép, sé luong tiéu cau trén 20.000/mm3
va trude d6 3 ngay khong truyén tiéu cau.
+ Tuy dd: vao N28 (+7 ngay), N100 (£30 ngay), 12 thang (+3 thang) sau ghép
hay khi nghi ngo ¢6 hién tugng thai ghép.
+ Sinh hoc phén ti, FISH (X/Y), chimerism vao N28 (+7 ngay), N100 (+30
ngay), 12 thang (£3 thang) sau ghép hay khi nghi ngo ¢6 hién tugng thai ghép.
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PHAC PO GHEP TUY NUA THUAN HQP HLA
KHONG CO POST-CYCLOPHOSPHAMID

1. TONG QUAN VE HT

Ghép tay tr nguoi cho ntra thuan hop HLA (HT - Haploidentical
transplantation) 1a mot ky thuat méi trong ghép té bao goc tao mau, ki thuat nay
c6 thé cho phép nguoi bénh duogc diéu tri kip thoi néu khéng co nguoi cho thuan
hop HLA hoan toan.

HT c6 thé thuc hién véi ngudi cho ¢d 2 — 3 khang nguyén HLA khdng thuan
hop. Do vay, dé tim duoc ngudi cho trong gia dinh.

HT duoc thyuc hién véi ca diéu kién hoa diét tiy hodc giam liéu (RIC) nén cé thé
thuc hién dugc trén bénh nhan 1on tudi, tong trang kém.

HT ting cudng phan ang manh ghép chong leukemia (GvL) va nhitng hoat tinh
cua té bao diét tu nhién hoat hoa di mién dich (alloreactive natural killer cell)
nén co thé dat duoc lui bénh kéo dai.

Tom lai, HT la phuong phap ghép tay duoc chon khi khdng co6 nguoi cho thuan
hop hoan toan (dé giam nguy co GvHD) hoidc dbi tugng thugc bénh ac tinh
thudc nhom co nguy co cao (tang cuong GvL).

2. TIEU CHUAN CHON NGUOI CHO - NGUOI BENH
2.1. Chi dinh caa HT

Nguoi bénh can ghép tay dé diéu tri ma khong c6 ngudi cho thuan hop hoan
toan.

Nguoi bénh thudec nhém nguy co cao: tai phat, khang tri, hién dién di truyén té
bao xau.

Diéu tri GVHD khang tri.

2.2. Chon nguoi cho

L& ngudi ¢d lién hé huyét thong khoe manh, truéng thanh.

Tudi dudi 60.

Khéng mang ngudn bénh truyén nhidm, dic biét 1a HIV, HBV, HCV, CMV,
EBV.

Panh gia ky tinh trang stc khoe, dau 4n ung thu, thai ky (¢ phu nit) truéc khi lay
té bao gdc.

C6 khong qua 3 khang nguyén HLA bét thuan hop & HLA-A, HLA-B va HLA-
DRBL.

2.3. Chon nguwoi bénh

Déi twong 1a ngudi bénh cé chi dinh ghép.

Khéng trong tinh trang suy da tang hozc suy tang nang (tim, than, phdi, gan, tam
than).

Khong trong tinh trang nhiém tring tién trién.
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Tubi khong qué 55.
Chép thuan HT 1a phwong phép diéu tri.

3. BILAN TRUOGC GHEP CUA NGUOI BENH
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Danh gia lai toan bd qua trinh bénh (Bénh an hoi chan ghép — Chi s bénh phéi

hop).

Huyét db day du cac thong sb.

Sinh hoa: Urea, Ton dd, creatinine, calcium, phosphate, uric acid, ALT/AST,

Bilirubin, Albumin, LDH, Cholesterol, C-reactive protein, duong.

Pong mau toan bo (PT, APTT, fibrinogen).

Test Coombs, sang loc khang thé bat thuong.

Ferritine, Fe huyét thanh, TIBC.

Siéu vi:

+ Nhom da  kiém tra dugc: Cytomegalovirus (CMV), human
immunodeficiency virus (HIV)-1, HIV-2, hepatitis B virus (HBV), hepatitis
C virus (HCV), Epstein-Barr virus (EBV), toxoplasma, Giang mai (VDRL —
MHA-TP) humanT-lymphotropic virus (HTLV)-I, and HTLV-II.

+ Nhom chua kiém tra duoc: Herpes simplex virus (HSV), varicella zoster
virus (VZV), adenovirus, influenza, HHV-6, HHV-8.

ABO/Rh typing.

HLA typing.

Chimerism: xac dinh trudc ghép.

Creatinine clearance rate — do thanh thai Creatinin

+ CrCl = (U x V)/P (U: ndng d6 creatinin trong nudgc tiéu, V (ml): Thé tich
nudéc tiéu/phat, P: ndng d6 creatinin trong huyét tuong).

+ Dung cong thic Corkroft-Gault: (140-tudi) x can nang/72 x creatinin mau
(mg%). Do thanh thai creatinin binh thuong ¢ nam la 90-140ml/min va ni
14 85-135ml/min.

X-quang nguc (CXR), CT-scan, Pién tam d6 (ECG), Siéu am tim (EF).

Tam soat vi tring

+ Phét hong, miii, hau mén, dau ra caa ong sonde (c6 thé phat hién
methicillin-resistant Staphylococcus aureus (MRSA), methicillin-resistant
Staphylococcus epidermis (MRSE), Pseudomonas.

+ Cay phan — Khang sinh db.

Kiém tra dich ndo tay: cho bénh nhan ALL, aggressive non-Hodgkin lymphoma

(NHL), hoac AML nghi ngd ¢6 ton thuong than kinh.

Xét nghiém tay (hinh thai hoc, di truyén té bao, ton luu bénh, ddu 4n mién dich).

Panh gia d6 nhay hoa tri — mic do suy tay caa bénh nén.

Du phong té bao gdc tu than (néu can).

Tam soat khang thé khang tiéu cau hoac khang HLA (néu cé thé).

Kham rang miéng.

Luu trix tréng, tinh trung (néu c6 thé).



Phu luc

- G& bo nhiing di vat (néu c6 thé) (vd.éng dan luu...).

- Tu van vdi gia dinh.

- Khang sinh (Cipro), khang ndm (ltra), khang siéu vi (Ganci) du phong theo phac
do.

- Hai chan lién chuyén khoa (néu can: tam than, than kinh...).

4. PHAC PO PIEU KIEN HOA
Fludarabin 30mg/m2 (TTM) N-9, -8, -7, -6, -5, -4
Busulfan 4mg/kg (Udng)  N-5, -4 (Hoic 3,2mg/kg TTM)
ATG tho 3mg/kg (TTM)  N-3,-2,-1
AraC 2g/m? (TTM) N-9, -8, -7, -6 (Tuy muc do tang cuong FAB hoac FABC)
Cyclo 50mg/m2, MMF néu GvH >2 vao N-3

5. DI GHEP TE BAO GOC

Di ghép té bao goc vao NO va N1 véi tong sb té bao gbc (CD34) tir 2 — 8 x 108/kg,
bio-availability > 70% (c6 thé sir dung tir ngudn té bao gdc trix lanh (freeze) hoic té bao
gbc tuoi (fresh)).

6. DU PHONG GvHD

Tacrolimus (TTM lién tuc) bat dau tir N-3 véi liéu 0,02mg/kg va dich [FK] 15 — 20
ng/ml.

Néu khong c6 GVHD, giam lidu dan xudng 10ng/ml & ngay 40 va 5-8ng/ml ngay 60.
Duy tri lieu 5ng/ml cho du 1 nam.

nong do Iy twong/ngay ghép
20
10
5
O [ [ [ |
0 20 40 60 80
(Bang 30.1)

mPSL 1mg/kg bat dau tir N-3 (ngay ghép sir dung liéu 500mg), diéu chinh theo dién
tién d4p tng ctia ghép HT.
Giam liéu sau 4 tuan néu khong c6 GvHD. Duy tri 10mg/ngay cho dii 1 nam.
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GvHD

* mPSL(mg/kg)

i |

Binh thuong

Tai phat

0.6

0.4
10mg/ngay

1 2 3

(Bang 30.2)

thang

7. CHE PQ CHAM SOC VA DINH DUONG
- Phong v6 trung, &p luc duong.
- Dy phong CMV, vi tring, nAm trude diéu kién hoa 5 ngay.
- Theo dbi Bilan xuét nhap 12h.
- Vé sinh ring miéng bang Betadin pha loéng.
- Dlnh dudng: Giau nang lugng, hap vo tring trude khi an, nang luong toi thiéu

can dat 50kcal/kg.
8. BILAN TRONG GHEP CUA NGUOI BENH

8.1. Theo déi trong giai doan suy tay
Kham 1am sang k¥ phat hién sém nhiém trung, GVHD va cac bién ching khac.

Xét nghiém
XN T2 T3 T4 T5 T6 T7 CN
Té bao | Pthh Pthh | Pthh Pthh | Pthh Pthh | Pthh
mau Pmnv Pmnv Pmnv
Hc lu6i
Manh vé HC
CRP, Ion do, CRP, Ion d, CRP, Ion do, CRP, Ion do,
BUN-Cre, BUN-Cre, BUN-Cre, BUN-Cre,
ALT/AST, ALT/AST, ALT/AST, ALT/AST,
LDH, LDH, LDH, LDH,
Bilirubin, Bilirubin, Bilirubin, Bilirubin,
Glycemia Glycemia, Ig Glycemia Glycemia
bong PT, aPTT,
mau Fibri
Siéu vi CMmV,
Galacto
Hinh anh XQ
D4u 4n CD3, 4, 8,
18, 56
Tuy do - X
Chirmerism
Nudctiéu X
FK X X X X X X X
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8.2. Theo déi sau khi moc bach ciu hat
Kham danh gia k§ tinh trang 1am sang, phat hién sém tinh trang nhiém virus,
GVHD, hoi ching moc manh ghép va cac bién chiing khac.

Xét nghiém
XN T2 T3 T4 T5 T6 T7 CN
Té bao | Pthh Pthh | Pthh Pthh | Pthh Pthh | Pthh
mau Pmnv Pmnv Pmnv
Hce ludi
Manh vd HC
Sinh CRP, Ion do, CRP, Ion do, CRP, Ion db, CRP, lon
hoa BUN-Cre, BUN-Cre, BUN-Cre, dd, BUN-
ALT/AST, ALT/AST, ALT/AST, Cre,
LDH, LDH, LDH, ALT/AS
Bilirubin, Bilirubin, Bilirubin, T, LDH,
Glycemia Glycemia, Ig Glycemia Bilirubin,
Glycemia
bong PT, aPTT,
mau Fibri
Siéu vi CMmV,
Galacto
Hinhanh | Khi cé chi dinh
Dau 4n CD3, 4, 8, 18,
56
Tuy dd - | Khi cé chi dinh
Chimeiem
Nud6c Khi ¢é chi dinh
tiéu
FK X 1 [ x [ [ x T X

8.3. Theo déi: La ché dd theo dai ghép, tuy nhién, HT can cé nhirng chi y thém sau
- Poc tinh phac d6 diéu kién hoa: Panh gia 1am sang - kiém tra chic ning gan

than mau moi ngay (Bang 30.3)

boc tinh bo | bo 1l bo 1l
Tim mach Bat thuwong nhe trén | Bat thuong trung binh | Bit thuong nang trén
ECG, khong can diéu | trén ECG, can diéutri | ECG, khéng dap ung
tri hodc dap tng it voi diéu
tri
Bang quang Tiéu mau dai thé va | Tiéu mau dai thé kém | Viém bang quang xuat
khéng cé triéu ching | véi triéu ching viém | huyét voi tiéu mau mic
viém bang gquang bang quang d6 16n can can thigp
ngoai khoa
Phoi Kho thd nhe ma khong | Ton thwong phdi ma | Can tha may
c6 ton thuong hinh | chua can can thiép tho
anh hoic nguoc lai may
Gan-Mat Tang Bilirubin tr 2 - | Tang Bilirubin tu 6 - | Tang Bilirubin >20mg/dl
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<6mg/dI

lan

Tang SGOT tur 2 - <5

Tang can tur 2,5 - <5%

<20mg/dl

Ascite
tang can >5%

Tang SGOT >5 lan
>100ml

Bénh Gan - ndo hoac
Ascite mat bu
hoic

Viém miéng Pau, loét, khdng can | Can giam dau nhom | Viém loét ning can dait
kiém soat bang thudc | Morphin noi khi quan phong ngtra
giam dau tinh mach hozc viém phoi hit

Tiéu hoa Tiéu long tr 500 - | Tiéu long >2000ml/ngay | Liét rudt

<2000ml/ngay

hoac tiéu mau

b6 IV tuwong duong voi mie d6 tir vong, Seattle.

Moc manh ghép: Huyét d6 mdi ngay, Tuy dé mdi tuan.
Hoi phuc mién dich (lymphocyte): Huyét d5, FCM (CD3,4,8,19,56), Ig mdi

tuan.

Donor chimerism: Karyotype, VNTR-PCR.
Lui bénh hoan toan: Vé muc do Huyét hoc (log -3), Hinh anh hoc (CT, PET-CT,
MRI...), Sinh hoc phén tir (log -5).
GVvHD: CRP, AST-ALT, Bilirubin, IL2R (CD 25), T cell.

(Bang 30.4)
bo | Da Gan mat Tiéu hoa
0 Khéng Bilirubin Khong
<2mg/dI
1 | Hong ban <25% dién | Bilirubin 2 - | Tiéu long tir 500 -1000ml/ngay
tich da va khong co triéu | <3mg/dl Buon nén, non
chung kém theo
2 | San hong ban 25 - <50% | Bilirubin 3 - | Tiéu léng tir 1000 -1500ml/ngay
kém ngua hodc troc vay | <6mg/dl Budn ndn, nén
3 Hong ban, bong nudc | Bilirubin 6 - | Tiéu long >1500ml/ngay
chiém >50% <15mg/dl Budn ndn, ndn
4 b6 da hodc viém loét | Bilirubin Pau bung, c6 thé kém vai liét rudt
hoac bong nudc toan | >15mg/dl

than

Nhiém tring: CRP, PCT, CMV, ADV, HHV6, BKV, ChestXr-CT, Asp, Candida.
Quan trong nhat 1a tinh trang moc tiiy (bach cau hat, tiéu cau) va lymphocyte.
Thudng dugc danh gid vao tuan 1, 2, 3 sau ghép.

9. BIEN CHUNG THUONG GAP
9.1. Bién chitng sém: La nhitng bién chung xay ra trong vong 100 ngay ghép tay. Co
thé 1a bién ching cua phac d6 hoa trj liéu hoic do nhidm trung (do tinh trang mién dich
cua co thé chua hoi phuc sau ghép) gay nén. Cac bién ching sém bao gom:
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- Tén thuwong co quan do héa tri lidu: tiy mic d6 co thé tir nhe dén rat nang, can

can thiép chuyén khoa (Bang 30.3).

- Bién chitng sém cé nguon goc do tén thirong ndi mo:
9.1.1. Bénh tic tinh mach trén gan: la hoi ching doc tinh trén gan, ty 16 mic tir 3 -
50% tuy thudc do ton thuong gan trude ghép va héa tri trong ghép. Bénh thuong xay ra
trong vong 21 ngay sau ghép véi ty I tir vong trung binh la 30%.
9.1.2. Hpi chieng thodt mao mgch (CLS): do ton thuong ndi md ciia mao mach gay
thoat dich vao khoang gian bao. L&m sang biéu hién phu nhanh, tran dich da mang,
khéong dap wng vai loi tiéu xay ra trong khoang 15 ngay dau cua ghép. Yéu té nguy co
|4 tia xa, yéu té tang trudng té bao. Bénh co tién luong rat ning.
9.1.3. Hji chirtng mec manh ghép (ES): do su giai phong mot lugng 16n héa chat trung
gian tién viém cuaa neutrophil gay ton thuong ndi md. Co thé biéu hién nhiéu mic do
gom: sét, hong ban va co thé phu phéi (tham nhiém phoi khdng do nhiém trung). 80%
s€ gidi han trong vong 1 - 5 ngay vai Corti ligu phap.
9.1.4. Xudt huyét phé nang lan téa (DHA): nguyén nhan do t6n thuong 16p mang phé
nang — mao mach boi diéu kién hoa, tan suat tir 2 — 17% ddi véi di ghép, 80% dién tién
tGi suy hd hip can thé may vai ty 1é tr vong tir 80 - 100%.
9.1.5. Bénh vi mgch huyét khéi do ghép (HSCT-TMA): do ton thwong ndi md mao
mach dan dén hinh thanh vi huyét khéi va tiéu thy cac yéu té dong trong 1ong mao mach.
9.1.6. Hi chieng viém phai khong ré nguyén nhan (IPS): la dién tién ton thuong phoi
trong ghép ma khong do nguyén nhan nhidm trang (duoc cho la ton thuong boi diéu
kién hoa, véi cac yéu té nguy co 1a tia xa, 16n tudi, loan sinh tiy hay GVHD tir truéc).

- Bién chizng nhiém tring trong ghép

+ Giai doan som (NO — N30): Giai doan giam bach cau hat: thuong nhat 1a vi
khuan (ca Gr- va Gr+), vi nAm, HSV.

+ Giai doan sau moc manh ghép (N30 — N'100): Giai doan &c ché mién dich,
noi troi 1a nhiém siéu vi (HSV, CMV, HHV6, Adeno...) sau d6 la cac
nguyén nhan cia nam, vi trang.

+ Giai doan mudn (Sau N100): van con ton thuong ctia hé mién dich nén vén
con nguy co cuia nhidm trung, tuy nhién co giam dang ké so véi hai giai
doan trén.

9.2. Bénh manh ghép chang ky chii — GVHD (Bang 30.4): La nguy co chinh cua di
ghép, duoc chia thanh cép (truéc N100) va man (sau N100).

Déi voi thé cip, ty 1& khoang 32%, gy tén thuong trén da, tiéu hoa hoac gan mat va
hau hét do Il — 11T duoc kiém soat tét bang phac db du phong GVHD.

Xir triz Corti 1-2mg 1a lya chon dau tién. Néu khong kiém soat duoc, ATG 3mg/kg x
5 ngay hoac/va MMF 2-3g/ngay la lua chon budc 2.
9.3. Bién chitng mudn

Bién chirng muon sau ghép la bién chting rat phic tap caa qua trinh diéu tri bénh Iy
ung thu, bao gdm ca bién chiing cua hoéa tri liéu va GvHD man. T4t ca cac co quan déu
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c6 thé bi anh huong, do vy, bénh nhan can duoc thaim kham k§y sau ghép dé phat hién,
dac biét l1a ung thu thir phat sau hoa tri.

10. TIEU CHUAN XUAT VIEN VA KE HOACH THEO DOI NGOAI TRU

Xuét vién khi moc manh ghép 6n dinh, dinh dudng tét, toan bo la thude ubng.
Lich tai kham dinh ky mdi tuan trong thang dau, mdi 2 tuan trong 2 thang tiép
theo. Sau d6 tuy tinh trang 1am sang va dién tién c6 thé thay déi phu hop.

Xét nghiém khi tai kham gém: Huyét dd, sinh hoa, ndng do tc ché mién dich.
Chan doan hinh anh khi c6 nghi ngo, CMV mdi thang.

Thudc gom thudc e ché mién dich, thude diéu tri bién ching man va thuée dy
phong P. Carinii dén 1 nim sau ghép.

TAI LIEU THAM KHAO
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PHAC PO SU DUNG CYCLOPHOSPHAMIDE
SAU DI GHEP TBG NUA THUAN HQP

1. CHI PINH SU DUNG CYCLOPHOSPHAMIDE SAU DI GHEP NUA
THUAN HOP

Str dung dé phong ngira phan tng md ghép chéng cha cép tinh sau di ghép nira
thuan hop. Hién c6 thé &p dung thém trong trudng hop di ghép cing huyét thdng va di
ghép khdng cting huyét théng nhung két qua chwa 13 rang,

2. BILAN TRUOC PIEU TRI PAC HIEU

2.1. Bilan xét nghiém thwong quy trudée khi bit dau tién hanh di ghép nira thuin hop

- Cong thirc mau, phét mau ngoai bién, nhém mau.

- Tuy dd, sinh thiét tay, di truyén hoc phan tir, dau an mién dich (thy timg loai bénh).

- Churc nang gan: AST, ALT, Bilirubin TP/TT, GGT, Albumin, Protid.

- Churc nang than: Creatinin, BUN.

- Pién giai do, CRP.

- Xét nghiém dong mau: PT, aPTT, Fibrinogen.

- Tdng phén tich nudc tiéu.

- Xquang nguc, siéu &m tim, siéu &m bung, dién tim do.

- Xét nghiém siéu vi: HBsAg, Anti-HBs, Anti-HBc total, anti-HCV, HIV, HTLV-
1, CMV-IgG/IgM, VDRL, EBV-IgG/IgM, Toxoplasma 1gG/IgM, ky sinh trung
s6t rét.

- HLA, Anti-HLA.

2.2. Bilan xét nghiém dé vaq ngay sir dung Cyclophosphamide liéu cao
- C6ng thirc mau, ion do mdi ngay.
- AST, ALT, Creatinin, Bilirubin TP/TT, CRP cach ngay.

3. PHAC PO SU DUNG CYCLOPHOSPHAMIDE LIEU CAO
Bénh nhan duogc truyén hoa chat diéu kién hda + tia xa trudc ngay truyén té bao gdc.
NO: Bénh nhan duoc truyén té bao goc tao mau. Ghi nhan lai céc thong tin sau khi
hoan tat truyén té bao géc:
- Ngay gio bat dau va két thac truyén té bao gbc.
- Luong té bao gbc truyén vao (CD34+, MNC).
- Bién chiing gi xay ra trong qué trinh truyén té bao gdc.
Vao N+3, N+4 (twong dwong gio 72 va 96 sau khi két thic truyén té bao gbc), bat
dau truyén Cyclophosphamide:
- Liéu Cyclophosphamide 50mg/kg mdi ngay.
- Cach pha: Cyclophamide duoc pha vao Natriclorua 0,9% véi nong d6 cudi cling
t6i da 1a 20mg/ml.
- Céch truyén: Truyén tinh mach trong 3 gio.
- Sau khi két thuc Cyclophosphamide, 24 gio sau (N+5) s& bt dau thudc wc ché
mién dich (nhu Tacrolimus, MMF) va G-CSF.
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4. PIEU TRI HO TRQ

4.1. Ngin ngira viém bang quang xuat huyét bang Mesna va da truyén dich
- Mesna liéu bang 1,5-2 lan liéu cua Cyclophosphamide. Truyén lién tuc, bat dau
it nhat 4 gio trude lidu Cyclophosphamide dén hét N+5.
- Pa truyén dich: 3L/m?/ngay trong N+3, +4 va +5. CO thé két hop voi
Furosemide. Theo d&i bilan xuat nhap va nudc tiéu méi ngay.

4.2. Chdng 6i biang Ondansetron

5. MQT SO PIEU LUU Y KHI SU DUNG CYCLOPHOSPHAMIDE LIEU CAO

5.1. Hgi chwng phong thich cytokine (Cytokine release syndrome)

- Nguyén nhan: Phéng thich cytokine tir cac té bao lympho T di phan @ng.

- Triéu chang: Bénh nhan cd thé sbt cao trong cac ngay tir N+1 dén hét N+5
(Pinh diém thuong 1a N+3 hay N+4). Néu ning hon con cé thé suy than, suy
gan, réi loan dién giai, suy hd hap, phu...

- Piéutri:

+ Hb tro bing thudc ha sét TTM, diéu chinh dién giai, xuat nhap mdi ngay.
C6 thé khoi dong khang sinh tinh mach trong truong hop khong loai trix
duogc sét giam bach cau hat. Han ché sir dung corticoid.

+ Néu dién tién nang (ha huyét &p can sir dung van mach, suy ho hap can phai
thd may, hay suy gan, suy than mac do 4): B sung thém Tocilizumab *
Corticoid.

5.2. Pé téi wu héa hiéu qua, khong dwoc sir dung bat cir thudc &c ché mién dich
nao trwoc N+5 bao gom: Cyclosporin A, Tacrolimus, MMF, methotrexate,
methylprednisolone, dexamethasone, Hydrocortisone...

5.3. Khong s dung G-CSF trwéc N+5.

5.4. Pam bao diéu tri phong ngira nhiém trang, nhiém nam, nhiém siéu vi va PCP
nhw cac phwong phép di ghép khéac.

6. MOT SO PHAC PO CO PHONG NGUA PHAN UNG MO GHEP CHONG
CHU BANG CYCLOPHOSPHAMIDE LIEU CAO

6.1. Phac d6 giam cwong dd

Ngay

Thuoe 6 |5 |4 [3 [2 [1 |0 [+L [+2 [+3 [+4 [+5

Cyclophosphamide | X X
14,5mg/kg/ngay

Fludarabine X | X | X | X |X
30mg/m&/ngay

Busulfan 1.V X X
130mg/m2/ngay

Cyclophosphamide X X
50mg/kg/ngay
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Tacrolimus+MMF
+GCSF

X

6.2. Phac dd diét tay

Thudc

Ngay

7

+1

+2

+3

+4

+5

Cyclophosphamide
14,5mg/kg/ngay

Fludarabine
30mg/m2/ngay

Busulfan 1.V
110mg/ma/ngay

Cyclophosphamide
50mg/kg/ngay

Tacrolimus+MMF
+GCSF

6.3. Phac d6 khong diét tay

Thudc

Ngay

7

+1

+2

+3

+4

+5

Cyclophosphamide
14,5mg/kg/ngay

Fludarabine
30mg/ma/ngay

TBI
200cGy

Cyclophosphamide
50mg/kg/ngay

Tacrolimus+MMF
+GCSF
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PHAC PO HUY PONG TE BAO GOC MAU NGOAI VI

1. BILAN TRUOC KHI THU THAP TE BAO GOC
- Huyét d6, nhém mau, KST sdt rét.
- Dbong mau toan bo (PT, aPTT, Fibrinogen).
- ALT, AST, Creatinin, BUN, Bilirubin (TP, TT), Protid, Albumin, LDL, HDL,
cholesterol, VLDL, dudng huyét, ion 46, CRPhs.
- Siéuvi: HIV, HBV, HCV, CMV, EBV, VDRL, HTLV1, Toxoplasma.
- XQ phéi, ECG, siéu am tim, siéu &m bung.
- TPTNT.

2. PHAC PO HUY PONG TE BAO GOC TRONG TRUONG HQP BENH NHAN
TU GHEP TE BAO GOC
% Muc tiéu thu thép té bao géc

- CD34+ > 5 x 10%kg ngudi nhan cho mdi lan ghép.

- Cay CFU: moc day (trong trudng hop té bao gbc duoc trir dong lanh).

2.1. Huy ddng té bao gbc bing G-CSF hoic G-CSF két hop Plexirafor

2.1.1. Huy dgng té bao goc bang G-CSF

- Chi dinh: thu thap té bao géc ¢ bénh nhan da u tiy, lymphoma, bach cau cp co
chi dinh tu ghép.

- Huy dong té bao gbc bang G-CSF 10 pg/kg/ngay TDD chia 2 1an séang va chiéu
cach nhau 12 gio, tir N1 cho dén truée lan thu thap té bao gdc sau ciing.

- Ngay bét dau thu té bao goc 1a N4 hodc N5 khi CD34+/mau ngoai vi > 20 té
bao/pL.

- Thu thap té bao géc bang may chiét tach tu dong (Cobe spectra hoic spectra
optia), xtr Iy khoang 2 — 3 1an thé tich mau bénh nhan, thu thap té bao goc 1 — 3
ngay dé dat duoc di s6 lugng té bao CD34* myc tiéu.

2.1.2. Huy dgng té bao géc bang G-CSF két hgp Plexirafor
- Chi dinh:

+ Thét bai v6i lan huy dong té bao gbc trude do.

+ S6 luong té bao CD34*/mau ngoai vi thap (< 20 té bao/pL) lién tuc, nguy co
huy dong té bao gdc that bai.

Pbi véi bénh nhan that bai véi lan huy dong té bao gbc trude do:

+ Bénh nhan dugc tiém G-CSF 10 pg/kg/ngay TDD chia 2 1an sang va chiéu
cach nhau 12 gio, tir N1 cho dén N3.

+ Vao N4, néu CD34*/méu ngoai vi < 20 té bao/uL, bénh nhan dugc tiém
Plerixafor 240pg/kg TDD vao budi téi (11 gio trude gio du kién thu thap té
bao géc).

+ Vao N5, néu CD34*/méu ngoai vi < 20 té bao/uL hoic luong té bao gbc thu
thap khéng du muc tiéu, bénh nhan tiép tuc duogc tiém Plerixafor 240ug/kg
TDD vao budi téi va thu thap té bao gc vao ngay hém sau néu CD34*/méau
ngoai vi > 20 té bao/pL.
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+ Plerixafor dugc dung tdi da 3 liéu.

Dbi voi bénh nhan c6 nguy co huy dong té bao gdc thét bai, 1a nhitng bénh nhan

c6 CD34*/méu ngoai vi < 20 té bao/pL vao ngay duy kién thu thap té bao gdc:

+ Bénh nhan tiép tuc tiém G-CSF va thém Plerixafor 240pg/kg TDD vao budi
t6i. Thu thap té bao gc vao ngay hém sau néu CD34+/méu ngoai vi > 20 té
bao/pL.

+ Plerixafor duoc dung tdi da 3 liéu.

2.2. Huy déng té bao goc bang Cyclophosphamide hoic Vepeside két hop G-CSF

2.2.1. Huy dgng té bao goc biang Cyclophosphamide liéu cao két hop G-CSF

Chi dinh: thu thap té bao gbc & bénh nhan c6 céc bénh 1y 4c tinh vé mau va cac
budu dic khi khdng sir dung phéac d6 diéu kién hoa co Cyclophosphamide.
Cyclophosphamide liéu 2g/m?ngay duoc pha trong Natriclorua 0,9% hoic
Glucose 5% TTM 3 gio trong 2 ngay (N1, N2).

Mesna 5,6g/m2/ngay trong 3 ngay lién tuc (N1,N2, N3) dugc pha trong
Natriclorua 0,9% truyén tinh mach lién tuc truéc Cyclophosphamide 4 gio.
Truyén dich 3l/m2/ngay véi 2/3 dung dich Glucose 5% va 1/3 dung dich
Natriclorua 0,9% trong 3 ngay.

Khi bach cau hat trung tinh < 0,5 x 10%L thi dung G-CSF liéu 10pg/kg/ngay
TDD chia 2 lan sang va chiéu cach nhau 12 gio, cho dén trude lan thu thap té
bao gdc sau cuing.

Ngay bt dau thu thap té bao gbc khi CD34+/mau ngoai vi > 20 té bao/pL.

Thu thap té bao géc 1 — 3 ngay dé dat duoc di s6 lugng té bao CD34* myc tiéu.

2.2.2. Huy dgng té bao goc bing Vepeside két hop G-CSF

Chi dinh: thu thap té bao gdc & bénh nhan lymphoma va bach cau cap co chi
dinh ty ghép.

Vepeside liéu 200mg/m? duogc pha trong Natriclorua 0,9% TTM 1 gio trong 3
ngay lién tiép.

Khi bach cau hat trung tinh < 0,5 x 10%L thi ding G-CSF liéu 16ug/kg/ngay
TDD chia 2 lan séng va chiéu cach nhau 12 gid cho dén lan thu thap té bao gbc
sau cung.

Ngay bat dau thu thap té bao gbc khi CD34+/mau ngoai vi > 20 té bao/uL.

Thu thap té bao gbc 1 — 3 ngay dé dat dugc du sb lugng té bao CD34* muc tiéu.

2.3. Huy ddng té bao géc ngay sau hoa tri liéu liéu cao

Chi dinh: thu thap té bao goc & bénh nhan lymphoma va bach cau cip cé chi
dinh tu ghép.

Bénh nhan duoc diéu tri véi cac phac dd hoa tri lieu lidu cao nhu CHOP, R-
CHOP, cac giai doan ting cudng cia phac dd diéu tri bach cau Cép dong tuy.

Khi bach cau hat trung tinh < 0,5 x 10%L thi dung G-CSF liéu 10ug/kg/ngay
TDD chia 2 lan sang va chiéu cach nhau 12 gio cho dén lan thu thap té bao gdc
sau cung.

Ngay bt dau thu thap té bao gbc khi CD34+/mau ngoai vi > 20 té bao/pL.
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- Thu thdp té bao goc 1 - 3 ngay dé dat dugc du $6 lugng té bao CD34* muyc tiéu.
3. PHAC PO HUY PONG TE BAO GOC TRONG TRUONG HQOP BENH NHAN
GHEP TE BAO GOC PONG LOAI

3.1. Muc tiéu thu thip té bao gbc
- CD34+> 7 x 10%Kkg can ning bénh nhan.
- Cay CFU: moc day (trong trudng hop té bao gbe duoc trir déng lanh).

3.2. Chi dinh: thu thap té bao gbc ¢ nguoi cho 1a ngudi khée manh.

3.3. Huy déng té bao gbc bing G-CSF hoiic G-CSF két hop Plexirafor: tuong tu véi
truong hop danh cho bénh nhan tu ghép.

LUU TRU TE BAO GOC SAU THU THAP
- Té bao goc sau thu thap s& duoc chuyén qua ngan hang mau dé xur 1y va luu trix
dong lanh.
- Néu té gbc duoc luu trit tuoi thi s& luu trir & khoa Ghép té bao goc ¢ ta lanh 2 —
8°C, tdi da 3 ngay.
4. THEO DOI

4.1. Xét nghiém
- Bénh nhan: theo ddi TPTM, ion d6 truéc va sau thu thap té bao goc, dong mau
toan bo trugc mdi lan thu thap té bao géc.
- Tai té bao gbc: Huyét dd trude va sau xir ly, cdy tim vi tring, cay tim vi nam,
cay cum moc té bao, dém CD34" té bao gdc thu thap dugc.

4.2. Bénh nhén

Truyén céc ché pham maéu (hong cau lang, tiéu cau dam dic) tia xa va qua bo loc
nham duy tri Hemoglobin > 90 g/L, s6 lwong tiéu cau > 50 x 10%/L.

4.3. Bién chiing

Tai bién trong chiét tach té bao gdc méau ngoai vi it xay ra, c6 thé gap giam Canxi
méu do tac dung cua dung dich chéng déng trong luc chiét tach, hoic nhiét do giam,
giam huyét ap, nhtrc dau, moi mét.
TAI LIEU THAM KHAO

1. ESH-EBMT Handbook on Haematopoietic Stem Cell Transplantation (2012).
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PHAC PO THU THAP TE BAO GOC TAO MAU
TU TUY XUONG

1. CHUAN BI NGUOI CHO TRUOC THU THAP

1.1. Tién sir bénh va kham 1am sang

Tién sir tiém ngtra vaccine.

Tién sir du lich gan day.

Tién st truyén mau.

Danh gia nguy co bénh truyén nhidm.

Panh gia kha ning mang thai (ca & nguoi cho 1a tré em thiéu nién).
Tham kham toan dién cac co quan.

1.2. Xét nghiém

Tong phan tich té bao mau, phét mau, nhom mau, VS, dong mau.

Chirc nang gan than, glucose, ion...

Tam soat MRSA (qua phét miii hong).

HLA (duoc check can than va x4c nhan caa chuyén gia HLA).

CMV, VzZV, EBV, Toxoplasma, HBV, HCV, HIV1/2, HTLV-1, VDRL.

Tam soat thém nhitng tac nhan gay bénh dic biét ma ngudi cho sinh séng hozc
di toi (St rét, giun...)

Tong phan tich nuéc tiéu, Xquang, siéu am, ECG.

Test thai (BHcG) néu can thiét.

Tat ca két qua tam soat + cam két thu thuat s& duoc chuyén dén phong thu thuat
cuing hd so thu thap té bao gdc tiy xuong.

2. NHIEM VU CUA NHOM GHEP

Xac nhan ky két qua HLA.

Hoi chan bénh vién = xac dinh chi dinh ghép va ngay gio tién hanh thu thap tay
xuong.

Tu van cho gia dinh va than nhan (ky cam két).

Chuan bi hd so ngudi cho trudc thu thap.

Lén ké hoach cu thé (bao gém ngay gio)> gui cac khoa phong, lién hé sip xép
phong mé.

Chuan bi bénh nhan.

Kiém tra va truyén té bao gbc sau thu thap.

3. NHIEM VU CUA NHOM CHi PAO GHEP

Phan cong nhan luc thuc hién thu thap té bao gbc tay xuong:

+ [t nhét 2 bac si thu thap truc tiép.

+ [t nhat 1 nguoi hd tro tai chd (bac si hodc diéu dudng) — Bom tuy vao tui,
thém ACD, kiém tra dung cu, tiép liéu.
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+ 1 nguoi hd tro vong ngoai (bac si hodc diéu dudng) — Theo ddi lién tuc thé
tich tay thu dugc, dam bao bd sung da ACD, tinh toan thé tich theo sb luong
TNC.

1 ngudi theo ddi dung cu st dung (diéu dudng).

+ 1 nguoi chuyén mau xét nghiém (diéu dudng hoic ho ly)-chuyén maiu tay
dén khoa Huyét sinh hoc + bao két qua qua dién thoai cho nguoi hd trg
vong ngoai.

+ Phuong tién di chuyén,

+

4. NHIEM VU CUA CAC KHOA PHONG

Khoa huyét sinh hoc: thuc hién xét nghiém khan mau tiy vao ngay thu thap.
Khoa dau an mién dich: dém TB CD34+.

Khoa ngan hang té bao gbc: cay cum, cay vi tring vi nam tdi té bao gdc tiy
xuong, rira hdng cau néu co chi dinh.

Vit tu trang thiét bi: Chuan bi dung cu it nhat truéc 1 ngay thu thap té bao gbc
tuy xuong.

5. DUNG CU

5.1. Dung cu bat budc (nén du tru du so véi du Kién)

2 bo thu thap tay xuong.

1 thung rac chara kim va dung cu choc tay.

2 6ng xét nghiém EDTA > dém s6 luong TNC.

2 tui ACD 500ml.

Céc nhan danh cho tdi té bao géc va dng xét nghiém.
3 ng tiém rat sin 50ml Heparine.

It nhat 4 kim choc tary xai 1 lan.

5.2. Dung cu hd tre tai phong phau thuat

Khay nho dé dung cu.

Ban Mayo (dé dung cu + gié treo tdi té bao gdc).

Khay nho dung nuéc mubi sinh ly kém heparin (1000IU/L) dé trang bom tiém
va dung cu choc tuy.

Gia treo tui té bao géc.

Bang tinh thé tich tiy xuong thu thap (file excel).

6. MUC TIEU THU THAP
< Néu di ghép té bao gdc: khdng can xir Iy tiy xuong hay loai bo huyét thanh sau thu
thap

Liéu TNC cho ghép tir anh em rudt phi hop HLA: 2,5 x 108 cells/kg.
Liéu TNC cho bénh nhan bénh Iy Hb: 4,0 x 108 cells/kg.

% Néu di ghép té bao gdc: can xir ly tiry xwong hay loai bo huyét thanh sau thu thap
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7. QUY TRINH CHUAN BI

Ngudi thu thap (BV.TMHH) va déi ngii phong mé (BV NP1 néu ngudi cho 1a
tré em hoic BV Dai hoc Y Duoc néu ngudi cho 1a ngudi 16n) s& gap nhau tai
phong phau thuét it nhat 20 phat dé chuan bi.

Khong nén vuot quéa 10-14 ngudi trong phong mé > dam bao vo tring.

Ngudi hd trg kiém tra lai dung cu theo checklist sin co.

Gay mé noi khi quan theo phac db tai phong mé.

Dit ngudi cho & tu thé nim sép, hoi nang cao mong, chén gdi giit tay ngudi cho
& tu thé thoai mai nhat.

2 ngudi thu thap va 1 nguoi hd tro rua tay, sét tring da, trai champ theo quy
dinh phong mé.

Nguoi hé trg

Bac si thu thap 1

¥ B

gudi hd tro 1

Bac si gay njé

Bac si thu thap 2

Mb hinh thu thap té bao géc tao mau tir tity xwong

8. QUY TRINH THU THAP

Ngudi hd trg 1: Rap bo tai thu thap té bao gdc theo hudng dan. C6 thé gan tai
Ién gia. M& miéng tdi ra, khoa tat ca cac khoa lai.

Nguoi hd tro 1: Tiép tuc bay dung cu Ién ban, bao gém bom tiém, kim choc tay,
tui ACD, 6ng EDTA xét nghiém.

Ngudi hd tro 1:Chuan bi khoang 3 bom tiém 20cc ¢6 chira san heparin.

Ngudi hd trg 1: Chuan bi khay chira dung dich NaCl 0,9% c6 pha heparin (nong
dé 1000IU/L), bom trang heparin cac kim choc tiy va bom tiém -> dat ngay
ngan trén ban.

Ngudi hd trg 1: Thém 50ml ACD vao tii chaa té bao gdc tiy xwong, twong
duong 500ml tay thu thap (450ml tay + 50ml ACD).
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Ngudi lo dung cu vong ngoai: ghi chép thoi gian bat dau tién hanh, dién tién
cudc phau thuat, dung cu va thudc sir dung.

Ngudi hd trg 2: Lubn chd y ghi nhan thé tich caa mdi 1an hat vao bang, luén
thong béo thé tich tong cong cho béc si thu thip dé thém du ACD. Bong thoi
tinh toan thé tich can thiét theo TNC (thdng béo tir khoa Huyét sinh hoc).

Cong thic tinh thé tich can thu thap:

Liéu TNC (x 10%/kg) x Can ning bénh nhan (kg) x 100

The tich can (ml) = TNC trong mau tay xét nghiém (x 10%/1)

Tat ca cong tac cua nguoi hd tro déu doi hoi su tap trung va do chinh xac cao,
néu cé bat cir kho khan nao trong viéc tinh toan va theo déi nén théng bao deé co
su Kiém tra, doi chiéu.

8.1. Qua trinh chec hat tiy xwong

Tat ca cac cong doan phai dam bao v tring tuyét ddi.

Néu thu thap té bao gdc tay xuong tré em, it nhat 1 trong 2 bac si phai 1a ngudi
c6 nhiéu kinh nghigm.

Thu thap tir mao chau sau, 2 bac si cung thu thap mot luc & ca 2 mao chau.

Mot 1an hat khéng quéa 5ml tay = chuyén éng tiém cho ngudi hd tro 1.

MJi 1an hat phai d6i mot vi tri khac, hoac mot d6 sau khac. Khong qué 5 1an hat
cho cung mét vi tri véi cac d6 sau khac nhau.

Khi d6i vi tri, nén toi thiéu vi tri xuyén da.

Ngudi hd trg 1: nhan dng tiém tir bac si thu thap > vira bom vao tai té bao gdc
vira doc to thé tich cua tirng dng dé ngudi hd tro 2 ghi nhan chinh xac.

Ngudi hd trg 1: Bom trang lai heparin cAc dng tiém trudc khi dua lai cho bac si
thu thap.

Quan sat tdi té bao gdc, néu c6 dau hiéu dong = bom 1 dng 20ml heparin vao
trong tdi va tron déu.

Khi dat duoc khoang nira thé tich du kién = tron déu tdi té bao goc va lay
khoang 2ml = nhanh chéng chuyén mau dén khoa Huyét sinh hoc dé dém s
luong bach ciu = thong bao qua dién thoai cho ngudi hd tro 2 dé tinh toan thé
tich can thu thap thém. (Téi da tir 15-20ml/kg).

Tiép tuc thu thap dén khi du sé lwgng TNC mong mudn (cé thé thuc hién nhiéu
lan dém TNC néu can thiét).

Ngudi hd trg 2: Lubn chi y thé tich tay xuwong da thu thap dugc. Thém 10ml
ACD cho mdi 100ml tiy thém vao.

Néu thu thap qua mac 20ml/kg = phai truyén hong cau lang hd tro (tia xa va
truyén qua bo loc). Nén ding mau tu than néu cd thé.

Két thac thu thap té bao gbc, cac bac si s& tiém thudc té vao cac vi tri mang
xuong dd choc > chuyén ngudi cho vé phong hoi stc dé theo ddi, co thé su
dung thudc giam dau TTM trong ngay dau tién sau thu thap té bao géc.

8.2. Hoan tat thu thap
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M¢ cac khda cua bo loc bén dudi va dan té bao goc duoc loc vao trong cac tdi
chuyén nho hon.

Bom rira toan bo hé théng day véi 10ml ACD.

Sau khi loc xong > 1y mau xét nghiém TNC va CD 34, cdy cum, cdy vi tring,
vi nam.

Khoa tai cudi cting lai = han kin bang stopper = Nhanh chéng chuyén vé khoa
ghép té bao gbc dé truyén cho bénh nhan (Phai dan nhan day du).

TAI LIEU THAM KHAO

1.
2.

ABMT-COLL-017 Bone marrow harvest procedure, DukeMedecinge, 2014.

Bone marrow harvest: Procedure for Medical staff and BMT Co-ordinators, Imperial
College Healthcare NHS Trust, 2013.

Procedure for preparing the bone marrow harvest and transport box, mild-counts and
transport of fresh bone marrow harvests, Imperial College Healthcare NHS Trust, 2013.
Bone marrow harvest for sibling donors, Department of Clinical Haematology, Oxford
BMT programme, Oxford University Hospitals, April 2014.
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QUY TRINH THU THAP TE BAO GOC
TU MAU NGOAI VI O TRE NHO, NHE CAN

1. PINH NGHIA

Quy trinh thu thap té bao gdc tir mau ngoai vi voi phuong phap cai dat tha cong
(MNC) thuc hién trén hé théng may COBE SPECTRA nham muc dich thu thip duoc
nhitng té bao gbc tét vé& chat lwong va dap ung duoc cac yéu cau vé chuyén mén cho
cong tac ghép té bao goc.

Tuy nhién, thu thap té bao gdc mau ngoai vi (PBSC) & tré em nho (trong lwong
<10kg) véi may chiét tach té bao tu dong gap nhiéu khé khan va phuc tap boi cac van
dé: Theé tich mau dé lam day kit chiét tach vuot quéa 25% tong thé tich mau caa bénh
nhan, thiét lap duong truyén gap nhiéu kho khan. ..

Vi vay, lam day hé thong chiét tach bang hong cau cé thé gitp on dinh huyét dong
ctia bénh nhan, khi hemoglobin dudi 12g/dl can truyén héng cau cho bénh nhan trudc
khi tién hanh thu thap va can phai c6 hai duong truyén du Ion dé tién hanh thu thap.

2. CHI PINH
—  Ngudi cho té bao gdc trong trudng hop di ghép té bao gdc.
— Ngudi bénh trong truong hop tu ghép té bao géc.

3. CHONG CHIi PINH

— Suy tuan hoan, réi loan huyét dong.

— Suy hé hap.

— ROi loan dong mau tién trién.

— RO loan dién giai.

— Khong hop tac.

— Trong truong hop can nang < 30kg hoic thiéu méau can lam day hé théng chiét
tach bang 1 don vi hong cau (da thuan hop va néu 1a di ghép thi don vi hong cau
phai duoc loc bach cau va tia xa).

4. BILAN TRUOC THU THAP
Bénh nhan hoi du diéu kién va di tién hanh huy dong té bao gbc, dén ngay thu thap
Bac si kham va danh gia tinh trang Iam sang cho phép thuc hién thu thap TBG:
— Bénh nhén dugc tiép don tai don vi chiét tach té bao.
—  Thuc hién c6ng thirc mau va dém sé luong té bao CD34.
—  Két qua c6 thé tién hanh thu thap:
+ TC >80k/pl.
+ Hemoglobine >12g/dl.
+ CD34 + >20/p.
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+ Chirc ning tim phdi va cac xét nghiém thudng quy trong gigi han binh
thuong.
= Mot duong truyén tinh mach trung tdm va mét duong truyén ngoai vi
(dudng truyén & TM ben 13 tt nhat) hodc hai duong truyén tinh mach
trung tam.
= Néu nhitng két qua nay khong dat duoc, quyét dinh tri hodn ldy té bao
gdc s& duoc thao luan voi béc si c6 trach nhiém chinh véi bénh nhan.

5. TRANG THIET BI

Tat ca cac thiét bi sir dung s& duoc kiém tra va danh gia chat luong dam bao tiéu
chuan.

— May COBE SPECTRA.

— B6 Kit CARADIAN COBE SPECTRA.

— May han day di dong.

— B0 ging tay vo khuén va sach.

— 1 lo cdn sat khuan.

— Céc bng xét nghiém.

— Bang ép kich thudc 5x5 va 10x10.

- Kéo.

— Bing dinh ¢6 16 nho.

—  B6 do huyét ap.

— Day Garrot.

— 1000ml nuwéc mudi sinh ly.

— 2 x750ml chéng dong ACDA.

— Canxi dng.

—  Thubc ngu (Midazolam...).

6. KY THUAT

— L&p bo kit vao mdy theo huéng din caa COBE SPECTRA.

—  Cai dat cac thong sb theo hudéng dan cua hé thong.

—  Chuan bi c4c dung cu dé mo vein.

—  Tiép don bénh nhan, moi di vé sinh.

— Cho bénh nhan nam trén givong va kiém tra huyét ap.

— Nhap céc thong sé cta bénh nhan vao may: can ning, chiéu cao, chi sé
hematocrite, may s& tinh toan thé tich mau caa bénh nhan, chon lva thé tich méau
xt 1i (2 dén 3 1an tong thé tich méu caa bénh nhan).

— Lam day hé thdng chiét tach bang 1 don vi hong cau (da thuan hop va néu la di
ghép thi don vi hdng cau phai duoc loc bach cau va tia xa) trude khi két néi hé
théng thu thap voi bénh nhan.

— Mo hai dudng truyén (da c6 san), ndi véi bo kit, ¢b dinh véi bang dinh.

— Tién hanh chay may va lam theo cac chi dan trén may.
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—  Chon lya mau sic khoang 1-2% so véi hematocrite ddi véi di ghép hoac tir 2-3%
d6i vai tu ghép. Kiém tra mau sic cia mau thuong xuyén va dong cac valve thu
thap néu mau sac khoéng phu hop.

— Phong ngtra ha canxi mau bang canxi gluconat 10% véi: 3ml ¢ dau va & cudi
mdi tong thé tich mau bénh nhan (TBV).

—  Dan do bénh nhan béo lai tit ca c4c triéu ching bat thuong chi yéu la cam giac
té nhu kim cham, day thuong 1a diu hiéu cua ha canxi huyét va can phai bu
canxi.

— C6 thé str dung thudc an than cho tré nhung khong thudng quy ma cho ngudi
than ¢ cung vai tré vai nhitng vat dung ma tré yéu thich...

— Dan nhin dé xac dinh tai té bao gdc va nhan théng tin bénh nhan 18n tdi thu thap
TBG.

— Pién day du vao gidy chiét tach trong quéa trinh thyc hién.

—  Két thuc qua trinh, luu 2 catheter va bang tai vi tri tiém. Khuyén cao bénh nhan
nén duy tri bang tur 4-5 gio.

— Han day va giri mau cho ngéan hang TBG.

7. THEO DOI

7.1. Theo déi hoat dong cia may
— Sy 6n dinh cua dong chay chiét tach.
—  Xur ly cac 16i k thuat.
7.2. Theo dai bién chitng
— Ha huyét ap: nam dau thap, bu dich.
— Séc giao cam: xir tri twong tu Ha huyét ap.
— Ha calci: giam téc do AC va bu Calci.
— Phan &ng di ung: thudc chdng di tng.
—  Cac bién chang khac: viém mach, tu mau, thuyén tic khi, nhidm tring, mat cac
thanh phan khac cia mau...

7.3. Theo dai bénh nhan téng quat
— Monitoring.
—  Cham soc cap |.
— Bilan trudc va sau khi chay: Huyét d6, Sinh héa mau (Ton d6 1a quan trong nhét),
bong mau toan bo.

8. PANH GIA SAU THU THAP
—  Néu thu thap sb luong té bao CD34 + khoang tir 6 — 8 x 10° thi ngung thu thap,
néu khong dat thi trao doi véi Bs chiu trach nhiém.
—  Thoi gian thu thap tdi da khong qua 3 ngay.

9. THEO DOI SAU THU THAP VA XUAT VIEN

Sau thu thap bénh nhan tiép tuc duoc theo ddi tai khoa diéu tri téi thiéu 24 gio va
dén khi sb luong tiéu cau >50k/ul va tinh trang 1am sang on dinh.
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QUY TRINH THU THAP TE BAO LYMPHO
SU DUNG TRONG DLI

1. PINH NGHIA

Trudc day, mét trong nhitng lya chon diéu tri tdi wu duy nhét trong trudng hop
tai phat sau ghép TBG hoac sau ghép tuy xuwong la mét cuoc ghép thir hai. Tuy
nhién, nguy co va bién chimg de doa tinh mang sau cudc ghép tiép theo la rat
cao. Mot chién lugc didu tri méi c6 thé loai bo su can thiét cho mot cudc ghép
thir hai & mot s6 bénh nhan 1a Truyén té bao lympho ciia ngudi cho (DLI:
Donor lymphocyte infusion)

Truyén té bao lympho ciia ngwoi cho (DLI) 1a mét hinh thicc caa liéu phap
mién dich sir dung sau khi ghép TBG tao mau.

2. LY DO THUC HIEN DLI

2.1. Pé tiéu diét ton luu té bao 4c tinh

DLI c6 thé dugc xem Xét va chi dinh sau khi ghép néu cé dau hiéu tai phat cua
bénh hodc mirc d6 tén luu té bao 4c tinh con vuot qué gisi han cho phép.

Céc té bao lympho ciia ngudi cho nhan dién té bao cua bénh nhan nhu té bao la
va c6 thé tan cdng ching gy ra mét tinh trang goi la tinh trang manh ghép
chéng ky chu (GVHD), hién tugng nay cé thé ning va tham chi de doa tinh
mang.

Tuy nhién, d6 ciing 1a mét khia canh ¢d loi vi qua trinh nay c6 thé diét cac té bao
4c tinh con lai rat hiéu qua (phan tng GvL).

Hiéu qua thay ddi trén tirng bénh nhan.

2.2. Pé diéu tri chimerism hdn hop

Thuong chi dinh trong mini ghép hoac ghép véi phac do diéu kién hoa giam
cuong do.

Néu xét nghiém cho thay rang c6 tinh trang chimerism hdn hop va dang giam
dan, khi d6 DLI c6 thé dugc xem xét chi dinh. Diéu nay c6 thé gitp ngin ngira
bénh tai phat trong tuong lai.

3. CHIi PINH
Ngudi cho té bao gdc cho cude ghép trude do.
Pong y cho té bao Lympho.

4. CHONG CHi PINH

Suy tuan hoan, réi loan huyét dong.
Suy hé hap.
R&i loan dong mau tién trién.
Réi loan dién giai.
Khéng hop tac.
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Can nhic trong trudng hop can nang <30kg hoic thiéu méau ning can 1am day hé
théng chiét tach bang 1 don vi héng cau (da thuan hop va néu 1a di ghép thi don
vi hdng cau phai duoc loc bach cau va tia xa).

5. BILAN TRUOGC THU THAP
Bénh nhan hoi du diéu kién cho té bao lympho, dén ngay thu thap Bac si kham va
danh gia tinh trang 1am sang cho phep thuc hién thu thap:

Bénh nhan duoc tiép don tai don vi chiét tach té bao.

Thuc hién cdng thire mau va dém sb lugng té bao lympho.

Két qua c6 thé tién hanh thu thap:

+ TC > 80k/pl.

+ Hemoglobine >8g/dI.

+ Chiic ning tim phdi va cac xét nghiém thudng quy trong gigi han binh
thuong.

Néu nhitng két qua nay khong dat duoc, quyét dinh tri hodn lay té bao gdc s&

duoc thao luan véi bac si ¢6 trach nhiém chinh véi bénh nhan.

6. TRANG THIET BI
Tat ca cac thiét bi sir dung s& dugc kiém tra va danh gia chét luong dam bao tiéu chuan.

May COBE SPECTRA.

Bo Kit CARADIAN COBE SPECTRA.
May han day di dong.

Bo ging tay vo khuan va sach.

2 kim s6 18G.

1 lo con sat khuan.

Céc 6ng xét nghiém.

Bang ép kich thudc 5x5 va 10x10.
Kéo.

Bing dinh c6 16 nho.

Bo do huyét ap.

Day Garrot.

1000ml nuéc mudi sinh 1y.

2 x 750ml chéng dong ACDA.
Canxi 6ng.

7. KY THUAT
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Lip bo kit vao may theo hudng din caa COBE SPECTRA.
Cai dat c&c théng s theo huéng dan caa hé thong.

Chuéan bj cac dung cu dé mé vein.

Tiép dén bénh nhan, mai di vé sinh.

Cho bénh nhan nam trén givong va kiém tra huyét ap.



Phu luc

- Nhap cac théng sd cua bénh nhan vao may: can ning, chiéu cao, chi sb
hematocrite, may s& tinh toan thé tich mau cua bénh nhan, chon lya thé tich mau
xtr 1i (2 dén 3 1an tong thé tich mau caa bénh nhan).

- Ludn kim thr nhat vao vi tri canh tay bénh nhan (uwu tién cac tinh mach ving
khuyu), ndi kim véi bo kit, cb dinh kim véi bang dinh. Tuong tu cho tay con lai.

- Tién hanh chay may va lam theo céc chi dan trén may.

- Chon lva mau sic khoang 1-3% so véi hematocrite. Kiém tra mau sic cua mau
thudng xuyén va déng cac valve thu thap néu mau sic khéng ph hop. Dan do
bénh nhan bao lai tit ca cac triéu chung bat thuong chu yéu 1a cam giac té nhu
kim cham, day thuong 12 ddu hiéu caa ha canxi huyét va can phai b canxi.

- Dén nhan dé x4c dinh tdi té bao va nhan thdng tin bénh nhan 1&n tai thu thap.

- Pién day du vao gidy chiét tach trong qua trinh thuc hién.

- Két thuc qué trinh, luu 2 catheter va bang tai vi tri tiém. Khuyén céo bénh nhan
nén duy tri bang tir 4-5 gio.

- Han day va gai mau cho ngan hang TBG.

8. THEO DOI

8.1. Theo déi hoat dong cia may
- Su 6n dinh cua dong chay chiét tach.
- Xtr Iy cac 15i k¥ thuat.
8.2. Theo dai bién chitng
- Ha huyét 4p: nam dau thap, bu dich.
- Sbc giao cam: xr tri tuong ty Ha huyét ap.
- Hacalci: giam téc d6 AC va bu Calci.
- Phan tng di tng: thudc chdng di tng.
- Céc bién ching khac: viém mach, tu mau, thuyén tic khi, nhidm trang, mat cac
thanh phan khac cua mau...
8.3. Theo dai bénh nhan téng quat
- Monitoring.
- Cham séc cap |.
- Bilan truéc va sau khi chay: Huyét 6, Sinh héa mau (Ion d6 la quan trong
nhét), Pong mau toan bo.

9. PANH GIA SAU THU THAP
q Néu thu thap s6 luong té bao lympho du thi ngung thu thap, néu khong dat thi trao
doi véi Bs chiu trach nhiém.
Thoi gian thu thap téi da khong qué 3 ngay.

10. THEO DOI SAU THU THAP VA XUAT VIEN
Sau thu thap bénh nhan tiép tuc dugc theo ddi tai khoa diéu tri téi thiéu 24 gio va
dén khi sb luong tiéu cau >50k/ul va tinh trang 1am sang on dinh.
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KY THUAT TRUYEN LYMPHOCYTE
CUA NGUOI CHO PE PIEU TRI

1. PINH NGHIA

Truyén lymphocyte cta nguoi cho (DLI — Donor lymphocyte infusion) 1a phuong
phap diéu tri chuyén sau sau ghép bang cach truyén thém té bao lymphocyte T(CD3)
ctia ngudi cho (trong cude ghép trudc) nham tao phan wng manh ghép chéng leukemia
(GvL) dé diéu tri bénh tai phat som sau ghép hoic trong truong hop manh ghép chua
moc hoan chinh (mixed chimerism).

V& co ché, DLI Ia liéu phap mién dich - té bao dé diéu tri bénh &c tinh tai phat sau
ghép.

2. CHI PINH
2.1. Bénh tai phat som sau ghép bénh ly &c tinh.
2.2. Manh ghép chua moc hoan thién (mixed chimerism).

2.3. Mot s6 chi dinh trong truong hop tai hoat hoa virus dai dang sau ghép.

3. PHUONG PHAP

3.1. Nguon té bao lymphocyte

- Diéu ché chon loc té bao T tir may chuyén dung.

- Dung méu toan phan (néu ciing nhdém mau) dya vao két qua dém CD3 mau
ngoai vi. Phuong phép nay don gian nhung luu y thé tich mau c6 thé Ién, can
truyén cham, tuan thi nguyén tic nhu mot cudc truyén mau.

Vi du: Bénh nhan nang 50kg, nguoi cho c6 CD3 méu = 1000/ul.

Vi liéu 1,10%/kg, c6 nghia bénh nhan can 50 triéu CD3.

Vay thé tich mau V can lay = 50x108/1000(ul)=50.000(ul)=50(ml).

Tuy nhién, néu liéu la 1.107 thi thé tich V s& la 500ml, mot thé tich dang luu y
cho ca nguoi cho va nguoi nhan.

3.2. Liéu dung

- Liéu thap: 2,5x10*CD3/Kg.
- Liéu trung binh: 1x10°CD3/kg.
- Liéu cao: 1x10’CD3/kg.

- Liéu diung duoc can nhic cu thé dwa vao nguy co xay ra GvHD,
(haploidentical>unrelated>matched-sibling).

3.3. Cach dung

- Can nhac liéu dau thy vao su khac biét GVH/HVG.

- Lap lai DLI mdi tuan voi truong hop tai phat, mdi 2 tuan véi truong hop manh
ghép chwa moc hoan chinh cho dén khi dat duoc muyc dich hoic GVHD cap xuat
hién.
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- Nhiing liéu sau c6 thé tang dan tuy danh gia dap ang.
- Mot s6 bao céo cho thay lap lai toi 14 1an DLI méi dat hiéu qua.

So do tham khdo:

e — - == -;{Cmmensm monitoringl

|100% donor = low relapse FiSk‘ ‘Mixed chimerism = high relapse riskl{- —————— =

| heee e | |

Haplo-identical donor| |Matched unrelated donor | |Matched Sibling

I

I

1
I I

I
: (high GvHD risk) (intermediate GvHD risk) (low GvHD risk) I
I I
1 Initial DLI dosing (CD3* cells/ka) I

. . 4

! Low dose- 2:5x10 |L0W dose DLI | |Intermediate dose DLI‘ ‘High dose DLI | !
1 * Intermediate dose: 1x10° !
1 * High dose: 1x107 l I
| I
I I
| 1
! | | !
I 100% donor chimerism Persistent mixed chimerism I
1 = low relapse risk = high relapse risk 1
1 and high GvHD risk and low GvHD risk I
I I
| I
1 I

______________________ _| Stop DLI I Fscalaling dose of DLI|— - -

4. HIEU QUA
- Trong truong hgp manh ghép chua moc hoan chinh (mixed): dat 86,8% c6 dap
g va chi 13,2% c6 xuat hién GVHD céap do 11-1V (Theo: Blood Cancer Journal
(2013) 3, €137; doi:10.1038/bcj.2013.39; published online 30 August 2013).
- Trong truong hop tai phat sau ghép, cac bao céo chi la nhiing ca 1am sang c6 dap
{rmg ban dau, con hiéu qua lau dai can phai duoc téng hop nhiéu hon.

5. TAC DUNG PHU

5.1. Phan wng GvHD: nhiéu mirc d6 (Tham khao bai GvHD), can dugc theo ddi bang
ché do di ghép nghiém ngit.

5.2. Uc ché tity: Trong giai doan manh ghép chwa moc 6n dinh, giam té bao méu ngoai
vi 1a tac dung phu tc ché tay caa DLI, chiém tir 18-50%, dugc nang d& bang Hong cau
ling, tiéu cau ¢am dic, G-CSF.

6. THEO DOI

- Theo di ché do di ghép.
- Dénh gia dap tng va lap lai DLI mdi 1-2 tuan.
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(*) theo doi 24-72h
(4) theo doi 48-72h
(**) Chi dinh Vancomycin: xem phéc d6 st giam BCH

Tinh trang nhidm truing biéu hién 1am sang nghiém trong lién quan dén catheter.
Cay mau duong tinh dbi voi vi tring Gr (+) khéng can dén két qua dinh danh
cling nhu test nhay cam.

Biét dugc dong phé cau khang véi  Penicillin/Cephalosporin  hoic
Staphylococcus khang véi Methicillin,

Tut HA hoic shock nhiém trung ma khong tim dugc tac nhan gay bénh.

Nhiém tring mé mém.

Nhom nguy co nhiém S. viridans, nhiém triing huyét (category 2B); nhiém tring
mang nhay niang (lién quan dén ding liéu cao Cytarabine) va dy phong voi
quinolones hoac TMP-SMX.

(***) Chi dinh Amphotericin B: BN sbt giam BCH+

(1) sbt lién tuc > 4 ngay + da st dung KSTM pho rong;
(2) Hét sbt 2-3 ngay = sdt lai
(3) bang chtng nhiém ndm (proven). (4) HCBV

1. Nhom nguy co cao: AML diéu tri tin cong, ting cudng; ALL diéu tri giai doan tin
cbng; di ghép, tu ghép TBG.
2. BN khong giam BCH:

Diéu tri dac hiéu: cho KS udng néu BN c6 kha ning quay lai BV trong vong 3h,
va cho quay lai BV trong 3 ngay.
Diéu tri khong dac hiéu: danh gia tinh trang BN va xu huéng giam BCH.

[ ) = Cohstm(HCBV)
Khéns SHH Tienam/Meronem+ Vancomycinz ©
/ ong Amikacin mphctenmn_B AmphotenmnB
Viém phéi \ @

(Xquang) f
- Tienam/Meronem | (*) (Ig éth%r)li
Suyhé hip +Amikacin+ AmphotericinB

Vancomycin 53]

Diéu tr phdc

a6

Nhiém tring Tienam/Meropenem+
tiéu hda Amikacin

Tienam/Meropenem+
Amikacin

Nhiém tring
da/mémeém

Giam BCH

Vancomycin

Tazocint+Amikaci | ()

Khéong SHH f—— Vancomycin
7in . n
Viém phoi
(Xquang) < ] tenam+Amikacin
Suy hé hap +

Vancomvcin

Dieu tri

khéng dic Nhiém trimg Ceftazidim+
hicu tieuhéa [ | Amikacin

Nhiém tring Ceftazidim+

da/mé mem Vancomycin

**Meronem xem xet sit dung cho BN nguy co cao [BN ghép (tw ghép, di ghep),

AML]
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(1): Néu chura loai trir nhiém nam

R Tienam+Amil ) |- . 1(*) |HCBV:phic
: Khéng SHH feacin ‘Vancomycin 46 da Khang
Viém phoi(
Xqua.n g) Tisnam/Maronsm (*)
Suv hé hi + HCBV: phic
Uy o fap Amikacin+ d6 dakhang
Vancomyein
Diéu tri phac iEm tri Tazocin+t
P = Nh};mhtt:ung ocn
beu hoa Amikacin
Augmentin+
Nhe -
= - Ciprobay
Nhiém ring iprobay (u)
da/mé mém ;
Ning Tazocin+
i Vancomycin
Khong giam -
BCH - Tazocin
- - Khéng SHH +Amikacin
Viém phoi(
Xquang) ] .
Suv hé hi Tienam+Amikacin+
Y P Vancomycin
Augmentin+
— Nhe . |
Bicu i nhe __[Nhiém tring Ciprobay(u)
nhang tiéu hoa —
Ning Ceftazidimer,
: Amikacin
Augmetin+
Nhe .
= - Ciprobay
Nhiém tring iprobay(u)
da/mé mém JSP—
o £ e
Nang Vancomyem
*Theo ddi 24-48h
Pa dung Meropenem+Amikacin
Carbapenem +Dexamethasone
Khéng giam
BCH
N Chra dung Ceftriaxone+Amikacin+
Nhiém tring Carbapenem Dexamethasone
TKTW
Meropenem+Ami
Giam BCH kacin+Dexameth
asone

Liéu Meropenem trong VMN: 2g m&i 8h (tré em: 40mg/kg mdi 8h)
Dexamethasone 0,8mg/kg/ngay x 4 ngay
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NHIEM KHUAN PA KHANG

1. CHAN POAN BENH

1.1. Chan do4n x4c dinh

Khi ¢6 bang chung vi sinh rd rang (Cdy mau, ciy nudéc tiéu, vét thuong...) ra vi
khuan da khang.
1.2. Chan do4an nghi ngo

Khi nhiém trung da duoc diéu tri v6i cac khang sinh day da (3 trong 5 nhém khéng
sinh & VK Gr(-) 6 muc 1.3. hoac Vancomycin ¢ VK Gr(+)) nhung khong cai thién l1am
sang, mic du khéng tim thay bang ching vi sinh:

- Con sét dai dang + marker viém ting nhanh.

- B4t 6n vé huyét dong (sé¢ nhidm tring).

- Viém phai tién trién — Suy ho hap.

- Viém mo té bao hoic hoai tir lan rong.

1.3. Niam nhoém khang sinh phé bién diéu tri VK Gr(-)
- PNC khang Pseudomonas: nhu Piperacillin-tazobactam va Ticarcillin-clavulanic
acid.
- Cephalosporin: nhu Cefotaxime, Ceftriaxone, Ceftazidime, Cefepime...
- Carbapenem: nhu Imipenem, Meropenem, Ertapenem...
- Aminoglycoside: nhu Amikacin, Gentamycin...
- Fluorquinolone: nhu Ciprofloxacin, Levofloxacin, Ofloxacin...

e Néu vi khuan Gr(-) khang céc thuéc thuge > 3 nhém khang sinh ké trén (vi
du: Ceftazidime, Amikacin, Ciprofloxacin) thi goi 1a vi khudn da khéng
thuéc (MDR=Multidrug-resistant).

e Néu vi khuan Gr(-) khang véi hdu hét cac khang sinh, chi con nhay 1-2
khang sinh thi goi la vi khudn khang thuéc dién réng (XDR=Extansively
drug — resistant).

e Néu vi khudn Gr(-) khang véi tat ca cac khang sinh thi goi la vi khudn toan
khang (PDR=Pandrug-resistant).

1.4. Céc vi khuian da khang phé bién trong huyét hoc
- Nhom Gr(-): Pseudomonas aeruginosa, Acinobacter spp., Enterobacteriaceae
(E.coli, Klebsiella spp., Enterobacter spp.,)
- Nhom Gr(+): Staphylococcus aureus khang methycillin  (MRSA),
Staphylococcus aureus khang trung binh véi Vacomycin (VISA), Enterococcus
khang Vancomycin (VRE).

2. PANH GIA YEU TO NGUY CO TANG KHA NANG NHIEM VI KHUAN PA
KHANGI2

- Phan lap duoc vi khuan khang thudc.

- Trudc day da ting nhiém vi khuan khang thuée.
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Tung str dung khéng sinh phé rong kéo dai truée d6 va/hay co phong ngira véi
Ciprofloxacin.

Bénh nén kém theo dang dién tién ning trén 1am sang (ung thu khang hoa tri
liéu, suy than, suy tim, nhdi méu co tim, dai thao duong kho kiém soat...)

Thoi gian ndm vién kéo dai (dic biét nam khu ICU).

C6 dat sonde tiéu, sonde TMTW hoic c6 thong khi xam lan.

Cang nhiéu yéu té thi kha ndang nhiém vi khudn da khéang cang cao.

3. XET NGHIEM TRUOC PIEU TRI

Xét nghiém thuong quy:

e S6 lwong TB.

e Sinh héa: quan trong chizc nang gan, thdn va dién giai.

e Cac marker viém: CRP, procalcitonin.

e Dong mau, TPTNT.

Chén doan hinh anh: Xquang nguc, CTscan nguc néu c6 viém phéi, siéu am tim,

bung.

Xét nghiém vi sinh:

e Céay mau 2 noi: Tinh mach trung uong va ngoai Vi

e Cay nhitng vj tri nghi ngd: nudc tiéu, chan sonde, phan, mun mu da, dam,
dich chay rira khi phé quan, dich mang phdi, phét hong ...

Khi mau dong mach néu BN ¢6 viém phi.

4. PANH GIA PQ NANG

Theo thang diém SOFA (danh gid mirc d suy da co quan):

R Thang diém

H¢ co quan 0 1 > 3 2

Ho6 hap:
< < < <

Pa0,/FiO, >400 | <400 | <300 <200 <100
Than:

Creatinine 110- 300-440 hoac | >440 hoac
(umol/L) <110 170 171-299 <500ml/ngay <200ml/ngay
hodc hueong NT
Gan mat:
Bilirubin <20 20-32 | 33-101 102-204 >204
(umol/L)

. ) MAP Dop amm_ess, Dopamine>5 hay quam|n_e>15 hay
Tim mach: R dobutamine i . epinephrine  >0,1

L, 2 Khong | <70 A, X .» | epinephrine <0.1 hay
Ha huyét ap mmH (bat cur lieu norephinenhrine<0.1 hay
g nao) OTepRINEpATINE=L. norephinephrine>0,1

Huyéthoc: | >150 | <150
SL tidu cAu K K <100K <50K <20K
Thankinh: 1,5 | 1394 | 1012 6-9 <6
Glasgow
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Két qua caa thang diém SOFA

Diém SOFA cao nhat Tir suat
0 dén 6 < 10%

7 dén 9 15 - 20%
10 dén 12 40 - 50%
13 dén 14 50 - 60%
15 > 80%
15 dén 24 > 90%

Chi s6 thay dbi theo thoi gian va lién quan dén hiéu qua diéu tri, chinh vi thé nén
duoc danh gia lién tuc mdi 48 gio.

Néu s diém cang tang 1én chung to liéu phap hién tai khong dat hiéu qua diéu trj va
nguy co tir vong cao va can ¢6 mot chién lugc khang sinh va héi stc tich cuc hon.

5. PHAC PO PIEU TRI
5.1. Poi véi vi khuan Gr(-) da khang

5.1.1. Trwong hep 1: Bénh nhéin chwa siv dung Carbapenem hay chwa ting nhiém vi
khudn khang Carbapenem truée day

Lua chon: Meropenem.

Liéu dung: 1g mdi 8 gio (nguoi 16n hodc tré em > 50kg) hodc 20mg/kg mdi 8g (tré
em <50kg).

Céch truyén: Truyén cham kéo dai 3 gio.

C6 thé két hop Meronem + Amikacin hoic Meronem + Sulbactam.

Liéu Sulbactam 1g mdi 6 gio (Chu y: Sulperazol® 1g c6 chira 0,59 Sulbactam va
Unasyn ® 1,59 c6 chaa 0,59 Sulbactam)

5.1.2. Trwong hep 2: Bénh nhdn da sir dung Carbapenem nhung khong hiéu qua hogc
tirng nhiém vi khudn khang Carbapenem
- Lwua chon: Colistin
Liéu dung:
o O nguoi lon: B
Liéu nap khoi dau: 9 MIU.
12 gid sau bit dau chuyén sang diéu tri duy tri: 4,5MIU mdi 12 gio.
Theo ddi sat chirc nang than trong qué trinh st dung thude.
Han ché chup CTscan hay MRI c6 thubc can quang trong luc ding Colistin.
Diéu chinh liéu cho bénh nhan suy than:
Chi chinh liéu khi Clearance Creatinin < 50ml/ph
= Néu Clearance tir 20-50ml/ph: Dung liéu nap 9 MIU sau d6 duy tri 4,5
MIU mai 24 gio.
= Néu Clearance tir <20ml/ph: Dung liéu nap OMIU sau d6 duy tri 4,5
MIU mai 48 gio.
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o Otréem:

Nén sir dung liéu chuan khoi dau (50.000 — 75.0001U/kg/ngay chia lam 3 lan)
sau d6 danh gia lai mdi 3-5 ngay (Ca 1am sang va doc tinh). Néu khong dap ung, tiép
tuc tang liéu tir tir (T6i da 150.0001U/kg/ngay)

- Colistin phun khi dung: Chua c6 nghién ctru chang to hiéu qua 1dm sang &
bénh nhan viém phéi da khang [

Nén chi dinh can nhic.

Chi nén dung khi c6 viém phdi dap wng kém vai Colistin truyén tinh mach don
thuan hogc khi c6 bang chiing nhidm rd rang A.baumanii hoic Pseudomonas spp. da
khang (ciy mau, cdy dam, ciy dich chay rira khi phé quan...).

Liéu dung:

e Tréem <2 tusi: 500.000 — 1 trigu 1U 2 lan/ngay.

e Tréem>2tusi: 1—2triéu IU 2 lan/ngay.

Céch pha:

e Pha thudc vsi 2-4ml NS 0,9%.

o Sirdung lién ngay sau pha, khéng dwoc dé qué lau (CMS bj thiy phan trong

nudC S€ tao ra nhiéu chat, gay ton thiwong dwong hd hap).

e C0 thé dung thubc dan phé quan (Ventolin) 15 phit trude khi phun khi dung

Colistin.
- Két hop Colistin véi cac khang sinh khac, nhu Meropenem hay Sulbactam.

Chua cho két qua rd rang

Nguy co ting ddc tinh trén co quan (nhét la than)

Khéng nén chi dinh thuong quy.

Nén danh gia dap Gng 1am sang thudng xuyén (theo thang diém SOFA) dé quyét

dinh két hop khang sinh va can hoi chan BV hozc xin y kién chuyén khoa nhigm.

5.2. Poi véi vi khudn Gr(+) da khing

5.2.1.Trwong hep 1: Néu nhiém tring huyét véi vi khuan Gr(+) c6 MIC Véi
Vancomycin > 2 hogc nhiém tring da mé mém, nhiém tring chan sonde, viém ngi tam
Mac nghi do VK Gr(+) khéng ddp vmg sau 5 ngay diéu tri véi Vancomycin kém theo
KHONG viém phai.

Lwa chon: Lwa chon Daptomycin hoac Linezolid

5.2.2.Trwong hep 2: Néu nhiém tring huyét véi vi khudn Gr(+) c6 MIC Véi
Vancomycin > 2 hogc nhiém tring da mé mém, nhiém tring chan sonde, viém ngi tam
Mac nghi do VK Gr(+) khéng déap vmg sau 5 ngdy diéu tri Vancomycin hodc cdy dam,
dich chay riza khi phé quan, dich mang phéi diwong tinh véi VK khang Vancomycin kém
theo CO viém phoi.

Lua chon: Linezolid (khong str dung Daptomycin).

- Cach sir dung Daptomycin.

Liéu dung: 6mg/kg 1 lan/ngay dung trong 2-4 tuan.

Chinh liéu theo clearance: CICr < 30ml/ph: dung liéu 6mg/kg mdi 48 gio.

Can chd y cac bién chiing quan trong:
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o Ton thuong co: Gay hiy co ¢é hoi phuc.
e Theo ddi muc Creatine kinase (CPK) néu str dung kéo dai
Ngung thudc néu:
= Bénh nhan ¢6 biéu hién yéu co + CPK > 5 1an gidi han trén (hoic
> 1.000U/L).
= Bénh nhan c6 CPK > 10 1an giéi han trén.
e Phan ung di ung.
e Suy than cap.
Céch sir dung Linezolid:
Liéu sir dung: 600mg mdi 12 gior (ca dudng udng va dudng tinh mach).
Tré em <12 tudi: 10mg/kg — tdi da 600mg/ngay chia 3 1an/ngay.
Bién chung quan trong:
e Ut ché tuy: thuong xdy ra khi diéu tri kéo dai (>2 tuan).
e Bénh ly than kinh ngogi vi hogc TK mdt: ngng né c6 thé ddn dén mdt th; luc
kéo dai (dung kéo dai > 28 ngay).
e Dgc gan.

6. THEO DOI PIEU TRI

Can cha y: Nhiém khuan da khang & bénh nhan huyét hoc, suy giam mién dich
c6 thé dién tién xau nhanh chong bat c ltc nao, can theo dbi sat va chat ché.
Theo dbi sat dau hiéu sinh ton it nhat 4 1an/ngay, bao gém luong nudc tiéu mdi
24 gio.

Panh gia tinh trang 1am sang mdi ngay (sét, triéu chung hd hap, loét niém
mac...)

Danh gia thang diém SOFA mdi 48 gio & BN 6n dinh va mdi ngay & BN suy co
quan, bat 6n huyét dong.

Theo di s6 luong té bao mdi ngay dén khi hoi phuc huyét hoc.

Theo ddi chirc nang than va dién giai mdi ngay, chirc ning gan 2 lan/tuan.

Theo ddi Xquang phdi mdi ngay néu bénh nhan viém phoi nang, suy hd hap cho
dén khi cai thién du hiéu 1am sang.

Néu BN nhiém triing huyét vi khuan da khang nén cdy méau mdi ngay hoic céch
ngay cho dén khi &m tinh lién tiép 2 lan.

Néu BN viém phoi vi khuan da khang, theo ddi két qua cay dich tiét duong ho
hap it nhat 1 1an/tuan cho dén khi két qua &m tinh.

Céc xét nghiém khac duogc chi dinh tly ting trudng hop cu thé.

7. THOI GIAN PIEU TRI
Theo khuyén céo cia ECIL-4:[1]

266

Nén tiép tuc khéang sinh it nhit 7 ngay dén khi loai sach duogc tac nhan gay bénh
(dwa vao két qua vi sinh) va khong con dau hiéu cua nhidm tring, hét sét it nhat
4 ngay.

Nén tiép tuc khang sinh dén khi bénh nhan hdi phuc bach ciu hat.



Phu luc

TAI LIEU THAM KHAO

1.

Averbuch, D., et al., Targeted therapy against multi-resistant bacteria in leukemic and
hematopoietic stem cell transplant recipients: guidelines of the 4th European
Conference on Infections in Leukemia (ECIL-4, 2011). Haematologica, 2013. 98(12): p.
1836-47.

Bassetti, M. and E. Righi, Multidrug-resistant bacteria: what is the threat? Hematology
Am Soc Hematol Educ Program, 2013. 2013: p. 428-32.

Dalfino, L., et al., High-dose, extended-interval colistin administration in critically ill
patients: is this the right dosing strategy? A preliminary study. Clin Infect Dis, 2012.
54(12): p. 1720-6.

Kofteridis, D.P., et al., Aerosolized plus intravenous colistin versus intravenous colistin
alone for the treatment of ventilator-associated pneumonia: a matched case-control
study. Clin Infect Dis, 2010. 51(11): p. 1238-44.

Vicari, G., et al., Association between colistin dose and microbiologic outcomes in
patients with multidrug-resistant gram-negative bacteremia. Clin Infect Dis, 2013.
56(3): p. 398-404.

267



Phac d6 diéu tri BENH LY HUYET HOC — Tap 2

1. CHAN DOAN

NHIEM NAM XAM LAN

1.1. Phan loai yéu t6 nguy co

Tu ghep
Nguy co thap ALL tré em (ngoai trir viém phéi do Pneumocystic carinii)
Lymphoma
Neutropenia 0,1- 0,5 x10YL <3 tuan
< 9/ + s -
Nguy co trung binh Lymphocytes < 0,5 x10”L+ khang sinh

Lén tudi
C6 sonde tinh mach trung tam

Nguy co trung
cao

Neutropenia 0,1- 0,5 x 10¥L > 3-5 tuan
binh | AML

TBI (tia xa toan than)

Di ghép tay xwong vGi ngudi cho phu hop

Nguy co cao

Neutropenia <0,1x10¥L >3 tuan.

Neutropenia <0,5x10YL >5 tuan.

Di ghép tiy phi hop khdng lién hé huyét thng.
GVHD.

Corticoids >2mg/Kg >2 tuan.

Corticoids >1mg/Kg+Neutropenia <1x10%L>1 tuan.
High dose Ara-C.

Fludarabine.
1.2. Chan doan nhiém nim xam lin (EORTC/MSG)
Mirc do Yéu té ky chu? Pic diém lam sang® | Vi sinh
e Possible (c6 | - Neutrophil <500/mm?3 | 1. Bénh niam dwong
thé): >10 ngay. hé hap dwéic:
1 yéu t6 ky cha | - Tu ghép TBG Sy hién dién cua 1

+ 1 dic diém
lam sang

- Sa dung Corticoid | trong 3 ddu hiéu sau
trong thoi gian dai (trir | day trén CT:

bénh nhan di Gng |- Pam, ton thuong co
Aspergillus  phé quan | gigi han c6 hay khong
phdi) lieu tbi thiéu | co dau halo sign
0,3mg/kg/ngay >3 tuan. | - Hang (Cavity)

- Piéu trj thubc uc ché té | - DAu hiéu liém khi
bao T nhu Cyclosporine, | Viém khi phé quan
TNF-o blockers, dic biét | - Cay khi phé quan bj
khang thé don dong trén | loét, ndt, mang gia,
90 ngay. mang bam hoic vay
- Suy giam mién dich | nhin thay trén noi soi
bam sinh (u hat man tinh | phé quan
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hay SGMD két hop)

2. Nhiém triing xoang
miii: 1 trong 3 d4u hiéu
sau day

- Pau khu tra cép tinh
(bao gém dau xuat phat
tir mat)

- Mii loét co vay mau
den

- Xam lan cac xoang
canh mili bao gdm vao
hoc mat

3. Nhiém triing CNS:
1 trong 2 d4u hiéu sau
- Tén thwong khu trd
trén hinh anh CT hay
MRI

- Day mang ndo trén
CT hay MRI

4. Nhiém Candida lan
téad: it nhat 1 trong 2
didu hiéu sau khi
nhiém Candida huyét
trong vong 2 tuén
trude do

- Micro 4p xe ¢ gan
hoac lach

- Xuat tiét vong mac
tién trién khi soi day
mét

e Probable (rat
c6 thé): 1 yéu
t6 ky chit + 1
dic diém lam
sang + 1 tiéu
chi vé ndm

Twong tw Possible

Twong tw Possible

1. Test truc
tiép (md bénh
hoc, giai phau
bénh, cdy) tir
dam, dich chay
rica phé quan,
dich trong cac
xoang cho
thay:

- Soi ¢6 su hién
dién cua nam
trong mau bénh
pham
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- Cay mau bénh
pham

2. Test gian
tiépe (phéat
hién KN hay
mang té bao)
Aspergillus

- KN
Galactomanna
phat hién trong
huyét  tuong,
huyét  thanh,
dich chay rura
phé quan, CSF
- B-D- glucan
phét hién trong
huyét thanh.

e Proven:

Nubi cay

Nudi cay va md Mb bénh hoc

bénh hoc

- Ghi
+

cha:

a: yéu té ky chir: khong dong nghia 1a cac yéu td nguy co, 1a nhitng dic
diém ma céc ca nhan d& nhidm nam xam lan nhu bénh Iy &c tinh, tu ghép
TBG, dung thudc e ché mién dich, Corticoid, SGMD bam sinh.

b: phli hop véi bénh canh nhiém ndm néu c6, va lién quan dén bénh canh
Iam sang hién tai caa BN.

¢ cac xét nghiém loai trir nguyén nhan khac.

¢ c4c dau hiéu va triéu chung 1am sang ph hop véi hoi chiing nhidm tring
huyét cua cac bénh ly lan toa cip tinh. Néu thiéu cac dau ching nay goi 1a
bénh ly lan téa man tinh.

e Céc xét nghiém nay chu yéu ap dung cho aspergillosis, candida va khdng
hitu ich trong chan doan nhiém tring do lodi Cryptococcus cua
Zygomyecetes (vi du, Rhizopus, Mucor, hoac cac loai Absidia). Phat hién cac
axit nucleic la khong cd, bai vi ¢6 van chua c6 xac nhan hoic cac phuong
phép tiéu chuan hoa.

- Proven (chan doan xac dinh): nudi cay + mé bénh hoc.

1.3. Xét nghiém
- Xét nghiém thuong qui: Huyét 46, GS, AST, ALT, Creatinin, Ion d5, CRP, dong

mau

toan bo, HbsAg, Anti HCV, Anti HIV, ECG, siéu &m tim bung, XQ nguc,

TPTNT.
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- Xét nghiém chan doan xac dinh: cdy méu, ciy dich tiét (dich ndo tay, dich khap,
dich rira phé quan, nuéc tiéu, ciy phan...), soi ddy mat, CTScan nguc bung,
MRI so ndo, PCR, Galactomannan, 1-3 D Glucan.

2. PIEU TRI
2.1. Piéu tri dw phong ’
- Béph nhan hoa tri liéu thl{éc nhom nguy co trung binh dén nguy co cao trong
suot giai doan giam bach cau hat:
+ Fluconazole: 400mg/ngay (6mg/kg/ngay), ung.
+ ltraconazole: 200mg/ngay (3mg/kg/ngay), udng.
+ Posaconazole: 200mg x 3 lan/ngdy, uong ‘
- Béph nhan ghép du phong trong suot thoi gian giam bach cau hat (tu ghép it
nhat 75 ngay sau ghép):
+ Fluconazole: 400mg/ngay (6mg/kg/ngay), udng.
+ Posaconazole: 200mg x 3 lan/ngay, udng.

2.2. Piéu tri theo kinh nghiém

- Thoi diém diéu tri:
Néu sau 4 ngay, ¢ bénh nhan giam bach cu hat (<0,5x10%L) dang diéu tri
khang sinh phé rong thich hop van ton tai sét >38°C, hoic sét lai sau 3-7 ngay,
thi nén khoi dong khang nam c6 kinh nghiém ngay.

- Thuoc khang nam lya chon:
+ Amphotericin B deoxycholate (Amphot): 1mg/kg/ngay, TTM.
+ LFAB (Ampholip): 3-5mg/kg/ngay [A-11] (hoi chan bénh vién).
+ Itraconazole: 200mg mai ngay, TTM.
+ Voriconazole: 6rpg/kg/12 gio, ngay 1, sau d6 3mg/kg/12 gio, TTM. Hoac

200mg/12 gio, uong.

+ Caspofungin: 70mg/ngay 1, sau d6 50mg/ngay, TTM (hdi chan bénh vién).

- Thoi gian diéu tri:
+ [t nhat trong 2 tuan.
+ Trong sudt giai doan giam bach cau hat.

2.3. Nhidm nim CANDIDA xam lan

2.3.1.Yéu té nguy co nhiém Candida
- Nam ICU.
- Str dung khéng sinh phé rong.
- Co Catheter tinh mach trung tam.
- Suy than cap tinh, chay than nhan tao.
- Nudi an tinh mach.
- Viém tuy nang.
- Déi thao duong.
- Giam bach cau hat.
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Phau thuat duong tiéu hoa.
Ghép té bao gbc hay ghép tang dic.
Nhiém Candida thuong tru.

2.3.2.Chén dodn

Mrc d6 chan doan: dya vao myc 3.1.2.

Nhiém Candida xam 14an chan doan kho khan tuy nhién trén bénh nhan c6 yéu t6
nguy co kém véi st dai dang khong dap tng vai khang sinh phé rong nén diéu
tri khang nam cang sém cang tét tranh nguy co tir vong (IDSA 2008).

Candida huyét:

Tiéu chuan vang Cdy méu, tuy nhién d6 nhay khoang 21-54%.

PNA-FISH (The Peptide Nucleic Acid Fluorescent In Situ Hybridization test):
d6i véi C. albicans d6 nhay va do dac higu cao > 99%.

PCR: d6 nhay cao d6i voi BN nhdm nguy co cao véi ciy mau (-).

Candida xam lan:

CT Scan nguc bung.
Sinh thiét, Iam giai phau bénh (Hoi chan bénh vién).

2.3.3.Nhiém Candida huyét
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Piéu tri ban dau: nhém Echinocandin.

+ Caspofundin: lidu khoi dau 70mg/ngay 1, sau d6 50mg/ngay. TTM [A-11].

+ Micafungin: 100mg/ngay TTMI[A-II].

Piéu tri thay thé

+ Amphotericin B deoxycholate (Amphot): 1mg/kg/ngay, TTM.

+ LFAB (Ampholip): 3-5mg/kg/ngay, TTM [A-11] (hoi chan bénh vién).

Déi voi bénh nhan khdng cé tinh trang nang hoic tiép xdc véi nhom Azoles gan
day: Fluconazole liéu khoi dau 800mg/ngay 1 (12mg/kg/ngay) TTM, sau dé
400mg/ngay (6mg/kg/ngay).[B-I111].

Nhiém Candida.glabrata, Echinocandin la hiéu qua nhat (B-IIT), LFAmB ciing
c6 hiéu qua (B-III). PSi véi bénh nhan diéu tri bang Voriconazole hay
Fluconazloe 1am sang cai thién, ciy méu(-) thi tiép tuc diéu tri. (B-III).

Pbi v6i nhidm niam Candida. parapsilosis: wu tién lva chon dau tién la
Fluconazole hay LFAB (B-III). P6i v6i bénh nhan dang diéu tri bang
Echinocandin ma Iam sang cai thién, cdy mau (-) van tiép tuc diéu tri. Nhiém C.
krusei diéu tri bang Echinocandin, Amphotericin B Liposome hay Voriconazole
(B-111).

Thoi gian diéu tri: 2 tuan ké tir khi cdy mau (-) hoan toan, 1am sang cai thién,
bach cau hat hdi phuc va khéng c6 bang chang nhidm niam tang (truge khi
ngung khang ndm tinh mach phai CT Scan nguc bung kiém tra).

Chi dinh rit sonde tinh mach trung tam can can nhdic (B-111): Tly theo tinh
trang bénh nhan can st dung 6ng sonde trong truong hop hoi sac hay dinh
dudng thi nén can nhic (hoi chan bénh vién)
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+ O bénh nhan nhidm nam huyét khong giam bach cau hat.

+ Nhiing bénh nhan nhiém tring dng sonde (nhiém trung duong ham, viém
mo té bao viing dng sonde).

+ Bénh nhan nhiém nim huyét kéo dai >72 gid hoic cdy mau dwong tinh 2 14n
lién tiép sau khi sir dung thuéc khang nam thich hop.

+ CO bién chuang nhidm trung huyét (thuyén tic mach do nhidm ndm huyét,
viém ndi tAm mac nhiém khuan).

2.3.4.Ndm Candida tang

Amphotericin B deoxycholate: 1mg/kg/ngay.

LFAB 3-5mg/kg/ngay, TTM. (A-1).

Caspofundin 70mg/ngay 1 sau d6 50mg/ngay, TTM.(A-I).

ltraconaloze 200mg/ngay (3mg/kg/ngay) x 2 lan/ngay. (B-1).

Fluconazole: 800mg/ngay 1(12mg/kg) TTM, sau d6 400mg (6mg/kg)/ngay

e Amphotericin B deoxylate ciing ¢ hiéu qua tuy nhién cé nhiéu tac dung phu
(xem phu luc) hon LFAB (A-l).

e Nhom Azoles khong nén dung cho nhirng bénh nhan da dugc dung du phong
trude do. (B-11)

o Thei gian diéu tri: 1am sang cai thién, bach cau hat hdi phuc, chuyén sang
Fluconazloze uéng 400mg (6mg/kg)/ngay. Néu bénh nhan héa tri bach cau
hat giam < 500/mm3 chuyén sang ding khang ndm tinh mach cho dén khi
bach cau hat >500/mm3 dung Fluconazole uéng. Thoi gian diéu tri khi khong
con bang ching tén thuong ndm hoic 4- 6 tuan.

2.4. Nhiém Aspergillus phoi

KHUYEN CAO IDSA 2008:

Trén BN nghi ngd nhiém nam Aspergillus xam lan nén khoi dong sém thudc
khang ndm song song v&i viéc 1am bilan chan doan. (A-1).

Khai dong diéu tri bang Voriconazole dem lai hiéu qua cao trong viéc diéu tri
cling nhu cai thién ty 1& séng con. Voriconazole dung duong ubng téi da vai lidu
4mg/kg/ngay cho trudng hop nhiém nam phoi nhe (B-I1I) hay dung tinh mach
cho trudng hop nhiém nam phoi nang (A-111).

2.4.1.Chén dodn

CAy mau: 6 tinh ung dung cao nhung han ché, c6 thé am tinh khi BN c6 nhiém
nam lan toa.

Céy dich rira phé quan: c6 thé am tinh gia trong truong hop BN dung thudc
khang nim truéc d6 hay mau md hay dich rira khong dung vi tri ton thuong.

CT Scan nguc: dau halo hay dau hiéu liém khi.

Galactomannan: méu, dich rira phé quan, dich néo tay.

Chan doan dya trén PCR.

2.4.2.Piéu tri

Diéu tri ban ddu: Voriconazole (6mg/kg TM mdi 12h/ngay 1, sau d6 4mg/kg
TM méi 12h trong 7 ngay dau tién sau d6 udng 1a 200mg mdi 12h).
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Diéu trj thay thé:

+ Amphotericin B deoxycholate:1mg/kg/ngay.

+ LFAB (Ampholip) 3-5mg/kg/ngay TM (Hai chan bénh vién).

+ Caspofungin (70mg ngayl TTM va 50mg/ngay TTM nhiing ngay sau do),
dbi véi tré em 50mg/m2/ngay (hoi chan bénh vién).

+ ltraconazole: 200mg (3mg/kg) x 2 lan/ngay TTM.

+ Micafungin: 100-150mg/ngay TTM.

+ Posaconazole uéng 200mg khoi dau 4 lan/ngay, sau d6 400mg x 2 lan/ngay
sau khi 6n dinh tinh trang bénh).

Thei gian diéu tri: dung lién tuc téi thiéu 612 tuan, con trén nhiing BN suy

giam mién dich diéu tri nén tiép tuc trong sudt thoi ki Gc ché mién dich va cho

dén khi ton thuong duoc phuc hdi. B6i véi bénh nhan giam bach cau hat hdi

phuc thi chuyén sang Voriconazole hay Itraconazole uéng.

Chi dinh PT dwoc khuyén cao: xem bang phu luc 11 (hdi chan bénh vién).

2.4.3.Aspergillus phéi phé qudn di #ng — ABPA (Allergic Bronchopulmonary
Aspergillosis)
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Pinh nghia: ABPA 14 rdi loan sinh ra tir phan tng di ¢ng nhiéu loai khang

nguyén caa nam Aspergillus hién dién & chat nhay phé quan & bénh nhan hen

suyén hay xo nang phoi.

Triéu chéng:

S6t nhe.

Ho c6 dam.

Ho ra mau.

Ho c6 dam: dam thuong ¢6 mau nau + chat nhay mau den.

Co thit phé quan.

Kho khe.

Can lam sang:

+ Huyét d6: Eosinophile tang > 500/mmg.

+ IgE tang > 1000ng/ml.

+ XQ, CT Scan: thAm nhiém thuy trén va thiy gitra phdi, gidn phé quan, xo
phdi. Tuy nhién XQ binh thuong ciing khong thé loai trir ABPA.

Chén doan: nghi dén trén bénh nhan cd: cay dam (+) voi Aspergillus, hen suyén

ngay cang nang, hinh anh thdm nhiém hay giin phé quan trén XQ, ting

Eosinophile & mau ngoai vi.

Pidu tri:

Muc tiéu: cai thién tinh trang viém (Corticoid) va diéu tri nam Aspergillus.

+ Corticoid: Prednisone khsi dau: 0,5mg/kg/ngdy X 2 tuan. Sau d6
0,5mg/kg/ngay, cach ngay x 2 tuan. Sau d6 giam lidu va ngung. Kiém tra
IgE va XQ/CT scan mdi 2 thang (it nhat 1 nam).

+ + 4+ + + +
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+ Thudc khang nim: giam thoi gian dung Corticoid hay trén bénh nhan khdng
dap ang Corticoid

» Amphotericin B va ketoconazole c6 hiéu qua tuy nhién doc tinh cao.
> Itraconazole: 200mg x 2 lan/ngay, udng trong 4-6 thang sau d6 giam dan
trong 4-6 thang.

> Voriconazle: 200mg x 2 lan/ngay, uéng.

+ Khang thé khang Ig E:
> Tréanh tiép xtc chét di ung (khang nguyén).

> Kiém soét.

> Tot con hen suyén.

2.5. Nhiém Aspergillus co quan khac (Hi chan bénh vién)

Piéu tri ban dau

Piéu tri thay thé

Nhiém nam Aspergillus
xoang xam lan

Tuong tuy nhiém A. phoi
xam lan,

Tuong tu nhiém A. phoi xam
l4n.

Nhiém nim Aspergillus
hé TKTU:

Chan  doan  nhiém
Aspergillus TKTU dugc
dat ra trén bénh nhéan
nhiém nim Aspergillus
phdi ma co cac diu hiéu
than kinh khong giai
thich duoc trén CT hoac
MRI

Voriconazole la luva chon
hang dau trong diéu trj
Aspergillus CNS(A-I1)

Itraconazole, LFAMB,
Posacolazole dung khi BN
khong dung nap Vi
Voriconazole.(B-111)

Nhiém Aspergillus mat
xam lan

Diéu tri tai chd véi AmB-
d va phiu thuat cat bo
thity tinh thé mot phan.

Twong ty nhu nhiém nam phoi;
di liéu con han ché doi véi
echinocandins

Nhiém nam Aspergillus
da

Hau hét cac truong hop
duogc diéu tri ban dau véi
deoxycholate AMB
Voriconazole

biéu tri thay thé: tuong tu
nhiém Aspergillus phoi

Phau thuat cit bé duoc chi dinh
& nhimg noi c6 thé thuc hién
duoc

3. PANH GIA PAP UNG PIEU TRI
- Lam sang: Bénh nhan giam sbt, giam ho va séng sot sau 7 ngay diéu tri.
- Panh gia qua xét nghiém: galactomana cay mau, cay dich tiét.
- Kich thu6c ton thwong giam trén chan doan hinh anh (CT scan nguc bung, MRI

So néo).

- Xét nghiém theo ddi va danh gia dap tng: cdy mau, cay dich tiét, soi day mat,
CT Scan nguc bung, MRI so ndo, Galactomannan.
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PHU LUC I:
NHIEM NAM CANDIDA XAM LAN
PIEU TRI CHU THICH
5 N LUA CHON
HANG DAU KHAC
Echicocandin hay
Fluconazole: 800mg LFAmI? lalya chon
. hang dau.
(12mg/kg  loading I
> Fluconazole khuyén céo
. . sau d6 400mg R N N
Echinocandin cho bénh nhan khéng
(6mg/kQg)

Candida huyét

LFAMB
5mg/kg/ngay (A-11)

Voriconazole
400mg (6mg/kg) x 2
lan/ngdy sau  d6
200mg (3mg/kg) x 2
lan/ngay. (B-111)

dung Azole du phong
trudc do hay truong hop
nhiém tring nhe
Voriconazole  khuyén
cao khi c6 bao hiém y té
Chi dinh rat bé sonde
tinh mach can nhac.

Nghi ngo nhiém
Candida (diéu tri
khang nam theo
kinh nghiém)

LFAMB 3-5mg/kg

Capspofungin loading

70mg sau
50mg/ngay (A-1)
Voriconazole

sau do

(B-1)

400mg
(6mg/kg) x 2 lan/ngay
200mg
(3mg/kg) % 2 lan/ngay.

Fluconazole 800mg
(12mg/kg) sau do
400mg (6mg/kg)
Itraconazole 200mg
(3mg/kg) (B-1)

Bénh nhan giam bach
cau hat, diéu tri khang
nam kinh nghiém khi
bénh nhan sét lién tuc 4
ngay mac du dung khang
sinh phd rong. Huyét
thanh chan doan va CT
Scan giup ich cho viéc
chéan doan.

Khéng dung nhdm
Azole cho bénh nhan da
du phong trude do.

LFAmMB 3-5mg/kg Fluconazole  400- | Diéu tri cho dén khi cay
Flucytocin 25mg/kgx 4 | 800mg (6-12mg/kg) | dich ndo tay (-) va hinh
. lAn/ngay  sau 5| cho  bénh  nhan | anh nam bién bét trén
CNSCandida | b conazole 400- | khong dung nap hay | XQ. Nén loai bo céc
800mg nhiéu tac dung phu | dung cu trong dich néo
12mg/kg)(B-I11) LFAMB that.
AmB-d 0,7-1mg/kg +
Flucytocin 25mg/kg x | LFAmMB 3- | Liéu phép thay thé cho
4 laningdy  hoic | 5mg/kg/ngay; nhirng bénh nhan khong
Candida ndi | Fluconazole Voriconazole dap ung véi AmB,
nhan(Candida 12mg/kg/ngay (B-I11). | 6mg/kg x 2 lan/ngay | Flucytocin. Thoi  gian

endophthalmitis)

Phau  thuat

thiy tinh thé (B-111)

trong
truong hop viém noi
nhdn nang hoac viém

sau do 3-4mg/kg
moi 12 gio hoic
Echinocadin (B-I11)

diéu tri it nhat la 4-6
tuin tly thuoc vao thi
luc bénh nhan.

Viém ngi tdm mac

LFAmMB 3-5mg/kg

Liéu phép xudng

Thay van duoc khuyén
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Flucytocin 25mg/kgx 4
lan/ngay; AmB-d 0,6-
1mg/kg/ngay *
Flucytocin 25mg/kgx 4
lan/ngay; Echinocadin
(B-111)

thang  Fluconazole

400-800mg

(6-

12mg/kg) vaéi bénh
nhan nhay thudc,
cay mau (-).(B-111)

céo. DI voi BN chdng
chi dinh phau thuat thi
Fluconazole 400-800mg
(6-12mg/kg) sudt doi.

Viém mang ngoai
tim

LFAmMB 3-5mg/kg
hodc Fluconazole 400-
800mg  (6-12mg/kg)
hodac Echinocadin (B-

1)

Sau khi 6n dinh, liéu
phap xubng thang

Fluconazole
800mg

400-
(6-

12mg/kg)(B-I11)

Phau thuat va dan luu
duogc khuyén cao. Thoi
gian diéu tri it nhat 2
tuin sau khi diéu tri
Candida huyét.

Nhiém Candida
may tao nhip,
ICD, VAD

LFAmMB  3-5mg/kg+
Flucytocin 25mg/kg x
4 lan/ngdy; AmB-d
0,6-1mg/kg +
Flucytocin 25mg/kg x
4  lan/ngdy  hoic
Echinocadin (B-111)

Liéu phap xudng

thang
Fluconazole

VGi
400-

800mg (6-12mg/kg)
ddi v&i bénh nhan
én dinh, cdy mau (-)

(B-111)

Loai bo may tao nhip va
ICDs duoc khuyén céo
manh. Thoi gian diéu tri
4-6 tuan sau khi thiét bi
duoc loai bo. DI voi
VAD khong thé liy ra
duoc thi dung
Fluconazole sudt doi.

Nhiém Candida
tré so sinh

AmB-d 1mg/kg(A-I1)
hoac Fluconazole
12mg/kg(B-111) 3 tuan

LFAMB

3-

5mg/kg/ngay (B-I11)

Choc do tay soéng va soi
day mat thuc hién trén
tat ca bénh nhan nghi
ngo nhiém Candida xam
lan. Rat bo catheter
dugc khuyén céo manh
mé. Thoi gian diéu tri it
3 tuan. LAMB chi st
dung khi khéng c6 xam
lAn than. Echinocadin
dugc dung khi cac thuée
khang nim khac chdng
chi dinh.

Candida tir dwong
ho hap

Khong khuyén céo
diéu tri (A-111)

Nhiém Candida duong
hd hap dudi twong ddi
hiém va chan doan bang
phuong phép giai phau
bénh.

Nhiém Candida
hau hong

Clotrimazole 10mgx 5
lan/ngay; Nystatin
udng hodc ro miéng 4
lan/ngay; Fluconazole
100-200mg (A-1)

Itraconazole
200mg/ngay;
Posaconazole

400mg/ngay (A-I1);

Voriconazole

200mg, 3 lan/ngay
hoic AmB udng (B-

I);  tinh

mach

Truong hop  nhiém
Candida trung binh-
nang, Fluconazole dugc
khuyén céo. Truong hop
nhe, clotrimazole hoac
Nystatin tai chd. Diéu trj
7-14 ngay cho truong
hop bénh khong bién
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Echinocadin hay
AmB-d  0,3mg/kg
(B-11)

ching. Nhiém dai dang
Itraconazole,
Voriconazole,
Posaconazole hoac
AmB duoc khuyén céo.

Nhiém Candida
thuc quan

Fluconazole 200-
400mg (3-6mg/kg)(A-
1); Echinocadin hoic
AmB-d 0,3-0,7mg/kg
(A1)

Itraconazole 200mg
(uéng) hoac
Posaconazole
400mg 2 lan/ngay
hoac Voriconazole
200mg 2 lan/ngay
(A-111)

Fluocnazole uong duoc
khuyén cao manh. Trong
truong hop bénh nhan
khéng  udng  duoc
Fluconazole Vv,
Echinocadin, AmB-d.
thoi gian 14-21 ngay.
Pdi  v6i  bénh  nhan
nhiém dai dang thi
AmB-d va Echinocadin
dugc khuyén céo.

279




Phac d6 diéu tri BENH LY HUYET HOC — Tap 2

PHU LUC II:
CHI PINH PHAU THUAT KHI NHIEM ASPERGILUS
Loai ton thuwong Phau thuat Cha thich
mach mau 16n hay gan mang | Cat bo ton thuong phoi P 1P '

tim

I6n hay vao khoang mang
ngoai tim

Nhiém tring mang ngoai tim

Phau thuat cat bo mang ngoai
tim

Giai ap tranh nguy co chén ép
tim

Xam 1an vao thanh nguc tir 6

Cat bo ton thuong giup giam

Aspergillus

< 2 Cit bo ton thuong phoi dau va ngan chan r0 mang
nam phoi 2.
phéi ra da
Viém mi mang phoi voi Dan luu Giai 4p khoang mang phoi

Ho ra mau dai dang tir hang
nam don doc

Cit bo hang nam

Giam tinh trang thiéu mau do
ho ra mau. C6 thé thuyén tic
mach nudi thuy phoi chea
hang nam, tuy nhién rat d& tai
phat.

Nhiém tring da va md mém

Dan luu hodc cit bo néu ton
thuong kich thudc 1on

Néu co6 chi dinh thi dan luu
hozc cit bo

Nhiém catether mach mau
hay cac dung cu chinh hinh

Loai bo catether va dung cu
chinh hinh

Viém ndi tdm mac

Cit bé & ndm va loai bo van
tim nhiém nam

O nhim nam c6 thé 1a co tim
hay van tim. Néu ton thuong
don doc c6 thé cat bo.

Viém tuy xuong

Cit bo xwong

Cat bo xuong hoai tor hay
nhiém nam gidp giam ganh
nang cho co thé va gitp tham
thudc tét hon
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PHU LUC III.
THUOC KHANG NAM: HUONG DAN SU DUNG
P Amphotericin B deoxycholate .
Thuac (Amphotret) LFAB (Ampholip)

- Khéng hap thu qua da va niém mac

- Hap thu kém qua duong tiéu hoa

- Gan két manh véi Lipoprotein huyét
Duwoc luc tuong

- bi qua nhau thai

- Thoi gian ban huy: 24h

- Thai qua than rat cham

ueng:
- Huyén pha: 10mg/ml - Lo: bot tiém 50mg
- Vién: 10mg - Dich pha: Glucose 5% dat
Truyén TM: nong d6 1mg/ml hay
- Bot tiém 50mg/1 lo 2mg/ml d6i véi tré em hay
- Hoan nguyén: 5mg/ml BN tim mach
- Dich pha: Glucose 5% dat nong do | - Tdc do truyén: 2,5mg/kg/h
Céch dung 0,1mg/ml ‘ ’ - Céch dung:
- Thoi gian truyén: it nhat 6 h e N1:1/3Téng lidu
- Céch dung: o N2:2/3Téng lidu
e NI1:1/3Tong liéu e TirN3: Téng lidu
e N2:2/3Téng liéu e Hydrocortisone trudc
e TirN3: Téng liéu va sau truyeén.
e Hydrocortisone tru6c va sau
truyén.
A AL« - Soc phan vé
- Nbon, sot, 6n lanh _ Sét én lanh

- Séc phan vé, néng bung, dau co va khép

- Suy than

- R&i loan dién giai: giam K,mg

- Thiéu mau ding sic dang bao: tc ché
tay

- Tang huyét ap, co thit phé
quan, rdi loan nhip

- ft doc tinh 1én than ciing
nhu rdi loan dién giai hon

Téac dung phu

Amphotret
- Tranh dung cuing thude doc than
- Corticoid c6 thé Iam nang thém tinh trang
ha K mau
Theo ddi - Theo dbi: Tuong tu Amphotret

e Ilon do/ngay
e Cre: 2-3 lan/tuan
e Chirc ning gan, huyét do: 2 lan/tuan
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TRUYEN BACH CAU HAT

1. CHI PINH

Khi bénh nhan sét kéo dai, giam bach cau sau hoa trj liéu (SN < 0,2k/ul), d3 st dung
khang sinh phd rong, khang nim duong tinh mach, G-CSF ma chwa kiém soat dugc tinh
trang nhiém triing (van can phai hoi chan BV).

2. CHUAN BI
- Giai thich cho ngudi nha bénh nhan, bénh nhan va ki cam két déng y thuc hién.
- Chuin bi phong sach s&.
- Bo dung cu cap ctu.
- BC sau khi thu thap phai dugc tia xa dé phong ngira phan @ng truyén mau két
hop voi GVHD (transfusion- associated graft-versus-host disease). Do do phai
bao bo phan tia xa dé chuan bi.

3. CHON NGUOI CHO

- Nguoi cho bach cau nén Ia nhitng thanh vién trong gia dinh nguoi ¢d chi dinh
truyén bach cau hozc 1a ban cua bénh nhan (mot s guidelines thi xem viéc cho
BC tir nhitng thanh vién trong gia dinh chi can & bénh nhan di ghép khi c6 chi
dinh truyén BC).

- Tudi nguoi cho: Nén 19-54 tudi, khong phan biét gisi tinh.

- Nhom mau nguoi cho: Phu hgp ABO- Rh véi bénh nhan.

- Sang loc CMV: Néu bénh nhan c6 XN CMV (-) thi ngudi cho ciing phai la
CMV (-).

- Nhitng XN sang loc khéc:
+ XN nhu nhitng bénh nhan cho méau: HBsAg, HCV, HIV, HTLV1, TPHA.
+ Cac XN sinh hoa thuong qui.

4. HUY PONG BACH CAU

- G-CSF (Filgrastim hoac Lenograstim) £ Corticoid

+ Két hop: G-CSF: 450pg trwéc khi thu thap bach cau + udng
Dexamethasone 8mg mét lan trudc 12h.

+ Pon thuan: G-CSF 5-10pg/kg 12-18h trude khi thu thap bach cau.

- Bach cau duoc thu thap khong qué 2 dot/nam/ngudi. 01 dot khoang 3 lan, lan
dau lay céach 1an 2 it nhat 3 ngay khi lay trén cung 1 ngudi cho.

- S6 nguoi lya chon dé huy dong it nhat 1a 3 ngudi.

- S6 luong BC sau khi thu thap phai > 10x10°%/L

5. SAU HUY PONG
- Bach ciu sau huy dong phai duoc tia xa dé phong ngira TA- GVHD. Liéu 15-
25Gy (theo AABB).
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Sau khi thu thap luu trir & nhiét d6 phong, BC phai dugc truyén trong vong 12-
24h, cang sém cang tét.

6. TRUYEN BACH CAU

Khéng nén truyén qua bo loc bach cau vi s& 1am giam sb lugng BC thu thap
dugc. Theo ddi bénh nhan qua mach, huyét ap, dung cu do oxy méau mdi 15
phut.

Thoi gian: truyén trong 1-2h néu 1a ngudi I6n va 2-4h khi 1a tré em véi tai #
200ml (50-100giot/phit & nguoi I6n va 25-50 giot/phat TE).

Liéu truyén trung binh 0,96x10°%kg/lan truyén (0,47-1,8x10%kg/lan truyén).
Truyén cach ngay (cd thé mdi ngay), it nhat 1a 1 tuan.

# Luu y: néu bénh nhan c6 ding Amphotericin B thi truyén BC nén thyc hién sau khi
ngung Amphotericin B it nhét 4h.

7. XU TRI PHAN UNG KHI TRUYEN BACH CAU

Truyén bach cau 1a mot bién phap kha an toan, thuong chi thay c6 nhiing phan
g nhu sét, lanh run va dugc xir tri nhu truyén cac ché pham mau khéc (ha sét,
corticoid...).

Cho Antihistamin + Paracetamol + Hydrocortisone trudc truyén.

Nhiing PU ning xay ra khoang 1-5% truong hop nhu ha huyét ap, tham nhiém
phoi, suy ho hap.

8. PANH GIA HIEU QUA

Sy thanh cong cua liéu phép truyén BC dugc danh gia khi ¢6 su hdi phuc hoan
toan vé tinh trang nhidm trung (triéu chiing LS bién mat, CRP giam, Protein C
am tinh...).

Truyén BC lam giam ti 18 tir vong & nhitng bénh nhan giam niang SN, ciing nhu
cung cap thém mot phuong phéap diéu tri nang do gia tri.

9. NGUNG TRUYEN BACH CAU KHI NAO?

Khi ¢6 su cai thién vé 1am sang (thuong it nhat 3 lan/tuan).

Khi truyén nhiéu ngay nhung khong c6 hiéu qua.

Khi xay ra nhitng phan tng bét loi trong qua trinh thuc hién.

Khi khong con ngudi cho BC (truyén BC dai ngay gay kho khan khi sé luong
ngudi cho BC sin ¢ khdng nhiéu).
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HUONG DAN SU DUNG RUXOLITINIB
TREN POI TUQNG BENH NHAN XO TUY

1. DPATVANDE
- O thoi diém chan doan, giam tiéu Céu dugc ghi nhan ¢ khoang %2 BN bi xo tiy
nguyén phat, véi 16 — 26% BN c6 s6 lugng tiéu cau < 100K/ul va 11 — 16% BN
c6 s6 lwong tiéu cau < 50K/ul.
- Théng thuong, Ruxolitinib duoc ding cho BN c6 sé luong tiéu cau > 50K/ul.
Gan déy, nhiéu nghién ctru da ching minh rang Ruxolitinib van sir dung duoc,
an toan va co hiéu qua cho d6i twong BN ¢6 s6 luong tiéu cau < 50K/ul.

2. CHI PINH CUA RUXOLITINIB
- Diéu trj BN bi xo tuy xuong, bao gbém xo tiy nguyén phat, xo tuy sau khi bi
tang hdng cau vo can hodc xo tity sau khi bi tdng tiéu cau vo can.
- Piéu tri BN bj Pa HC nguyén phat dé khang hoic khoéng dung nap
Hydroxyurea.

3. LIEU KHOI AU

3.1. Thong thuwong
- Tiéu cau: > 200K/ul: 20mg, uéng 2 lan/ngay.
- Tiéu cau: 100 — 200K/ul: 15mg, udng 2 lan/ngay..
- Tiéu cau: 50 — 100K/ul: 5mg, udng 2 lan/ngay.

3.2. Tiéu cau: < 50K/ul: 5mg, uéng 2 lan/ngay*

4. HIEU CHINH LIEU
4.1. Giam liéu
- Giam 50% liéu theo sé lugng tiéu cau, ding 2 lan/ngay (trong trudng hop s6
luong tiéu cau luc khoi dau > 50K/ul).
- Suy than nang (B¢ thanh thai Creatinin < 30ml/p).
- Suy gan muc do bét ky.
- Khi dung dong thoi vai chat ic ché manh CYP3A4 hoic Fluconazole.
4.2. Ting liéu
- Tang liéu khi dung nap duoc, sau 4 tuan, tir 5mg x 2 lan/ngay 1én ti da 10mg x
2 lan/ngay (tiéu cau < 100K/ul) hoic 25mg 2 lan/ngay (tiéu cau > 100K/ul).
- Khéng nén ting liéu trong 4 tuan dau va khong thudng xuyén hon mdi 2 tuan.

4.3. Ngung thudc khi khong dat dwge dap Gng sau 6 thang diéu tri: kich thwéc lach
khong giam, cac triéu chirng khong cai thién.

5. CACH DUNG
- Thubc dung duong udng, 2 lan/ngay, dung hiang ngay.
- Co thé dung cuing hoic khdng ciing véi thire an.
- Khéng ngung thude dot ngot.
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BN nén ding thudc dung theo lich. Néu 15 1 liéu, BN nén tiép tuc lich dung, chi
khong dung bu 1 lidu. Néu can thiét, viéc ngung thudc can phai giam lidu c6 ké
hoach, va duoc theo dbi boi bac si.

BN nén duoc tu van vé hoi chimg sau ngung Ruxolitinib trude diéu tri. Khi c6
triéu ching nghi ngo hoi chung nay (s6t, ha huyét ap, giam 6xy md) can diéu tri
ngay bang corticoid toan than (prednisone 20mg/ngay trong 7 ngay, giam lidu
trong tuan tiép theo).

THEO DOI

Phai xét nghiém cong thire mau trude khi khai dau diéu tri bang Ruxolitinib.
Can theo déi cong thic mau mai 2 - 4 tuan cho dén khi liéu ding 6n dinh va sau
do duogc chi dinh theo Iam sang.

Déi voi BN ¢6 sé luong tiéu cau < 50 k/ul Iic khoi dau thude: cong thic méu
nén duoc thyc hién 2 — 3 lan/tuan cho dén khi duy tri dugc sé luong tiéu cau
> 20K/ul.

v' Duy tri tiéu cau > 20K/ul.

v Hb > 8g/dl.

v’ C6 thé két hop Hydroxyurea néu tiang bach cau.

Chte ning gan, than: 1 lan/tuan.

Céc bilan nhiém tring (néu co).

CHONG CHI PINH , ,
Qua man vdi hoat chat hoac vai bat ky ta dugce nao cia thuoc.
Phu nir ¢6 thai va cho con bu.

CANH BAO VA THAN TRONG

Gidm sé lwong té bao mau

Diéu tri bang Ruxolitinib ¢ thé giy ra cac phan ng phu vé huyét hoc, bao gom
giam tiéu cau, thiéu mau va giam bach cau trung tinh. Viéc nay c6 thé kiém soat
dugc bang cach giam liéu, hodc tam ngung thudc hodc truyén ché pham mau.

Nhiém tring

v' Panh gia cac triéu chiing ciia nhiém tring mot cach thich hop trudce khi diéu
tri. Nhitng vin dé nhidm tring ning can dwoc giai quyét trudc khi dung
thuéc.

v’ Mic bénh lao d3 dugc bao cao & BN dang dung Roxulitinib dé diéu tri xo
tiy. Trude khi khoi dau didu tri, BN nén dugc danh gia vé kha nang bi bénh
lao tiém 4n hodc dang hoat dong, theo khuyén cdo cua phéc dd diéu trj quéc
gia.

v' Pi c6 bao cao vé tai luong virus viém gan B (ndng d6 HBV-DNA) ting 1én,
c6 va khong c6 ting kem theo alanin aminotransferase va aspartat
aminotransferase & nhitng BN bi nhiém HBV man tinh dang dung
Roxulitinib. Chua 16 anh huong cua Roxulitinib ddi véi sy ting sinh virus &
BN bi nhi®m HBV man tinh. BN bi nhiém HBV man tinh can dugc diéu tri
va theo ddi theo cac hudng dan 1am sang.

Bénh zona (Herpes Zoster).

Bénh chat trang ndo da 6 tién trién.



Phu luc

Ung thu da khong phai u hd:c 1.
Cdc bat thuongl Gia tang nong do lipid.

9. TUONG TAC THUOC
Néu Roxulitinib dugc dung déng thoi véi thube e ché manh CYP3A4 hpéc thube
uc ché kép trung binh CYP2C9 va CYP3A4 (vi du: fluconzol), nén giam liéu khoang

50%.

Thuéc trc ché manh CYP3A4

Céc thudc e ché manh CYP3A4 (bao gdm nhung khong giGi han &: boceprevir,

clarithromycin, indinavir, itraconazol, ketoconazol, lopinavir/ritonavir, ritonavir,

mibefradil, nefazodon, nelfinavir, posaconazol, saquinavir, telaprevir,
telithromycin, voriconazol).

Thuéc tre ché nhe hodc trung binh CYP3A44

v' Cac thudc tc ché nhe hodc trung binh (bao gdm nhung khong gii han ¢:
ciprofloxacin, erythromycin, amprenavir, atazanavir, diltiazem, cimetidin).

v' Khéng khuyén cao diéu chinh lidu khi Roxulitinib duoc dung dong thoi véi
thudc trc ché nhe hodc trung binh CYP3A4 (vi du erythromycin). Can theo
ddi chit ché BN dé phat hién giam t& bao mau khi bat dau diéu tri v6i mot
thudc wre ché trung binh CYP3A4.

Thudc ¢ ché kép trung binh CYP2C9 va CYP3A4 (vi du fluconazole)

Tranh sir dung dong thoi Ruxolitinib véi fluconazol & liéu 1én hon 200mg/ngay.

10. POI TUQNG BN PAC BIET

Suy thdn

v Khong can diéu chinh liéu dic biét & BN suy than nhe hodc trung binh.

v' O BN bj suy than nang (d6 thanh thai creatinin dugi 30ml/pht), lidu khoi
dau khuyén céo dya trén so lugng tiéu cau d6i voi BN bi xo tay xuwong (MF)
nén duoc giam xudng khoang 50%, ding 2 lan/ngay.

Suy gan

O BN c6 bét ky muc do suy gan nao, lidu khai dau khuyén céo dua trén sé lugng

tiéu cau nén duoc giam xudng khoang 50%, dung 2 lan/ngay. Céan diéu chinh cac

lidu ké tiép dua trén viéc theo ddi can than vé d6 an toan va hiéu qua.

Bénh nhi

D0 an toan va hi¢u qud cia Roxulitinib ¢ bénh nhi chua dugc xac dinh.

BN cao tuéi

Khong c6 su diéu chinh lidu bd sung nao dugc khuyén cdo dbi voi BN cao tudi.

11. QUA LIEU

Qua liéu
Chua c6 thude giai doc ddi vi truong hop qué liéu Roxulitinib. Cac lidu don 1én
dén 200mg da duoc dung voi kha nang dung nap cap chap nhan duoc. Céc lidu
lap lai cao hon so véi lidu dugc khuyen cao co lién quan voi tang tc ché tay
xuong bao gdm giam bach cau, thiéu mau va giam tiéu cau.
Xur tri

v/ Can tién hanh diéu tri hd tro thich hop.

v/ Tham phan mau kho c6 thé 1am ting thai trir Roxulitinib.
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TAI LIEU THAM KHAO

1.
2.
3.
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Myeloproliferative Neoplasma. NCCN Evidence Blocks, version 2.2018.

Management of primary myelofibrosis. Uptodate 2017.

Mads Emil Bjorn, Morten Orebo Holmstrom and Hans Carl Hasselbalch. Ruxolitinib is
manageable in patients with myelofibrosis and severe thrombocytopenia: a report on 12
Danish patients. 2016, Leukemia and Lymphoma, 57:1, 125 — 128.

Haifa Kathrin Al-Ali, Alessandro M. Vannucchi. Managing patients with myelofibrosis
and low platelet counts. 2017, Ann Hematol, 96, 537 — 548.

Hudng dan st dung Jakavi tir nha san xuat.
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HUONG DAN SU DUNG AZACITIDINE

1. LIEU DUNG
Azacitidine (Vidaza®) c6 cong thirc CgH12N4Os: 4-amino-1-B-D-ribofuranosyl-s-
triazin-2(1H)-one.
- Chu ky dau: 75mg/m?/ngay trong 7 ngay lién tiép.
- Céc chu ky tiép theo: nén lip lai mdi 4 tuan. C6 thé ting liéu 100mg/m?/ngay
néu chua c6 hiéu qua sau 2 chu ky va khong co doc tinh thudc ngoai budn non
va non. Diéu tri it nhat 4 chu ky.

CHUAN BI THUOC TIEM DUOI DA

Vidaza® nén dugc hodn nguyén véi 4ml nudc cat pha tiém. Nudc cat nén duoc tiém

nhe vao dng. Lac déu dng dén khi dat dugc mot dung dich treo dong nhét.

- Chuén bi ¢é TDD ngay: Liéu > 4ml nén duoc chia thanh 2 dng tiém bang nhau.
Thudc giit ¢ nhiét d6 phong ti da 1 gid, nhung phai dugc tiém trong vong 1 gio
sau khi hoan nguyén.

- Chuén bi dé TDD tri hodn: Thudc d3 hoan nguyén cé thé duoc giir trong 6ng
thudc hoac ong tiém. Liéu > 4ml nén dugc chia thanh 2 éng tiém bing nhau.
Thudc phai dugc dé vao ta lanh ngay.

+ Néu thude duoc hoan nguyén véi nwéc cat khong giir lanh, san pham hoan
nguyén co thé gitr 1 gio & 25°C hoic 8 gior & 2-8°C.

+ Néu thudc dugc hoan nguyén voi nwéc cét giie lanh & 2-8°C, san pham
hoan nguyén c6 thé giir & 2-8°C trong 22 gio.

Vi tri tiém xoay vong 3 noi: dui, bung va canh tay. Vi tri tiém méi nén cach chd cii

it nhat 1 inch.

2. TUONG TAC THUOC
Chua c¢6 nghién ciru vé tuong tac thubc cua Vidaza®.

3. PIEU CHINH LIEU

3.1. Theo huyét do
- Néu bét dau diéu tri; BC > 3,0K/uL, SN>1,5K/uL va TC > 75K/uL, chinh liéu
dira trén sé luong thap nhat

S6 luong thap nhat % liéu trong dot ké tiép
SN (K/uL) TC(K/uL)
<0,5 <25,0 50
0,5-1,5 25,0-50,0 67
>1,5 >50,0 100
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- Néu BN c6 BC<3,0K/uL, SN <1,5K/uL hoic TC<75,K/uL

% giam BC hoac TC thap nhat so véi ban

Mat do sinh thiét tuy xuong & thoi diém

dau thip nhat (%)
30-60 | 1530 | <15
% liéu trong chu ky ké tiép
50-75 100 50 33
>75 75 50 33

Néu BC va TC >25% so v&i 6 luong thap nhit va dang tang 1én — chu ky ké tiép
vao N28 cua dot truge. Néu N28 ma BC va TC khdng >25% so véi sb luong thap nhit
— danh gi4 lai mdi 7 ngay. Néu dén N42 vin chua ting 25% — nén diéu tri véi 50%

lieu.

3.2. Theo chirc nang than va dién giai

- Néu giam bicarbonate huyét thanh dudi 20mEg/L khong giai thich dugc, nén

giam 50% liéu vao dot ké tiép.

- Néu ting BUN hoic creatinine khong giai thich dwoc, nén hoan chu ky ké tiép
dén khi céc gia tri tro vé binh thuong hoic muc ban dau va nén giam 50% liéu.

4. TAC DUNG PHU THUONG GAP

- Pdi véi duong TDD: budn ndn, ndn, tiéu chay, tiao bon, do da chd chich, sdt,

giam BC hat, giam TC, thiéu méu.

- Ddi véi dudng TM: xuat huyét dudi da, rung, yéu va giam kali mau.
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CHI PINH SU DUNG G-CSF

. Theo phac dd.

. S6t nhidm trang & bénh nhan giam bach cau hat do hda tri liéu phac @6 R-CHOP, R-
CVP.

. Giam bach cau hat do hoa tri liéu phac 6 R-CHOP, R-CVP; can nang bach cau hat
dé bao dam diéu tri ding liéu trinh,

. Nhiém trung ning, de doa tinh mang

- Nhiém trung huyét, Séc nhiém tring.

- Viém phdi nang.

- Nhidm nim xam lan.

. Bénh nhan c6 bénh ly noi khoa nang phéi hop, de doa tinh mang.

. Hoi chan bénh vién cho nhimg truong hop khéc.
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PHAC PO CHI PINH TRUYEN TIEU CAU

1. CHI PINH

Céc nhém bénh khéc nhau cé chi dinh truyén tiéu cau khac nhau. Do d6, dya vao
dac diém cua tirng nhém bénh ma co chi dinh nhu sau:

1.1. Chi dinh truyén tiéu cAu déi véi nhom bénh giam tiéu chu do diéu tri hoa tri
theo phac do

1.1.1.Nhém bn ghép tiiy ) ) i
- Truyen tiéu cau du phong xuat huyét khi TC < 20.000k/ul, truyén qua bo loc va
tia xa.

1.1.2.Nhém bénh nhin AL, Lymphoma, Da u tiiy, Logn sinh tiy
- Truyeén tiéu cau du phong xuat huyét khi TC < 20.000k/ul, trong giai doan hda
tri.

1.1.3.Nhém bénh nhan Suy tiy dang diéu tri ATG + CsA
- Truyén tiéu cau dy phong xuat huyét khi TC < 20.000k/ul, trong 2 tuan dau cua
cudc diéu tri, sau d6 duy tri TC # 10.000k/ul. Chi truyén khi TC < 10.000k/ul

kém xuét huyét de doa tinh mang ¢ nhitng tuan sau.

1.1.4. Trong trwong hop khang tiéu cau khi dang héa tri, khdng thé nang TC >
20.000k/ul
- Duy tri TC # 10.000k/ul ma khong cé xuat huyét, kém truyén TC 2 lan/ngay
(sang-chiéu ). Cac truong hop duoc xac dinh 1a khang tiéu cau, can 1am XN tim
khang thé khang HLA class I.

1.2. Chi dinh truyén tiéu cAu déi véi nhém bénh giam tiéu cau do nguyén nhan
mien dich, tw mien (XHGTC, hgi chirng Evans...)

1.2.1. XHTC, hgi chizng Evans
- Khéng truyén. Chi truyén khi TC < 10.000k/ul kém c6 xuét huyét de doa tinh
mang, truyén 1 1an va chup CT Scan dé danh gi4 tinh trang xuat huyét ndo dé
quyet dinh hudéng tlep theo (Neu khéng cé bang chung xuat huyét no - khong
truyén tiép. Néu co dau xuat huyét, co thé truyén thém va can hoi chan BV).

122 . TTP
- Chi truyén cho bénh nhan khi nghi ngd ¢6 dau hiéu xuat huyét ndo, truyén tiéu
cau song song véi thay huyét twong.

1.2.3.DIC: truyén giir tiéu cau khoang 30.000 — 50.000k/ul.
1.3. Truyén tiéu ciu d6i véi nhom bénh thia thuat, phiu thuat

1.3.1.Chudn bj dgi phdu (ton thwong TKTW, chan thuong da co quan, phau thuat
Ngoai TK ...) : truyén nang tiéu cau >100.000k/ul trugc PT. 1.3.1.
1.3.2.Chudn bj trung phdu hodgc tiéu phdu (sinh thiét gan, kinh tay...)
- Truyén nang tiéu cau >50.000k/ul truéc khi thuc hién tha thuat. Déi voi bénh
nhan bach ciu cép, Intrathecal mii dau tién can nang TC > 100.000k/ul, dugc
thuc hién véi BS nhiéu kinh nghiém va cé gang giam té bao Blast trong méu
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ngoai Vi tai thoi diém nay cang nhiéu cang tot. Tir mii IT thir 2 tré di chi can
nang tiéu cau # 50.000k/ul .
1.4. Truyeén tiéu cAu ddi véi nhitng bénh nhan ting tiéu thu tiéu ciu (sdt, bach ciu
cao, nhiém tring huyét...): duy tri tiéu cau 10.000- 20.000k/ul va theo ddi danh gia ky
tinh trang xuat huyét trén 1am sang.
1.5. Truyén tiéu cau dbi véi nhom bénh lién quan dén chat lwong tiéu cau (liét tiéu
cau, xo gan..): truyén khi c6 xuét huyét nghiém trong.
1.6. Truyén tiéu cau ddi véi nhom bénh Iy Huyét hoc khéong cé diéu tri dic hiéu
(AL, Suy tay, Loan sinh tay, Pa u tay, Lymphoma..): khdng can truyén. Chi truyén khi
c6 xuit huyét nghiém trong de doa tinh mang va chi nang tiéu cau 1&n # 10.000k/ul.

2. NGUYEN TAC TRUYEN TIEU CAU

Truyén phd hgp nhém ABO- Rh, truyén tiéu cau pool cho bénh nhan khong diéu tri
dic hiéu, that bai voi diéu tri. Uu tién tiéu cau khdi cho bénh nhan ghép tay, diéu tri hoa
trj theo phéac do.

Nhém méau Nhém miu ciia don vi mau, ché phim mau truyén
nguoi bénh Lua chon hang dau Luwa chon hang thir 2
@) 0] A
A A 0]
B B A hoac 20
AB AB Ahoac 20

3. LIEU LUQNG TRUYEN TIEU CAU
- 1 don vi/10kg/nguoi 16n; 0,5 - 1 don vi/10Kkg/tré em
- 4-6 don vi/lan truyén/ngudi 16n: chira téi thiéu 300x10° TC s& nang TC 1én 20-
40x10°%L trong 2-3 ngay.
-1 don vi (50-100x10°%) nang TC 10-15x10%L/m? dbi véi tré em.

TAI LIEU THAM KHAO
1. Tran Vin Bé : Huyét hoc 1am sang, Nha xuét ban Y hoc 1997.
2. St dung mau trong 1am sang: Vién Huyét Hoc Trung Uong 2008.
Mordent Blood Banking and Transfusion practices- Denis M.Harmening-Third Edition
1994.
Handbook of transfusion medicine Robert G.Westphal, MD.
Hematology: Basic principles and practice- Ronald Hoffman - Third Edition 2000.
Technical manual 15th edition 2005 AABB.
Guide to the preparation, use and quality assurance of blood component 12th edition
council of Europe Publishing.
8. The Clinical Use of Blood. World Health Organization Blood Transfusion Safety
GENEVA.
9. Wintrobe's Clinical Hematology.
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QUY TRINH THU THAP BACH CAU HAT

1. MUC PICH

Quy trinh thu thap té bao bach cau hat thuc hién trén hé théng may COBE
SPECTRA nham muc dich thu thap duoc bach cau hat véi ndng do cao, chat luong tot
dap tmg duoc cac yéu cau vé chuyén mon cho cong tac diéu tri.

2. CHi PINH TRUYEN BACH CAU HAT
Bénh nhan giam ning bach cau hat sau hda tri liéu (SN < 0,2k/ul):

C6 tinh trang s6t kéo dai trén 7 ngay khong dap ung véi khang sinh phé rong,
khang nam duong tinh mach, G-CSF.

Shock nhidm tring nguy hiém dén tinh mang: nhidm tring huyét, shock nhiém
trung (Khi sir dung phai hoi chan bénh vién).

3. TIEU CHUAN NGUOl CHO BACH CAU HAT

Ngudi cho bach cau 1a nguoi khoe manh tét nhat 1a ngudi trong gia dinh dac biét
la bénh nhén di ghép TBG. Truong hgp khong tim dugc nguoi cho co lién hé
huyét thng thi cé thé tim ngudi cho tir cong dong.

Dong y hién bach cau.

Do tudi :

+ Nir: 18 — 50 tudi.

+ Nam: 18 — 55 tudi.

Phu hop nhdm mau ABO-Rh hoac khac nhém méu minor va phan tng chéo
(crossmatch) phu hop.

Huyét thanh &m tinh véi: HBV, HCV, HIV, VDRL, HTLV1 va xét nghiém cong
thac mau, sinh héa va dong mau toan b trong gidi han binh thuong (dat tiéu
chuan cua nguoi hién mau theo quy ché truyén mau).

Néu bénh nhan c6 XN CMV () thi ngudi cho ciing phai 1a CMV (-).

4. TIEU CHUAN LOAI TRU

Cé nhan hoic gia dinh c6 tién sir bénh hong cau hinh liém ning hoic bién thé
(trir khi nguoi hién da xét nghiém am tinh).

Khéng dat tiéu chuan hién méau do méc céc bénh lay truyén qua dudng mau.
Tang huyét 4p khdng kiém soat dugc hién tai.

Bénh dai thdo duong.

Bénh viém loét da day dang dién tién.

Mang thai hoac cho con bu.

Pang diéu tri véi phong xa lithium.

C6 tién sir ciia bénh tu mién.

Co tién sur cua bénh mach vanh.
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— Tién str huyét khéi tinh mach sau hoac huyét khéi tinh mach.
—  Tién str viém méng mat.

— Suy tuan hoan, rdi loan huyét dong.

— Suy hé hap.

— ROi loan d6ng mau tién trién.

— RAi loan dién giai.

— Khdng hop tac.

5. TRANG THIET BI

Tat ca cac thiét bi sir dung s& duoc kiém tra va danh gia chat luong dam bao tiéu
chuan.

— May COBE SPECTRA.

— B6 Kit CARADIAN COBE SPECTRA.

— May han day di dong.

— B0 ging tay vo khuén va sach.

— 1 lo cdn sat khuan.

— Céc bng xét nghiém.

— Bang ép kich thudc 5x5 va 10x10.

- Kéo.

— Bing dinh c6 16 nho.

—  B6 do huyét ap.

— Day Garrot.

—  1000ml nuwéc mudi sinh ly.

— 2 x 750ml chong dong ACDA.

— Canxi dng.

6. HUY PONG BACH CAU HAT
— Huy d6ng véi G-CSF 10pg/kg tiém dudi da liéu duy nhat IGc 21 gio + dexa 8mg
udng cung ldc.
—  Thu thap vao hém sau bat dau Itc 8 — 9 gio.

7. BILAN TRUOC THU THAP

Tién hanh thu thap sau 8 — 12 gid sau huy dong.

Bénh nhan hoi du diéu kién va da tién hanh huy dong té bao bach cau hat &én ngay
thu thap Bac si kham va danh gia tinh trang 1am sang cho phép thuc hién thu thap bach
cAu hat:

— Bénh nhén dugc tiép don tai don vi chiét tach té bao.

—  Thuyc hién xét nghiém huyét 6, dong mau toan bd (PT, aPTT, FIBRINOGEN)
sinh héa (ALT, AST, GLYCEMIE, CREATININ, ION PO...), Xquang tim
phdi, ECG, siéu &m bung, siéu am tim.

—  Két qua c6 thé tién hanh thu thap:
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TC >80k/ul.

Hemoglobine > 10g/dl.

Bach cau > 30k/pl (khdng bt budc).

Sinh héa va dong mau trong gidi han binh thuong.

Chuic nang tim phoi va cac xét nghiém thuong quy trong gigi han binh
thuong.

M¢ hai duong truyén ngoai vi hodc mét ngoai vi mot trung tam.

Néu nhitng két qua nay khong dat duoc, quyét dinh tri hodn thu thap s& dugc
thao luan véi bac si ¢6 trach nhiém chinh véi bénh nhan.

+ + + + +

8. THU THAP BACH CAU HAT

Tiép dén nguoi cho bach cau.

Chuan bi ngudi cho: tham kham, giai thich quy trinh, vé sinh ca nhan, kiém tra
sinh hiéu: mach, nhiét do, huyét ap, SPO..

L4p bo kit vao méy theo hudng dan caa COBE SPECTRA.

Cai dat cac thong so theo hudng dan cua hé thdng.

Chuan bj cac dung cu dé ma vein.

Nhap céc thong sd cia bénh nhan vao may: can nang, chiéu cao, chi sé
hematocrite, may s& tinh toan thé tich mau cua bénh nhan, chon lva thé tich méau
xt 1i (2 dén 3 1an tong thé tich méu caa bénh nhan).

Lam day hé thong chiét tach bang 1 don vi hong cau (da thuan hop, loc bach cau
va tia xa) trude khi két ndi hé théng thu thap véi ngudi cho néu nguoi cho c6
can nang < 30kg.

M hai duong truyén (da c6 san), ndi vai bo kit, ¢b dinh véi bang dinh.

Tién hanh chay may va lam theo céc chi dan trén may.

Chon lya mau sac khoang 3-5% so véi hematocrite. Kiém tra mau sac cua mau
thudng xuyén va dong cac valve thu thap néu mau sic khong phi hop.

Phong ngira ha canxi méau bang canxi gluconat 10%.

Dan do bénh nhan bao lai tat ca cac triéu ching bat thuong cha yéu la cam giac
té nhu kim cham, ddy thuong 1a diu hiéu cua ha canxi huyét va can phai bu
canxi.

C6 thé str dung thudc an than cho tré nhung khong thuong quy ma cho nguoi
than ¢ cung vai tré vai nhitng vat dung ma tre yéu thich...

Dan nhin dé xac dinh tui té bao bach ciu hat va nhan thong tin ngudi cho 18n tai
thu thap té bao.

Dién diy du vao gidy chiét tach trong qua trinh thuc hién.

Két thuc qua trinh bang tai vi tri tiém, ldy mau mau xét nghiém cho nguoi hién
(cdng thire mau, ion d6, dong mau). Khuyén cdo ngudi cho nén duy tri bang tir
4-5 gio.

Han day va gui mau dé dém sb lugng bach cau hat va cho ngan hang mau dé tia
Xa.

299



Phac d6 diéu tri BENH LY HUYET HOC — Tap 2

— Bao quan tdi san pham & nhiét d6 phong, khong can lic.

—  Ché pham BCH Sir dung trong vong 24 gid, cang sém cang tot.

— Liéu truyén > 1 x 10'%m? & nguoi nhan, truyén mdi ngay hoic cach ngay cho
dén khi SN > 500/uL hodc cho dén khi kiém soat dugc tinh trang nhidm tring.

9. THEO DOI
% Theo ddi hoat dong cua may:
—  Su 6n dinh cua dong chay chiét tach.
—  Xur ly c4c 16i ky thuat.
% Theo dai bién chung:
— Ha huyét ap: nam dau thap, bu dich.
— Séc giao cam: xir tri twong tu Ha huyét ap.
— Ha calci: giam toc do AC va bu Calci.
— Phan tng di ung: thudc chdng di ang.
—  Céc bién chang khac: viém mach, tu mau, thuyén tic khi, nhidm trang, mat cac
thanh phan khac cia mau...
% Theo dai bénh nhan tong quat:
— Monitoring.
—  Cham soc cap |.
— Bilan trudc va sau khi chay: Huyét 6, Sinh hoa mau (Ion do la quan trong nhat),
bong mau toan bo.

10. PANH GIA SAU THU THAP
— S6 lwong BC sau khi thu thap phai > 10x10%/L.
— Nguoi cho Bach cau duoc thu thap khong qua 2 dot/nam/ngudi. 01 dot toi da 3
lan, lan dau lay cach lan 2 it nhat 3 ngay khi l4y trén cung 1 nguoi cho.

11. THEO DOI SAU THU THAP VA XUAT VIEN

Sau thu thap bénh nhan tiép tuc duoc theo di tai khoa diéu tri tdi thiéu 24 gio va
dén khi sb luong tiéu cau > 50k/ul va tinh trang 1am sang 6n dinh.
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MOQT SO CHI PINH SU DUNG YEU TO VII TAI TO HQP

TRONG CAC TRUONG HQP ROI LOAN PONG MAU

1. PINH NGHIA - CO CHE TAC DUNG

NovoSeven ® la yéu t6 Vlla caa ngudi duoc tai to hop (rFVIla) nham muc dich
thiic day cam mau bang cach kich hoat con dudng ngoai sinh cta dong thac dong
méu. NovoSeven 1a mét glycoprotein phu thudc vitamin K bao gém 406 amino
acid (MW 50 K Dalton). NovoSeven ¢c6 cau trac twong tu nhu yéu t6 Vlla trong
huyét twong c6 ngudn gc tir con nguoi.

Co ché téc dung:

+ Tang sinh thrombin trén bé mit tiéu cau da hoat hoa.

+ Lam cau tric nGt cam mau fibrin bén chic hon.

2. CHI PINH
Yéu t6 dong mau tai to hop VIla duoc chi dinh cho cac truong hop sau:

Bénh nhan Hemophilia A hoic B ¢ khang thé chdng yéu té VIII hoic 1X
(cao>5 don vi Bethesda (BU)) hoic bénh nhan Hemophilia mic phai dang bi
chay mau ning, de doa tinh mang (tiéu mau, xuat huyét tiéu hoa, xuat huyét
nao...)

Ngin ngira chay mau trong can thiép phau thuat hoic tha thuat xam lan ¢ bénh
nhan Hemophilia A hoic B c6 khang thé chdng yéu té VIII hodc IX hodc bénh
nhan Hemophilia mac phai (Hoi chan bénh vién).

Bénh nhan bi thiéu yéu té VIl bam sinh dang bi chay mau ning de doa tinh
mang.

Ngin ngira chay méau trong can thiép phau thuat hoac thu thuat xam lan ¢ bénh
nhan bi thiéu yéu t6 VII bam sinh (Hoi chan Bénh vién).

Chi dinh can nhac:

Bénh nhan bi bénh liét tiéu cau Glanzmann xuat hién khang glycoprotein 11b-llla
hodc khong dap ung véi truyén TCDD can lam phau thuat hoac thu thuat xam
lan.

Bénh nhan bi xuat huyét hau san de doa tinh mang.

3. CHONG CHI PINH: khong c6 chéng chi dinh.

4. THAN TRONG

Bénh nhan bj DIC, xo vita dong mach, da chin thuong do bi d¢ nhidm tring
huyét hoac diéu tri cing véi aPCCs, PCCs ting nguy co huyét khéi.

Can than voi ngudi ¢6 tién st bénh mach vanh, bénh gan, DIC, bit dong sau
phau thuat, nguoi gia va tré so sinh ciing c6 thé ting nguy co huyét khoi.

Trén cac ddi twong ndy: can nhéc loi ich 16n hon nguy co. Theo doi ddu hiéu tac
mach va giam liéu hodc ngung khi c6 triéu chung.
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5. LIEU DUNG

Khi diing chi dinh (dd néu ¢ muc 3.2) thi dwec phép dung mét liéu dau. Ké tir lidu
thee hai tré di phdi dwoc Hgi chan cdp ciru bénh vign. Néu ngoai gio hanh chanh sé
Hgi chdn cdp cieu hogc xin Y Kién Gidm déc bénh vién hodc treec 1anh dgo.

5.1. Bénh nhan Hemophilia A hodc B c6 khang thé chéng yéu té VIII hodc IX
(>5Bu) dang bi chay mau
— 90pg/kg can nang, tiém mach nhanh 2-5 phdt, mdi 2 - 3 gid cho dén khi cam
mau. Sau do6, gidn khoang céach liéu mdi 4gid — 6gio - 8gio - 12 gio.
— O bénh nhan xuét huyét co, khop: liéu duge ddng thuan co hiéu qua 1a 8 liéu.
Téc dung phu duoc b4o céo & ngudi sir dung hon 12 liéu.

5.2. Ngin ngira chay mau trong can thiép phau thuat hodc tha thuat xam lan &
bénh nhan Hemophilia A hoic B ¢ khang thé chéng yéu té V111 hoic 1X (>5Bu)
< Tiéu phiu: Liéu dau 90pg/kg can ning ngay trude khi phau thuat va lap lai moi
2 — 3 gio trong sudt qua trinh phau thuat va 48 tiéng sau phau thuat. Sau do6 lap
lai cach mdi 6 gio cho dén khi lanh vét mo.
< Pai phiu: Liéu dau 90ug/kg can nang ngay trudc khi phau thuat va lap lai mdi
2 — 3 gio trong sudt qua trinh phau thuat va 5 ngay sau phau thuat. Sau do 1ap lai
cach mdi 4 gid cho dén khi 1anh vét m.

5.3. Bénh nhan bi thiéu yéu t6 V11 bam sinh dang bi chay mau hoic chuan bi phau
thuat

—  Tuy thudc vao mdi ca nhan va mic do chay mau.

—  Liéu khuyén nghi: 15-30pg/kg can nang cho mdi 4-6 gio cho dén khi cam mau.

5.4. Bénh nhan bi Hemophilia mac phai
—  70-90ug/kg can nang lap lai mdi 2-3 gio cho dén khi cam mau.
— Ti lé thanh cong véi mot liéu 90pg/kg can nang: 67%.

6. CACH SU DUNG
Ludn dam bao nguyén tic vo khuan.
— Pha thudc ¢ nhiét do phong (khdng qua 37°C)
— Dich pha thudc tuong tng:

> Lo 1mg (1000pg): 1,Aml Histidine
» Lo 2mg (2000uQ): 2,1ml Histidine
» Lo 5mg (5000uQ): 5,2ml Histidine
> Lo 8mg (8000uQ): 8,1ml Histidine

—  Céch pha thubc: xem huéng dan sir dung cua thudc.

— Thudc chi str dung dudng tiém mach va khdng nén tiém chung vai thudc khéc.

— Thubc da pha phai con trong sudt va khong d6i mau. Khong sir dung néu thude
bi van duc hodc ddi mau.

— Thubc da pha phai dugc sir dung trong vong 3 gio, khong trir dong va khong trix
thudc trong dng tiém.
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7. TAC DUNG PHU: néi ban, ngta, néi mé day, sot. Tac dung phu tic mach duoc
quan sat thay & 0,1-1% bénh nhan diéu tri.

8. TUONG TAC THUOC: tranh sir dung chung véi phirc hop prothrombin c6 dic va
phtc hgp prothrombin c6 dac dugc hoat hoa.

9. PHU NU CcO THAI VA CHO CON BU: Category C: chua c6 thir nghiém 1am
sang trén dong Vit va ngudi vé muc do an toan cua thudc trén thai phu. Khong rd thudc
cd trong sira me hay khdng. Chi sir dung néu loi ich 16n hon nguy co.

TAI LIEU THAM KHAO
1. Hedner, U. Dosing and Monitoring NovoSevens Treatment. Haemostasis 1996; 26
(suppl 1): 102-108
2. Huéng dan sir dung thuéc NovoSevens caa cong ty NovoNordisk
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HUONG DAN BILAN THEO DOI XET NGHIEM TRONG

HOA TRI LIEU

1. XET NGHIEM O BENH NHAN HOA TRI LIEU TRUOC GIAI POAN SUY

TUY

1.1. Chuén bj truéc héa tri liéu

1.1.1. Xét nghiém thwong quy

Huyét d6: TPTM laser, Phét mau ngoai bién

Sinh hoa: ALT, AST, Bilirubin TP-TT, Albumin, Protid Tp, Prealbumin,
Cholesterol tp, Triglycerid, LDL, HDL-C, Glucose, CRP, Ion dd, acid uric,
LDH.

B2-microglobulin (trong Lymphoma, bénh 1y twong bao, cac bénh ly &c tinh
dong lympho).

bong mau toan bo: PT, aPTT, DPinh lugng Fibrinogen.

TPTNT.

X quang tim phoi thang.

Siéu &m bung. Siéu 4m tim Doppler. Dién tam do.

Siéu vi: HbsAg, antiHBs, Anti HBc total, AntiHCV, Anti HIV, CMV (IgM,
1gG), EBV (IgM, IgG), HTLV %.

1.1.2. Xét nghigm chén dodn (xem cdc phdc dé diéu tri)

Tay dd. Sinh thiét tay.

DA4u 4n té bao (Flow cytometry).

Sinh hoc phén tir: Karyotype, FISH, PCR.

Choc do dich néo tay. Xét nghiém té bao dich no tay.

X quang khung xuong, cot séng: trong chan doan da u tiy.
MRI cot séng: néu cé yéu liét.

CT scan so ndo, MRI so ndo néu nghi ngo c6 xam lan TKTW.
PET scan (lymphoma).

1.2. Cac xét nghiém & giai doan bat dau hoa tri li¢u

Huyét do: 2 -3 lan/tuan.

Sinh hoa:

+ ALT, AST, Creatinin, Glucose, Ion d, Bilirubin TP-TT: 2 lan/tuan.

+ Albumin, Protid tp: mdi tuan.

+ Lipase mau, Amylase mau truéc khi diing mdi mili L-Asparaginase.

Pong mau toan bd: mdi tuan va trudc mdi mili L-Asparaginase.

X quang tim phoi thang: ngay truéc khi bit dau hoa tri liéu.

Siéu am tim Doppler, ECG: truéc va sau khi dung thudc thuéc nhém
Anthracylin.
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2. XET NGHIEM O BENH NHAN HOA TRI LIEU TRONG GIAI POAN SUY
TUY
2.1. Xét nghiém thwong quy
—  Huyét dd: mdi ngay dén khi PLT > 20k/ul, va Neu > 500/ul trong 3 ngay lién
tiép, sau d6 2 — 3 lan/tuan.
— Sinh hoa:
+ ALT, AST, Creatinin, Glucose, CRP, Ion d6, Bili TP-TT, GGT: 2 — 3 lan/tuan.
+ Albumin, Protid Tp: mdi tuan.
— TPTNT, Péng mau toan bd: mdi tuan.
— X quang tim phdi thang: mdi tuan.
— Pinh lugng ndng d6 Vancomycin trong thoi gian dung (Xem hudng dan chinh
liéu Vancomycin theo nong do).
— Pinh luong néng d6 Methotrexate theo phac dd trong thoi gian ding
Methotrexate lidu cao (xem phac dd diéu tri bénh bach cau cap dong lympho).

2.2. Xét nghiém theo ddi bién chieng

2.2.1.Nhéng marker nhiém triing

— CRP: theo d@i tinh trang nhiém tring.

— Procalcitonin: Xét nghiém tai thoi diém nhiém trung lic ban dau, duoc chi dinh
khi diém suy tang (SOFA) >=2 hay lactate mau > 1mmol/l hay khi can theo yéu
cau chuyén mén, dung dé tién luong.

—  Lactate mau: dung dé theo ddi & bénh nhan séc nhiém tring.

2.2.2.CAc xét nghiém ddnh gid ¢ bénh nhan sét giam bach cdu hat.
< Cdy mau:

— Thuyc hién it nhat hai mau ciy ¢ vi tri khac nhau (1 Vein ngoai bién va 1 qua
sonde TMTW )

—  Thoi diém cdy mau (theo huéng din cua IDSA 2010): khi bat dau st (trudc khi
dung khéang sinh) va cay lap lai khi:

+ Khi ddi khang sinh hoic b sung khang sinh mai.
+ Sot dai dang (van con sot sau 48 gio khoi dong khang sinh kinh nghiém):
cay mau mdi 48 gio.
+ Nhim tring huyét: cdy mau mdi ngay dén khi (-) 2 lan lién tiép.
% Cdy bénh phdam ¢ nhing vi tri ¢6 ddu higu va trigu chizng nghi ngé nhiém trung
va khdng nén thuc hién thuwong quy

— Phan: & bénh nhan c6 tiéu chay, soi phan tim Clostridium difficile, tim vi nam,
tim HC, BC. Cay phan tim vi tring, vi nim. Cdy phan mdi tuan ¢ bénh nhan
ghép.

—  Nuéc tiéu: cdy mau nudéce tiéu néu cé nhitng dau hiéu hay triéu chitng caa nhiém
trung dudng tiéu, ciy sonde tiéu néu cd hay c6 bat thuong trén tong phan tich
nudce tiéu. Cay nuéc tiéu mdi tuan & bénh nhan ghép.

— Dich ndo tay: xét nghiém va ciy dich no tay néu nghi ngd viém mang néo.

306



Phu luc

— Da: choc hit hay sinh thiét ving ton thuong da nghi ngd nhiém tring dé xét
nghiém té bao hoc, nhuém Gram, va cay.
— Xeét nghiém dam:
+ Cay dam thuong quy néu bénh nhan c6 ho dam. Mau dich rira phé quan phé
nang néu c6 hinh anh tham nhiém khéng xéac dinh trén phim CT scan nguc.
Mau dich rira miii hay dich rira phé quan dé danh gia nhing triéu ching
nhiém siéu vi hd hap (Adenovirus, influenza A va B, RSV, parainfluenza).
+ Soi dam tim Pneumocystic carinii: viém phdi ning, tién trién nhanh.

2.2.3.Cac xét nghigm danh gia khéc
— Huyét thanh chan doan viém phdi khong dic hiéu: Clamydia pneumoniae,
Mycoplasma pneumoniae, Leigionella pneumoniae khi ¢ hinh anh ton thuong
mo k& trén hinh anh hoc (X quang, CT scan).
— Lipase mau, Amylase mau, Glucose: trudc khi dung L-Asparaginase.
— Antithrombin 111, Protein C, protein S, D-dimer: khi c6 réi loan dong mau (PT,
aPTT kéo dai) trong thoi gian dung L-asparaginase.
Huyét thanh chan doan Aspergillus bang phuong phap ELISA (Galactomanan):
truéc khi dung Amphotericin B va theo d&i mdi tuan ddi véi:
— Bénh nhan sau ghép.
— Bénh nhan dang stir dung Amphotericin B.
— Bénh nhén trong giai doan suy tuy thuéc nhém nguy co cao: AML tin cong,
tang cuong, ALL giai doan tan cong.
—  Pinh lugng CMV (CMV-DNA) (d6i voi bénh nhan ghép té bao gdc dong loai):
1 lan/tuan trong thang dau, mdi 2 tuan cho dén N+100, mdi thang sau N+100
hay khi nghi ngo tai hoat CMV.
— CT scan ndo, MRI n&o khi c6 dau than kinh dinh vi, co giat, dau dau khong giai
thich dugc nguyén nhan.
—  Soi cay phét cac 16 ty nhién ddi v6i bénh nhan ghép: mai tuan.

3. XET NGHIEM PANH GIA BENH (Xem thém phac d diéu tri cho tirng bénh)
3.1. Poi véi bénh bach cau cap
3.1.1.Ddnh gid sau tdn cong
Tuy d6:
— N21, N35 — N42: d6i vé6i Bach cau cap dong lympho.
— N14, N21, N35 — N42: déi véi Bach cau cap dong tay.
D4u 4n té bao (MRD), FISH, PCR, Karyotype: danh gia lui bénh sau tin cong trong
diéu tri bach cau cap.
3.1.2. Pdnh gid sau giai doan ting cwong, cing cé
—  Tuy do: sau mdi dot cang ¢, ting cuong.
— Dé4u 4n té bao (MRD): lap lai sau két thiic cung cb néu sau tan cong con dwong;
bit du vao giai doan duy tri, sau khi két thuc diéu tri.
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— FISH, PCR: néu sau tan cong con duong.
— Karyotype: vao giai doan két thuc diéu trj.
—  Siéu &m tim, ECG: mdi 6 thang sau khi két thac diéu tri.

3.2. Pbi v6i bénh da u tiy, lymphoma, suy tiy
Xem huéng dan phac do diéu tri cho ting bénh.
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