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DANH MUC CHU VIET TAT

ACT (Activated Clotting Time): Thoi gian méu dong hoat hoa

ALIP (Abnormal localization of immature precursors): Khu tra bat thudng cia cac té bao
dau dong chua trudong thanh

ALL (Acute lymphoblastic leukemia): Lo xé mi cap dong lympho

AML (Acute myelogenous leukemia): Lo xé mi cap dong tiy

ANA (Anticorps anti-nucleaires): Khang thé khang nhan

APL (acute promyelocytic leukemia): Lo xé mi cap thé tién tiiy bao

APS (Anti-phospholipid syndrome): H0i ching Anti-phospholipid

APTT (Activated Partial Thromboplastin Time): Thoi gian thromboplastin mot phan hoat
hoa

ATG: Anti-Thymocyte Globuline

CLL (Chronic Lymphocytic Leukemia): Lo x& mi kinh dong lympho

CML (Chronic myeloid leukemia): Lo x& mi kinh dong bach cau hat

CMML (Chronic Myelo-Monocytic Leukemia): Lo x€é mi kinh dong bach cau hat mono
CMV: Cytomegalovirus

CR (Complete remission): Lui bénh hoan toan

CT (Closure time): Thoi gian tao nut cAm mau tiéu cau

DIC (Disseminated Intravascular Coagulation): Pong mau rai rac trong 1ong mach

ET (Essential thrombocythemia): Tang tiéu cau tién phat

FISH (Fluorescence In Situ Hybridization): K¥ thuat lai huynh quang tai chd

GP: Glycoprotein

GVHD (Graft-versus-host disease): Bénh ghép chéng chu

Hb (Hemoglobin): Huyét sic t6

HC: Hong ciu

HCL (Hairy Cell Leukemia): Lo xé mi té bao toc

HIT (Heparin Induced Thrombocytopenia): Giam tiéu cau do heparin

HLA (Human leukocyte antigen): Kiéu hinh khang nguyén bach cau

HLH (Hemophagocytic lymphohistiocytosis): Hoi chimg thue bao té bao mau

HUS (Hemolytic Uremic Syndrome): Hoi chiing tan mau ting ure huyét

ITP (Immune thrombocytopenic purpura): Ban xuat huyét giam tiéu cau mién dich

IT (Intrathecal): No6i tay

LA (Lupus Anticoagulant): Chat trc ché chong déng mau dang lupus

MCH (Mean corpuscular hemoglobin): Lugng huyét sac to trung binh hong cau
MCHC (Mean corpuscular hemoglobin concentration): Nong d6 huyét sét td trung binh

cua hong cau



MCV (Mean corpuscular volume): Thé tich trung binh khéi hong cau
MDS (Myelodysplastic Syndrome): Hoi chtng rdi loan sinh tuy

MM (Multiple Myeloma): Pa u tily xuong

MPDs (Myeloproliferative diseases): Nhom bénh tang sinh tuy

MPNs (Myeloproliferative neoplasms): Nhom bénh tang sinh tuy ac tinh
MRD (Minimal residual disease): Ton du t6i thiéu cua bénh

NST: Nhiém séc thé

PC: Protein C

PCC (Prothombin Complex Concentrate): Phurc hop prothrombin cd dac
PCL (plasma cell leukemia): Lo xé mi té bao dong plasmo

PCR (Polymerase Chain Reaction): K¥ thuat tong hop chudi

PFA (Platelet Funtion Analyzer): Panh gia tong quat chtrc ning tiéu cau
PMF (Primary myelofibrosis): Xo tiy nguyén phat

PNH (Paroxysmal noctural hemoglobinuria): Dai huyét sic tb kich phat ban dém
PS: Protein S

PT (Prothrombin Time): Thoi gian prothrombin

PV (Polycythemia vera): Pa hong cdu nguyén phat

RDW (Red cell distribution width): Dai phan b kich thudc hong cau
TEG (ThromboElastography): Pan hdi d6 cuc méau

TM: Tinh mach

TMDD: Thiéu mau dai dang.

TT (Thrombin Time): Thoi gian Thrombin

TTP (Thrombotic Thrombocytopenic Purpura): Ban xuat huyét giam tiéu cau huyét khdi
vWD (von Willebrand): Bénh von Willebrand

WHO (World Health Organization): To chirc y té thé gidi

MOT SO KHAI NIEM SU DUNG TRONG CAC BAI VIET
1. Diéu tri tAn cong: La diéu tri cam ung dé dat lui bénh.
2. Piéu tri cung c¢d: La diéu tri nham dat tinh trang lui bénh 6n dinh.

3. Piéu tri duy tri: La diéu tri nhim kéo dai 6n dinh tinh trang lui bénh tranh tai phat.



1. LO XE MI CAP

1. PAI CUONG

Lo xé mi cép la mgt nhom bénh mau ac tinh. Pac trung cua bénh 1a sy tdng sinh
mot loai té bao non - 4c tinh (t& bao blast), ngudn gdc tai tuy xwong. C6 nhiéu yéu té nguy
co lam tang ty I¢ méc Lo xé mi cép, nhu: tia xa, hoa chét, virus HTLV1; HTLV2, yéu td
di truyén, Lo xé mi cap tht phat sau hoi ching rdi loan sinh tay (MDS), hoi ching ting
sinh tay (MPD); sau dung thudc héa chat.

2. CHAN DOAN

2.1. Triéu chirng 1am sang

- Hoi chting thiéu mau.

- Hoi chimg xuit huyét: Thuong do giam tiéu cau don thuin, xuit huyét ty nhién,
hay gip ¢ da - niém mac, ning hon c6 thé gip xuat huyét ndi tang. Pong mau rai rac
trong 10ng mach (DIC), dic biét hay gip trong Lo x& mi cap thé tién tuy bao.

- Hoi chimg nhiém trung: Sét, viém loét miéng hong, viém phoi, nhiém tring da...

- Hoi chiig tham nhiém: Gan, lach, hach to, phi dai loi, thAm nhiém da, tham
nhiém than kinh trung wong...

- C6 thé gip triéu chimg tic mach do ting bach cau.

- Biéu hién toan than do bénh 1y 4c tinh: Mét moi, gy sut, suy sup nhanh.

2.2. Triéu chirng xét nghiém

a. Xét nghigm té bao mdu ngoai vi

- Thiéu mau binh séic, hdng cau kich thude binh thuong, hdng cau ludi giam;

- S6 luong bach ciu thudng ting, nhung c6 thé binh thuong hodc giam; gip mot ty
1¢ té bao non (té bao blast) - 4c tinh;

- S6 lugng tiéu cau giam.

b. Xét nghiém tiy xwong

- Tuy d0 1a xét nghiém quyét dinh chan doan. Xét nghiém tiy d6 cho thay cac té
bao blast chiém ty 18 > 20% céc té bao c6 nhan trong tuy, cac dong hdng cau, bach cau hat
va mau tiéu cau bi lan 4t béi té bao blast.

- Sinh thiét tuy xwong duogc chi dinh trong truong hop choc hut tuy khong chan
doan xac dinh duoc do tiy nghéo té bao.

c. Xét nghiém ddu dn mién dich ciia té bao non - dc tinh

d. Xét nghiém nhiém sdic thé va gen c6 thé gdp mot sé bit thuwong:

- Vi AML: NST t(8;21), t(15;17), inv(16) (twong mg vé&i cac dot bién gen
AMLI1/ETO, PML/RARa, CBFB/MYH11), d6t bién gen MLL, FLT3 (FLT3-ITD).

- Voi ALL: NST Ph - t(9;22)) va/hodc gen ber-abl, bt thuong NST t(4;11),
t(1;19), t(12;21), t(11;19)... hodc tai to hop gen MLL.



2.3. Tiéu chuin chin doan

2.3.1. Chén dodn xdc dinh

- Dya vao triéu chirng 1am sang dién hinh cua bénh;

- Xét nghiém tuy dd thay té bao blast > 20% té bao c6 nhan trong tuy.

2.3.2. Chén dodn thé bénh va xép logi Lo xé mi cdp

Chan doan thé bénh Lo xé mi cAp dua vao cac bang xép loai cia WHO va FAB.

a. Xép logi Lo xé mi cép theo FAB 1986 c6 bé sung

- Lo x& mi cép dong tiy: chia thanh 8 thé, tir MO dén M7.

- Lo xé mi cap dong lympho: chia thanh 3 thé, tir L1 dén L3.

b. Xép loai Lo xé mi cdp dong tity theo To chirc Y té thé gigi (WHO) 2008

- Lo x& mi c4p dong tuy c6 nhirng bat thuong vt chit di truyén tai dién:

+ Lo xé mi cap dong tay véi t(8;21)(q22;q922): Gen AMLI1/ETO.

+ Lo xé mi cip dong tay vé1 inv(16)(p13.1922): Gen CBFB/MYHI1.

+ Lo xé mi cdp tién tuy bao voi t(15;17)(q22;q12): Gen PML/RARa.

+ Lo xé mi cap dong tuy véi t(9;11)(p22:q23): Gen MLLT3/MLL.

+ Lo x& mi cp dong tuy véi t(6;9)(p23;q34): Gen DEK/NUP214.

+ Lo xé mi cip dong tay vé1 inv(3)(q21;926.2): Gen RPN1/EVII.

+ Lo xé& mi cap dong tiy (dong mau tiéu cau) vai t(1;22)(p13;q13): Gen RBM15-
MKLI.

+ Lo x& mi cdp dong tuy c6 bién doi gen NPM1.

+ Lo xé mi cdp dong tiy co6 bién ddi gen CEBPA.

- Lo xé mi cdp dong tuy c6 lién quan véi hoi ching rdi loan sinh tiy (MDS hoic
MPD/MDS).

- Lo xé mi cap dong tuy c6 lién quan dén diéu tri.

- Lo x& mi cp dong tuy khong xép loai dugc theo cac cach khac (twong tu xép loai
theo FAB).

- Sarcoma tuy.

- Tang sinh dong tuy c6 lién quan dén hoi chirng Down.

- Tan san té bao tua non dang tuong bao.

2.3.3. Chédn dodn phén bigt

Lo xé& mi cap can duoc chan doan phan biét v6i phan tung gia Lo xé mi gip trong
nhiém trung, ung thu di cin tiy xuong, hoi ching réi loan sinh tuy (MDS), hdi ching
tang sinh tuy man ac tinh (MPD)...

3. PIEU TRI LO XK MI CAP

- Piéu tri Lo xé mi cip 1a mot phuong phap diéu tri chuyén khoa sau. Do d6, viéc

diéu tri chi c6 thé duoc thuc hién & cac co s chuyén nganh huyét hoc, do bac si dugc dao
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tao chuyén nganh huyét hoc va c6 kinh nghiém diéu tri hoa chat/ ghép té bao gbc tao mau
thuc hién.

- C4c co s6 'y té khong phai chuyén khoa huyét hoc cha yéu thuc hién viéc phat hién,
chan doan bénh, diéu tri ban dau trudc khi chuyén lén tuyén chuyén khoa, ciing nhu theo
ddi ngudi bénh ngoai tru giita cac dot diéu tri hoa chat va sau khi ghép té bao gdc tao mau.

- Do vay, trong bai nay chung t6i chi mé ta nguyén tic diéu tri, nguyén tic theo ddi
diéu tri va mot sé phac d6 diéu tri thuong dung dé tham khao.

3.1. Piéu tri Lo x& mi cip dong tily (AML) trir thé tién tiy bao (APL)

3.1.1. Phdc do héa tri ligu tiéu chudn

a. DPbi voi nguoi bénh dudi 60 tudi

Phéc dd hoa tri liéu tiéu chuin bao gdm: Phac d6 tan cong (diéu tri cam (ng)
“3+7”, ciing ¢ bang cytarabin liéu cao (HDAC) 4 dot. Cuy thé nhu sau:

- Phéc d6 "3+7":

+ Daunorubicin 45-60 mg/m2 da/ngdy, truyén tinh mach ngay 1-3; hoic Idarubicin
12mg/m*/ngay x 3 ngay;

+ Ara-C 100-200 mg/m* da/ngay, truyén tinh mach ngay 1-7.

- Phéc dd cytarabin lidu cao:

+ Ara-C 3.000 mg/m2 da/12 gio x 2 1an/ngay, truyén tinh mach ngay 1, 3, 5.

- Lo xé& mi cap dong mono hoic tiy-mono hodc dong tiy c¢é sd luong bach cau luc
chan doan > 50G/L can dugc diéu tri dy phong tham nhiém than kinh trung wong.

b. Déi v6i nguoi bénh trén 60 tudi

Tuy theo thé trang ngudi bénh, co thé st dung cytarabin lidu thap (100 mg/m’
da/ngay trong 5-7 ngdy), hodc phac do “3+7” giam sé ngay diéu tri (“2+5”), hodc
cytarabine liéu thap (tiém dudi da) + Purinethol/ Azacitibine/ Decitabine/Clofarabine cho
ngudi bénh trén 70 tudi.

3.1.2. Piéu tri Lo xé mi cdp dong tiy tdi phdt, khdng thuéc

Vi Lo xé mi cap dong tay tai phat hodc khang thudc, c6 thé st dung cac phac d6 hoa
tri liéu liéu cao nhu phéc dd ADE, FLAG-IDA, Mito-FLAG, CLAG, HAM, cytarabin +
mitoxantron; hoac phac dd cytarabin liéu cao; nén tién t6i ghép déng loai néu du diéu kién.

- Phac @6 FLAG-IDA: Diéu tri 1-2 dot.

+ Fludarabin 25-30 mg/m” da, truyén tinh mach ngay 1-5;

+ Cytarabin 2.000 mg/m” da, truyén tinh mach ngay 1-5;

+ G-CSF 5 mcg/kg can niang/ngdy, tiém dudi da tir ngdy 6 dén khi phuc hoi bach
cau hat trung tinh (> 1,5G/L);

+ Idarubicin 10 mg/m* da/ngay, tiém tinh mach ngay 1-3.



3.1.3. Chi dinh ghép té bao géc tao mdu dong loai (chi tiét xin xem bai Ghép té
bao gbc tao mau)

- AML nguy co thap nén dugc diéu tri hoa chat. Ghép té bao gbc tao mau dong loai
dugc chi dinh sau khi téi phat va da diéu tri dat lui bénh hoan toan lan 2.

- AML nguy co hoic cao it khi dap ung tot véi hoa tri liéu vi thé nén chi dinh ghép
té bao gdc tao mau dong loai sau lui bénh hoan toan 1an 1.

3.2. Piéu tri Lo x& mi cap thé tién tiy bao (APL)

- Phac do tan cong CALGB 9710:

+ Nguoi 16n: ATRA (45 mg/m® da/ngay dén khi lui bénh hoan toan: Téi da 90
ngdy); Tré em: ATRA 25mg/m’ da/ngdy chia hai 1an;

+ Daunorubicin 50 mg/m* da/ngay, truyén tinh mach ngay 3-6;

+ Ara-C 200 mg/m’ da/ngay, truyén tinh mach ngay 3-9.

- Piéu tri cung cb: 2-3 dot:

+ ATRA: nguoi 16n 45 mg/m2 da/ngay; tré em: 25mg/m m’ da/ngdy, dudong udng
ngay 1-7;

+ Daunorubicin 50 mg/m” da/ngay, truyén tinh mach ngay 3-5.

- Piéu trj duy tri bang ATRA 45 mg/m” da duong udng hang ngdy trong 15 ngay
mdi 3 thang, mercaptopurine 60 mg/m” da 1 lan hang ngay va methotrexate 20 mg/m” da
1 1an hang tuan trong 2 nam.

- Pbi v6i Lo xé mi cép tién tuy bao tai phat, Iya chon diéu tri béng Arsenic trioxide
(ATO) véi liéu: ATO 0,15 mg/kg/ngay dén khi lui bénh hoan toan trong tiy xuwong, tdi da
60 liéu, trung binh 35 liéu. Piéu tri cang cb bang ATO véi lidu nhu trén, 25 liéu trong
vong 5 tuan.

- Dbi v6i nguoi bénh trén 60 tudi: dicu tri ATRA don doc hoic ATO.

3.3. Piéu tri Lo x& mi cAp dong lympho & nguoi 16n

3.3.1. Nguyén tic diéu tri

- Duya trén cac ti€u chi: Lam sang, mién dich, té bao di truyén, dap ung voi diéu tri
tn cong ma chia lam 2 nhom: Nhom nguy co tiéu chuin va nhém nguy co cao;

- Liéu trinh diéu tri: Tan cong (diéu tri cam tng), cung cb, du phong tham nhiém
hé than kinh trung wong, diéu tri duy tri. Bén canh cac phac do mé ta dudi ddy, co thé
tham khdo st dung mot sb phac dd mé&i nhu GRAALL 2005 — diéu tri ALL c6 NST Ph(-)
va hoa trj liéu lidu cao/phan liéu (phac 6 Hyper-CVAD) phéi hop véi imatinib cho ALL
¢6 NST Ph(+), héa tri liéu phdi hop vdi rituximab cho ALL ¢6 CD20(+).

3.3.2. Phdc do diéu tri

a. Phac d6 diéu tri tin cong ALL

- Phéc d tan cong (theo International ALL trial MRC UKALL E2993):



Diéu tri cam ung pha 1 (tuan 1-4):

+ Daunorubicin 60 mg/m” da, truyén tinh mach trong 30 phit ngay 1, 8, 15, 22;

+ Vincristin 1,4 mg/m2 da, duong tinh mach ngay 1, 8, 15, 22;

+ Methylprednisone 60 mg/m” da, dudng udng ngay 1-28;

+ Asparaginase 10.000 [U, duong tinh mach ngay 17-28;

+ Methotrexate 12,5 mg, tiém tiy sdng ngay 15.

Diéu tri cam tmg pha 2 (tuan 5-8):

+ Cyclophosphamid 650 mg/m” da, truyén tinh mach ngay 1, 15, 29;

+ Cytarabin 75 mg/m” da, truyén tinh mach ngay 1-4, 8-11, 15-18, 22-25;

+ Mercaptopurin 6 mg/m2 da, dudng udng ngay 1-28;

+ Methotrexate 12,5 mg, tiém tiy song ngay 1, 8, 15, 22.

Diéu tri ting cudong két hop v6i du phong thadm nhiém than kinh trung wong (3 dot)
sau diéu trj cam tng;:

+ Methotrexate 3.000 mg/m2 da, truyén tinh mach ngay 1, 8, 22 (kém theo du
phong bién ching bang folinic acid);

+ Asparaginase 10.000 IU, dudng udng ngay 2, 9, 23.

- V6i ALL ¢6 NST Ph duong tinh

Imatinib 800 mg/ngay dudng udng, hodc thudc trc ché hoat tinh tyrosin kinase thé
hé 2 (nilotinib, dasatinib). Phéi hop voi prednisone 40 mg/m*/ngay dudng ubng ngay 1-45
hodc hoa tri lidu (phac dd Hyper-CVAD).

b. Piéu tri cung cb

Phéc d6 cung cd (theo International ALL trial MRC UKALL E2993):

- Chuky 1:

+ Cytarabin 75 mg/m?2 da, truyén tinh mach ngay 1-5;

+ Etoposid 100 mg/m2 da, truyén tinh mach ngay 1-5;

+ Vincristin 1,4 mg/m2 da, truyén tinh mach ngay 1, 8, 15, 22;

+ Dexamethason 10 mg/m’ da, dudng udng ngay 1-28.

- Chu ky 2+4:

+ Cytarabin 75 mg/m2 da, truyén tinh mach ngay 1-5;

+ Etoposide 100 mg/m? da, truyén tinh mach ngay 1-5.

- Chu ky 3:

+ Daunorubicin 25 mg/m2 da, truyén tinh mach ngay 1, 8, 15, 22;

+ Cyclophosphamid 650 mg/m2 da, truyén tinh mach ngay 29;

+ Cytarabine 75 mg/m2 da, truyén tinh mach ngay 31-34, 38-41;

+ Thioguanin 60 mg/m” da, dudng udng ngay 29-42.
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c. Biéu tri duy tri

- Phac d6 diéu tri duy tri (theo International ALL trial MRC UKALL E2993): Diéu
tri duy tri kéo dai trong 2,5 nam.

+ Vincristin 1,4 mg/m2 da/ngay, dudng tinh mach mdi 3 thang;

+ Methylprednisone 60 mg/m2 da/ngay, uéng ngay 1-5 mdi 3 thang;

+ Mercaptopurine 75 mg/m2 da/ngdy, uéng hang ngay;

+ Methotrexate 20 mg/m2 da, udng hang tuan.

d. Piéu tri du phong thim nhiém than kinh trung wong

- Phéc d6 du phong thadm nhiém than kinh trung wong (theo ALL 05/93):

+ Methotrexate 15 mg tiém tuy séng ngay 1;

+ Cytarabine 40 mg tiém tuy séng ngay 1;

+ Dexamethason 4 mg tiém tuy séng ngay 1.

e. Hoa tri liéu liéu cao/ phén liéu

Thudng duge sit dung v6i ALL tai phat hodc cac thé ALL dap tmg kém véi hoa tri
liéu lidu tiéu chuan (mature B-ALL, Burkit leukemia). Phac d6 thudong dung 1a Hyper-
CVAD, bao gom 6-8 dot diéu tri, khong diéu tri duy tri.

Phac d6 Hyper - CVAD:

Phéc d6 Hyper - CVAD bao gém 6-8 dot diéu tri, chia thanh 2 course A va B; diéu
tri xen ke.

- Course A:

+ Cyclophosphamid 300mg/m? da truyén tinh mach trong 3 gid, mdi 12 gid, ngay
1,2, 3;

+ Methotrexate 12 mg, tiém tay song ngdy thi 2;

+ Doxorubicin 50 mg/m2 da, tiém tinh mach ngay thu 4;

+ Vincristine 2mg, tiém tinh mach ngay thr 4 va ngay 11;

+ Dexamethasone 40 mg/ngay, tiém tinh mach hodc udng tir ngdy 1 dén ngay 4 va
ngay 11 dén ngay 14;

+ Cytarabine 70 mg, tiém tuy song ngay tht 7.

- Course B:

+ Methotrexate 1.000mg/m” da, truyén tinh mach trong vong 24 gid ngay thir nhat
(kém theo du phong bién chimg bang folinic acid);

+ Cytarabin 3.000mg/m’ da, truyén tinh mach trong 2 gi, mdi 12 gio, vao ngay 2 va 3.

3.4. Piéu tri hd tro

- Chdng thiéu mau, xuat huyét bang cac ché pham mau.

- Dy phong va diéu tri nhiém trung bang khang sinh va yéu t6 kich thich sinh mau.
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- Phong ngira hoi ching tiéu khdi u bang allopurinol, truyén dich, loi niéu, kiém
hoa nudc tiéu.

- Gan bach cau khi s6 luong bach cau qua cao (trén 100 x 10°/L).

3.5. Theo doi dap g diéu tri

- Tiéu chuan lui bénh vé& huyét hoc: Bang xét nghiém tuy do (4 tuan sau khi két
thuc diéu tri) theo tiéu chuan cta Vién Ung thu qudc gia Hoa Ky (1990):

+ Lui bénh hoan toan: Lam sang on dinh, sb luong bach cau trung tinh > 1,5G/L,
Hematocrit > 0,3 /1, sb lugng tiéu cau > 100G/L, khong con té bao blast & mau ngoai vi,
ty 1& té bao blast trong tiy xwong < 5%, trén nén tuy sinh mau binh thuong.

+ Lui bénh khong hoan toan: Ty 18 té bao blast ¢ tiy xwong tir 5- 20%.

+ Khong lui bénh: Ty 18 té bao blast & tay xwong > 20%.

- Phéat hién ton du t6i thiéu ctia bénh: k¥ thuat dém té bao dong chay da mau
(ngudng phat hién < 1 x 10™*), k¥ thuat PCR dinh luong (ngudng phat hién < 1 x 10™°).
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2. LO XE MI CAP DONG LYMPHO O TRE EM

1. PAI CUONG

Lo x& mi cap dong lympho 1a bénh 1y ting sinh 4c tinh cua cac té bao dong lympho
ctia hé thdng tao mau. Bénh thuong gip ¢ nhom tir 2-5 tudi. Hau hét cac trudng hop bénh
lo xé mi cip khong c6 ngudn gdc tir mot di truyén béo trude ma tir thay ddi di truyén
somatic.

2. CHAN POAN BENH

2.1. Chan do4n

(Xem chi tiét trong bai Lo xé mi cdp).

- Mot sé dic diém di truyén té bao va sinh hoc phan tir:

C6 thé gap 85% cac trudng hop va co gia tri tién luong doc 1ap.

+ Bét thuong vé s lugng NST:
Giam bdi (hypodiploid) < 46NST;
46 NST vdi cu trac bat thuong (pseudodiploid);
Da bgi 47-50 NST (hyperdiploid);
> 50 NST (hyper-hyperdiploid).
+ Céac dot bién di truyén:
Tel-AML1 fusion gene t(12;21) (p13922). t(12;21), 22% cua Pre-B ALL;
BCR-ABL fusion gene t(9;22) (q34ql1). t(9;22), 3% ALL tré em ALL;
Tai sip xép gen MLL tai vi tri 11923 anh hudng 80% cua tré nhii nhi, 3%
cua ALL tré 16n;
B-cell ALL translocations lién quan gen MYC trén NST 8q24. 80% B-ALL
co t(8;14) (q24q32);
> 50% truong hop T cell ALL c6 dot bién hoat dong lién quan dén gen
NOTCHI.
2.2. Xét nghiém truéc diéu tri: Cac xét nghiém can lam tai thoi diém chan doan:
- Huyét tuy do:
+ Hinh thai va hoa hoc té bao;
+ D4u 4n mién dich tily, déc biét tim dau n tiéu ciu nhu CD42a va CD61;

+ Di truyén va sinh hoc phan tu.

- Sinh thiét tay xwong: Quan trong trong hoi ching Down, M7 dé danh gia
reticulin / xo hoéa tuy.

- Sinh héa mau: Chutc nang gan, than, acid uric, LDH.

- Bong mau co ban:

+ Fbrinogen;
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+ PT;

+ APTT; TT;

+ Nghiém phap ruou;

+ D-dimer.

- Cac virus: HBV, HCV, HIV, EBV, CMV.

- Xét nghiém HLA:

+ Nhom 1: HLA-A; HLA-B; HLA-C;

+ Nhém 2: HLA-DR ; HLA-DQ.

- Pinh nhém hdng cau: ABO, Rh va mdt sé nhém khac nhu: Kell, Kidd, Duffy,
Lutheran va Lewis.

- bién tam d6 va siéu 4m tim.

- Chéan doan hinh anh:

+ X-quang tim phoi;

+ Siéu 4am 6 bung.

- Xét nghi¢m dich nao tay.

3. PIEU TRI

Phéac d6 diéu tri Lo xé mi cdp dong lympho duoc phan chia diéu tri 5 giai doan
khac nhau, c6 tinh lién tuc, bt budc phai tuan thi chinh xac va chit ch&; mdi giai doan
chuyén d6i déu dugc danh gia va c6 tiéu chuan dé bat dau sir dung thudc, cac giai doan
diéu tri bao gom:

- Piéu tri tAn cong;

- Piéu trj cung cd;

- Piéu tri tang cuong 1;

- Piéu tri trung gian;

- Piéu tri ting cudng 2;

- Va diéu tri duy tri.

3.1. Phac dd diéu tri lo xé mi cip dong lympho B

a. Nhém A: Nguy co chuan (Standard risk)

- Lo xé mi c4p dong lympho B, 1-10 tudi s6 lugng bach cau < 50G/L va c6 du cac
yéu t6 sau:

+ Khong c6 thim nhiém hé than kinh trung uwong;

+ Khong c6 1(9;22), t(4;11) hodc bd nhidm séc thé < 44;

+ BCR-ABL hay MLL-AF4 am tinh;

+ Khoéng hién dién sy tai sip xép gen MLL phét hién bang k¥ thuat Southern blot
hay FISH cho trudng hop CD10 (+) yéu;

+ CDI10 (+);
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- Nhém A s€ dugc chia ra 3 phan nhém Al, A2, A3 ¢ ngay 21 dua vao sy danh gia

té bao blast trong tay vao ngay 21 (bat ké sy nhay cam vdi corticoid vao ngay 8 hay

khong):

+ Blast <5% (typ M1): Nhom A1l;
+ Blast 6-25% (typ M2): Nhém A2;
+ Blast >25% (typ M3): Nhém A3.

- Ngudi bénh ¢6 MRD (+) (> 107) vao ngiy 35-42 s& duoc chuyén sang nhom A3

bat ké luc dau thuoc nhom nao.

b. Nhom B: Nguy co cao (high risk)

- Lo x& mi c4p dong lympho B de novo va c6 mét trong nhiing tiéu chudn sau:

+ Tudi > 10;

+ C6 tham nhiém hé than kinh trung vong;

+ Bach cau > 50G/L;

+ C6 1(9;22), t(4;11) hodc bd NST < 44;
+ BCR-ABL hay MLL-AF4 duong tinh;
+ Hién dién su tai sap xép gen MLL phéc hién bang k¥ thuat Southern blot hay

FISH cho trudng hop CD10 (+) yéu;

- Phan nhom B1 va B2 vao ngay 21 cua di€u tri tan cong dya vao su nhay cam voi

corticoid vao ngay 8 va nhay cam hoa tri vao ngay 21.

Nhom B1

(Tat ca céc ti€u chuan sau )

Nhom B2

(Chi 1 trong cac tiéu chuin)

- Khong c6 thé thiéu boi < 44, hodc
t(4;11) hoac t(9 ;22)

- Khong c6 gen MLL-AF4 hay BCR-ABL
- Nhay cam corticoid ngay 8

- Nhay cam hoa tri ngay 21

- C6 thé thiéu bdi < 44, hoic t(4;11) hoic
t(9 ;22)

- C6 gen MLL-AF4 hay BCR-ABL

- Khang corticoid ngay 8

- Khéang hoa tri ngay 21
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PHAC PO PIEU TRI LO XE MI CAP DONG LYMPHO B - NHOM A
1. SO PO PIEU TRI TONG QUAT

Prednisone + IT MTX (1) T4n cong
(Ngay 1-7) VCR, DEX, L-Aspa
v
Tuy d ngay 21

v v L
Tuy M1: Al Tuy M2: A2 Tuy M3: A3

v v v

+ DNR Ngay 22 va 29 DNR Ngay 22 va 29
A\ 4 A\ 4 A\ 4
Panh gia tiy: Ngay 35 - Ngay 42, Xac dinh MRD
v (2) v
Ciing c6 nhém A1/A2 Ciing c6 nhém A3

(12 tuén) MRIZ 2 (9 tuin/ 3 dot)

VCR, DEX, 6MP, MTX > 10 >  VEDA/COPADM/VEDA

A

Tang cuwong 1an 1 (tit ca nhém)- (8 tuén)
VB, DEX, DOXO, L-Aspa/ VP-16, Ara-C, 6MP

Y

A

y

Trung gian
(8 tuin)

VCR, DEX, 6-MP, MTX

Trung

gian

(8 tuén)

VCR, DEX, 6-MP, MTX+ MTX-HD x 3

Y

A

y

Tang cudng 2
(6 tuz‘ﬁn)

(khong c6 anthracycline)
VCR, MTX-DI, L-Aspa

Tang cuong 2
8 tuﬁn)

VCR, PRED, DNR, L-Aspa, Endox, ...
Endoxan, Ara-C, 6 MP

A\ 4

A

y

Duy tri 24 thang: 12 thang (VCR/Dex x 5 ngay) va 6 MP/MTX

(1) Lam tiéu ban mau ngoai vi va xac dinh séqluong té bao non (blasts) vao ngay 8;
(2) banh gia MRD (xét nghiém ton du t6i thi€u ctia bénh) tily vao ngay 35 hoac ngay 42.
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2. PHAC PO PIEU TRI CHI TIET
2.1. Giai doan tin cong

- Methylprednisone: 60 mg/mz/ngéy chia 2 1an (udng hay truyén tinh mach) tir
ngay 1 dén ngay 7. Néu dung duong tinh mach: St dung methylprednisolone
(solumedrol®) cung liéu nhu trén.

- Dexamethasone: 6 mg/m>/ngay (chia 3 1an udng/ tinh mach).

- Vincristine: 1,5 mg/m2 (tinh mach cham trong 1 phut). Khong qué 2 mg.

- Daunorubicin: 40 mg/m? (truyén tinh mach trong 60 phut).

- L-asparaginase: 6.000 Ul/m’ (tiém bap/ tiém tinh mach trong 60 phut).

- Daunorubicin (+ D), ngay 22 va ngay 29 dung ngau nhién cho ngudi bénh nhom Al.

- Intrathecal: ngay 1 (MTX), ngay 15 (MTX, AraC, depomedrol) theo tudi nguoi
bénh.

- IT chi v6i methotrexate, ngay 1 (khong c6 methylprednisone) véi diéu kién tiéu
cau > 100G/L;

- Lam huyét d6 dé danh gia sy nhay cam voi methylprednisone vao ngay 8;

- Su khang methylprednisone s& dugc danh gia trong mdi nhom A1, A2, A3.

- Thay methylprednisone bang dexamethasone bat dau tir ngay 8.

- Tay dd ngay 21 1a yéu t6 quyét dinh: Ddi véi cac nguoi bénh nhay hoéa tri,
Daunorubicine s& dugc sir dung ngau nhién vao ngay 22/29.

+ Tay M1: Dung anthracycline vao ngay 22, sau d6 diéu tri theo nhom Al;

+ Tuy M2, M3: Chi dinh anthracycline vao ngay 22, N29. Sau khi dat CR:

e Néu tiy M2 vio ngay 21: Diéu tri theo nhém A2;
e Néu tily M3 vio ngay 21: Diéu tri theo nhém A3.

- Lam tuy dd + MRD vao cudi giai doan tan cong (ngay 35-42), cham nhit 1a ngay
42 dé danh gia lui bénh. Ngudi bénh c6 MRD (+) vao ngay 35-42 (>107?) s& tiép tuc didu
tri cung ¢ theo nhom A3 (bat ddu VEDA 1 ngay khi c¢6 thé). Kiém tra MRD tay trudc
khi bit dau giai doan VEDA.

2.2. Giai doan ciing co

a. Nhom Al

- Mercaptopurine: 75 mg/m*/ngdy (udng), ngay 1 dén 77.

- Vincristine: 1,5 mg/m2 (tinh mach cham/ phut), ngay 1, 8, 29, 36, 57, 64. Khong
qua 2mg.

- Dexamethasone: 6 mg/m*/ngdy (udng, 3 lan/ngay), ngay 1-5, ngay 29-33, ngay
57-61.

- Methotrexate: 25 mg/mz/ lan (uéng), ngay 8, 15, 22, 36, 43, 64, 71, 78.

- IT: ngay 1, 29, 57 (tiy theo tudi ngudi bénh).
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b. Nhom A2

- Piéu tri sau tdn cong bao gom:

+ Giai doan cung cd;

+ Céc giai doan ké tiép tuy theo két qua MRD cila ngay 35-42;

- Piéu tri sau tin cong ctia nhom A2 tuy theo két qua MRD vao ngiy 35-42
+ Ngudi bénh ¢6 MRD (-): S& duoc diéu tri theo nhém Al;

+ Ngudi bénh c6 MRD (+): S& duoc diéu tri theo nhom A3.

- Trong luc cho két qua MRD, nguoi bénh nhém A2 s& duoc diéu tri theo giai doan

cung cO cua nhoém Al.

- Néu MRD (+): Giai doan cung cb s& khong duoc két thic, ngudi bénh s& duoc

diéu tri theo giai doan ciing cd cia nhém A3 (bat dau tir giai doan VEDA 1) ngay khi ¢
thé. Kiém tra MRD mot cach hé thong ngay trudc khi bat ddu VEDA. Sau d6 ngudi bénh

s& duoc diéu tri nhu nhém A3. Néu MRD lan 2 véan cao (> 102): Hgi chén lai.

- Néu MRD (-): Ngudi bénh duoc tiép tuc cho dén hét giai doan cung cb ctia nhom

Al. Sau d6, ngudi bénh s& dugc diéu tri nhu nhém Al.

8g/m”.

c. Nhém A3: (3 dot lién tiép: VEDA/ COPADM**"Y/ VEDA)

Dot 1: VEDA 1

Bit ddu ngay khi bach cau trung tinh > 1G/L va TC > 100G/L

- Dexamethasone: 20mg/m*/ngdy (chia 3 1an, uéng hodc tinh mach) ngay 1-5;

- Vincristine: I,Smg/m2 (tinh mach cham/ phut) ngay 1; Khong quéa 2mg

- Cytarabine: 2g/m?/ mdi 1an x 2 1an/ ngay 1, 2. Truyén tinh mach/ 3gio. Téng cong

- VP-16: 150mg/m?/ ngay (truyén tinh mach/ 1 gid), ngay 3, 4, 5;
- IT Triple: Chi MTX + Depomedrol + AraC ngay 5;
G-CSF: 150 pg/m*/ngay (= 5 pg/kg/ ngay) tiém dudi da, bit dau tir ngay 7. Tiép

tuc cho dén khi bach cau trung tinh > 1G/L trong 3 ngay.

Luu y:
- Nguoi bénh nhom Al va A2 c6 MRD (+) vao ngay 35-42, dugc dua vao nhom

A3, phai dugc kiém tra MRD trude khi bat ddu bloc COPADM.

- Néu MRD lan 2 van cao (> 10™%): Hoi chén lai.

3 dot VEDA1, COPADM, VEDA 2: Piéu tri trong vong 9 tuan.

Dot 2: COPADM**

Bit ddu ngay khi bach cau trung tinh > 1G/L va tiéu cau > 100G/L

- Methylprednisone: 60mg/m*/ngay, ngay 1-5;

- Vincristine: 1,5mg/m? (tinh mach cham/ phit), ngay 1. Khong qua 2mg;
- Methotrexate: 5.000mg/m*/ngay (truyén tinh mach/ 24 gid), ngay 1;
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(Thudc giai Acid folinique tir gid thir 36 cia MTX)

- Cyclophosphamide: 500mg/m*/ 1an x 21an/ ngdy (truyén tinh mach/ 60phut), ngay
2, 3 (tbng cong 2g/m’);

- Adriamycine: 40mg/m?/ngay (truyén tinh mach/ 1 gi®), ngay 2;

- IT Triple: MTX + Depomedrol + AraC, ngay 1.

Dot 3: VEDA 2 (gidéng dot 1)

Bit dau khi bach ciu trung tinh > 1G/L va tiéu cau > 100G/L véo cac ngay 1-7.

2.3. Giai doan tang cuwong 1

a. Nhom Al/ A2 va A3

Phan I: Bat ¢au ngay khi bach cau trung tinh > 1 G/L va iéu cau > 100 G/L

- Dexamethasone: 10 mg/m*/ngay (ubng); ngay 1-15 sau d6 giam liéu dén ngay 21.

- Vindesine: 3mg/m?/Ian tiém (tinh mach cham/ 1 phut), ngay 1, 8, 15. Khong qua
2 mg;

- Doxorubicine: 25 mg/m? (truyén tinh mach trong 60 phut); ngay 1, 8, 15.

- L-asparaginase: 6.000 UI/m’ (tiém bap/ truyén tinh mach trong 60 phit); ngay 2,
4,6,9,11, 13.

- IT Triple: ngay 1, 29 tiy theo tudi ngudi bénh.

Phan II: Bit dau ngay khi bach ciu trung tinh > 1G/L va tiéu cau > 100G/L

- Thioguanine: 60mg/m2/ngéy (ubng), ngay 29-49.

- Etoposide: 150mg/m?/ngay (truyén tinh mach trong 60 phut); ngay 29, 36, 43.

- Cytarabine: 30mg/m” x 2 1an/ ngay (tiém duéi da); ngay 29, 30, 36, 37, 43, 44.

- IT triple: Ngay 29, tiy theo tudi ngudi bénh.

Luuy:

- Néu khong c6 thioguanine, thay bang mercaptopurine lidu 75mg/m*/ngay;

- Néu khong c6 vindesine, thay bang vincristine 1,5mg/m” (max 2mg);

- Hoa tri ngay 36, 43 dugc tiép tuc bat ké phan tich huyét hoc va khong ¢ van dé
vé 1am sang;

- Siéu am tim, dién tim trudc moi mili Adriamycine.

2.4. Giai doan trung gian

a. Nhom A2/ Al:

Bit dau khi bach ciu trung tinh + monocytes > 1G/L va tiéu cau > 100G/L

- Vincristine: 1,5 mg/m? (tinh mach cham/ phut), ngay 1, 29. Khéng qua 2 mg.

- Dexamethasone: 6 mg/m®/ ngay (udng, chia 3 lan/ngdy), ngay 1-5, ngy 29-33,
ngay 57-61.

- Mercaptopurine: 75 mg/m*/ngdy (udng), Tir ngay 1-49.

- Methotrexate: 25 mg/m2/ lan (uéng), ngay 8, 15, 22, 36, 43, 50.

- IT Triple: Ngay 1, 29.
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Luuy:
- Trudng hop khong co van dé vé 1am sang, giai doan nay dugc tiép tuc (ma khong
co su thay déi) khi bach cau trung tinh > 0,5G/L va tiéu cau > 50G/L.
c. Nhom A3:
PHAN 1: Bit dau ngay khi bach cau trung tinh > 1G/L va tiéu cau > 100G/L
- Vincristine: 1,5mg/m*/1an (tinh mach cham/ phit), ngay 1, 15. Khong qua 2mg.
- Dexamethasone: 6mg/m?*/ngdy (chia 3 1in, ung), ngay 1-5.
- Mercaptopurine: 50mg/m?/ngay (udng), ngay 1-28.
- Methotrexate M: 5.000mg/m*/ngay (truyén tinh mach/ 24 gi®) ngay 1, 15.
(Thudc giai Acid folinique bat dau tir gio thir 36 cia MTX)
m: 25mg/m*/lan (udng) ngay 8, 22.
- IT triple: vao gio 24 cia MTX ngay 2, 16.
PHAN 2: Bit dau ngay khi bach cau trung tinh > 1G/L va TC > 100G/L
- Vincristine: 1,5mg/m?/1an (tinh mach cham/ phut), ngay 29. Khong qua 2mg.
- Dexamethasone: 6mg/m?*/ngdy (chia 3 1in, udng), ngay 29-33.
- Mercaptopurine: SOmg/mz/ngély (ubng), ngay 29-49.
- Methotrexate M: 5.000mg/m*/ngay (truyén tinh mach/ 24 gio), ngay 29.
(Thude giai Acid folinique bat dau tir gio thir 36 cia MTX)
m: 25mg/m2/l§n (ubng), ngay 36, 43, 50.
- IT triple: Vao gio 24 cua MTX ngay 30.
Luu y:
- Liéu mercaptopurine ¢ ddy chi 50mg/m?*/ngay vi giai doan nay c6 MTX liéu cao.
- Ngay 15: Bat dau khi bach cau trung tinh > 0,5G/L va tiéu cau > 50G/L.
2.5. Giai doan ting cwong 2
a. Nhoém A1/A2: Bit ddu tir ngay 57 ciia giai doan trung gian khi > 1G/L va tiéu
cau > 100G/L
- Vincristine: 1,5 mg/m? (tinh mach cham/ phit), ngay 1, 10, 20, 30. Khong qua 2mg.
- Methotrexate: 100 mg/m” (truyén tinh mach/ 15phuat), ngay 1, 10, 20, 30.
- L-Asparaginase: 20.000 Ul/m* (truyén tinh mach/ 60phut), ngay 2, 11, 21, 31.
- IT Triple: Ngay 1.
Luu y:
- Khong dung acid folinique sau MTX liéu trung binh;
- Trudng hop khong c6 van dé vé 1am sang, giai doan nay dugc tiép tuc (ma khong
co su thay déi) khi bach cau trung tinh > 0,5G/L va tiéu cau > 50G/L;
- Huéng dan dung L-asparaginase liéu cao:
+ Ngay 1, 10, 20, 30: Dung 1/10 téng liéu truyén tinh mach 60phut;
+Ngay 2, 11, 21, 31: Dung 9/10 tong liéu truyén tinh mach > 2 gio.
- Kiém tra MRD sau két thiic diéu tri ting cuong 2.
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b. Nhom A3:

PHAN 1: Bit dau ngay khi bach cau trung tinh > 1G/L va tiéu cau > 100G/L

- Prednisone: 40mg/m*/ngay (chia 3 1an, ubng), ngay 1-15. Giam liéu tir ngay 15
va ngung vao ngay 21.

- Vincristine: 1,5mg/m*/ngay (tinh mach cham/ 1 phit) ngay 1, 8, 15. Khéng qué
2mg.

- L-asparaginase: 6.000 UI/m*/lan (tinh mach cham/ 60 phut), tong cong 6 mili,
ngay 3,5,7,9, 11, 13.

- Daunorubicine: 30mg/m2/1§n (tinh mach cham/ 60 phut), ngay 1, 8, 15.

- IT Triple: Ngay 1.

PHAN 2: Bit dau ngay khi bach cau trung tinh > 1G/L va tiéu cau > 100G/L

- Thioguanine: 60mg/m*/ngay (udng), ngay 29-49.

- Cyclophosphamide: 1g/m?*/ngay (tinh mach chdm/ 60phut), ngay 29.

- Cytarabine: 30mg/m?/lan x 2 lan/ngdy (tiém dudi da), ngay 29-30, ngay 36-37,
ngay 43-44.

- IT Triple: Ngay 29.

Diéu tri ho tro

- Dich truyén: 2.000 ml/m*/ngay.

- St dung mesna: Tong lidu bang 2 lan tong lidu cyclophosphamide, truyén tinh
mach trudc cyclophosphamide 30phut, sau cyclophosphamide 4 gio va 8 gio.

Luuy:

- Héa tri ngay 36, 43 duogc tiép tuc bat ké sb lugng té bao mau, voi diéu kién khong
c6 van dé vé 1am sang.

- Kiém tra MRD sau két thiic diéu tri ting cuong 2.

2.6. Giai doan duy tri

- Bit dau tir ngay 40 cia giai doan tang cuong II, khi bach cau trung tinh > 1G/L
va tiéu cau > 100G/L.

- Thoi gian diéu tri duy tri kéo dai trong 24 thang (nam va ni¥), trong d6 c6 12
thang tai tin cong (RI) véi vincristine va dexamethasone trong nim dau tién.

- Néu khong c6 thioguanine, thay bang mercaptopurine liéu 50mg/m?/ngay.

Bao g(‘“)m:

- Vincristine: 1,5mg/m?/ngay (tinh mach cham). Vincristine 1 mdi thang, trong 12
thang dau. Khong qua 2mg.

- Dexamethasone: 6mg/m*/ngdy (ubng), ngay 1-5 mdi thang, trong 12 thang dau.

+ Methotrexate: 25mg/m*/tuan (ubng), ngay 8, 15, 22 mdi thang.

+ Mercaptopurine: 75mg/m*/ngdy (udng), ngay 1-28.

+ IT Triple: Mdi 3 thang bat dau tir cac thang 1, 4, 7, 10, 13, 16, 19 va 22 (téng
cong 8 miii).
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PHAC PO PIEU TRI LO XE MI CAP DONG LYMPHO B - NHOM B
1. SO PO PIEU TRI TONG QUAT: FRALLE 2000-B: NHOM B

Test corticoid: Ngay 1-7
Methylprednisone + IT MTX

Ngay 8-21: Tan cong
VCR, PRED, DNR (Ngay 8 va 15), L-Aspa x 6 (ngay 8 - 20)

NHOM B1 NHOM B2
Tiép tuc tn cong
VCR , PRED + DNR ngay 22
+ L-Aspa x 3 (ngay 22-26)
Chii y: MRD Ngay 35-42 >107, chuyén
nhom B2

l l

Ciing cb (8 tuin)

VP16, ARAC, 6TG roi dén VCR, PRED, Ciing ¢b (9 tuin)
6MP,.MTX 3 dot: VEDA, COPADM**, VEDA
+2 dot MTX-HD (5.000 mg/m?)

Tiép tuc tin cong
VCR, PRED + DNR ngay 22 va 23
+ L-Aspa x 3 (Ngay 22-26) +
Endoxan (ngay 22)

A 4 \ 4
Tang cwong 1 (8 tuén)
VDS/ ADRIA/ PRED/ L-Aspa
16i dén 6-TG/ AraC/ VP-16

} |

Trung giah (8 tuan)
VCR, PRED, 6-MP, MTX
+ 3 dot MTX-HD (5.000 mg/m?)
XA TRI @

} )

Ting cudng 2 (8 tuin)
VCR, PRED, DNR, L-ASPA rdi dén 6-TG, Endoxan, AraC

'

Duy tri 24 thang
6-MP + MTX cung véi 12 RI: VCR + PRED
*Nhitng ngudi bénh thuéc nhém B2 va nho hon 4 tudi: Khong xa tri du phong trén

Trung gian (8 tuin)
VCR, PRED, 6-MP, MTX
+2 dot MTX-HD (5.000 mg/m?)

hé than kinh trung wong.
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2. PHAC PO PIEU TRI CHI TIET
2.1. Giai doan tin cong (B1/ B2)

- Methylprednisone: 60 mg/mz/ngéy chia 2 1an (udng hay truyén tinh mach), ngay
1-7. Néu dung dudng tinh mach: Str dung methylprednisolone (solumedrol®) cung liéu
nhu trén.

- Methylprednisone: 40mg/m°, ngay 8-28 (udng hodc tinh mach), chia 3 lan tir
ngay 29: Giam liéu dan, ngirg vao ngay 35.

- Vincristine: 1,5mg/m2, ngay 8, 15, 22, 29. Truyén tinh mach cham trong 1 phut.
Khong qua 2mg.

- L-Asparaginase: 6.000 Ul/m?, ngay 10, 12, 14, 16. Truyén tinh mach chdm trong
1 gio ngay 18, 20, 23, 25, 27.

- Daunorubicine: 40mg/m’, ngay 8, 15, 22 (B1, B2). Truyén tinh mach chdm trong
1 gio + ngay 23 (V61 nhom B2).

- Cyclophosphamide: 1.000 mg/m?, + ngay 22 (Riéng nhém B2) truyén tinh mach
cham 30 phut.

- IT: 3 thudc theo tudi, ngay 8, 15 (véi MTX, DEPO, ARA-C). Ngay 22 néu ngudi
bénh c6 ton thuong than kinh trung wong lac chan doén.

- IT chi v&i methotrexate vao ngay 1 (khong c6 methylprednisone) véi diéu kién
tiéu cau > 100G/L. IT mii 1 nén dugc thuc hién som khi c6 thé (khong cham qua ngay 4
ctia test methylprednisone) trir trudng hop chéng chi dinh (bach cau cao c6 triéu ching, u
trung thit to, ....).

- Trudng hop bach ciu ting cao (> 500G/L): C6 thé b sung vincristine trudc ngay 8.

- Vincristine ¢6 thé chi dinh lién & nhitng nguodi bénh cé hdi ching tic mach lac
chan doan, hodc bd sung nhanh (trude ngay 3 cua test methylprednisone) khi tinh trang
lam sang dién tién x4u di hodc ting nhanh sd luwong bach cau (khi di dung
Methylprednisone).

- Lam huyét do dé danh gia sy nhay cam v&i methylprednisone vao ngay 8.

- Su khang methylprednisone s& duoc danh gia dé phan nhom B1, B2.

- Huyét d6 (ngay 8): Panh gia nhay cam vé&i methylprednisone.

- Thy d6 (ngay 21): Panh gia nhay cam voi hoa tri liéu ban dau.

- Nguoi bénh ¢o ton thuong than kinh trung wong luc chan doan: B6 sung thém 1
mii IT vao ngay 22.

- TUr ngay 22, dua vao két qua huyét + tuy d6 > ngudi bénh dugc chia 1am 2 nhom
B1 va B2.
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Nhém B1 Nhém B2

(tat ca cac tiéu chuan sau ) (chi 1 trong cac tiéu chuan)

Khong c6 thé thiéu bdi < 44, hodc t(4;11) Co thé thiéu bdi < 44, hodc t(4;11)

hoac t(9 ;22) hoac t(9 ;22)

Khong c6 gen MLL-AF4 hay BCR-ABL Co6 gen MLL-AF4 hay BCR-ABL
Nhay cam corticoid ngay 8 Khang corticoid ngay 8

Nhay cam hoa tri ngay 21 Khang hoa tri ngay 21

- Lam tiry ¢6, MRD va FISH, PCR, Karyotype (néu c6 bét thuong lic chan doan)
vao ngay 35-42 dé danh gia lui bénh.

- Nguoi bénh nhom Bl ¢6 MRD vao ngay 35-42 duong s& dugc tiép tuc diéu tri
giai doan cling ¢ theo nhém B2. Ngudi bénh nay s& ghép té bao gbc khi dat CR 1 va ¢
nguoi cho phu hop HLA.

2.2. Giai doan ciing c6

a. Nhom Bl

PHAN 1: Bit dau khi bach cau trung tinh + monocyte > 1G/L va tiéu cau > 100G/L

- Lanvis: 60mg/m*/ngay (ubng), ngay 1-21.

- Etoposide: 150mg/m” (truyén tinh mach trén 1 gid), ngay 1, 8, 15.

- Cytarabine: 30mg/m2/ngay (tiém dudi da), ngay 1, 2, 8, 9, 15, 16 (téng cong 12
miii).

- IT: 3 thudc ngay 1, ngudi bénh c6 tén thuong than kinh trung wong lac chan doan
+ ngay 15(*).

PHAN 2: Bit dau khi bach cau trung tinh > 0,5G/L va tiéu cau > 50G/L

- Vineristine: 1,5 mg/m? (tinh mach cham/ 1 phut), ngay 29. Khong qua 2mg.

- Methylprednisone: 40 mg/m?/ ngay (udng, chia 3 lan/ngay), ngay 29-35.

- Mercaptopurine: 150 mg/m*/ngdy (udng), ngay 29-49.

- Methotrexate ~ m: 25 mg/mz/ lan (uéng), ngay 36.

M: 5.000mg/m*/ngay (truyén tinh mach 24 gid), ngay 9, 43.

- IT 3 thudc: Ngay sau khi két thac MTX-HD (gid 24), ngay 30, 44.

- Thubc ngay 8, 15, 43 duoc tiép tuc bat ké sb luong té bao mau (néu khong co bat
thuong vé 1am sang, sinh hoa).

- Pbi voi ngudi bénh co ton thuong than kinh trung wong luc chan doan: B6 sung
thém 1 mti IT vao ngay 15.
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- Néu két qua MRD vao ngay 35-42 dwong: Ngudi bénh duoc tiép tuc diéu tri giai
doan cung ¢ ciia nhom B2 ngay khi c6 thé va s& 1am lai MRD 1an 2 va ghép té bao gbc
khi dat CR1 néu c6 nguoi cho phu hop.

- Néu sir dung MTX liéu cao: Dung acid folinique vao gio thir 36 (xem phu lyc).

- Nging Bactrim 3 ngay trudc va 5 ngay sau khi ding MTX liéu cao (xem phu luc).

- Ngung hoa tri va nghi tir ngay 50-57.

b. Nhom B2

- 3 dot lién tiép: VEDA / COPADM* / VEDA.

- Gibng nhu ciing ¢6 nhom A3.

2.3. Giai doan tang cwong 1 (B1 va B2)

PHAN 1: Bit dau ngay khi bach cau trung tinh > 1G/L va tiéu cau > 100G/L.

- Dexamethasone: IOmg/mz, ngay 1-14, chia 3 lan, uéng, tinh mach.

Ngay 15: Giam liéu dan va ngimg & ngay 21.

- Vindesine: 3 mg/m’® ngay 1, 8, 15, tiém tinh mach trong 1 phat (Khong qua
4mg).

- L-Asparaginase: 6.000UT/m?, ngay 3, 5,7, 9, 11, 13, truyén tinh mach trong 60
phut.

- Adriamycine: 25mg/m?, ngay 1, 8, 15, truyén tinh mach trong 60 phiit.

- IT: 3 thudc ngay 1, (ngdy 15%).

(IT ngay 15*: Chi dinh trong nhém B1 ¢6 ton thuong than kinh trung
wong luc chan doan).

PHAN 2: Bit dau ngay khi bach cau trung tinh > 1G/L va tiéu cau > 100G/L.

- Thioguanine: 60mg/m?, ngay 29-49. Udng 1 lan, sang, doi.

- Etoposide: 150mg/m?, ngay 29, 36, 43. Truyén tinh mach trong 60 phit.

- Cytarabine: 30mg/m” x 2, ngay 29-30, ngay 36-37, ngay 43-44. Tiém duéi da
(tong cong 12 miii).

- IT: 3 thubc, ngay 29.

Luuy:

- Néu khong c6 vindesine, thay bang vincristine 1,5mg/m*/ngay (t6i da 2mg).

- Néu khong c6 thioguanine, thay bang mercaptopurine 50mg/m*/ngay.

- Thudc ngay 8, 15, 36, 43 duoc tiép tuc bat ké sd lugng té bao mau (va khong co
van dé gi vé 1am sang, sinh hoa).

- Ngung hoa tri va nghi tir ngay 50-57.

2.4. Giai doan trung gian

a. Nhom B1

Bit dau ngay khi bach cau trung tinh va monno > 1G/L va tiéu cau > 100G/L

- Vincristin: 1,5mg/m2, ngay 1, 15, 29, 43. Tiém tinh mach cham trong 1 phut (téi
da 2mg).
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- Methylprednisone: 40mg/m?, ngay 1-7; ngay 29-35. Chia 3 1an, udng.

- Mercaptopurine: 50mg/m?, ngay 1-49. Udng, sang, doi.

- Methotrexate m: 25mg/m2, ngay 8, 15, 22, 36, 43. Uéng 1 1an, sang, doi.

M: 5.000mg/m’, ngay 1, 29. Truyén tinh mach 24 gio.

- IT: 3 thudc ngay 1, 29 ngay sau khi két thuic MTX-HD (gio 24).

- IT(*): Ngay 15 nhém B1 c6 ton thuong than kinh trung uong liic chan doan.

Luu y:

- B6i v6i nhom B1 ¢6 ton thuong than kinh trung wong lac chan doan:

+ B sung mot miii IT vao ngay 15 va khong thyuc hién hoa tri liéu ngay 43.

+ Xa tri cho nhitng nguoi bénh ndy vao khoang ngay 40-55. Tong lidu xa tri 1a
24Gy cho dén C2 cho tré > 4 tudi, va liéu nay giam xudng 18Gy cho tré < 4 tudi.

- Str dung MTX liéu cao: Dung acid folinique vao gid thir 36 (xem phu luc).

- Ngimg Bactrim 3 ngay trudc va 5 ngay sau khi ding MTX liéu cao (xem phu luc).

b. Nhom B2

Bit dau ngay khi bach cau trung tinh va mono > 1 G/L va tiéu cau > 100 G/L

- Vincristine: 1,5mg/m2/1an (tinh mach cham/ phut) ngay 1, 15, 29. Khéng qua 2mg.

- Methylprednisone: 40mg/m*/ngay (chia 3 1an, udng), ngay 1-7, ngay 29-35.

- Mercaptopurine: 50mg/m?/ngay (udng), ngay 1-49.

- Methotrexate M: 5.000mg/m2/ngay (truyén tinh mach/24 gid), ngay 1, 15, 29, 43(*).

(Thudc giai Acid folinique bat dau tir gid thir 36 cia MTX)

m: 25 mg/m?*/1an (udng), ngay 8, 22, 36.

- IT: 3 thubc (vao gid 24 sau MTX), ngay 2, 16, 30, 43(*).

Dbi v6i tré > 4 tudi: Chi dinh xa tri du phong than kinh trung wong tir ngay 40-55
va khong c6 hoéa tri vao ngay 43(*) (gdm MTX va IT).

Dbi véi tré < 4 tudi: Khong xa tri than kinh trung uong .

Luu y:

- Chiéu xa du phong than kinh trung vong: Puoc thuc hi¢n cho tat ca nguodi bénh
tré em trén 4 tudi tir ngay 40-55 véi lieu 18Gy cho dén C2. Tré dudi 4 tudi sé khong duoc
xa tri va duoc bod sung thém hoa tri li¢u vé1 MTX + IT vao ngay 43.

- Chiéu xa diéu tri than kinh trung wong: Danh cho ngudi bénh c6 ton thuong than
kinh trung wong lac chan doan (CNS+) vao khoang ngay 40-55. Liéu xa tri 1a 24Gy cho
dén C2 cho tré > 4 tudi, va lidu nay giam xudng 18Gy cho tré < 4 tudi.

- Sir dung MTX liéu cao: Dung acid folinique vao gid thir 36 (xem phu luc).

- Ngimg Bactrim 3 ngay trudc va 5 ngdy sau khi ding MTX liéu cao (xem phu luc).

- Ngung hoa tri li€u va nghi tir ngay 50-57.

2.5. Giai doan tiang cwong 2 (chung ca B1 va B2)

Gibng nhu ting cudng 2 ciia nhém A3.
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2.6. Giai doan duy tri

- Bit dau tir ngdy 57 cua giai doan ting cudng II, khi bach cau trung tinh > 1G/L
va tiéu cau > 100G/L.

- Thoi gian diéu tri duy tri kéo dai trong 24 thang (nam 1an nit), trong d6 co 12
thang tai tan cong (RI) véi vincristine va methylprednisone trong nim dau tién.

Bao g5m:

- Vincristine: 1,5mg/m?*/ngdy (tinh mach chdm), ngay 1 mdi thang, trong 12 thang
dau. Khong qua 2mg.

- Methylprednisone: 40mg/m2/ngay (uéng), ngay 1-7 mdi thang, trong 12 thang dau.

- Methotrexate: 25mg/m*/tun (udng), ngay 8, 15, 22 mdi thang. (ngirmg vao tuin
c6 Vincristine)

- Mercaptopurine: 75mg/m?*/ngay (udng): Lién tuc.

- IT: 3 thuéc mdi 3 thang vao ngay 1 ciia tai tin cong, bat dau tir RI thang thir 3 (RI
thang 3, 6, 9, 12, 15, 18), tong cong 6 miii.

Luuy:

- Piéu kién duy tri mdi thang khi bach cau trung tinh > 0,5G/L, tiéu cau > 100G/L.

- Nguoi bénh da xa tri thi khong duoc IT nira.

- Tiép tuc phong ngira Pneumocystic carinii trong giai doan duy tri v&i bactrim 25
mg/kg x 1 lidu, 3 ngdy mdi tuan. Truong hop ngudi bénh khong chiu dung dugc giai doan
duy tri, ngung bactrim va chuyén sang pentacarinat phun khi dung mdi thang.
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PHAC PO PIEU TRI LO XE MI CAP DONG LYMPHO T
1. SO PO PIEU TRI TONG QUAT
Test corticoid: Ngay 1-7
Methylprednisone + IT MTX

v

Ngay 8-21: T4n cong
VCR, PRED, DNR ngay 8, 9,10 vals5,
ENDOXAN 1 g/m* N8
+ L-Aspax 9

v v

NHOM T1
Chii y: MRD N35-42 > 107, NHOM T2
chuyén nhém T2

Ciing cd (8 tudn)
Endoxan, ARAC, 6TG
roi dén VCR, PRED, 6MP, MTX
+2 dgt MTX-HD (5.000 mg/m?)

Ciing ¢ (9 tuin)
3 dot : VEDA, COPADM**,
VEDA

A 4 A 4

Ting cwong 1 (8 tuin)
VDS/ ADRIA/ PRED/ L-Aspa r6i dén 6-TG, AraC, VP-16

v v

Trung gian (8 tuin)
VCR, PRED, 6-MP, MTX
+ 3 dot MTX-HD (5.000 mg/m?)
Xa tri

Trung gian (8 tuén)
VCR, PRED, 6-MP, MTX
+ 4 dot MTX-HD (5.000 mg/m?)

\4 \4

Ting cuong 2 (8 tuin)
VCR, PRED, DNR, L-ASPA r6i dén 6-TG, endoxan, AraC

y
Duy tri 18 thang
6-MP + MTX cung véi 12 RI : VCR + PRED




2. PHAC PO PIEU TRI CHI TIET

2.1. Giai doan tin cong

- Methylprednisone: 60 mg/m?*/ngay chia 2 1an (ung hay tinh mach), ngay 1-7.

Néu dung duong tinh mach: St dung methylprednisolone (solumedrol®) cung
liéu nhu trén.

- Methylprednisone: 40mg/m’, ngay 8-28, udng hodc tinh mach, chia 3 1an.

Tir ngay 29: Giam liéu dan va ngimg vio ngay 35.

- Vincristine: I,Smg/mz, ngay 8, 15, 22, 29. Tiém tinh mach cham trong 1 phut.
Khoéng qua 2mg.

- Daunorubicine: 4Omg/m2, ngay 8, 9, 10, 15. Truyén tinh mach trong 60 phut.

- L-Asparaginase: 6.000UT/m?, ngay 10, 12, 14, 16, 18, 20, 23, 25, 27. Truyén tinh
mach trong 1 gio.

- Cyclophosphamide: 1.000 mg/m®, ngay 22. Truyén tinh mach trong 30 phit.

- IT: 3 thudc theo tudi, ngay 8, 15 (véi MTX, DEPO, ARA-C). Ngay 22 néu ngudi
bénh c6 tén thuong than kinh trung uong lic chan doan (*)

- Ngudi bénh co tén thuong than kinh trung wong lac chan doan: B6 sung thém 1
miii IT vao ngay 22.

- Huyét d6 (ngay 8): Panh gia nhay cam voi methylprednisone.

+ Nhay véi methylprednisone: Khi té bao blast & mau ngoai vi (ngay 8): < 1G/L.

+ Khang v6i methylprednisone: Khi té bao blast & mau ngoai vi (ngay 8): >1G/L.

- Tay db (ngay 21): Panh gia nhay cam vé&i hoa trj liéu ban dau.

+ Nhay hoa tri liéu: Khi té bao blast trong tily vao ngay 21: < 5%.

+ Khang hoa tri ligu: Khi té bao blast trong tuy vao ngay 21: > 5%.

TU NGAY 22 THEO KET QUA HUYET + TUY PO NGUOI BENH PUQC
PHAN THANH 2 NHOM

Nhom T1 Nhom T2

Nhay cam Methylprednisone ngay 8  Khang Methylprednisone ngay 8
Nhay cam hoa tri ngay 21 Khang hoa tri ngay 21
MRD ngay 35 < 107 MRD ngay 35 > 107

- Lam tay do, MRD va FISH, PCR, Karyotype (néu c6 bat thudng luc chan doan)
vao ngay 35-42 dé danh gia lui bénh va theo doi sau khi dat lui bénh.
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- Nguoi bénh ¢c6 MRD duong (> 10'2) vao ngdy 35-42 s& duoc tiép tuc dibu tri giai
doan cung c6 theo nhom T2 khi du diéu kién. Nhirng nguoi bénh nay s& ghép té bao gdc
khi dat CR1 va c6 nguoi cho phu hop HLA.

2.2. Giai doan ciing ¢

a. Nhom T1

PHAN 1: Bit dau khi bach cdu da nhan trung tinh va monocyte > 1G/L va tiéu cau
> 100G/L

- Thioguanine: 60mg/m*/ngay (ubng), ngay 1-21.

- Cyclophosphamide: 1.000mg/m? (truyén tinh mach trén 1 gi®), ngayl, 15.

- Cytarabine: 30mg/m2/ngdy (tiém dudi da), ngdy 1-2, ngay 8-9, ngay 15-16 (téng
cong 12 miii).

- IT: 3 thubc vao gio 24 cia MTX-HD, ngay 1, 15.

PHAN 2: Bit dau khi bach cau da nhan trung tinh > 0,5G/L va tiéu cau > 50G/L

- Vincristine: 1,5 mg/m2 (tinh mach cham/ 1 phut), ngay 29, 43. Khong qua 2mg.

- Methylprednisone: 40 mg/m?/ ngay (udng, chia 3 lin/ngay), ngay 29-35.

- Mercaptopurine: 50 mg/m*/ngay (udng), ngay 29-49.

- Methotrexate m: 25 mg/m?/ 1an (ubng), ngay 36.

M: 5.000mg/m2/ngé1y (truyén tinh mach 24 gid), ngay 29, 43.

- IT: 3 thubc vao gid 24 cia MTX-HD, ngay 30, 44.

- Thubc ngay 8, 15, 43 duoc tiép tuc bat ké sb luong té bao mau (néu khong co bat
thuong vé 1am sang, sinh hoa).

- Néu khong c6 Thioguanine, thay bang Mercaptopurine 50 mg/m*/ngay (ubng).

- Néu két qua MRD vao ngay 35-42 dwong: Ngudi bénh duge tiép tuc diéu tri giai
doan ctng cb ctia nhom T2 ngay khi c6 thé va s& lam lai MRD lan hai. Néu MRD lan hai
duong, nguoi bénh bat budc phai ghép té bao gde khi dat CR1 néu c6 nguoi cho phu hop.

- Néu sir dung MTX liéu cao: Dung acid folinique vao gio thir 36 (xem phu lyc).

- Nging Bactrim 3 ngay trude va 5 ngay sau khi dung MTX lidu cao (xem phu
luc).

- Ngung hoa tri va nghi tir ngay 50-57.

b. Nhém T2: (3 dot lién tiép: VEDA/ COPADM>*"/ VEDA)

Gidng nhu cing c¢6 nhom A3.

2.3. Giai doan tang cwong 1: (chung ca nhém T1 va T2)

Gidng nhu ting cuong 1 cua B1 va B2.
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2.4. Giai doan trung gian

a.Nhom T1: Gidng nhu nhém B1.

b. Nhém T2: Gidéng nhu nhém B2.

2.5. Giai doan tang cwong 2: Chung cd nhém T1 va T2

Gidng nhu ting cudng 2 cua B1 va B2.

2.6. Giai doan duy tri: Chung cho ca nhom T1 va T2

Bit dau tir ngay 57 cua giai doan ting cuong 11, khi bach cau trung tinh > 1G/L va
tiéu cau > 100G/L.

Thoi gian diéu tri duy tri kéo dai trong 18 thang (nam 1an ni¥), trong d6 ¢ 12 thang
tai tn cong (RI) voi vincristine va dexamethasone trong nam dau tién.

Bao gém:

- Vineristin: 1,5mg/m*/ngay (tinh mach cham), ngay 1 mdi thang, trong 12 thang
dau. Khong qua 2mg.

- Methylprednisone: 4()mg/m2/nga‘1y (ubng), ngay 1-7 mdi thang, trong 12 thang
dau.

- Methotrexate: 25mg/m*/tun (udng), ngay 8, 15, 22 mdi thang. (ngirmg vao tuin
c6 Vincistine).

- Mercaptopurine: 75mg/m2/ngéy (ubng): Lién tyc.

- IT: 3 thuéc mdi 3 thang vao ngay 1 ciia tai tin cong, bat dau tir RI thang thir 3 (RI
thang 3, 6, 9). Tong cong 3 miii.

- T4i tn cong mdi 4 tuan. Piéu kién 1a bach ciu trung tinh > 0,5G/L, tiéu cau >
100G/L.

- Nguoi bénh da xa tri thi khong dugce IT nira.

- Tiép tuc phong ngira Pneumocystic carinii trong giai doan duy tri véi Bactrim 25
mg/kg x 1 liéu, 3 ngady mdi tuan. Truong hop ngudi bénh khong chiu dung duoc giai doan
duy tri, ngimg Bactrim va chuyén sang Pentacarinat phun khi dung mdi thang.

Céc tiéu chuian dé danh gia mirc do dap wng doi véi dicu tri dic hiéu theo
WHO:

- Tiéu chuan lui bénh hoan toan (CR):

+ Huyét do: Bach cau hat trung tinh (segment neutrophile) > 1,5G/L va tiéu cau >
150G/L.

+ Tuy do: Té bao blasts < 5% véi sy phan bd ddng déu cua dong té bao tuy (dong
bach cau hat > 50%) trén mot tay giau trung binh hodc binh thudng.

- Lui bénh mot phan (PR): Tay do: 5% < blasts < 20%, tay giau.

- Khong lui bénh (NR): Ty dd: > 20% blasts, tuy giau.
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- Tiéu chudn tai phat:

+ Tai phat tay don doc: > 25% té bao blasts xuat hién lai trong tiy.

+ Tai phat tay két hop: Téi thiéu 5% té bao blasts trong tily va xam 1an ngoai tiy

+ Téi phat than kinh - mang nao: S lugng bach cau > 0,005G/L va c6 té bao lo xé
mi trong dich ndo tiy. Hodc ton thuong cac day than kinh so. Tai phat co quan ngoai tiy:
C6 hién dién té bao lo xé mi trong tinh hoan, budng trimg,...).

- Xét nghiém dé theo ddi va danh gia trong sudt qua trinh diéu tri va khi két thuc

phac d diéu tri:

+ Xét nghi¢m luc nhap vién;

+ Huyét d6 ngay 8: Xéc dinh tinh trang nhay cam corticoid;

+ Tiy dd ngay 21: Xéc dinh tinh trang nhay cam hoa tri liéu;

+ Tay do + MRD vao ngay 35-42: Xac dinh tinh trang lui bénh va danh gia MRD
lan 1;

+ Tay dd + MRD vao ngay 21/29 giai doan cung cd: Panh gia MRD lan 2, danh
cho cac ngudi bénh c6 MRD (+) vao ngay 35-42;

+ Tuy d6 mdi khi két thac mot giai doan diéu tri (tin cong, cung cd, ting cuong 1,
trung gian, tang cuong 2);

+ Xét nghiém két thac diéu tri.
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3. LO XE MI KINH DONG BACH CAU HAT

1. PAI CUONG

Lo x& mi kinh dong bach cau hat (Chronic myeloid leukemia - CML) 1a bénh thudc
hoi ching tang sinh tuy man 4c tinh, ddc trung boi su tang sinh céac té bao dong bach cau
hat c6 biét hoa trudng thanh, hau qua 1a sb lugng bach cau ting cao & mau ngoai vi v6i du
cac tudi cla dong bach cau hat.

Lo xé mi kinh dong bach ciu hat 1a mot bénh méac phai. Phong xa c6 thé 1a mot
nguyén nhan giy bénh. Nhiém sic thé Philadelphia (NST Ph) va gen t6 hop ber-abl 1a
khau quan trong nhét trong co ché bénh sinh cua bénh.

2. CHAN DOAN

2.1. Lam sang

a. Giai dogn man tinh

- Lach to, gap ¢ 85-90% nguoi bénh. Gan to gap trén 50% ngudi bénh.

- Mét moi, kém an, sut can, ra md hoi dém.

- Thiéu mau mirc do nhe hodc vira.

- Tac mach (téc mach lach, tic mach chi, tic tinh mach duong vat, phu gai thi,
giam hodc mat thi giac mot bén, giam thinh giac...).

- Biéu hién ctia bénh Goute do ting axit uric mau gap trén mot sé ngudi bénh.

b. Giai doan ting toc

- Biéu hién 1am sang nang 1én (thiéu mau, xuat huyét, nhiém trung).

- Lach to khong dap tmg véi diéu tri.

c. Giai doan chuyén lo xé mi cip

- Trong giai doan nay thudng gip biéu hién 1am sang dic trung cho lo xé mi cap
nhu triéu ching thiéu mau, xuat huyét, nhiém tring, hoi chimg tham nhiém.

2.2. Xét nghiém

a. Giai doan man tinh

- Méu ngoai vi: (1) Thiéu mau binh séc, kich thuéc hong cau binh thuong; (2) S6
lwong bach ciu ting cao (thudng trén 50 x 109/1); (3) Gap du cac tudi dong bach cau hat
trong méu ngoai vi; (4) Ty 1& té bao blast hodc nguyén tuy bao va tién tuy bao dudi 15%;
(5) Tang ty 1€ bach cu doan ua acid va bach cau doan va base; (6) Sd luong tiéu cau tang
trén 450 x 10°/1 (gap trong khoang 50-70% trudng hop).

- Tuy xuwong: (1) Tuy gidu té bao (sé luong té bao tuy trén 100 x 10°/1); (2) Tang
sinh dong bach cau hat du cac Ira tudi; ty 16 M:E trén 10:1 (binh thuong 1a 3-4:1); (3) Ty
1¢ té bao blast hodc nguyén tuy bao va tién tuy bao dudi 15%;

- NST Phva/hoac gen ber-abl: Duong tinh trong khoang 95% truong hop.

34



- Nong d6 axit uric mau: Tang trén 40-60% trudng hop.

b. Giai doan ting toc

- Mau ngoai vi: (1) Tang ty 1 t& bao blast hodc nguyén tuy bao va tién tuy bao
nhung dudi 20%; (2) Giam s6 lugng hong cau va nong do hemoglobin; (3) S6 luong ticu
cau co thé tang hodc giam.

- Tuy xuong: (1) Giam sinh dong hdng cau va dong mau tiéu cau; (2) Xu hudng
tang t& bao non ac tinh (té bao blast), trong do ty 1é t& bao blast hodc nguyén tuy bao va
tién tuy bao nhung dudi 20%.

¢. Giai doan chuyén lo xé mi cdp

- Méau ngoai vi: (1) Tang ty 1¢ té bao blast hodc nguyén tuy bao va tién tuy bao >
20%; (2) Giam s6 luong hdong cau va nong do hemoglobin; (3) Giam tiéu cau.

- Tuy xuwong: (1) Giam sinh dong hdng cau va dong miu tiéu ciu; (2) Tang sinh
cac té bao non 4c tinh (t& bao blast), trong d6 ty 1¢ té bao blast hodc nguyén tuy bao va
tién tuy bao > 20%.

2.3. Tiéu chuén chan doan

a. Chin dodn xdc dinh

- Dua vao cac tri¢u chiing 1am sang, xét nghiém té bao mau ngoai vi, tuy dd, NST
Ph va/hoac gen bcer-abl.

b. Chin dodn phdn bigt

- Phan g gia lo x& mi gip trong nhiém tring ning.

- Céc bénh khéc trong hdi ching ting sinh tuy man ac tinh, theo bang xép loai cua
WHO nam 2008.

c. Tiéu chudn ddp irng diéu tri

- Tiéu chuan dap ung hoan toan vé& huyét hoc: S6 luong bach ciu < 10 x 10/,
khong con bach cau hat tudi trung gian; So luong tiéu cAu < 450 x 10°/1; Lach khong to,
1am sang 6n dinh.

- Tiéu chudn dap tmg vé té bao di truyén: Pap tng hoan toan: Ph(+) 0%; Dap ting
nhiéu: Ph(+) 1%-35%; Dap ung mot phan: Ph(+) 36%-65%; Pap ung tbi thiéu: Ph(+)
66%-95%; Khong dap ung: Ph(+) >95%.

- Tiéu chuan d4p Gmg muc do phan tir: Dap tng sau: xét nghiém PCR dinh luong
(46 nhay it nhat 4,5 log dudi mitc duong chuan) khong tim thiy mRNA cua gen ber-abl;
Pap g khong hoan toan: S6 lugng mRNA ciia gen ber-abl giam it nhat 3 log dudi mirc
duong chuan (dudi 0,1%).

4. PIEU TRI

4.1. Giai doan man tinh va tiing toc

a. Diéu tri nhim dich bang thuéc trc ché hoat tinh tyrosin kinase

- Lua chon diéu tri thtr nhét 1a cac thude e ché hoat tinh tyrosin kinase thé hé 1 va
2, cu thé 1a:
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+ Thudc @e ché hoat tinh tyrosin kinase thé hé 1: Imatinib. Liéu ding ban dau: 400
mg/ngay (4 vién ham lugng 100 mg/ngady) ¢ giai doan man tinh; 600-800 mg/ngay & giai
doan ting toc, 800 mg/ngay & giai doan chuyén lo xé mi cip.

+ Thudc e ché hoat tinh tyrosin kinase thé hé 2: nilotinib va dasatinib. Liéu khai
dau nilotinib dugc khuyén co 13 300 mg x 2 lan/ngay.

- Néu c6 khang thudc véi imatinib, cé thé st dung cac thubc e ché hoat tinh
tyrosin kinase thé hé 2, hodc ghép té bao gbc tao mau dong loai. Néu st dung nilotinib 1a
lua chon diéu trj thir 2, hodc diéu tri trong giai doan tang tdc hodc chuyén cép, liéu khoi
dau c6 thé tang 1én 400 mg x 2 1an/ ngay.

- Theo ddi dap Gmg diéu tri bang xét nghiém:

+ Tuy dd va NST Ph (cong thire NST va/hoic FISH) sau mdi 3 thang ké tir luc bét
dau diéu tri;

+ Pinh luong gen ber-abl (k¥ thuat PCR dinh luong) tir lic chan doan va mdi 3
thang trong qua trinh diéu trji dé luong hoa muc d6 lui bénh phan tu;

+ Phat hién d6t bién gen ber-abl khang thudc khi ngudi bénh khong dap ung voi
diéu tri bang k¥ thuat giai trinh ty gen.

b. Cdc thudc diéu tri khdc

- Hydroxyurea: Liéu khoi ddu 30-60 mg/kg can ning co thé/ngay. Giam liéu tuy
theo s6 lugng bach cau rdi chuyén sang diéu tri duy tri lidu thip (10-20 mg/ngay) khi sb
lugng bach cau try vé gi tri binh thudng.

- Interferon-o: Liéu khéi dau 5 MU/m2/ngay. Piéu tri trong vong 3 nam sau khi
dat lui bénh vé té bao di truyén. Sau d6 c6 thé giam liéu Interferon-o r6i dimg thudc va
xét nghiém NST Ph mdi 6 thang.

c. Ghép té bao goc tao mdu

- Ghép té bao gdc tao mau dong loai v6i nguoi cho phi hop HLA 1a phuong phap
cho phép dat tdi tinh trang lui bénh lau dai voi kha nang tién t6i khoi bénh.

d. Diéu tri hé tro

- Truyén mau néu ngudi bénh c6 thiéu mau nhung can han ché chi dinh truyén mau
khi s6 lugng bach cau con cao trén 100G/L dé tranh lam ting nguy co tic mach.

- B sung dich biang duong udng (2-3 lit nuéc/m? hang ngay), kiém héa nude tiéu,
loi niéu cudng birc phong ngira hoi ching tiéu khéi u.

- Allopurinol dudng udng 300 mg/ ngay phong ngira va diéu tri ting axit uric mau.

- Gan bach cau khi s6 luong bach cAu cao trén 100G/L.

4.2. Piéu tri trong giai doan chuyén cap

- Trong giai doan chuyén cap cta lo xé mi kinh dong bach cau hat, can diéu tri nhu
d6i voi lo xé mi cip (da hoa trj liéu va ghép tuy dong loai) phdi hop véi diéu tri nham

dich bang cac thudc e ché hoat tinh tyrosin kynase.
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5. TIEN LUQONG

Trudc kia, giai doan man tinh cua lo xé€ mi kinh dong bach cau hat thuong kéo dai
3-5 nam, sau d6 nhanh chéng chuyén thanh lo xé mi cip (c6 tién luong x4u, thoi gian
song thém thuong khong qua 1 ndm). Ngay nay, véi viée tng dung ghép té bao gdc tao
mau déng loai va diéu tri nhdm dich béng cac thude e ché hoat tinh tyrosin kinase, tién

lugng nguodi bénh lo xé mi kinh dong bach cau hat duoc cai thién manh mg.
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4. PA HONG CAU NGUYEN PHAT

1. PAI CUONG

Pa hdéng ciu nguyén phat thudc hodi chimg ting sinh tiy man 4ac tinh
(myeloproliferative diseases - MPDs). Co ché bénh sinh: dot bién JAK2 V617F hoic
JAK2 exon 12.

2. CHAN DOAN

2.1. Lam sang

- Pau dau, chong mat, 16i loan thi luc, dau thét nguc;

- Pau nhéi, té bi dau ngoén chan, ngén tay;

- Bién chung tdc mach;

- Xuat huyét niém mac, chay mau chan rang, xuat huyét tiéu hoa.

- Lach to (75% nguoi bénh), co thé c6 nhdi mau lach;

- Gan to (30% nguoi bénh);

- Biéu hién ngira gap trén 40% ngudi bénh;

- Cao huyét ap;

- Nong birng mat;

- Hoi chimg dau bung: Viém loét da day do tang tiét histamine va ting tiét acid
trong da hdng cau tién phat; do tic mach.

- Pa hong ciu nguyén phét c6 thé chuyén sang giai doan kiét qué, biéu hién bang
tinh trang thiéu mau, tang tiéu ciu, xo tay ting dan va chuyén thanh lo xé mi cip.

2.2. Xét nghiém

Phac dd xét nghiém chan doan:

- Huyét do;

- Sat huyét thanh, Ferritin;

- Lipid méu;

- Erythropoietin huyét thanh;

- b6t bién JAK2 V617F;

- Dot bién JAK2 exon 12 néu ngudi bénh xét nghiém JAK2 V617F am tinh;

- Tuy dd;

- Sinh thiét tiiy xuwong.

2.3. Tiéu chuin chin doan da hong ciu nguyén phat ciia WHO 2008

a. Tiéu chudn chinh

- Hb > 185 G/L (nam), > 165 G/L (nit) hodac Hb > 170 G/L & nam, > 150 G/L & ni
néu két hop véi Hb ting bén vitng > 20 G/L so véi binh thuong ma khong phai do diéu
trj ché pham sét, hodc tang thé tich khdi hong cau toan thé > 25% tri s6 binh thudng;

- C6 dot bien JAK2V617F.
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b. Tiéu chudn phu

- Tang sinh 3 dong té bao tuy;

- Nong d6 erythropoietin huyét thanh giam;

- Tao cum EEC (endogenous erythroid colony) khi nudi ciy cum té bao tiry khong
dung chét kich thich sinh hdng cau.

Chan doan xac dinh da hong cdu nguyén phat khi c6 ca 2 tiéu chuan chinh va 1 tiéu
chuin phu hodc tiéu chuén chinh sd 1 va 2 tiéu chuan phu.

2.4. Chan doan phan biét

a. Pa hong cau nguyén phdt can dugc chan doan phan biét véi cac bénh tang sinh
ty man 4c tinh khac trong Bang xép loai MPNs cia WHO nam 2008: Nhom bénh 1y ting
sinh tiiy 4c tinh (Myeloproliferative neoplasms - MPNs), bao gdm: Lo xé mi kinh dong
bach cau hat; Pa hong ciu nguyén phat; Tang tiéu cau tién phat; Xo tiy vo can; Lo xé mi
kinh bach ciu hat trung tinh; Lo x€ mi kinh bach cau hat wa acid; Hoi chung tang bach
cAu hat wa acid; Bénh té bao mast (Mast cell disease); MPNs khac, khong xép loai.

b. Pa héng cdu nguyén phdt ciing can dugc chan doan phan biét v6i cac tinh trang
bénh 1y gdy ting hong cau tht phat bang nghiém phap erythropoietin huyét thanh. Ngoai
ra, néu 1 ting hong ciu thir phat thi s6 lugng hong cau va nong do hemoglobin s& try vé
binh thuong néu bénh 1y gay ting hong cau dugc diéu tri hidu qua.

3. PIEU TRI

3.1. Nhém nguy co huyét khoi

C6 thé str dung bang phan nhém nguy co huyét khéi dudi dy dé lwa chon diéu tri
va theo ddi nguy co bién chimg tic mach:

a. Nguy co cao

- Tubi > 60, hoic;

- C6 tién sir bi huyét khi, hodc;

- S6 lugng tiéu cau > 1.500 G/L.

b. Nguy co thip

- Tubi < 60, va;

- Khong c6 tién sir bi huyét khoi, va;

- S6 luong tiéu cau < 1.500G/L.

3.2. Phac db diéu tri

a. Nguyén tic chung

- Piéu tri tich cyuc cac yéu té nguy co tim mach.

- Rut mau duy tri hematocrit < 0,45.

- Aspirin 75 - 100 mg/ngay, trir khi c6 chdng chi dinh.

- Thudc giam té bao: Chi dinh dua trén timg nguoi bénh theo nhom nguy co.
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b. Mt s6 thuéc diéu tri cu thé

- Nguoi bénh dudi 40 tudi, khong c6 tridu chimg: Rut mau don thuan duy tri
hematocrit dudi 0,45 1/1.

- Hydroxyurea: Nguoi bénh phai rit mau qua nhiéu méi dat hidu qua diéu tri,
nguoi bénh co tién sir tic mach hodc xuit huyét, nguoi bénh tudi cao: Diéu trj giam té bao
bang hydroxyurea (liéu khoi dau 10-20 mg/kg can niang/ngay). Liéu duy tri: C4 thé hoa,
dua vao xét nghiém téng phén tich té bio mau ngoai vi.

- Interferon-alpha: Chi dinh: phu nt mang thai, ngudi bénh khong dung nap
hydroxyurea. Liéu khoi dau: 3 MU/ngay (tiém bép hodc tiém dudi da) cho dén khi dat
hematocrit < 0,45. Liéu duy tri: Liéu thap nhat/ tuan kiém soat dugc hematocrit. Co thé sir
dung cac thudc méi hon nhu Pegylated interferon alfa-2a.

- Nguoi bénh tudi cao (trén 65 tudi): C6 thé diéu tri bang phospho phong xa
(khong dung cho ngudi bénh tré dé tranh nguy co lo xé mi cap th phat).

- Diéu trj hd trg va dy phong bién ching tic mach do ting tiéu ciu bang aspirin
lidu thap (75 mg/ ngay).

- biéu trj hd tro ché phém sit cho céc nguoi bénh rat mau nhiéu 1an c6 tinh trang
thiéu st (giam ndng do sit va ferritin huyét thanh).

4. TIEN LUQONG

Pa hdng cau nguyén phat ¢ tién luong tuong ddi tot. Ngudi bénh c6 thé co thoi
gian séng thém kéo dai gan bang nguoi binh thuong néu dugc diéu tri phu hop. Nguyén
nhan tir vong chil yéu 1a do tic mach, tai bién mach mau nio do ting huyét ap. Mot sb

ngudi bénh c6 thé chuyén thanh lo xé mi cap.
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5. TANG TIEU CAU TIEN PHAT

1. PAI CUONG

Tang tiéu cau tién phat 1a mot bénh hiém gip thudc hdi ching ting sinh tiry man ac
tinh (myeloproliferative diseases - MPDs). Co ché bénh sinh: dot bién gen JAK2V617F
hoac MPLW515K/L.

2. CHAN DOAN

2.1.Lam sang

- Triéu chirng 1am sang bao gdm tic mach va doi khi c6 xuat huyét;

- Tc mach vira va lén (mach mau ndo, mach vanh, mach ngoai bién, tinh mach
sau); Téc mach tai di tai lai gap trén 15-20% nguoi bénh;

- Biéu hién chay mau it gip; tuy nhién, khi s6 luong tiéu cau ting trén 1.000 G/L
thi ty 18 bién chimg chay mau ting 1én; biéu hién chay mau hoi gidng véi bénh von
Willebrand: chay méu chan ring, xuat huyét tiéu hoa, chay mau sau phau thuat;

- Phéi hop voi tri¢u chung roi loan van mach: Thiéu mau dau ngodn tay, chan; dau,
té bi dau ngodn, dau dau, dau ntra dau, thiéu mau ndo thoang qua, xay xam, dot ngdt giam
hodc mét thi luc tung bén;

2.2, Xét nghiém

Phac dd xét nghiém chéan doan:

- Huyét dé/téng phan tich té bao mau ngoai vi.

- Pinh luong sat huyét thanh, ferritin, erythropoietin.

- Tuy db, sinh thiét tuy.

- Tim d6t bién gen JAK2V617F hoac MPLWS515K/L (khi JAK2V617F am tinh).

- Khao sat t6 hop gen BCR-ABL (loai trir CML, khi JAK2V617F am tinh).

2.3. Tiéu chuian chan do4n ting tiéu cau tién phat cia WHO 2008

- S6 luong tiéu cdu > 450 G/L hﬁng dinh kéo dai;

- MAu sinh thiét tuy xuwong cho thay c6 sy ting sinh chil yéu dong mau tiéu cau voi
tang sb luong mau tiéu cau kich thudce 16n, trudong thanh (> 4 mau tiéu caw/ 1 vi trudng 40).
Khong c6 sy ting dang ké hay chuyén trai ciia dong bach cau hat hodc dong hong cau;

- Khong dap tng tiéu chuan chin doan cia WHO d6i véi lo xé mi kinh dong bach
cau hat, da hong cau nguyén phat, xo tuy vo cin, hoi ching réi loan sinh tiy va cic bénh
1y 4c tinh dong tuy khac;

- Cb @6t bién JAK2V617F hoic dau an don dong khac, hodc trong trudng hop
khong c6 dau 4n don dong thi phai khong c6 bang chimg cua ting tiéu cau thi phat..

Chan doan xac dinh ting tiéu cau tién phat khi c6 ca 4 tiéu chuan chinh.

41



2.4. Chan doan phan biét

- Tang tiéu cau tién phat cAn duoc chan doan phan biét véi cac bénh ting sinh tuy
4c man tinh khac trong Bang xép loai MPNs cia WHO nam 2008;

- Tang tiéu cdu tién phat cAn dugc chan doan phan biét véi tinh trang ting tiéu cu
thtr phat (nhiém khuén hodc viém, sau cét lach, ung thu, chan thuong, méat mau, thiéu mau
thiéu sit, vo can).

3. PIEU TRI

3.1. Panh gia nguy co

a. Nguy co’ cao

- Tubi trén 60;

- Hodc tién st tic mach, chay méau; hoac co6 cac yéu td nguy co tim mach: Hut
thudc, cao huyét ap, réi loan chuyén hoéa lipid mau, tiéu dudng. ..

- Hoic s6 luong tiéu cau trén 1.500 G/L.

b. Nguy co thd'p

- Tudi dudi 60;

- Va khong c6 tién str tac mach, chay mau; va khong c¢6 cac yéu té nguy co tim mach.

- Va s6 luong tiéu cau dudi 1.500 G/L.

3.2. Piéu tri

a. Thuéc diéu tri

- Hydroxyurea

+ Liéu khoi dau 15-30 mg/kg/ngay;

+ Chinh liéu dé duy tri sb luong tiéu cau trong gidi han binh thuong va khong lam
giam sb luong bach cau.

- Pipobroman

+ Liéu khoi dau 0,7-1 mg/kg/ngay.

- Interferon-a

+ Liéu trung binh 3.000.000 IU/ngay.

- Anagrelide

+ Liéu dung 2-3 mg/ngay (0,5-1 mg x 4 lan/ngay), khong qua 10 mg/ngay.

b. Phic dé diéu tri

- Chi dinh diéu tri diét t& bao va/hodc aspirin: Can ctr vao yéu td nguy co (nghién
ctru cho thdy ty 1é tic mach cua nhom nguy co thap 1a 1,9/100; khac biét khong dang ké
s0 v6i 1,5/100 & nhom ching binh thuong). Lidu thude diéu tri cu thé xin xem & phan a,
muc 3.2.

- Nhom nguy co thap: Khong diéu tri hoa chat, c6 thé dung aspirin liéu thap (75-
100 mg/ ngay).
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- Nhom nguy co cao hodc ¢ yéu td nguy co bénh tim mach (hat thudc, béo phi,
tang huyét ap, ting m& mau): Diéu tri don hoa tri licu.

- Piéu tri chdng tic mach: Aspirin liéu thap, clopidogrel, warfarin (v6i cac nguoi
bénh c¢6 tic tinh mach). Gan tach tiéu cau béing may. Phu nit c6 thai: Khong dung
hydroxyurea hodc anagrelide, lua chon dung interferon-a. va/ hodc aspirin lidu thap.

4. TIEN LUQONG

Nguoi bénh ting tiéu cau tién phat, nhat 1a nhom nguy co thap, c6 tién luong tuong
d6i t6t. Thoi gian sdng thém gan v4i nguoi binh thudng cing Itra tudi. Nguyén nhan tir

vong chu yéu 13 do tic mach. Mot s6 truong hop c6 thé chuyén thanh Lo xé mi cap.
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6. XO TUY VO CAN

1. PAI CUONG

- X0 tiy vO cdn thudc hoi ching tdng sinh tily man éc tinh.

- Co ché bénh sinh: Dot bién gen JAK2V617F hodc MPLWS515K/L.

2. CHAN POAN

2.1. Lam sang

- Triéu chimg thuong gip 1a lach to, thiéu mau;

- Xuit huyét do giam tiéu cau co thé thiy ¢ nhitng nguoi bénh co giam sb luong
tiéu cau dudi 50 x 10°/1;

- C6 thé c6 biéu hién nhidm tring, nhét 1a néu ngudi bénh co giam sé lugng bach
cau hat.

2.2. Xét nghiém

Phéc d6 xét nghiém chan doan:

- Huyét do/ téng phan tich té bao mau ngoai vi.

- Tuy 49, sinh thiét tay xwong.

- Tim dot bién gen JAK2V617F hoic MPLW515K/L (khi JAK2V617F 4m tinh).

- Khao sét t6 hop gen BCR-ABL (loai trir CML, khi JAK2V617F am tinh).

- Cong thirc NST hoic FISH (+8, -7/7q-, i(17q), -5/5q-, 12p-, bét thudng 11q23).

- Tai sap xép gen PDGFRA va PDGFRB (trong truong hop ting bach cau ua acid).

2.3. Tiéu chuan chan dodn xo tily vo cin cia WHO niam 2008

a. Tiéu chudn chinh

- Tang sinh dong mAu tiéu cau c6 bat thudng hinh thai (mau tiéu cau tir nho dén
16n, c6 ty 1é nhan/nguyén sinh chit bt thudng va wu sic, c6 nhan cudn va cd dic bat
thuong) di kém véi xo tiy reticulin va/ hodc collagen; hodc néu khong cé xo tiy reticulin
thi thay d6i bat thuong mau tiéu cau di kém véi ting mat do té bao tuy, ting sinh dong
bach cau hat va thuong giam dong hong cau (giai doan tién xo tuy);

- Khong dap g tiéu chuan chan doan cia WHO d6i vdi lo xé mi kinh dong bach
cau hat, da hong cAu nguyén phat, ting tiéu ciu tién phat, hoi chimg rdi loan sinh tiy va
cac bénh ly ac tinh dong tuy khéc;

- Co dot bién JAK2V617F hoic khong co bang chimg vé xo tiy phan tng.

b. Tiéu chudin phu

- Tang sb lugng héng cau, sb luong bach cau;

- Tang nong do LDH huyét thanh;

- Thiéu mau;

- Lach to.

Chan doan xac dinh xo tity vo can khi ¢6 ca 3 tiéu chuén chinh va 2 tiéu chuan phu.
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2.4. Chan doan phan biét

Can chan doan phan biét xo tiy vo can vdi cac bénh khac thudc hdi chiing tang
sinh tity man 4c tinh trong Bang xép loai MPNs ciia WHO nim 2008.

3. PIEU TRI

3.1. Mot s6 hé thong tinh diém nhim phan nhém nguy co va tién lwong bénh

a. Hé thong IPSS va DIPSS

IPSS (International Prognostic | DIPSS (dynamic IPSS):
Dau hiéu Scoring System): sir dung tai str dung tai bat ky giai
thoi diém chan doan bénh doan nao cia bénh
Tudi > 65 tudi 1diém 1diém
Co tri€u chirng toan than Idiém Idiém
Hb < 100G/L)* 1diém 2 diém
SLBC > 25 x109/1 1diém 1diém
Blast méau ngoai vi > 1% l1diém 1diém

* Tri s6 Hb < 100 G/L xé4c dinh ltc chan doan va chua phu thude truyén mau.

b. Cich tinh diém va phin nhém nguy co theo cdc hé thong tién lwong trén

3 IPSS DIPSS
Nhom nguy « R o . A A « R o . A A
o Diém Thoi gian song thém Diém | Thoi gian song thém trung
c
trung binh (naim) binh (nim)
Thép 0 11,3 0 Chua két thiic theo di
Trung binh-1 1 7,9 1-2 14,2
Trung binh-2 2 4 34 4
Cao >3 2,3 5-6 1,5

3.2. Piéu tri cu thé

- Ngudi bénh khong c6 tridu chimg 14m sang: Chi can theo ddi dinh ky cac chi sb
té bao mau ngoai vi.

- Piéu tri thiéu mau, giam tiéu cau: truyén khdi hong cau, khéi tiéu cau (can nhic
truyén khdi tiéu cau khi sé lwong tiéu cau giam duéi 50 x 10”/1; can truyén khdi tiéu cau
du phong tinh trang xuit huyét ndi tang néu sé lugng tiéu cau giam dudi 10 x 10°/1 hoic
giam dudi 20 x 10%/1 trén ngudi bénh c6 tinh trang nhidm tring kém theo).

- Piéu tri giam té bao bang hydroxyurea, hoic interferon alpha. Liéu khéi dau
hydroxyurea I 10 mg/kg can ning/ngdy, duy tri s6 luong bach ciu trong gii han 20 x10°/1.

- Piéu trj lach to qua murc (46 III hodc IV) gdy anh huong dén chét lugng cudc
song va khong dap Gmg voi hoa tri liéu: Tia xa lach hodc cat lach.

- Piéu tri nhdm dich: Ruxolitinib (liéu khéi dau 15-20 mg/ 2 1an/ ngay) (dung cho
ca xo tily vO cdn va xo tiy thir phat sau da hong cau va ting tiéu cau tién phat.
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3.3. Panh gia mirc dd dap ing doi véi dicu tri

Tiéu chuan dap tng diéu tri theo IWG (Nhoém lam viéc qudc té - International
Working Group).

4. TIEN LUQNG

Xo tiy vo cin 1a bénh ¢6 tién lwong kém nhat trong cic bénh thudc hoi ching ting
sinh tily man ac tinh. Thoi gian sdng thém trung binh ciia nguoi bénh xo tiy vo can 1a
3,5-5,5 nam. Bién ching nghiém trong nhat cta xo tiy vo can 1a kha ning chuyén thanh
Lo x& mi cap. Mot s6 yéu td nguy co khac dan toi thoi gian song thém bi rat ngan bao

gom: Tudi cao, tinh trang thi€u mau nhi€u, giam bach cau hat, giam ti€u cau nang,...
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7.PA UTUY XUONG

1. PAI CUONG

Pa u tay xuong (Multiple Myeloma: MM) la mot bénh ung thu huyét hoc, dac
trung boi sy ting sinh 4c tinh té bao dong plasmo tiét ra protein don dong trong huyét
thanh va nudc tiéu.

2. CHAN DOAN

2.1.Lam sang

- Thiéu mau: Khoang 70% ngudi bénh méi chan doan c6 thiéu mau.

- Ton thuong xwong: Khoang 60%; biéu hién: Pau xwong, giy xuong va u xuong.

- Suy than: Chiém 20%, trong d6 khoang 10% ngudi bénh méi chan doan co suy
than nang can phai chay than nhan tao.

- Tang canxi mau: biéu hién: T4o bon, budn nén, suy than...

- Bénh 1y than kinh: C6 3 loai ton thuong thuong gip: Chén ép ré - tuy séng, bénh
Iy than kinh ngoai bién, thim nhiém than kinh trung wong.

- Nhiém trung: nhiém trung tai dién.

- Tang d6 quanh mau: Kho tho, xuat huyét vong mac, chiay mau mili...

2.2. Can lam sang

- Xét nghi¢m tuy xuong:

+ Tang ty 18 té bao dong plasmo. Ngoai ra, c6 thé thiy ting hity cbt bao, giam tao
cbt bao; hinh anh réi loan sinh tity thi phat. ..

+ Xét nghiém FISH (fluorescence in situ hybridization: Lai huynh quang tai chd):
Phét hién cac ton thuong t(14;16), t(11;14), t(6;14), t(4;14), t(14;20) va del 13; del 17...

+ Phan tich ddu 4n mién dich (immunophenotypic): Pién hinh CD138+, CD56+;
c6 khoang 20% c6 CD20+.

+ Sinh thiét mo, nhuém héa mé mién dich, chian doan u twong bao (khi c6 u).

- Dién di protein huyét thanh va nuéc tiéu: Phat hién protein don dong; dién di
mién dich phat hién thanh phan don dong cta cac chudi ning va nhe.

- Xét nghiém sinh hoa: C6 thé cé: Tang protid mau toan phan; giam albumin; ting
globulin, B2-microglobulin, creatinine va canxi huyét thanh. Pinh lugng globulin mién
dich IgG, IgA, IgM va do chudi nhe tu do trong huyét thanh va nuéc tiéu. Xét nghiém
protein Bence-Jone, dinh lugng protein nudc tiéu/ 24h.

- Chan doan hinh anh:

+ Chup X-quang xuong (cot sdng, xuwong chau, xuwong so, xuong suon...): C6 ton
thuong ti€éu xuong.

+ Chup cong hudng tir hodc chup cat 16p vi tinh: C6 thé can thiét trong nhiing truong
hop c6 biéu hién triéu chig dau xwong nhung chup X-quang khong thiy tén thuong.
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+ Chup PET/CT hoic PET/MRI: Phat hién nhiing t6n thwong moi, ton thuong
ngoai tuy hodc chén ép tuy sdng.
2.3. Tiéu chuin chan doan: Cac xét nghiém trén cho phép chan doan céac thé bénh

Pa u tity xuwong theo hiép hoi Pa u tiiy xuong qudc té nim 2009, gom:
- Bénh ly gamma don dong c6 y nghia khong xac dinh (monoclonal gammopathy

of undetermined significance: MGUS);

- Pa u tiiy xuong tiém tang (smouldering multiple myeloma: SMM);

- Pa u tiy xuong c6 tri¢u ching (multiple myeloma: MM).
Bang 1. Tiéu chuin chin doan cho cac thé bénh Pa u tiy xwong

Thé bénh

Tiéu chuan

MGUS

Tdt ca 3 tiéu chudn sau:

- Protein don dong trong huyét thanh < 3 g/dl,

- Té bao dong plasmo trong tuy xuong < 10%, va

- Khong thiy ton thuong co quan (ting calci mau, suy than, thiéu mau va tén
thuong xuong).

SMM

Cd hai tiéu chudn sau:

- Protein don dong trong huyét thanh (IgG hoic IgA) > 3 g/dl va/hoic céac té
bao dong plasmo trong tuy xuong > 10 %, va

- Khong thay ton thuong co quan.

MM

Tdt ca cdc tiéu chudan sau:

- Té bao dong plasmo trong tuy xuong > 10% hoic sinh thiét chimg minh ¢
u té bao dong plasmo, va

- C6 ton thuong co quan c6 thé 1a do rdi loan tang sinh té bao dong plasmo:

+ Tang calci mau: Canxi huyét thanh > 11,5 mg/dl.

+ Suy than: Creatinine huyét thanh > 1,73 mmol/l (hoic > 2 mg/dl) hoic do
thanh thai creatinin wdc tinh <40 ml/phut.

+Thiéu mau: Binh sic, hong cau binh thudng v6i hemoglobin < 2 g/dl dudi
murc gidi han binh thuong hoac hemoglobin < 10 g/dl.

+ T6n thuong xuwong: Lodng xwong, tiéu xuong ning hoic giy xuong bénh Iy

2.4. Phan chia giai doan: Theo hé thong phéan chia giai doan qudc té (The

International Staging System: ISS)

Bing 2. Hé thong phan chia giai doan quoc té ISS

Giai doan Tiéu chuan

I

B*Microglobulin < 3,5 mG/L.
Albumin > 3,5 g/dl.

1T B*Microglobulin < 3,5 mG/L va albumin < 3,5 g/dl, hoic:
B*Microglobulin 3,5 - 5,5 mG/L va ndng do albumin bét ky.
III B*Microglobulin > 5,5 mG/L.
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2.5. Phan nh6ém nguy co theo di truyén té bao

Phéan nhom theo ton thuong di truyén ctia Mayo Clinic giup dinh huéng diéu tri

Bang 3. Cac nhom nguy co theo di truyé;n 16 bao

Nguy co thap Nguy co trung binh Nguy co cao
- ba boi (Hyperdiploidy) -t(4;14) - Del 17p
-t (11;14) - Del 13 hay thiéu boi -t(14;16)
-t(6;14) (Hypodiploidy) -1 (14;20)

2.6. Chan doan phan biét

- U té bao dong plasmo ngoai tuy: Tang sinh té bao dong plasmo thé hién trén sinh
thiét ton thuong & xuong hay phan mém, khong c bang chirng cua tang sinh té bao dong
plasmo trong tuy xuong trén tuy do va sinh thiét.

- Lo x& mi té bao dong plasmo: Co thé nguyén phat hay thir phat sau Pa u tay
xuong, duge chan doan khi mau ngoai vi ¢ ty 18 té bao dong plasmotrén 20% hay s
luong tuyét ddi > 2 G/L.

- Bénh Waldenstrom: Tang IgM > 3 g/dl, ting sinh lympho va té bao lympho dang
té bao dong plasmotrong tuy xuong.

3. PIEU TRI

3.1. Piéu tri ban dau

- Nguo1 bénh thuoc nhém bénh Iy gamma don dong cé y nghia khong xac dinh va
Pa u tiy xuong tiém tang: Khong c6 chi dinh diéu tri ngay.

- Céan dua vao kha ning c6 thé thuc hién viéc ghép té bao gdc tu than cho timg ca
bénh ma lya chon céc phac dd diéu tri cho thich hop va hi¢u qua.

3.1.1. Ngwoi bénh khong cé chi dinh ghép té bao goc (thwong > 65 tudi va thé
trang bénh kém). T hé trang bénh co y nghia lwa chon ghép hon tuoi ciia nguwoi bénh.

- MP: Melphalan va Methylprednisone: Cach 4-6 tuan/dot x12 dot. Diéu chinh liéu
melphalan theo s6 lwgng bach cau (BC) va tiéu cau (TC).

Két hop udng melphalan va methylprednisone (MP) véi céc thudc méi:

- MPT: Melphalan + methylprednisone + thalidomide

Thubdc Liéu Puong dung Ngay dung
Melphalan 0,25mg/kg or 4mg/m2/ngé1y Uéng Ngay 1-4
Methylprednisone 2mg/kg/ngay Ubng Ngay 1-4
Thalidomide 100-400mg/ngay Udng Lién tuc

MP: Céch 4-6 tuan/dot x 12 dot. Diéu chinh liéu melphalan theo 36 luong bach cau
va tiéu cau. Thalidomide: Kéo dai 72 tuan.
- VMP: Bortezomib + melphalan + methylprednisone.

Thubdc Liéu Puong dung Ngay dung
Melphalan 9mg/m’/ngay Ubng Ngay 1-4
Methylprednisone | 60mg/m*/ngay Ubng Ngay 1-4
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Thubc Liéu Puwong dung Ngay dung
Tiém tinh mach | Ngay 1, 4, 8, 11 (4 dot dau);
Bortezomib 1,3mg/m’ tem tinh mach | Neay 1, 4, 8. 11 (4 dot daw):
hoac tiém dudi da | ngay 1, 8, 15, 22 (4 dot tiep)

Cach 5 tuan/dot x 8 dot.
- Lenalidomide két hop voi dexamethasone liéu thap.

- Bendamustine két hop methylprednisone: Chi dinh cho ngudi bénh khong thé

ghép tuy va co biéu hién bénh 1y than kinh ngoai bién chdng chi dinh diéu tri bortezomib

va thalidomide.

3.1.2. Ngwoi bénh cé khd ning ghép té bao goc (<65 tudi, tinh trang lim sang tor)

a. Diéu tri tin cong
* Mot s6 phac dd cu thé theo tht tu wu tién:

-VTD:
Thudc Liéu Puwong dung Ngay dung
Tiém duéi da | Ngay 1,4,8,11 (4 dot da :
Bortezomib 1,3 mg/m’ 1eni ucida ) Ngay 1,4,8,11 (4 dc iu)’ neay
hay tinh mach 1,8,15,22 (4 dot tiep).
Thalidomide 100-200 mg Ubng Lién tuc
Dexamethasone 40mg/ngay Udbng Ngay 1-4
-VCD:
Thubc Liéu Puwong dung Ngay dung
: . Ngay 1,4,8,11 (4 dot
Tiém dudi da h 5
Bortezomib 1,3 mg/m’ 1em QUOTCA Y 1 q3u), ngay 1,8,15,22 (4
tinh mach .;
dot tiép)
Cyclophosphamide | 300mg/m°/ngay | Truyén tinh mach Ngay 1,8,15,22
Dexamethasone 40mg/ngay Truyén tinh mach Ngay 1-4

- PAD: Bortezomib + Doxorubicin + Dexamethasone
- VRD: Bortezomib + Lenalidomide + Dexamethasone

b. Diéu tri ghép té bao géc tw than: tham khdo phan quy trinh ghép TBG t thén.

c. Diéu tri duy tri

bortezomib: 1,3 mg/m’ mdi 2 tuin trong 2 nim.
3.2. Piéu tri bénh tai phat va khang thudc
- Phac db lenalidomide két hop v6i dexamethasone.
- Két hop bo ba nhu VTD, VCD... cho tai phat sau ghép té bao gdc tu than.
- Phac do bortezomib két hop voi pegylated liposomal doxorubicin (PLD).

Sau ghép khong dat dugc lui bénh: Nén diéu tri duy tri lenalidomide.
Sau ghép dat lui bénh: Duy tri thalidomide 100 mg/ngay trong 2 nam.

Nguoi bénh thugc nhém nguy co cao: Diéu tri duy tri bang phac dd c6

- O nhirng nguoi bénh tré tudi tai phat, chi dinh ghép ty than lan hai.
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3.3. Piéu tri hd tro

a. Suy thin

- Nén diéu tri phac d6 c6 bortezomib va khong can diéu chinh lidu bortezomib. C6
thé két hop lenalidomide va dexamethasone, lenalidomide.

- Cham soéc chirc niang than: Giam canxi, giam acid uric, c6 thé trao ddi huyét
tuong. Phong suy than: han ché: Khang sinh nhom aminoglycoside, thudc chdng viém
non-steroid...

b. Thiéu méu

- Erythropoietin tai t6 hop: Liéu 4.000 UI/ ngay hogc liéu 10.000UI/ 1 1an x 3 lan/
tuan. Muc dich huyét sic t6 dat trén 12G/L.

- Truyén khdi hong cau.

c. Ton thwong xwong

- Piéu tri ting canxi mau:

+ Truyén dich, loi tiéu.

+ Ut ché huy xwong: Biphosphonate, calcitonine (4-8 Ul/kg pha NaCl 0,9% truyén
trong 6-8 gio), solumedrol (50-100mg/ngay).

+ Loc mau: Khi tang canxi mdu nang de doa tinh mang, c6 suy than, phu phéi.

- Bisphosphonate:

+ Zoledronic acid: Liéu 4 mg/lan/thang, c6 suy than phai giam liéu.

+ Pamidronate: Liéu hang thang 1a 90 mg, truyén tinh mach trong 2 gio.

- Trudng hop dau nhiéu va c6 tinh khu tr c6 thé tia xa.

d. Nhiém tring: Phong nhiém tring c6 thé dung gammaglobulin, néu c6 nhiém
tring thi phai diéu tri khdng sinh ngay.

e. Ton thiwong hé thong thin kinh

- Ep tuy: Dexamethasone liéu cao, ban dau 100mg sau d6 25mg mdi 6 gio, giam
dan liéu. Tia xa tai chd cang som cang tot, dong thoi két hop dexamethasone lidu cao.

- Tham nhiém than kinh trung wong: Tiém tily sOng, tia xa va diéu tri toan than.

f- Tang do quanh mau

- Trao d6i huyét twong khi c6 biéu hién cua ting d6 quanh mau nhu: Chay mau
ni€ém mac, tri¢u chiing than kinh (dau dau, chong mat hoac co giat, hon mé)... hoac do

quanh huyét twong ting trén 4 centipoise.
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8. WALDENSTROM

1. PAI CUONG

- Bénh Waldenstrom (Waldenstrom’s macroglobulinemia - bénh tdng globulin dai
phan tr) 1 bénh 1y dong té bao lympho B dic trung boi su ting sinh, tich liy cac té bao
lymphoplasmo don dong trong tiiy xuong va t6 chirc lympho kém theo xuat hién IgM don
dong trong huyét thanh. Theo T chirc Y té thé gidi, bénh Waldenstrom duoc xép vao
nhém u lympho té bao lymphoplasmo, c6 d6 ac tinh thap.

- Bénh rat hiém gip, chiém khoang 1-2% trong tong sd cac bénh ac tinh cia co
quan tao mau. Bénh gip phan 16n & ngudi gia, do tudi trung binh 13 63-68 tudi, nam gip
nhiéu hon nit.

- Nguyén nhan gy bénh dén nay con chua rd. Mot s6 yéu td co thé 1am ting nguy co
mic bénh: Viém gan virus C, tiép xtic v6i héa chat nong nghiép, thude nhudm toc, bui go. ..

2. CHAN DOAN

2.1.Lam sang

a. Trigu chirng do xam lin ciia té bao u

- Cac triéu chtirng nhom B: Sot, ra mo hdi dém, sat can, mét moi;

- Thiéu mau do xam lan tiy xwong cua té bao u va do tan mau ty mién;

- Hach to gap & 25% nguoi bénh;

- Léach to gap & 19% nguoi bénh;

- Gan to gap ¢ 24% ngudi bénh;

- C6 thé c6 tham nhiém da, duong tiéu hoa va phdi, nhung hiém gip.

b. Trigu chirng do ting tiét IgM don dong trong huyét thanh

- Hoi chimg tang d6 nhét huyét trong gip ¢ 30% sb ngudi bénh: Pau diu, nhin
mo, chong mit, diéc dot ngdt, chay mau miii, chay mau chan ring. Soi day mét co thé gip
hién tuong r mau trong cac tinh mach vong mac, Xuét huyét vong mac, phu gai thi;

- Xuét hién globulin “lanh” trong méu (cryoglobulinemia) & 6% ngudi bénh, gy ra
hién tugng ngung két lanh: Xanh tim cac dau chi khi gap lanh;

- Amyloidosis: Ling dong dang tinh bot & cic co quan;

- Bénh Iy than kinh ngoai vi.

2.2. Xét nghiém

a T 5ng phén tich 16 bao mdu ngoai vi

- Hb giam, co thé thy hién twong hong cau ngung két, chudi tién;

- S6 lugng bach cau trung tinh giam < 1,0 G/L giap & 4% ngudi bénh;

- S6 luong tiéu cau giam, co thé < 50 G/L;

- Tang s6 lwong bach cau lympho va/hodc mono.
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b. Huyét tiiy do

S6 lugng té bao tay trong gidi han binh thudng & hau hét cic trudng hop. Tang ty
1¢ té bao lymphoplasmo trong tity (thuong > 10%).

c. Sinh thiét tiiy xwong va nhuém héa mé mién dich

Mat do té bao tiy binh thuong hodc ting. Hinh anh xam lan cua cac té bao
lymphoplasmo va lymphoxit kich thudc nho trong tay xwong, c6 thé giap cac kiéu xam lan
lan toa, thanh ndt, hodc xen k& giita cac khoang sinh mau. Cac té bao lymphoplasmo
duong tinh voi CD19, CD20, IgM bé mat, CD25, CD27, FMC7; am tinh v6i CD5, CD10,
CD23, CD103, CD138.

d. Sinh hoa mau

- Tang protein mau toan phan, ting gammaglobulin;

- Tang cao IgM don dong trong huyét thanh;

- Tang B2 microglobulin;

- LDH tang cao;

- Bilirubine gian tiép ting do tan mau.

d. Dién di mién dich huyét thanh

Cho thay hinh anh dinh don dong IgM.

e. D¢ nhét huyét twong: Tang cao (ting > 2 mPas).

Jf- Cac xét nghiém tham do khac

- Téc @6 mau ling ting;

- Coombs truc tiép va/ hodc gian tiép duong tinh khi c6 tan mau ty mién;

- Giam d6 ngung tap tiéu cau véi cac chat kich tip (ADP, Collagen, Ristocetin);

- Thoi gian thrombin (TT) kéo dai;

- Bt thuong di truyén té bao del 6q: Gip & 50% nguoi bénh;

- Chup cit 16p nguc, bung, khung chau: C6 thé phat hién gan, lach, hach to;

- Sinh thiét t6 chitc dém m& va/ hodc nhuém dé6 Congo mé tuy xuong dé phat hién
lang dong dang tinh bot (amyloid).

2.3. Tiéu chuin chin doan

a. Chdn dodn xdc dinh

Tiéu chuan chin doan Qudc té vé bénh Waldenstrom

(Waldenstrom’s macroglobulinemia International Workshop - 2003)

- Tang IgM don dong trong huyét thanh (bat ky ndng d6 nao).

- Xam lan tuy xwong boi cac té bao lymphoplasmo (t6i thiéu 10%) va té bao
lympho kich thudc nhd, tao thanh dam gitra cac khoang sinh méau.

- Xét nghiém hoa md mién dich céac té bao nay th?iy: IgM bé mat (+), CD5 (&),
CD19 (+), CD20 (+), CD25 (+), CD27 (+), FMC7 (+).
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b. Chén dodn phan biét

- Lo xé mi kinh dong lympho, u lympho thé nang, u lympho té bao Mantle: Khong
thay té bao lymphoplasmo, khong ting IgM don dong trong huyét thanh;

- Pa u tiiy xwong IgM: Ting sinh té bao plasmo trong tily xuong > 10%; nong do
IgG, IgA giam thap; c6 tén thuong xwong; bat thuong nhidm sic thé t(11;14), del13q;

- Tang IgM don dong chua c6 ¥ nghia vé mat 1am sang (IgM MGUS): Xuat hién
IgM don dong trong huyét thanh, nhung thudng < 3g/dL; khong c6 biéu hién xam lan tay
xuong ciia té bao lymphoplasmo va khong co triéu ching lién quan dén ting IgM.

c. Chin dodn tién lwong: Chi sé tién lwong Quoc té (International Prognostic

Scoring System for Waldenstrom’s macroglobulinemia - 2009)

Yéu to nguy co Diém

Tudi > 65 1

Hb<115G/L 1

Tiéu cau < 100 G/L 1

B2 microglobulin > 3 mG/L 1

IgM > 70 G/L 1

Nhom nguy co Thap Trung binh Cao

Piém 0_71. (trryeu 10 2 hodc tudi > 65 >3

tud1 > 65)

Ty 1 song toan bd 5 nam 87% 68% 36%

3. PIEU TRI

3.1. Piéu tri dic hiéu
- P6i v6i nhitng ngudi bénh khong c6 tridu ching 1am sang, can theo ddi 3 thang
mdt 1an: Kham 1am sang, xét nghiém téng phan tich té bao mau, protein mau, dinh luong
IgM, d6 nhét huyét tuong.
- Chi dinh diéu tri héa chét khi ngudi bénh c6 cac triéu ching sau: Hb < 10 g/dL,
Tiéu cau < 100 G/L, gan lach hach to nhiéu, ting do nhét huyét twong cé triéu chimg, ton
thuong than kinh ngoai vi mtrc d6 vira dén nang, amyloidosis, c6 ngung két lanh.
Phdc do diéu tri cu thé theo thir tw wu tién:
a. Ngwoi bénh < 70 tudi, chirc ning tim gan thin binh thuwong c6 thé chon 1
trong cac phac do:
- Bortezomib + dexamethasone + rituximab (BDR)
+ Bortezomib 1,3mg/ m* da (ngay 1,4,8,11);
+ Dexamethasone 40mg/ ngay (ngay 1-4 va ngay 8-11);
+ Rituximab 375mg/ m* da (ngay 0).
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- Cyclophosphamide + methylprednisone + rituximab (CPR)
+ Cyclophosphamide 750mg/ m” da (ngay 1);
+ Methylprednisone 60mg/ m” (ngay 1, 2, 3, 4, 5);
+ Rituximab 375mg/ m* da (ngay 0).

- Rituximab + cyclophosphamide + dexamethasone (RCD)
+ Rituximab 375mg/ m* da (ngay 0);
+ Cyclophosphamide 750mg/ m” da (ngay 1);
+ Dexamethasone 20mg/ ngay (ngay 1, 2, 3, 4, 5).

- Rituximab + cyclophosphamide + doxorubicin + vincristine + methylprednisone

(R-CHOP)
+ Rituximab 375mg/ m” da (ngay 0);
+ Cyclophosphamide 750mg/ m” da (ngay 1);
+ Doxorubicin 50mg/ m* da (ngay 1);
+ Vincristine 2mg (ngay 1);
+ Methylprednisone 60mg/ m” (ngay 1, 2, 3, 4, 5).

- Fludarabine + rituximab (FR)

+ Fludarabine 25 - 30mg/ m* da/ ngay (ngay 1, 2, 3, 4, 5);
+ Rituximab 375mg/ m’ da (ngay 0);

- Rituximab don tri li¢u 375mg/ m” da / tudn x 4 tuan.

b. Nguwoi bénh > 70 tudi c6 thé chon 1 trong cdc phdc dé

- Chlorambucil udng mdi ngay 2-4mg.

- Rituximab don tri li€u 375mg/ m? da / tudn x 4 tuln.

- Fludarabine don trj liéu 25mg/ m” da / ngay x 4 ngay.

- Bortezomib + Rituximab (VR).

+ Bortezomib 1,3mg/ m* da (ngay 1, 4, 8, 11)
+ Rituximab 375mg/ m” da (ngay 0)

Luu y:

- Céc phéac do trén, trir Rituximab don tri lidu, c6 thé dung tir 4 - 6 dot (tuy ting
ngudi bénh cu thé). Khoang thoi gian giita 2 dot diéu tri khong sém hon 21 ngay va
khong mudn hon 28 ngay;

- Khi diéu trj cac phac dd co Rituximab, can diéu tri du phong thudc khang virus
(Entecavir) néu nguoi bénh c6 nhidm virus HBV dé tranh virus tai hoat dong.

3.2. Piéu tri duy tri

Ngudi bénh dap g voi cac phac dd trude do co Rituximab nén duoc didu tri duy

tri Rituximab 375mg/ m* da ctr 3 thang mot 1an trong 2 nam tiép theo.
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3.3. Piéu tri bién chirng ting dd nhét huyét twong

- Hoi chimg ting d6 nhét huyét twong can duge can thiép cap ciru bang phuong
phap gan huyét tuong (plasmapheresis) hodc trao d6i huyét twong (plasma exchange).

4. TIEU CHUAN PAP UNG PIEU TRI

4.1. Dap ing hoan toan

IgM huyét thanh tr& vé gidi han binh thuong, khong thay dinh protein don dong
khi dién di mién dich huyét thanh; tiy xwong khong con biéu hién xam 14n, gan lach hach
tré vé kich thudc binh thuong, khong cé triéu chimg toan than lién quan dén bénh.

4.2. Pap rng mdt phan rat tot

IgM huyét thanh giam > 90%, kich thudc gan lach hach nho di it nhat 90% so véi
trude diéu tri; khong co biéu hién tién trién cua bénh.

4.3. Pap rng mdt phan

IgM huyét thanh giam > 50%, kich thudc gan lach hach nho di it nhat 90% so véi
truée diéu tri; khong co biéu hién tién trién cta bénh.

4.4. Pap tng toi thiéu

IgM huyét thanh giam > 25% nhung < 50%; khong c¢6 dau hiéu tién trién ctia bénh.

4.5. Bénh 6n dinh

IgM huyét thanh giam < 25% hoic ting khong qua 25% so v&i ban dau; khong co
su phat trién cua gan lach hach, khong giam té bao mau hodc xuat hién thém triéu chung
1am sang lién quan dén bénh.

4.6. Bénh tién trién

IgM huyét thanh tang > 25%, gan lach hach to 1én, xuat hién triéu chimg B va cac
biéu hién 1am sang khac lién quan dén bénh.
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9.U LYMPHO HODGKIN

1. PAI CUONG

U lympho Hodgkin 1a nhém bénh 4c tinh cta to chtrc lympho. Bénh gip & moi lra
tudi, chi yéu 1a trude 30 tudi. Nam ¢ xu hudng méc bénh nhiéu hon nit.

2.NGUYEN NHAN

Nguyén nhan giy bénh chua rd rang. Tuy nhién, nhiéu nghién ctru dwa ra mot sd
yéu t6 nguy co cao: Nhiém EBV, suy giam mién dich (sau ghép tang, HIV...), bénh tu
mién (viém khép dang thap, lupus ban dé hé thdng, sarcoidosis...) va yéu té gia dinh.

3. CHAN POAN

3.1. Chén doan xac dinh

a. Lam sang

- Hach to chiém khoang 70%, tuong gap tai vung ¢d, nach, ben, trung that, 6 bung.

- M6t s6 ngudi bénh ¢o thé co gan hodc lach to nhung it khi to nhiéu.

- Khéi u trung that hay gip nhung hau hét khong c6 biéu hién 1am sang.

- Mot sb truong hop biéu hién ban dau ngoai hach nhu: Da, duong ti€u hoa, nao...

-0 giai doan mudn cua bénh, thuong xuét hién céac biéu hién chén ép, xam l4n cua
t6 chire lympho. C6 thé ¢ thiéu méau, nhiém khuan hodc xuat huyét.

- Triéu chting toan than: Ngira, mét moi, triéu chimg B (s6t, ra md hoi dém, sit can
trén 10% trong luong co thé trong 6 thang khong giai thich dugc nguyén nhén).

b. Can lam sang

- Hach d6: Hach ting sinh, da hinh thai, ngoai dong lympho con gip bach cau doan
trung tinh, bach cau doan ua acid, té bao plasmo, dai thyc bao. Trong truong hop dién
hinh c6 gip té bao Reed-Sternberg.

- Sinh thiét hach hodc té chitc lympho: Hinh anh ton thuong da dang té bao, c6 gip
té bao Reed-Sternberg hodc cac bién thé.

- Hbéa md mién dich hach/ td chirc lympho: Xac dinh céc d4u 4n mién dich dic
trung cua té bao Reed-Sternberg va cac bién thé.

- Tong phan tich té biao mau ngoai vi: Co thé ¢ thiéu mau. Mot sb ngudi bénh
tang bach cau trung tinh, bach cau wa acid; S6 lugng tiéu ciu thuong 1a binh thuong.

- LDH tang trong khoang 30% truong hgp, tang calci, gidm albumin. Beta 2
microglobulin thudng tang. Toc d6 mau ling va protein C phan tng thudng ting.

- Cac phuong phap chan doan hinh anh nhu siéu 4m, X-quang, CT, PET, PET-CT
gitp phat hién hach sau va vi tri di can khéc.

- Tuy d6, sinh thiét tiy xwong va nhudm hoéa md mién dich giup phat hién u

lympho x4m l4n tay.
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- Flow cytometry mé hach, dich tay xwong, dich ndo tuy, dich mang phoi...
- Xét nghiém di truyén - sinh hoc phén tir: tiy ting thé bénh va giai doan bénh ma
c6 chi dinh xét nghiém hop ly.
- Xét nghiém dién di mién dich huyét thanh.
3.2. Chan do4n thé bénh
Theo T6 chirc y té thé giéi - WHO (nim 2008) dwa vao mé bénh hoc.

Thé bénh Pic diém
Giau té bao Dang n6t hodc lan téa. Trén nén nhiéu t& bao lympho rai rac té bao
lympho Reed-Sternberg.
Ngheo té bao Dang xo héa lan toa chira it t& Reed-Sternberg. Hodc nhiéu té Reed-
lympho Sternberg va bién thé xen ving hoai tir, khong c¢6 véach 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 mé bao.

Xo ndt Xo phét trién chia cat nhu mé hach thanh nhiéu nét, c6 nhiéu té bao
Reed-Sternberg va bién thé dang té bao khuyét.

Dang ndt, vru thé | Gap chu yéu bién thé dang lympho-histocytic trén nén mé bao va
lymphocyte lymphocyte nho.

3.3. Chan doan giai doan theo Ann Arbor (nim 1971).

Giai doan Biéu hién
I Ton thuong mot vung hach hodac mot vi tri ngoai hach (IE).
11 To6n thuong hai ving hach tré 1én trén cing mot phia co hoanh. Cé thé bao

gdm ca lach (IIS), vi tri ngoai hach (IIE) hodc ca hai (IIES) nhung van nam
mot phia co hoanh.

I To6n thuong nam hai phia co hoanh. C6 thé t6n thuong & lach (I11S), hodc vi
tri ngoai hach (IIIE), hoac ca hai (IIIES)

v Té6n thuong lan téa rai rac nhiéu tang hodc mé ngoai hach (nhu: Ty xuong,
gan, phoi...), c6 kém hodc khong kém ton thuong hach.

- B 1a khi c¢6 biéu hién: S6t, ra mo hoi dém, st can trén 10% trong luong co thé trong 6
thang.
- A la khi khong c6 céc triéu ching trén.

3.4. Chan doan phan biét
Céc bénh 1y c6 hach to nhu: U lympho Hodgkin; Hach tang sinh phan ung; Hach lao;
Hach ung thu di can.

4. PIEU TRI

4.1. Piéu tri véi trwong hop méi chian dosn

- Hoa chét st dung theo phac dd: ABVD, BEACOPP, Stanford V, MOPP.

- Truong hop u lympho Hodgkin dang nét, wu thé lymphocyte: Str dung phac dd
CHOP, ABVD, EPOCH, CVP két hop rituximab.

- Xa tri: Két hop véi hoa chét trong truong hop giai doan I, I va co khdi u. Xa tri
don doc it dung. Khong ap dung véi u lympho Hodgkin dang nét, vu thé lymphocyte.
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4.2. Véi treong hgp khong lui bénh hodc tai phat

- Panh gid lui bénh hodc tai phat theo NCCN - national Comprehensive Cancer
Network, 2.2013(tham khao bai U lympho khong Hodgkin).

- Truong hop tai phat phai sinh thiét hach 1am lai chan doan.

- Str dung phac d6 da hoéa tri lidu cao: Néu diéu tri ban dau 14 tia xa, ap dung phac
d6 ABVD. Néu diéu tri ban dau 1a ABVD, 4p dung phac 6 DHAP hoic ESHAP.

- Can nhic ghép tiy ty than.

4.3. Mot s6 phac do

- ABVD
Thubc Liéu Puong dung Ngay dung

Doxorubicin 25mg/m?2 Truyén TM 1, 14 hoac 15
Bleomycin 10mg/m?2 Truyén TM 1, 14 hoac 15
Vinblastin 6mg/m?2 Truyén TM 1, 14 hoac 15
Dacarbazine 375mg/m?2 Truyén ™ 1, 14 hoac 15

- BEACOPP

Thubc Liéu Puwong dung Ngay dung

Cyclophosphamid 650mg/m?2 Truyén TM 1
Doxorubicin 25mg/m?2 Truyén TM 1
Etoposide 100mg/m?2 Truyén TM 1-3
Procarbazine 100mg/m?2 Ubng 1—7
Methylprednisolone 40mg/m?2 Ubng 1—14
Vincristine 1.4mg/m2 Truyén TM 8
Bleomycin 10mg/m?2 Truyén TM 8

- Stanford V

Thudc Liéu DPuwong dung Ngay 1 trong cic tuin

Doxorubicin 25mg/m?2 Truyén ™ Tuéan 1,3,5,7,9,11.
Vinblastin 6mg/m?2 Truyén ™ Tuan 1,3,5,7,9,11.
Nitrogen mustard 6mg/m2 Truyén TM Tuan 1,5,9
Vincristine 1.4mg/m2 Truyén ™ Tuén 2,4,6,8,10,12
Bleomycin 5mg/m2 Truyén TM Tuén 2,4,6,8,10,12
Etoposide 60mg/m?2 Truyén TM Tuan 3, 7,11
Methylprednisolone | 40mg/m2 Ubng Hang ngay lién tyc trong 12 tuan

+ Vinblastin giam xudng 4 mg/m2 trong miii thir 2,3 va 1mg/m2 trong tuan 10-12.

+ Methylprednisolone giam li¢u dan trong 12 tun

Chuay:

- V6i céc phac d6 ABVD, BEACOPP st dung 4-6 dot. Trong do: 3 dot dau c6 thé
dung cach nhau tir 14-21 ngay; 3 dot tiép theo cach nhau 21-28 ngay.

- Phac d6 Stanford V st dung 3 dot vao ngay dau tién ctia mdi tuan.

- Tri hodn diéu tri khi mau ngoai vi c6 sb lugng bach ciu doan trung tinh < 1 G/L
hodc s6 lugng tiéu cau < 100G/L.
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4.4. Theo déi sau diéu tri

- Cac truong hop dic biét nhu: Hach to, sdt, gay sat can. .. phai tai kham ngay.

- Tai kham: 3 thang/ lan trong 2 ndm dau. Sau dé, 6 thang/ lan trong 3 nim tiép va
theo doi hang nam.

- Vi mdi 1an tai kham:

+ Kham lam sang: Chu y cac tri¢u chung lam sang, hach to, hoi ching B.

+ Xét nghiém: Tong phan tich té bao mau ngoai vi, sinh hdéa mau (bao gdm LDH,
chuc nang gan, than), mau léng; CT bung nguc hoic PET, PET/CT mbi 6 thang trong 2
nam dau, sau do chup khi co biéu hién lam sang. Lam lai sinh thiét khi xuat hién hach to
trd lai hodc co ton thuong moi.

5. TIEN LUQNG

Céc yéu td tién luong xau theo IPS - International Prognostic Score (NCCN
2.2013) gém: Albumin mau < 40 G/L; Hemoglobin < 105 G/L; Nam gidi; Tudi > 45;
Giai doan bénh (theo Ann Arbor): IV; S6 luong bach ciu mau ngoai vi > 15G/L; Sd
luong té bao lympho méu ngoai vi < 0,6 G/L hoic ty 1& t& bao lympho < 8%.
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10. U LYMPHO KHONG HODGKIN

1. PAI CUONG

U lympho khong Hodgkin 12 nhém bénh ciia to chirc lympho. Bénh giap ¢ moi lta
tudi, phd bién tir 45-55 tudi, hiém gip ¢ tré em. Nam c6 xu hudng mic bénh cao hon nir.

2.NGUYEN NHAN

Nguyén nhén sinh bénh ciia U lympho khong Hodgkin chua 1 rang. Cho dén nay,
nguoi ta chi dua ra cac gia thuyét: Yéu t6 nhiém khuan: HIV, EBV...; Yéu té mién dich:
Suy giam mién dich ty nhién, suy giam mién dich méic phai (HIV/AIDS, nhiém EBV, sau
ghép tang...); Bénh Iy ty mién; M6i trudong: Thudc trir su, dioxin, phong xa...

3. CHAN POAN

3.1. Chén doan xac dinh

a. Lam sang

- 60% -100% nguoi bénh ¢ hach to, thuong gip ¢ vung cd, hd thuong don, nach,
ben, c6 thé gap hach trung thét, hach 6 bung.

- Khoang 40% nguoi bénh co ton thuong ngoai hach tién phat, tham chi 1a duy
nhat & ngoai hach lympho nhu: da day, amydal, héc mat, da...

- Lach c6 thé to, dic biétu lympho thé 1ach hodc giai doan mudn cua bénh.

- Gan to it gap hon va thuong kém theo hach to va/hoac lach to.

- Khoang < 25% trudng hop c6 triéu chimg “B” gdm: Sét, ra md hoi dém, sut can
trén 10% trong lugng co thé trong 6 thang khong giai thich duoc nguyén nhan.

-0 giai doan mudn cua bénh, thuong xuit hién thiéu mau, nhiém khuén, xuét
huyét va cac biéu hién chén ép, xam lan ciia to chirc lympho.

b. Cdn lam sang

- Hach db: Hach ting sinh, kha d6ng nhat, chu yéu la lymphoblast hoic
prolymphocyte. It gap bach cau doan trung tinh, plasmocyte, dai thuc bio, té bao xo.

- Sinh thiét hach hodc t6 chtrc lympho: Tén thuong dang nang hodc lan toa; té bao
to hodc té bao nho hodc hdn hop to, nho.

- H6a mo mién dich manh sinh thiét hach/ t6 chic lympho: Dya trén cac dau an
mién dich gitp phan loai u lympho khong Hodgkin té bao B, T hoic NK.

- Xét nghiém khac:

+ Tong phan tich té bao méau ngoai vi (huyét dd) co thé gip giam luong huyét sic
t0, giam sb lugng tiéu cau, sb lugng bach cau c6 thé tang hoac giam.

+ LDH tang trong khoang 30% truong hop. Tang calci mau. Chuc nang gan than
c6 thé c6 biéu hién ri loan. Beta 2 microglobulin thuong ting.

+ Cac phuong phap chan doan hinh anh (siéu am, X-quang, CT, PET, PET-CT,
MRI) gitp phat hién hach sau nhu hach trung that, hach 6 bung...va cac vi tri di can khac.
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+ Tay dd, sinh thiét tuy xuong (c6 thé 1am tai 2 vi tri) va nhuém héa mé mién dich

gitip phat hién u lympho xam lan tuy.

+ Flow cytometry mo hach, dich tiiy xwong, dich ndo tity, dich mang phi...

+ Xét nghiém di truyén - sinh hoc phan tir: Tty timg loai u lympho khong Hodgkin

ma c6 chi dinh xét nghiém hop 1y.

+ Xét nghiém dién di mién dich protein huyét thanh tuy loai u lympho Hodgkin.

3.2. Chén doan thé bénh

a. Xép loai u lympho khong Hodgkin theo cong thirc thuc hanh (WF), 1982

Phan loai Dic diém
D6 4c WF1 U lympho t’é' bao nho
tinh th 4p WE2 Thé nang té~béo nho, nhan khia ,
WE3 Thé nang hon hgp té bao nho, nhan khia va té€ bao 16n
D6 4c WF4 Thé nang, uu thé t:é béoA l6m ,
tinh j trung WE5 Lan toa, té ~bao nho,, nhan khia
binh WF6 Lan tda, hfm hop t€ bao 16n, nho
WE7 Lan toa, t€ bao 16n (nhan khia va khong khia)
" WEFS Té bao 16n, nguyén bao mién dich
D0 ac P
tinh cao WF9 Nguyén bao lymph ’
WF10 | U lympho Burkitt’s, t€ bao nh6 nhan khong khia

b. Xép loai u lympho khong Hodgkin theo Té chirc y té thé giéi nam 2008

Té bao B

Té bao T

U lympho/ Lo x€ mi tiép B, khong phan loai.
U lympho/ Lo x& mi tién B voi bat thuong di
truyén dac thu.

U lympho/ Lo x€ mi lymphoblast
tien T

Té bao B trwéng thanh
Lo xé mi kinh dong lympho/ u lympho té bao nho.
U lympho ving ria ngoai hach cta t6 chirc
lympho niém mac (MALT).
U lympho vung ria tai hach.
U lympho vung ria tai lach.
Lo x& mi/u lympho tai lach, khong phan loai.
U lympho té bao 40 nang.
U lympho thé nang.
U lympho dang lymphoplasmatic.
U lympho trung tam nang ¢ da tién phat.
U lympho té bao B Ién lan téa (DLBCL),
khong dac hi¢u.
U lympho té bao B 16n giau té bao T/mo bao.
DLBCL tién phat ¢ than kinh trung wong.
DLBCL tién phat & da, thé chan.
DLBCL EBYV duong tinh & nguoi gia.
DLBCL lién quan dén viém man tinh.
U lympho té bao B 16n & trung that tién phat.

Té bao T/NK trwéng thanh
U lympho dang vaccine Hydroa.
Lo x& mi/ U lympho té bao T ngudi 16n.
U lympho té biao T/NK ngoai hach, thé
miii.
U lympho té bao T lién quan dén bénh Iy
duong rudt.
U lympho té bao T thé gan lach.
U lympho té bao T dang panniculitis dudi
da.
Hoi chiing Sezary

Mycosis fungoides

U lympho té bao T gamma/delta ¢ da tién
phat.

Réi loan ting sinh lympho T CD30+, da
tién phat.

U lympho té bao T ngoai vi, khong dic
hiéu.

U lympho lympho T nguyén bao mién
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Té bao B Té bao T

U lympho té bao B 16n ndi mach. dich mach.

U lympho té bao B 16n ALK+. U lympho té bao 16n kém biét hoa, ALK-.
U lympho té bao B 16n ting sinh trong bénh | U lympho té bao 16n kém biét hoa, ALK+
Casleman da 6 lién quan HHVS.

U lympho lan toéa tién phat.

U lympho nguyén tuong bao.

U lympho thé Burkitt.

U lympho té bao B khong phén loai, véi dic
trung trung gian DLBCL va u Burkitt.

U lympho té bao B khong phan loai, vo1 dac
trung trung gian DLBCL va bénh Hodgkin
kinh dién.

c. Xép loai u lympho khong Hodgkin theo tién trién ciia bénh
Két hop mo bénh hoc va biéu hién 1am sang ctia moi thé ma chia 1am hai nhom:

- Nhom tién trién cham bao gom: Lo xé mi kinh dong lympho/ u lympho té bao
nhé; u lympho thé nang (giai doan LII); u lympho vung ria (hach, lach, thé MALT); hoi
ching Sezary/ Mycosis fungoides; u lympho da nguyén phat té bao T 16n kém biét hoa.

- Nhom tién trién nhanh bao gdm: DLBCL, FL giai doan III, u lympho Burkitt’s, u
lympho khong Hodgkin té bao T khong thudc hai thé ké trén.

3.3. Chin doan giai doan theo tiéu chuin ciia Ann Arbor, nim 1971.

Giai doan Biéu hién
I To6n thuong mét vung hach hodac moét vi tri ngoai hach (IE).
1T Ton thuong hai ving hach tr¢ 1én trén cung mot phia co hoanh. Cé thé

bao g‘ém ca lach (IIS), vi tri ngoai hach (IIE) hoac ca hai (IIES) nhung
van nam mot phia co hoanh.

III T6n thuong nam hai phia co hoanh. C6 thé ton thuong & lach (IIIS), hodc
vi tri ngoai hach (IIIE), hodc ca hai (IIIES).
v Ton thuong lan toa rai rac nhiéu tang hodc md ngoai hach (nhu: Tuy

xuong, gan, phoi...), c6 kém hoic khong kém ton thuong hach.
B 14 khi c6 biéu hién tri¢u chimg “B”: Sot, ra md hdi dém, sit can trén 10% trong
lugng co thé trong 6 thang. A 1a khi khong co céc tridu chiing trén.

3.4. Chan doan phan biét

- Cac bénh ly c6 hach to nhu: U lympho Hodgkin; Hach tang sinh phan tng; Hach

lao; Hach ung thu di can.
- Vi ton thuong ngoai hach, can phan biét bénh Iy tai co quan ton thuong.
4. PIEU TRI
4.1. Piéu tri véi trwong hop méi chian dosn
a. Nhém tién trién chim
- Giai doan [, II:
+ Theo doi khi khong c6 tri¢u ching.
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+ Xa tri ving véi cac tén thuong ngoai hach hodc hach to: 30-40 Gy.

+ Héa chat: Chlorambucil, CVP khi c6 mt trong cac tiéu chuan GELF nam 1998
(bao gém: Hach hodc ton thuong ngoai hach c6 kich thudc >7 cm; Co it nhét 3 hach véi
mdi hach ¢6 kich thudc > 3ecm; C6 tridu chimg B; Lach to ngang rén; Biéu hién chén ép
nhu ni¢u quan, da day-rudt... hodc tran dich mang phéi, mang bung; Sd lugng bach cu <
1 G/L va/ hoic s6 lugng tiéu cau < 100 G/L; Chuyén Lo xé mi cAp vdi blast trong tay >
20%). Thém rituximab néu té bao U c6 CD 20+.

- Giai doan III, IV:

+ Theo doi khi khong c6 tri¢u ching.

+ Xa trj viing v6i cac ton thuong ngoai hach nguyén phat hodc hach to: 30-40Gy.

+ Hoéa chat: Diéu tri khi c6 mot trong cac ti€u chuan GELF niam 1998. Phac dd lua
chon: CHOP, CVP, FC, FMD, bendamustine. Thém rituximab néu té bao U ¢c6 CD20+.

- U lympho lymphoplasmatic: c6 thé st dung Hyper CVAD + POMP, BFM,
LBMS86, CALGB. Néu Ph(+), bd sung imatinib.

- U lympho thé da va hdi ching Sezary/ Mycosis fungoides: Phdi hop diéu tri lidu
phéap anh sang (UBV hodc UAV).

- Thé MALT ¢ da day: test H.Pylori va diéu tri. C6 thé phdi hop phau thuat.

- Sau diéu tri tAn cong, c6 thé diéu tri duy tri bang rituximab trong 2 nam tiép theo.

b. Nhém tién trién nhanh

- Giai doan I, II: Hoa chét 6-8 dot két hop xa tri vung.

- Giai doan III, IV: Hoa chét 3 dot, sau d6 danh gid. Néu dap Gmg hoan toan, diéu
tri tiép 3-5 dot. Néu dap ung khong hoan toan, diéu tri tiép 3-5 dot hodc chuyén phac d6
(can nhic ghép tay); Néu khong lui bénh: Chuyén phac db diéu tri (cin nhic ghép tuy).

- Phéc d6 da hoa tri lidu:

+ Lua chon dau tién: CHOP, EPOCH. Phéi hop rituximab néu té bao U c¢6 CD20+.

+ U lympho té bao 40 nang: Phac d6 Hyper CVAD.

+ U lympho Burkitt: Hyper CVAD, EPOCH, CALGB; khong dung CHOP.

+ U lympho té bao T ngoai vi, khong ddc hiéu: CHOP, CHOP-E. Hyper CVAD.

+ Té bao T/NK ngoai hach, thé miii: Nén xa tri ving trudc, phac d6 SMILE.

4.2. Tiéu chuin danh gia dap vng

- THt nhéat nén chup PET hodc PET/CT va dénh gia dap ung dua trén thang diém
Deauville (theo NCCN 2.2013).

- Truong hgp khong chup duoc PET, danh gid déap ung theo NCCN - National
Comprehensive Cancer Network, 2.2013.
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4.3. Piéu tri khi tai phat hoic khong dap ting

a. Nhém tién trién chim

- Pa hoa trj liéu: Phac dd phu thudc vao phac do su dung trong diéu tri tAn cong.

- Két hop khang thé don dong véi hoa chat hoidc véi dong vi phong xa nhu 1131-
Tositumomab, Y 90-Ibritumomab tiuxetan.

- Can nhéc ghép tiy tu than cung hoéa tri lidu cao.

- Trudng hop tai phat, phai lam lai m6 bénh hoc hach.

b. Nhém tién trién nhanh

- Pa héa tri liéu lidu cao véi cac phac dd nhu: ESHAP, ICE, IVE, DHAP.

- C6 thé két hop v6i khang thé don dong nhu Rituximab néu té bao U c6 CD20+.

- Ghép tuy: Tu than hoic dong loai.

4.4. Mot s6 trudng hop dic biét

a. Diéu tri u lympho thin kinh trung wong nguyén phdt: Methotrexat liéu cao ¢
thé kém cytarabine. Sau do, xa tri toan ndo hodc ghép té bao gdc tu than. Truong hop
bénh tién trién hodc chdng chi dinh hoa tri, xa tri toan nio (c6 thé kém corticoid).

b. U lympho khong Hodgkin ¢ nguwoi bénh HIV/AIDS: da hoéa tri liéu tuong tu
kém G-CSF. Thém rituximab néu t& bao U c6 CD20+ (trir trudng hop CD4 < 100/pl).

4.5. Mot s6 phac do

-FC
Thubc Liéu Puong dung Ngay
Fludarabin 25mg/m?2 da Truyén tinh mach 1-3
Cyclophosphamid 250 mg/m2 da Truyén tinh mach 1-3
- CHOP
Thubc Liéu Puong ding Ngay
Cyclophosphamid 750mg/m?2 da Truyén tinh mach 1
Doxorubicin 50mg/m2 da Truyén/ti€ém tinh mach 1
Vincristin 1,4mg/m?2 da (max 2mg) Ti€ém/truyén tinh mach 1
Methylprednisolone 45mg/m?2 da Uong 1—-5

Tiém tay song: Methotrexat 12,5 mg, ngay 1 (khi ¢ tham nhiém than kinh trung wong)

-Cvp
Thuéc Liéu Duong ding Ngay
Cyclophosphamid 750mg/m?2 da Truyén tinh mach 1
Vincristin 1,4mg/m2 da (Max 2mg) Ti€ém/truyén tinh mach 1
Methylprednisolone 45mg/m?2 da Udng 1—-5
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- EPOCH

Thubc Liéu Duong ding Ngay
Etoposid 50mg/m2 da Truyén tinh mach 1—4
Vincristin 0,4mg/m?2 da Tiém/truyén tinh mach 1—4
Doxorubicin 10mg/m?2 da Truyén/tiém tinh mach 1—4
Cyclophosphamid 750mg/m2 da Truyén tinh mach 6
Methylprednisolone 60mg/m?2 da Uong 1—6

- CHOP-E

Thubc Liéu Puong dung Ngay
Cyclophosphamid 750mg/m?2 da Truyén tinh mach 1
Doxorubicin 50mg/m?2 da Truyén/tiém tinh mach 1
Vincristin 1,4mg/m?2 da (max 2mg) Ti€m/truyén tinh mach 1
Methylprednisolone 45mg/m?2 da Uodng 1—-5
Etoposid 100 mg/m?2 da Truyén tinh mach 1—-3

- CHOP-Bleo

Thuéc Liéu Duong dung Ngay
Cyclophosphamid 750mg/m?2 da Truyén tinh mach 1
Doxorubicin 50mg/m?2 da Truyén/tiém tinh mach 1
Vincristin 1,4mg/m2 da (max 2mg) Ti€ém/truyén tinh mach 1,5
Methylprednisolone 45mg/m2 da Uodng 1-5
Bleomycin 10 don vi/m2 da Truyén tinh mach 1,5

- DHAP

Thudc Liéu ‘ Puwong dung Ngay

Cisplatin 100mg/m2 da Truyén tinh mach cham trong 24 gid 1
Cytarabine 2g/m2 da/12 gio | Truyén tinh mach trong 3 gio, 2 lan/ngay | 2
Dexamethasone 40 mg Uong hodc truyén tinh mach 1-4

- Dexamethasone nhé mat trude va sau dung cytarabine.

- biéu tri 3 dot, mdi dot cach nhau 28 ngay.

- ESHAP

Thubc Liéu _Puong dung Ngay
Cisplatin 25mg/m?2 da Truyén tinh mach lién tuc 1—4
Etoposid 40mg/m?2 da Truyén tinh mach trong 1 gio 1—4
Cytarabine 2g/m2 da Truyén tinh mach trong 3 gio 5

+ Dexamethasone nhé mat trudc va sau khi dung cytarabine liu cao
+ Piéu tri 3-6 dot, mdi dot cach nhau 28 ngay.
-ICE

Thubc Liéu Pwong dung Ngay
Ifostamide S5g/m2 da Truyén tinh mach lién tuc 24 gio 2
Etoposid 100mg/m2 da Truyén tinh mach trong 2 gio 1-3
Carboplatin AUCS Truyén tinh mach trong 1 gio 2

Diéu tri 3 dot, mdi dot cach nhau 14 ngay. Ding mesna trudc va sau truyén ifosfamid.
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- Chlorambucil: 0,1-0,2mg/kg/ngay x 7-14 ngay, chu ky 28 ngay. Hoac 0,4-
0,6mg/kg mdi 2 tuan c6 thé két hop véi prednisolone.

- Chuy:

+ Néu u lympho khong Hodgkin té bao B ¢6 CD20+, thém rituximab vao ngay 1
(48h) & cac phac 46 CHOP, CVP, EPOCH, CHOP-E, CHOP-Bleo, FC, ICE.

+ Cac phac do gbm CHOP, CVP, EPOCH, CHOP-E, CHOP-Bleo, FC c6 thé
dung dén 9 dot. Trong d6: 3 dot dau c6 thé dung cach nhau tir 14-21 ngay; 3 dot tiép theo
cach nhau 21-30 ngay. Khoang céach gitra cac dgt phu thudc vao 1am sang, xét nghi¢m.

+ Tri hodn diéu tri khi mau ngoai vi co sb lugng bach cu doan trung tinh < 1 G/L
hoic s luong tiéu cau < 100G/L.

4.6. Theo déi sau diéu tri

- Cac trudng hop dic biét: Xuat hién hach to, sdt, gy sht can...phai tai kham ngay.

- V6i nhém tién trién nhanh, tai kham 1 thang/ 1an trong nim dau. Sau d6, 3 thang/
1an trong nam tht 2. Sau d6 6 thang/ 1an trong 3 nam tiép va sau d6 1 ndm/ lan.

- V&i nhom tién trién cham tai khdm 3 thang/ lan trong nim dau. Sau do6, 4 thang/
lan trong ndm thtr 2, 6 thang/ 1an trong nam th 3. Sau d6 1 nam/ lan.

- Vi mdi 1an tai kham:

+ Kham lam sang: Chu y céc triéu chung 1am sang, hach to, gan to, lach to.

+ Xét nghi€ém: Téng phéan tich té bao mau, sinh hoa mau; CT bung nguc hoac PET,
PET/CT mbi 6 thang trong 2 nam dau, sau d6 chup khi c6 biéu hién 1am sang. Xét nghiém
tiy do it nhat 2 nam/ 1an. Lam lai sinh thiét khi c6 hach to trd lai hodc c6 ton thuong méi.

5. TIEN LUONG BENH

- Chi s tién luong quéc té (IPT)

+ Céc yéu td nguy co cao bao gom: Tudi > 60, giai doan bénh III-IV, LDH cao hon
gi4 tri binh thuong, > 2 vi tri ton thuong ngoai hach, téng trang (theo ECOG) > 2.

+ Nhom nguy co thap c6 < 1 yéu té; Nhoém nguy co trung binh thap c6 2 yéu té;
Nhém nguy co trung binh - cao ¢6 3 yéu té; Nhom nguy co cao ¢ > 4 yéu tb.

- Chi sb tién luong d6i véi u lympho thé nang (FLIPI):

+ Céc yéu td nguy co cao bao gom: Tudi > 60, giai doan bénh II/IV, Hgb < 120
G/L, s6 luong hach ving > 4, LDH cao hon gi4 tri binh thuong.

+ Nhom nguy c6 thap c6 < 1 yéu té; Nhom nguy co trung binh c6 2 yéu td; Nhom

nguy co cao co > 3 yéu to.

68



TAI LIEU THAM KHAO

. B4 Trung Phan (2008), “U lympho ac tinh”, Té bao goc va bénh 1y té bao goc tao mdu,
Nha xuét ban y hoc, Tr 358-374.

. Nguyén Anh Tri (2004), “Diéu tri u lymph ac tinh khong Hodgkin”, Piéu tri cdc bénh
dc tinh co quan tao mau, Nha xuét ban y hoc. Tr 22-38.

. Non Hodgkin lymphoma - NCCN guidelines 2.2013.

4. WHO classification of tumours of haematopoietic and lymphoid tissues 2008.

. “Neoplasic lymphoid diseases”, William hematology 8"- 2010, chapter 92, 93, 94, 99,
100, 101, 102, 103, 104, 105, 106.

69



11. LO XE MI KINH DONG LYMPHO

1. PAI CUONG

- Lo x& mi kinh dong lympho (Chronic Lymphocytic Leukemia - CLL) la bénh ly
tang sinh lympho ac tinh dic trung bai sy tich lily céc té bao lympho truong thanh, kich
thudc nho trong mau ngoai vi, tiy xwong va hach.

- Ty 18 méc lo xé mi kinh dong lympho dao dong tir < 1 dén 5,5/100.000 nguoi
trén toan Thé giéi. Bénh hay gap & ngudi 16n tudi, nam nhiéu hon nir.

- Tiép xuc lau ngay véi cac hoa chit nong nghiép, chat doc mau da cam va lam viée
lau dai trong moi truong dién tr truong ciing nhu nhiém virus viém gan C, Epstein-Barr
virus ¢6 thé 1am ting nguy co mac bénh.

2. CHAN POAN

2.1. Lam sang

- 25% ngudi bénh khong cé triéu chimg gi tai thoi diém chan doan, ma thudng
duogc phat hién mot cach tinh cd boi sy tang té bao lympho trong mau ngoai vi;

- Hach to gap ¢ 80% ) nguoi bénh, phﬁn 16n & vung ¢, thuong don va nach;

- Lach to xuat hién & 50% sb nguoi bénh, lach to muc do nhe dén vira;

- Gan to it gap hon, mét sé trudong hop dan dén suy giam chirc ning gan;

- Tham nhiém ngoai hach 1a triéu ching it gép;

- Thuong co thiéu mau, nhung xudt hién mudn hon va nang dan;

- Xuét huyét do giam sd luong tiéu cau;

- Nhiém trung do suy giam mién dich, giam bach cau hat trung tinh.

2.2. Xét nghiém

a. Mau ngoai vi

- Tang s6 luong tuyét ddi té bao lympho trén 5 G/L, hinh théi giéng lympho trudng
thanh trong mau ngoai vi, ngoai ra c6 thé c6 mot sd té bao lympho kich thudc 16n dang
tién lympho nhung khong vuot qua 55% tong s té bao lympho;

- Nong d6 hemoglobin giam, hong cau binh sic, kich thudc binh thuong;

- S luwong tiéu cau lac dau c6 thé binh thudng, vé sau giam dan;

- Bach cu hat giam nang.

b. Tuy xwong

Dong lympho chiém trén 30% cac t& bio c6 nhan trong tiy xwong. Cac té bao
lympho xam 14n mot phan hodc toan bo té chire tay sinh mau.

c. Hach

T6 chirc hach bi pha huy boi cac té bao lympho nhé hinh dang giéng nhu trong

mau ngoai vi. CAu trac md bénh hoc twong tu nhu u lympho té bao nho do ac tinh thép.
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d. Xét nghiém mién dich

- Cac té bao Lo xé mi kinh dong lympho thudng dwong tinh manh véi CD5, CD19,
CD23; duong tinh yéu voi CD20, CD79b, immunoglobulin bé mit va mot trong hai loai
chudi nhe kappa hoic lambda; 4m tinh v6i CD10, CD103;

- Nghiém phap Coombs tryc tiép duong tinh ¢ nhitng ngudi bénh c¢é biéu hién
hodc tiém an nguy co tan mau ty mién;

- C6 thé giam ndng d6 cac globulin mién dich va suy giam chiic ning cia té bao T
trong giai doan bénh tién trién;

- Pién di protein huyét thanh c6 thé gap hinh anh globulin mién dich don dong
(khoang 5% ngudi bénh).

d. Mt sé bit thwong di truyén té bao trong Lo xé mi kinh dong lympho

- Nhom tién lugng tdt: del 13q; dot bién gen Rb, Mir-15a, Mir-16-1;

- Nhom tién lugng XAu: trisomy 12q, del 11q, del 17p, del 6q; dot bién gen P53,
ATM, mdm?2.

2.3. Tiéu chuin chin dodn

a. Chén dodn xdc dinh

Theo tiéu chuan cap nhat (2008) cta Vién ung thu Quéc gia Hoa Ky, chan doan
xéac dinh CLL doi hoi dong thoi 2 tiéu chuan sau:

1. S6 lugng té bao lympho B trudng thanh, kich thudc nho trong mau ngoai vi ting
trén 5 G/L, ty 1€ prolymphocyte < 55%;

2. Chimg minh duoc tinh chat don dong cua lympho B trong méu ngoai vi bang k¥
thuat flow cytometry: dwong tinh manh véi CD5, CD19, CD23; duong tinh yéu véi
CD20, CD79b, immunoglobulin bé mit va kappa hoic lambda.

b. Chin dodn giai doan

Giai doan theo Rai (1975)

Nguy co | Giai doan Triéu ching
Thap 0 Tang té bao lympho
1 Tang té bao lympho va hach to
Trung binh 5 Tang té bao lympho va gan/lich to kém theo hach to hoic
khong
; Tang té bao lympho va Hb < 11 g/dL kém theo gan, lach, hach
to hoac khong
Cao 4 Tang té bao lympho va tiéu cau < 100 G/L kém theo gan, lach,
hach to hoac khong
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Giai doan theo Binet (1981)

Giai doan Triéu chirng
A Hb > 10 g/dL, Tiéu cau > 100 G/L, < 3 nhom hach to
B Hb > 10 g/dL, Tiéu cau > 100 G/L, > 3 nhém hach to
C Hb < 10 g/dL hosc Tiéu cau < 100 G/L bat ké gan lach hach to hay khong

c. Chan dodn phan bigt

- U lympho té bao nho: Hach to nhiéu, lach to, té bao lympho mau ngoai vi < 5
G/L, chan doan xac dinh béng sinh thiét va hoa mod mién dich td chirc hach;

- Tang sinh lympho B don dong: Tang sinh lympho B mau ngoai vi nhung < 5
G/L, khong thiéu mau, khong giam tiéu cau, hach va lach khong to;

- Lo x& mi té bao tién lympho B: Ty 18 té bao tién lympho B > 55% & mau ngoai vi
va tiy xuong, hinh thai té bao 16n hon, non hon, co thé c6 hat nhan;

- Lo xé mi té bao toc: Co té bao “toc” & mau ngoai vi, CD5 am tinh, bach cau
mono thudong giam;

- U lympho té bao lympho-plasmo: Té bao lympho mau ngoai vi c6 thé binh
thuong hodc ting it, sinh thiét hach thay té bao lympho-plasmo, CD5 va CD23 am tinh.

3. PIEU TRI

3.1. Piéu trij dic hiéu

- V61 nhitng nguoi bénh giai doan som, bénh on dinh (Binet A, Bva Rai 0, I, II
khong c6 biéu hién tién trién cua bénh) thi khong can thiét phai diéu tri ngay, theo ddi cac
dau hiéu 1am sang va xét nghiém 3 thang mot 1an.

- Chi dinh diéu tri hoa chét véi nhitng nguoi bénh giai doan Binet A, B va Rai 0, I,
II c6 d4u hiéu bénh tién trién; Binet C va Rai I, IV.

- Biéu hién tién trién ctia bénh gom: Triéu ching B, thiéu mau va giam tiéu cau do
xam l4n tay xwong, gan lach hach to nhiéu, thoi gian ting gip d6i sé lwong té bao lympho
dudi 6 thang (voi ngudi bénh ¢o sd lwong té bao lympho > 30 G/L), tan mau va giam tiéu
cau mién dich dap tng kém véi corticoid.

a. Phdc do cho ngwoi bénh dwéi 70 tudi, chive ning tim gan than binh thuwong

- FR (fludarabine + rituximab):

+ Fludarabine 25mg/ m2 da/ x 5 ngay (ngay 1, 2, 3, 4, 5);
+ Rituximab 375mg/ m” da (ngay 0).
- FCR (fludarabine + cyclophosphamide + rituximab):
+ Fludarabine 25mg/ m2 da/ ngay x 3 ngay (ngay 1,2,3);
+ Cyclophosphamide 250mg/ m2 da/ ngay x 3 ngay (ngay 1,2,3);
+ Rituximab 375mg/ m* da (ngay 0).
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Lueu y: cac phac d6 trén co thé dung t6i da dén 6 dot (tiy theo dap tng cua timg
ngudi bénh). Khoang cach giita 2 dot diéu trj thudng 13 28 ngay.

b. Phdc do cho ngwoi bénh trén 70 tudi

- Chlorambucil 2-4mg udng hang ngay.

- Fludarabine 25mg/ngay + cyclophosphamide 250mg/ngay x 3 ngay.

- Bendamustine 70mg/ m” da x 2 ngay.

Luwu y: khi mot quyét dinh diéu tri dugc dua ra thi nén xéac dinh rd muc tiéu coa
dot diéu tri d6 1a gi (vi du dé 1am giam s6 lugng bach cau lympho, hodc dé lam cho lach
nho lai...); sau khi giai quyét duoc muc tiéu dé ra thi nén tam ngung diéu tri va chuyén
sang udng duy tri chlorambucil 2 mg/ ngay.

3.2. Piéu trj bién chirng

a. Tan mdu tw mién va giam tiéu cau mién dich do xudt hi¢n tw khdng thé

- Methylprednisolone: 2-4mg/ kg cAn ning/ ngdy, giam dan liéu va ding khi nguoi
bénh khong con biéu hién tan mau va giam tiéu cau mién dich;

- Rituximab truyén tinh mach 375mg/ m2 da / tuan x 4 tuan;

- Cit lach néu diéu tri noi khoa khong déap tmg.

b. Diéu tri nhiém tring do suy giam mién dich

- Khang sinh, chdng ndm, khang virus;

- C6 thé du phong bang truyén globulin mién dich.

4. TIEU CHUAN DANH GIA PAP UNG PIEU TRI (theo International
Workshop on Chronic Lymphocytic Leukemia - 2008)

4.1. Pap ung hoan toan

S6 luong lymphoxit mau ngoai vi < 4 G/L; Khong con hach to (kich thude > 1,5
cm); Khong con gan lach to; Khong co tri¢u chirng B; Bach cau trung tinh > 1,5 G/L; Hb
> 110 G/L; Tiéu cau > 100 G/L; Sb luong té bao tuy trong gi6i han binh thudng, dong
lympho giam < 30% cac té bao c6 nhan trong tily xuong.

4.2. Pap img mjt phan

S6 luong lymphoxit mau ngoai vi giam > 50% so véi trude diéu tri; Kich thudc
hach giam > 50% so véi trudce didu tri; Kich thudc gan lach giam > 50% so véi trude didu
tri; Bach cau trung tinh > 1,5 G/L; tiéu cau > 100 G/L hoidc tang > 50% so voi trudc;
Huyét sic t6 > 110 G/L hodc tiang > 50% so v6i trude diéu tri; Dong lympho xam lan tay

xuong giam to1 thiéu 50% so voi trude di€u tri.
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5. TIEN LUQONG

Céc yéu to co gia tri tién lwgng trong Lo xé mi kinh dong lympho

Yéu t6 tién lwong tot Yéu t6 tién lwong xiu

Giai doan som theo Rai hodc Binet Giai doan muon theo Rai hoac Binet
Xam lan kiéu khe k& hoic thanh n6t ctia | Xam lan kiéu lan téa ctia lympho B trong
lympho B trong tily xuong tuy xuong
Thoi gian té bao lympho ting gap doi > 12 | Thoi gian té bao lympho ting gp doi < 12
thang thang
CD38 am tinh CD38 duong tinh
Dot  bién ciac gen chudi ning | Khéng c6 dot bién cac gen chudi ning
immunoglobulin immunoglobulin
ZAP-70 am tinh ZAP-70 duong tinh
Del 13q14 Del 11g23

Del 17p hodc dot bién P53

Tang TNF-a, B2 microglobulin, LDH
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12. LO XE MI TE BAO TOC

1. PAI CUONG

- Lo x& mi té bao toc (Hairy Cell Leukemia - HCL) 1a mot bénh ac tinh cua té bao
dong lympho B.

- Lo x& mi té bao téc mang hai ddc diém noi bat 14 lach to va giam cac dong té bao mau.

- Ngudn gbc té bao: Lo xé mi té bao toc cd ngudn gde tir lympho B voi cac khang
nguyén biét hod CD19, CD 20, CD22 va céc Ig bé mat, dic biét IgG3, IgA.

2.DICH TE HQC VA NGUYEN NHAN

- HCL chiém khoang 2% Lo xé mi ¢ ngudi 16n. Tudi mac bénh trung binh 1a 52
tudi, ty 16 nam - nit 1a 4,5:1.

- Nhiém tia xa, chit héa hoc sir dung trong nong nghiép hodc bui gd, hay nhiém
trung tang bach cau don nhan c6 thé 13 yéu t6 nguy co gy bénh.

3. CHAN DOAN

3.1. Lam sang

Tai thoi diém chan doan, ngudi bénh thudng chua cé cac thay d6i rd rét. Mot sb
ngudi bénh duoc chan doan do tinh cd xét nghiém méu hodc di khdm mot bénh khac.
Triéu chiing 1am sang dién hinh ctia ngudi bénh Lo xé mi té bao toc gom co:

- Thiéu mau (gip & 25% ngudi bénh).

- Nhiém tring: Chu yéu 1a nhiém tring co hoi.

- Lach to gap ¢ 80% nguoi bénh, khoang 60% truong hop lach to d6 11, 4o I11.

- Gan to (gap ¢ 20% nguoi bénh).

- Hach to chi ¢6 & 10% ngudi bénh Lo xé mi té bao toc, chil yéu 1a cac hach ¢ sau
(trung thit va 6 bung).

3.2. Can lam sang

- Giam céc dong té biao mau: khoang 50% ngudi bénh giam ca 3 dong, cic nguoi
bénh con lai ¢6 biéu hién giam 1 hodc 2 dong té bao mau. Chil yéu gip ngudi bénh Lo xé
mi té bao toc giam bach cau, chi 10% nguoi bénh cé tang bach clu, thuong ¢ muc 10 - 20
G/L. Giam bach ciu mono 13 thuong gip, néu dugc cha ¥ sé rat ¢ gia tri cho chan doan.

- C6 té bao toc & mau ngoai vi xuat hién & 90% cac truong hop véi dac diém: Té
bao kich thuédc bang hodc gip 2 1an lympho trudng thanh, nguyén sinh chit bit mau kiém
nhat, c¢6 cac sgi nguyén sinh chat toa ra xung quanh goi hinh anh “s¢i toc”, nhan c6 cac
hat nhan r5. O mét vai nguoi bénh, chi co thé phat hién théy té bao toc khi tim rat k¥ trén
tiéu ban nhuoém Giémsa.

- Tang nong d6 céc cytokin dic biét 1a TNE- a.

- Xét nghiém tuy xuong:
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+ Tuy d6: Thuong rat khé hat dugc dich tiy. Trén tiéu ban tay c6 thé thdy té bao
“to¢” tang sinh 1an at cac dong té bao khac va té bao md, té bao cang truong thanh thi
“toc” cang rd. Doi khi gip thé giam sinh tuy.

+ Sinh thiét tuy xwong: Tay thuong giau té bao, ting sinh té bao toc lan téa hoic
tap trung thanh timg cum l4n giita cac khoang sinh mau. Cac té bao sinh mau khac nhu
hdng cau, bach cau hat va mau tiéu cau giam sinh. Khoang 10-20% ngudi bénh giam mat
d6 té bao tuy. Poi khi gip tiy m& hoa gan nhu hoan toan, xen k& 13 cac té bao toc.

- Ho4 hoc té bao va hoa mdé mién dich: Hau hét cac té bao duong tinh véi acid
phosphate khang tartrate (Tartrate-resistant acid photphate - TRAP), CD20, DBA.44;
duong tinh déng thoi 2 marker TRAP va DBA.44 ¢6 do dac hi€u cao trong chan doan.

- Str dung k¥ thuat dém té bao dong chay (Flow Cytometry), nguoi ta thay té bao
toc duong tinh manh véi cac marker: CD45, CD19, CD20, CD22, CDl11¢, CD25, CD103,
CD123; am tinh v61 CD5 va CD23.

- Bat thuong nhidm sic thé gap khoang 2/3 sé ngudi bénh Lo xé mi té bao toc. Cac
nhiém séc thé hay bi ton thuong bao gém: 1,2,5,6,11, 14, 19 va 20.

- Dot bién gen BRAF V600E rat dic hiéu cho chan doan, gap O hau hét nguoi bénh
Lo xé& mi té bao toc (~ 95%) va co thé duoc phat hién bang k¥ thuat giai trinh ty.

- Cac xét nghiém khac nhu tdng men gan (19%), tdng ure mau (27%), tang
gammaglobulin da dong (18%). Giam gammaglobulin mau hiém gap.

3.3. Chin doan xac dinh

- Lam sang: Lach to, thiéu mau, nhiém trung co hoi.

- Xét nghi¢m:

+ Giam 3 dong té bao mau;

+ Tuy: Giau té bao, chu yéu té bao toc;

+ Xép loai mién dich: Duong tinh véi CD19, CD20, CD22, CD11c, CD25,

CD103, CD123;

+ Hoéa m6 mién dich: Duong tinh véi CD20, TRAP, DBA.44.

3.4. Bién thé ciia Lo xé& mi té bao téc

Ty 18 gip khoang 10% tong sb ca bénh Lo xé mi té bao toc. Pic diém co ting sd
luong bach cau, khong c6 hién tuong giam bach cau mono, dich tiy dé hut hon; dap tng

v6i diéu tri kém hon so voi Lo xé mi té bao toc thé thong thuong.
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3.5. Chan doan phan biét
Can phan biét Lo xé mi té bao téc voi nhitng bénh ting sinh lympho B ¢6 lach to.

Bénh

Pac diém mién dich

Triéu chirng khac

Lo x€é mi té€ bao toc

CDllc (+), CD25 (+),
CD103 (+), CDI123 (+),
CD20 (+)

Thuong gip giam bach cau

mono.

Lo x€é mi té bao toc bién thé

CDllc (+), CD103 (+),

Tang bach cau, khong gip

CD25 (-) giam bach cau mono.
. o CDllc (+), CD25 (+), | Bach cau khong ting, khong
U lympho vung vé lach co
CD24 (+), CD79b (+) co “toc”.
CDS5 (+), CD19 (+), Tang bach cau lympho,

Lo x& mi kinh dong lympho

CD23 (+)

nhung khong c6 “téc”.

Lo x¢& mi té bao tién lympho
B

CD19 (+), FMC7 (+),
CD79 (+), CD20 (+),
CD22 (+)

Tang bach cau lympho,

nhung khong cé “toc”.

4. PIEU TRI

4.1. Nguyén tic chung

Tién trién ty nhién cua Lo x€ mi té bao toc thuong kéo dai mdt vai nam. Muc dich

ctia diéu tri nhim dat duoc va duy tri 6n dinh tinh trang lui bénh. Chi dinh diéu tri khi c6

biéu hién sau:

- Triéu chung toan than: Sot, ra mo6 hoi dém, mét nhiéu;

- Lach to nhiéu va dau, hach to;

- Nhiém trung tai dién;

- Thiéu méau: Hb < 120G/L;

- Giam tiéu cau (< 100G/L);

- Giam bach cau hat (< 1G/L).

4.2. Piéu tri cu thé

a. Cdc héa chit thugc nhém purin

- Pentostatin (2'-Deoxycoformycin):

+ 4 mg/m’ da, truyén tinh mach 2 14n mdi tuan.

+ C6 thé diéu tri tir 6 dén 12 dot, tuy theo dap Gng ctia ngudi bénh.

+ Han ché str dung pentostatin néu ngudi bénh suy than c6 d6 thanh thai creatinin

dudi 60 ml/phat. Luu ¥ bu dich du (khoang 1,5 1it/ ngay).

- Cladribine (2-Chlorodeoxyadenosine) truyén tinh mach hoic tiém duéi da:
+ 0,14 mg/kg/ngay, truyén tinh mach trong 2 gio x 5 ngay (1, 2, 3, 4, 5).
+ 0,14 mg/kg/ngay, tiém dudi da x 5 ngay (1, 2, 3, 4, 5).
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+ Lap lai li€u trinh diéu tri sau 6 thang néu chua dat duoc dap tng hoan toan.

Tuy nhién, nén han ché str dung cladribine trong trudng hop bénh ning de doa tinh
mang hodc nhiém trung man tinh.

Trong trudng hop ngudi bénh diéu tri v4i pentostatin hodc cladribine can truyén
ché pham mau, nén chiéu xa tii mau trudc khi truyén nham tranh bénh ghép chdng chu do
truyén mau.

Khi s6 lugng bach cau lympho dudi 1 G/L, can diéu tri du phong:

- Acyclovir 600 mg/ngay dé tranh tai hoat virus Herpes;

- Co-trimoxazole 960 mg x 3 lan/tuan dé phong pneumocystis carini.

b. Rituximab

- Chi dinh cho nhitng ngudi bénh that bai voi pentostatin hodc cladribine don
thuan.

- Cach dung: 375 mg/m” truyén tinh mach mdi tuan 1 1an, liéu trinh tir 6 dén 8 tuan
lién tuc. C6 thé dung Rituximab don doc hoic phdi hop voi nhém purin con lai (chua
duoc dung trudc do).

c. Interferon alpha (INF-a)

- Liéu dung 3 triéu don vi mdi ngay cho dén khi dap Gmg & muc tot nhit c6 thé, sau
d6 chuyén sang duy tri 3 triéu don vi/ ngay x 3 1an/ tuan.

d. Ciit ldch

- Khi lach qué to va tinh trang xam 14n tiy xuwong mirc do it.

4.3. Piéu tri tai phat véi nguoi bénh di dung héa chiat nhém purin

- Néu nguoi bénh tai phat sém (dudi 1 nam): Piéu trj v6i thude con lai (cladribine
néu trudc d6 da ding pentostatin va nguoc lai).

- Néu tai phat mudn (sau 1 nam): Diéu tri lai voi thude ban dau.

- Nén phéi hop véi rituximab.

4.4. Tiéu chuin danh gia dap ing

- Pép tng hoan toan: Xét nghiém té bao mau ngoai vi trd vé binh thuong (Hb >
12g/dL, bach cau hat trung tinh > 1,5 G/L, tiéu cau > 100 G/L), khong con té bao toc &
mau ngoai vi va tuy xuong, gan lach khong to, khong c6 triéu chiing toan than lién quan
dén bénh.

- Pap ng mot phan: Xét nghiém té bio méau ngoai vi tr& vé binh thuong (Hb >
12g/dL, bach cau hat trung tinh > 1,5 G/L, tiéu cau > 100 G/L), khong con té bao toc &
mau ngoai vi, giam it nhat 50% ty 1¢ té bao téc trong tiiy xuong va kich thudc gan, lach so
voi trude diéu tri
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5. TIEN LUQONG

Ty 1€ séng sau 5 nam cao hon 85%. Mot nghién ctru cua Flinn va cong su diéu tri
v6i pentostatin cho biét ty 1& séng sau 5 nam 1a 90% va sau 10 nim 1a 81%. Nguyén nhan
gdy tir vong cao nhét 13 nhiém tring va cac bénh 4c tinh thir phat. Déi v6i Cladribine, ty
1¢ séng sau 9 nam dat dén 97%.
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13. BENH LO XE MI TE BAO DONG PLASMO

1. PAI CUONG

Lo xé mi té bao dong plasmo (plasma cell leukemia - PCL) 1a bénh ting sinh ac
tinh ctia dong plasmo. Trong mau ngoai vi xuét hién té bao dong plasmo véi ty 1& > 20%,
hoic sb lugng tuyét d6i > 2 G/1.

2. CHAN DOAN

Chan doan xac dinh: tiéu chuan chian doan PCL theo International Myeloma
Working Group 2003: C6 > 20% té bao dong plasmo hodc > 2G/1 té bao dong plasmo
trong mau ngoai vi.

3. PIEU TRI

3.1. Diéu tri ban diu

- Piéu tri ban dau duoc chi dinh cho tat ca cac nguoi bénh.
- Phac dd phéi hop thude, trong d6 thude chinh 1a bortezomib, nhu: VID, VCD,

PAD, VID-PAC, HyperCVAD-VTD.

- S6 dot diéu tri ban dau chua c6 khuyén cdo cu thé. Két qua diéu tri ban dau phai

dat duoc tdi thiéu 1a dap tmg mot phan méi quyét dinh diéu tri tiép theo.
Mét s6 phac d6 cu thé:

a. VID
Thubc Liéu Puwong dung Ngay
Tiém dudi da 1,4, 8, 11 trong 4 dot dau
Bortezomid 1,3 mg/m2 SN va 1, 8, 15 va 22 trong 4
hoac tiém TM. . &
dot tiép.
Thalidomide 100-200 mg/ngay | Udng I—21
Dexamethasone | 40 mg/ngay Truyén TM I—4
b. VCD:
Thubc Liéu DPuong dung Ngay
o .. 1, 4, 8, 11 trong 4 dot
Bortezomid 1.3 mg/m’ Tiemdugida =} 3 700" TR s va 22
hoac tiém TM. X
trong 4 dot ticp.
Cyclophosphomide | 300 mg/ m” Truyén TM 1,4,8, 15,22
Dexamethasone 40 mg/ngay Truyén TM 1,4,8, 15,22
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c. PAD:

Thudc Liéu Pwong dung Ngay dung
. B 1,4, 8, 11 trong 4 dot dau
Bortezomid 1,3 mg/m’ Tiem d}I 61 da va 1,8, 15 va 22 trong 4
hoac tiém TM dot tiép.
Doxorubicin 10 mg/m” Truyén TM I+ 4
Dexamethasone 40 mg/ngay Truyén TM 1» 4
d. VRD:
Thubc Liéu Pwong dung Ngay dung
n .. 1, 4, 8, 11 trong 4 dot
Bortezomid 1,3 mg/m’ Tiém dudi da dau va 1, 8, 15 va 22
hoac tiém TM X
trong 4 dot tiép.
Lenalidomide 25 mg/m° Ubng 121
Dexamethasone 40 mg/ngay Truyén TM 1,8, 15,22

Luru y: khoang céach tdi thiéu giita 2 lidu bortezomib 1a 72 gio. Piéu chinh liéu cac

thuoc doi vai bénh 16n tuoi, co6 suy than.

Bing 1: Tiéu chuén ddnh gid dap vng diéu tri ciia lo xé mi té bao dong plasmo (dwoc

két hop tir tiéu chudn dép ving ciia lo xé mi cdp va Pa u tuy xwong).

Mike do Tiéu chuin tuy Tiéu chuin Tiéu chuin huyét Tiéu chuin
dap urng xwong mau ngoai vi thanh khac
Pap wng | Té bao plasmo trong | Khong c6 té | Pién di mién dich c6 | Khong c6 u

hoan toan
triét de

tuy xuong: < 5%.
Khong phat hién té
bao plasmo ac tinh
bang k¥ thuat dém té
bao dong chay
(flowcytometry).

bao  plasmo
trong mau
ngoai vi.

dinh huyét thanh va
nuéc tiéu: am tinh.
Ty 1€ kappa/lambda
tu do trong gidi han
binh thuong.

plasmo phan
mém.

Dap ung
hoan toan

Té bao plasmo trong
tuy xuong: < 5%.

Khong co té
bao plasmo

Dién di mién dich co
dinh huyét thanh va

Khoéng c6 u
plasmo phan

trong mau | nudc tiéu: am tinh. mém.

ngoai vi.
Pap tng | Té bao dong plasmo | Khong c6 té | Ig don dong giam > | Khong co u
modt phan | trong tuy xuong: < |bao plasmo | 90%, protein niéu < | plasmo phan
rit tot 5%. trong mau | 100mg/24h. mém.

ngoai vi.
Pap tng | Té bao dong plasmo | Té bao dong | Ig don dong giam > | Kich thuéc
mét phdn | trong tuy xwong: 5- | plasmo: 1-5% | 50%, protein nié¢u < | khoi u

25%.

200mg/24h
giam > 90%.

hoac

plasmo phan
mém giam >
50%.
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Murc do Tiéu chuin tuy Tiéu chuén Tiéu chuin huyét Tiéu chuén

dap irng xuong mau ngoai vi thanh khac
Khong Khong gip bat cir tiéu chuan ndo ciia ddp tmg mot phan va tiéu chuan cia
dap ung bénh tién trién.

Bénh tién
trién

Tang > 25% t& bao
dong plasmo trong
tuy hodc ting sb
lugng tuyét d6i >
10%.

Tang > 5% s6
luong  tuyét
doi t€& bao
dong plasmo.

Tang > 25% Ig don
dong vé6i sd luong
tuyét doi > Sg/l, ting
> 25% protein niu

24h v6i sO lugng
tuyet doi >
200mg/24h.

Tang canxi
huyét thanh,
tang tiéu huy
xuong, tang
kich  thude
khéi u phan
mém.

Bénh tai

phat

Tang > 10% té bao
dong plasmo.

Xuat hién té
bao  plasmo
du & mac do
nao.

Xuat hién Ig don
dong trong huyét
thanh hoac nudc tiéu.

Co tham
nhiém u
plasmo o

phan mém.

3.2. Ghép té bao gboc: Chi dinh sau diéu tri ban dau dat duoc t6i thiéu 1a dap ung

mot phan. Ghép té bao gdc dong loai ddi v6i ngudi bénh < 45 tudi hodc ghép té bao goc

tu than ddi v6i ngudi bénh < 65 tudi.

3.3. Piéu tri cling ¢b: Chi dinh sau diéu tri ban dau dat ti thiéu dap ing mot phan
hodc sau ghép té bao gbc. Sir dung phéac d6 két hop VID, RVD. biéu tri 2 dot.
3.4. Piéu tri duy tri: Chi dinh sau diéu tri cing cb dat két qua tdi thiéu la dap ung

mot phan. St dung Bortezomib liu 1,3mg/m2 da mdi 2 tuan hoic két hop véi

Lenalidomide (Revlimid) liéu 10mg/ngay, ngay 1-21 mdi 28 ngay hoic udng lién tuc.

Néu sau mdi dot diéu tri ma khong dap tmg thi xem xét thay d6i phac dd, két hop

thém thudc.

3.5. Piéu tri hd tro: Bao gém diéu tri du phong nhidm tring, diéu tri nhiém tring,

dicu tri hoi chung ti€u khoi u, dicu tri tang canxi mau, di€u tri tc ché huy xuong, dicu tri

thi€u mau.
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14. U PLASMO DPON POC

1. PAI CUONG

U plasmo don doc (solitary plasmacytoma: SP) la bénh ting sinh don dong té bao
plasmo ngoai tiry. Bao gdm: U plasmo don ddc tai xuong va U plasmo don ddc tai mo mém.

2. CHAN DOAN

2.1. Lam sang:

- U tai xuong thuong la xwong so, xuong Urc, xuong suon.

- U tai md mém: thuong tai ving dau va co, sau d6 1a tai duong ho hap trén va da
day, rudt.

2.2. Can lam sang:

- Xét nghiém mo bénh hoc t6 chirc khdi u: xac dinh su xam l4n cua té bao plasmo.

- Xét nghiém tuy xwong: choc hit tuy xwong va sinh thiét 1 nhitng xét nghiém can
thiét dé danh gia ty 16 té bao dong plasma trong tay

- Pién di protein huyét thanh va nudc tiéu: phat hién protein don dong; dién di
mién dich phét hién thanh phan don dong cta cac chudi ning va nhe.

- Chan doan hinh anh: Chup Xquang xwong (cot song, xuong chiu, xuong so,
xuong suon...): danh gia cic ton thuong tiéu xuwong, kich thude khdi u. Chyup cong hudng
tr hodc chup cit 16p vi tinh dac bi¢t 1a chyp xa hinh xuong hoac PET CT-scan dé danh
gia ton thuong va kich thude khéi u tai cot song.

- Xét nghiém sinh hoa: protid mau toan phan, albumin, globulin, f2-microglobulin,
creatinine va canxi huyét thanh. Dinh luong globulin mién dich IgG, IgA, IgM va do
chudi nhe tu do (free light-chain: FLC) trong huyét thanh: dé tién luong va theo doi qua
trinh tién trién cta bénh.

- Xét nghiém di truyén- sinh hoc phan t: Tuy ting thé bénh ma c6 chi dinh xét
nghiém hop ly.

2.3. Tiéu chuén chén doan:

Bing 1: Tiéu chudn chin dodn va xép logi theo IMWG (International Myeloma
Working Group 2003)

Chan doan Tiéu chuin

- Khong c6 hay c6 sy hién dién vdi ty 1€ nhd protein
don dong trong huyét thanh va/hay trong nudc tiéu.

- U plasmo tai mot vi tri & xuong.

U plasmo don ddc tai xwong | - M6 hoc tuy xuong khong phi hop véi tiéu chuan Pa u
tuy xuong.

-Tham do bd xuong trong gidi han binh thuong.

-Khéng c6 ton thuong co quan dich.
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Chén doan

Tiéu chuan

U plasmo don ddc tai mo

mém

- Khong c6 hay c6 su hién dién véi ty 1€ nhd protein
don dong trong huyét thanh va/hay trong nuéc tiéu

- U plasmo tai mé mém.

- M6 hoc tity xwong khong phu hop véi tiéu chuin Pa u
tuy xuong.

- Tham do bd xuong trong gio1 han binh thuong.

- Khéng c6 ton thuong co quan dich.

U plasmo nhiéu vi tri

- Khong c6 hay c6 su hién dién véi ty 1€ nho protein
don dong trong huyét thanh va/hay trong nudc tiéu.

- Xuét hién u plasmo & nhiéu vi tri; hodc xuét hién déng
thoi & xuong va & mo mém.

- M6 hoc tiry xwong khong phu hop véi tiéu chuin Pa u
tuy xuong.

3. PIEU TRI
3.1. Xa tri

- Xa tri 1a phuong phap diéu tri chuan d6i v6i U plasmo don doc.

- Xa trj két hop vé6i hoa tri.

Bing 2. Liéu tia xa.

Kich thwéc khoi u Liéu tia xa S6 dot tia xa
<Scm 40Gy 20
>5cm 50Gy 25
3.2. Phiu thuit:

- Phiu thuat boc khdi u dé 1am chan doan mé bénh hoc hodc dé giai phong

- Phau thuat két hop véi xa tri, phau thuat két hop v6i hoa tri.

3.3. Hoa tri:

- Chi dinh: Nguoi bénh khong dap ung voi xa tri; két hop cung xa tr1 khi kich thudc

khoi u > Scm, khoi u ¢6 d ac tinh cao; nguoi bénh thudc nhém nguy co cao muc 4).

Mt s6 phdc dé diéu tri tin cong cu thé:

a. VD (Diéu trj 8 dot).

Thudc Liéu Pwong dung Ngay dung
, s Tiém dudi da hodc | 1, 4, 8, 11 trong 4 dot dau va
Bortezomid 1,3 mg/m o . 2
tiém T™M 1, 8, 15 va 22 trong 4 dot ti€p.
Dexamethasone | 40 mg/ngay Truyén TM l—>4va9—12
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b. VID (Piéu trj 8 dot).

Thubc Liéu Pwong dung Ngay dung
1, 4,8, 11 trong 4 dot dau va
Tiém dudi d C 7 j
Bortezomid 1,3 mg/m2 1cim o Haa 1, 8, 15 va 22 trong 4 dot
hodc tiém TM. T
tiep.
Thalidomide 100-200 mg/ngay | Udng 1 =21
Dexamethasone | 40 mg/ngay Truyén TM l— 4va9—12
c. VCD (Diéu tri 8 dot).
Thudc Liéu Puong dung Ngay dung
Tiem dugi da | 124 8 11 trong 4 dot dau va
Bortezomid 1,3 mg/m2 o 1, 8 15 va 22 trong 4 dot
hodc tiem TM _;
tiep.
Cyclophosphamide | 300 mg/ngay | Truyén TM 1,8, 15,22
Dexamethasone 40 mg/ngay Truyén TM 1,8, 15,22
d. PAD (Diéu tri 8 dot).
Thudc Liéu Puong dung Ngay dung
Tiom dusi d 1,4,8, 11 trong 4 dot dau va
Bortezomid 1,3 mg/m> 1M AUOTda = "8 15 va 22 trong 4 dot
hoac tiém TM .
tiep.
Doxorubicin 10 mg/m’ Truyén TM 1 —4
Dexamethasone | 40 mg/ngay Truyén TM 1 —4

* Lwu y tdc dung phu ciia cdc thuéc mdi:

- Bortezomib: Tuy thudc vao bién ching ctia Bortezomib c6 thé thay d6i tiém tuan
2 1an sang mdi tuan mot 1an hodc chuyén tir tiém tinh mach sang tiém dudi da.

- Thalidomide va lenalidomide gy tic mach, nén du phong bang aspirin, heparin
trong luong phan tr thip hay courmarin néu ngudi bénh ¢ nhom nguy co cao tic tinh

mach sau.
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4. TIEN TRIEN VA TIEN LUQNG
Bang 3: Phdn nhom nguy co

Chi s6 Nhém | Ty I¢ tién trién thanh Pa u

nguy co tiy xwong sau 5 nam

Ty 1& chudi nhe ty do kappa/lambda huyét
thanh trong gidi han binh thuong*. Thép 13%
Protein don dong <5 g/l.

C6 mot trong hai gia tri trén bat thudng. Trung
binh

26%

Ty 1é chudi nhe ty do kappa/lambda huyét
thanh bat thuong*. Cao 62%
Protein don dong >5 g/1.

*Ty 1& chudi nhe tu do kappa/lambda binh thudng: 0.26-1.65.
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15. HQI CHUNG ROI LOAN SINH TUY

1. PAI CUONG

Hoi ching rbi loan sinh ty (Myelodysplastic Syndrome - MDS) 1a mot nhém céc
bénh ly sinh mau c6 déc diém: Ty sinh mau khong hi¢u lyc; té bao mau sinh ra co sy bat
thuong vé hinh thai va chirc ning; bénh tién trién am i, dai ding va thudng két thic bang
mot lo xé mi cap nén con goi 1a tién lo xé mi (pre-leukemia).

2. CHAN DPOAN

2.1. Lam sang: hoi chimg thiéu mau, hoi ching nhiém trung, hoi ching xuét
huyét, c6 thé gip gan lach to.

2.2. Can lam sang: cac dong té bao mau co thé hién ton thuong vé mat chat luong
vo1 cac muic do khac nhau.

a. Mdu ngogi vi: thiéu mau binh sic, c6 thé gip hong cau non ra mau ngoai vi.
Bach cau hat c6 thé binh thuong, tang hodc gidm, giam, mét hat dic hiéu, c¢6 hinh anh
nhan bi dat doan, hodc tang hat dac hi¢u hodc tang doan, co thé xuit hién t& bao non éac
tinh (blast).Tiéu cau co thé ting, giam hodc binh thudng, bit thudng hay gip nhat 1a tiéu
cau co kich thudc to (tiéu cau khong 10).

b. Tiy do:

- Dong hong cau thuong gip ting sinh, gip hdng cau non du cac lira tudi, cac hong
cau non c6 nhan cham, hodc hdng cau non it tao hemoglobin. C6 thé ting tién nguyén
héng cau nhung it gip cac cum, cac ddo hong cau non binh thudng. C6 thé gip nguyén
hdng cau nhiéu nhan, nhan c6 vé tinh thiy & giai doan da sic va ua acid, bao tuong c6 hdc
hoac it tao huyét sic t6. Nhuom héng ciu sat (nhuoém Perls) co thé phat hién duoc
sideroblast vong (1a mot tiéu chuan trong xép thé bénh cua hoi chimg rdi loan sinh tiy).

- Dong bach cau hat: thuong co ting bach cau dong hat va dong mono, giam hodc
mét hat dic hiéu, t& bao méo mod, nit v&, cd vé tinh, xuat hién t& bao mot nhan cta bach
cau doan trung tinh, bat thuong kiéu Pelger Huét. Co thé gip ting té bao tién tay bao va
tay bao. Té bao blast bao gid ciing gip nhung ty 1& gdn nhu binh thudng (dudi 2%),
nhung c6 thé gip ting cao, dén xap xi 20%, & thé c6 ting qua muc té bao blast.

- Tiéu cau: gip miu tiéu cdu coi coc, khong chia thily hodc hai thily, nhiéu mui
hoac it mui.

c. Sinh thiét tily xwong: rat c6 gia tri trong viéc chan doan som khi bénh chuyén
thanh lo xé mi cdp. Phat hién thdy khu tri bat thuong cua cac té bao dau dong chua
truong thanh (ALIP: Abnormal localization of immature precursors). Khi gap ALIP thi
tién luong bénh d& chuyén thanh 1o xé mi cAp.C6 thé co ting sinh xo gip & thé it blast.
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d. Diic diém té bao di truyén: mat NST: 5, 7, 20; thém NST: 8, 21; méit doan nhanh
dai NST: 5, 7, 20, (trong d6 mat nhanh dai NST sé 5 di duoc sir dung dé xép loai bénh);
chuyén doan: t(1; 3); (p36; q21); t(1; 7); (p11; q11); t(2; 11); (p21; q23). Khong gip ton
thuong dac hi¢u cta lo x€ mi dong tuy: t(8; 21); t(15; 17), inv.(16).

d. Xét nghiém sinh hoc phén tie: Tuy ting thé bénh ma c6 chi dinh xét nghiém

hop ly.
2.3. Chéin doan

a. Tiéu chudn chin dodn hji chieng réi loan sinh tity: (bang xép loai muc 3).

b. Chén dodn phén biét Hpi chirng réi loan sinh tiiy véi: Hoi ching tang sinh

tly, suy giam tiy xwong, thiéu mau hong cau to do thiéu axit folic va vitamin B12, thiéu

mau co sideroblast bam sinh.

3. Xép loai thé bénh héi chirng réi loan sinh tiy: tuy kha ning thuc hién mot sb

xét nghiém cua co sé y té ma Iya chon cach xép loai cho phu hop.
a. Xép logi theo FAB (1982)

Blast | Blast Nl%fl)ll)l, ;| Monoxit ll(};)lll Roi logn 1132:1
Nhom L , ong mau A dong <
mau tuy | cau sat . .| hong A dong
| ngoai vi A bach cau| .z =~ %
vong ’ cau : tieu cau
TMDD*
(Retractory anemia= | <1% | <5% | <15% | <1G/L ++ + +
R.A)
TMDD c6 Sideroblast
vong (R.A. Withring | <1% | <5% | >15% | <1G/L ++ +/- +/-
sederoblast = RARS)
TMDD co6 tang qua
muec t€ bao blast (R.A. o o, | Thay
With excess of blast= | ~>7° |>20% | g | <10L + + +
RAEB)
TMDD co tang qua
muc te bé}o blast dang 71- Tha )
chuyén cap (RAEBin | >5% o 2y Thay d6i | ++ ++ ++
transformation = <30% | doi
RAEB-t)
Lo x& mi Myelo -
Mono kinh (Choronic Tha
Myelo - <5% |520%| Y | 21G/L | +- +/- +/-
Monoleukemia = doi
CMML)

* TMDD: Thiéu mau dai dang.
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b. Xép loai ciia Té chirc Y té thé giéi (WHO) 2001

TT Thé bénh Mau ngoai vi Tay xwong
1 . . - Chi 16i loan dong hong cau.
Thi€u mau dai dang » , ’ £ Hons
. Thi€u mau. - Blasts < 5%
(Refractory anemia: RA) R ] s N
Khong co blasts. - Nguyén hong cau sat vong
<15%

2 | Thiéu méau dai dang ting - Chi 16i loan dong hong cau
nguyén hong cau sit vong Thiéu mau. - Nguyén hong cau sét vong
(Refractory anemia with Khong c6 blasts. > 15%
ringed sideroblasts: RARS) - Blasts < 5%

30 . Giam té bao (2 hodc | - Rdi loan > 10% té bao cua
Giam té bao dai dang co roi . g . )

A P 3 dong). it nhat 2 dong t€ bao tuy.
loan nhi¢u dong t€ bao . L ]
o Khong c6 hoac - Blasts tuy < 5%
(Refractory cytopenia with . A L2
. . hiém gép blasts. - Khong thay thé Auer
multilineage dysplastic: . Lz N N
Khong thay thé Auer | - Nguyén hong cau sat vong
RCMD)
Monocytes < 1G/L. | <15%

4 | Giam té bao dai dang c6 rbi Giam té bao (2 hodc | - Rbi loan > 10% té bao ctia
loan nhiéu dong té bao va ting | 3 dong) it nhat 2 dong té bao tuy.
nguyén HC sit Khong c6 hodc - Blasts tuy < 5%
vong(Refractory cytopenia hiém gap blasts. - Nguyén hdng cau sit vong
with multilineage dysplastic Khong thay thé >15%
and ringed sideroblasts: Auer - Khong thay thé Auer.
RCMD - RS) Monocytes < 1G/L.

5 | Thiéu mau dai déng co tang oz - Rbi loan mot dong hay

o Giam té bao A s £ 1en on
qua muec blast - 1( Refractory Blasts < 5% nhiéu dong té bao tuy.
asts .
anemia with exccess blasts]1: M 0< 1G/L - Blasts 5% dén 9%.
onocytes . .
RAEB - 1) o - Khong thay thé Auer.
6 | Thiby mau dai dine o6 &3 Giam té bao - Réi loan mot dong hay
i€u mau dai dang co tan . S :
et ]‘:1 5 (gR : tg Blasts 5% dén 19% | nhidu dong t& bao tiy.
a murc blast - efractor .z .
dna e - Y | C6 khi thiy thé _ Blasts 10% dén 19%.
anemia with excces blasts2: L R
RAEB - 2) Auer - C6 khi thay thé Auer.
Monocytes < 1G/L.
7 Giam té bao - Chi r6i loan dong bach cau

Hoi chig rdi loan sinh tity
khong xép loai
(Myelodysplastic syndrome
unclassified: MDS - U)

Khoéng c6 hodc
hiém gap blast.
Khéng thay thé
Auer

hat hodc mau tiéu cau.
- Blasts < 5%.
- Khong thiy thé Auer.
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TT Thé bénh Mau ngoai vi Tay xwong
8 | Hoi chtng rdi loan sinh tiy co Thidu ms - Mau ti€u cau binh thuong
. . . i€u mau. s = iy s
ket hop mat nhanh dai nhiem | o so; hogc tang, giam chia thuy.
. asts :
sac thé so 5(del 5q) Tidu ¢ b‘oh - Blasts < 5%
i€u cau bin A AR
(MDS associated with hudne hodo (3 - Khong thay thé Auer.
odc tang. A
isolatsed del(5q)) g hoz g - del (5q) don doc.
c. Xép logi ciia To chikc y té thé giéi (WHO) 2008
Nhom Thé bénh Cac yéu t6 vé tiy xuong

Giam té bao dai dang loan san don dong P .
A L, . . > 10% té bao mdt dong bi rd1 loan
bao gom: thiéu mau dai dang, giam bach

\ . PR < 5% blast
cau trung tinh, gidm tiéu cau (Refractory s .
. . . . < 15% nguyén hong cau sat vong
1 cytopenias with unilineage dysplasia: RS)
RCUD)
Thiéu mau dai dang ting nguyén hon
N 8 ne gy. _ 8 < 5% blast
2 cau sat vong (Refractory anemia with
> 15% RS

ringed sideroblasts: RARS)

Giam té bao dai dang c6 roi loan nhiéu | > 10% té bao bat thuong & > 2 dong

dong té bao (Refractory cytopenia with | t& bao
multilineage dysplastic: RCMD) < 5% blast
Khong kém hodc kém tang RS

Hoi chimg rdi loan sinh tiry c6 két hop
4 | mit nhanh dai nhiém sic thé s6 5(del 5q)
(MDS associated with isolatsed del(5q))

< 5% blast
del(5q)

- Thiéu mau dai ding co ting qua mirc .
L 5-9% blast, thé Auer (-)
blast -1 (Refractory anemia with exccess

blasts1: RAEB - 1)

5 . ,
- Thi€u mau dai diang c6 tdng qué muc
blast - 2 (Refractory anemia with excces .
10-19% blast, thé Auer (+)
blasts2: RAEB - 2)
6 <10% té bao bat thudng + < 5%

MDS-U: rbi loan sinh tuy chua xép loai P .
blast + gen bat thuong

Theo xép loai WHO 2008 thé RAEB-t ctia xép loai FAB (1982) duoc xép loai l1a lo
xé mi cap dong tiy voi tén thuong da dong, va CMML duoc xép loai 1a MDS/MPS (rdi

loan sinh tity/ ting sinh tiy). Nhitng bat thuong vé sinh hoc phan tir nhu t(15;17), t(8;21),
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inv16, t(16;16), dugc xép loai 1a 1o xé mi cip dong tiy khong tinh dén s luong blast tiy
va nguyén hong cau sat vong.

Lua chon sir dung xép loai nao cho pht hop can cin ctr vao kha ning lam dugc céc
xét nghiém:

- Nhuom héng cAu sét 1a bit budc phai c6 trong khi str dung cd 3 cach xép loai.

- Mubdn sir dung xép loai theo WHO 2001 thi phai 1am duoc xét nghiém tim bat
thudng nhiém sic thé (mat nhanh dai NST s6 5).

- Mubn sir dung duge xép loai WHO 2008 phai 1am duoc thém nhiéu xét nghiém
tim ton thuong nhidém sic thé trong hoi ching réi loan sinh tiy (ca del 5q va cac xét
nghiém khéac nhu da néu ¢ trén.

4. PIEU TRI

4.1. Nguyén tic chung

- Piéu tri can ct theo thé bénh hoi ching r6i loan sinh tuy (xép loai FAB 1982 va
WHO), yéu t6 nguy co, tudi, toan trang.

- Céc bién phap diéu tri chinh 1a: Hoa tri liéu, st dung cac chat cam ung biét hoa,
ghép tiy xuwong, diéu tri bo trg cho thiéu mau, xuat huyét, nhiém tring.

4.2. Cac phac db dé xuit theo thé bénh

a. Thé RA/RARS

- Erythropoietin 10.000UI/1 1an x 3 lan/tuan x 4 tuan.

- Cytarabin 50mg/ngay x 4 ngay (tiém tinh mach cham hodc dudi da).

- Methylprednisolone 80mg/ ngay x 7 ngay (tiém tinh mach cham).

MGéi thang ding mét dot nhuw trén.

b. Thé RAEB

- Cytarabin100mg/ ngay x 3 ngay (tiém tinh mach cham).

- Methylprednisolone 80mg/ ngay x 7 ngay (tiém tinh mach cham).

MGéi thang ding mét dot nhw trén, diing 3-4 dot .

c. Thé RAEB-t

- Ngudi bénh < 50 tudi: Piéu tri nhu lo xé mi cap.

- Ngudi bénh > 50 tudi diéu tri nhu sau:

+ Cytarabin100mg/ngay x 7 ngay (tiém tinh mach cham).

+ Methylprednisolone 80mg/ngay x 7 ngay (tiém tinh mach cham).

3 - 4 dot cach nhau 1 thdang.

d. Nhém nguy co cao chuyén thanh lo xé mi cdp nhw RAEB-2 (WHO 2001) hay
RAEB-t (FAB 1982): diéu tri héa chat dé lui bénh sau do ghép té bao géc tao mau déng loai.

d. Khi chuyén cép: diéu tri nhu lo xé mi cép.

e. Ghép té bao goc tao mdu: thuong 1 ghép dong loai.
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- Nguoi bénh dudi 55 tudi: ¢ cac thé CMML; RA; RARS.

- Nhom nguy co cao: Diéu tri hoa chat lui bénh, sau d6 ghép ddng loai.

4.3. Piéu tri hd tro

a. Chéng thiéu mdu

- Truyén khdi hong cau: khi huyét sic t6 < 70G/L, truyén dén khi huyét sic t6 dat
> 100G/L, tot nhit 1a nén chon mau phu hop phenotype.

- Erythropoietin: 10.000U1/Ian x 3 1an/ tuan hodc 40.000U1/lan/tuan tiém dudi da.

b. Chéng xudt huyét

- Truyén khdi tiéu cau cing nhém khi s6 luong tiéu cau < 20G/L hoic khi sé luong
tiéu cau < 50 G/L nhung c6 xuat huyét.

- Tranexamic acid 0,25 g x 1-2 6ng; tiém bap hodc tinh mach.

- Thrombopoietin.

c. Chong nhiém tring

- Piéu tri khang sinh theo khang sinh d6 khi c6 nhiém khuéan.

- Néu bach cau N < 1G/L c6 thé dung G-CFS.

- Gitlr v€ sinh an uéng, v¢ sinh rang miéng, co thé...

4.4. Mot s6 thudc va phac do diéu tri méi

a. Don tri ligu: c6 thé dung riéng timg thudc sau:

- Methylprednisolone: 1-1,5 mg/kg/ngay; dung trong 3-4 tudn.

- Androgen: 0,5 - Img/kg/ngay; dung trong 5-6 thang.

- Cytarabin: 5-10mg/m2/ngay tiém dudi da hodc truyén tinh mach 12 gid 1 lan
trong 2-3 tuan.

- Retinoic acid: 20-250 mg/m2; dung trong 2-3 thang.

- Azacitidin 75mg/m2/ngay; tiém dudi da 1 1an/ ngay x 7 ngdy, dung 4 tuan 1 dot.

- Decitabine: 20mg/m2/ngay truyén tinh mach trén 1 gid x 5 ngdy, dung 4 tuan 1 dot.

- Thalidomide: Khéi diu 100mg/ngay udng trudc luc di ngu ting dan lidu dén
400mg trong 1-2 tuan tiép theo.

- Lenalidomide 10mg , udng ngay 1 1an x 21 ngay, ding 4 tuan 1 dot.

- Imatinib: (dung cho MDS/MPD lién quan dén gen PDGFR) uéng 400mg/ ngay.

- Antithymocyte globulin (ATG): 40mg/kg/ngay truyén tinh mach 4 ngay lién tiép.

- Cyclosporine: 5-6 mg/kg/ngdy, ubng.

- 9 nitrocamptothecin (9- NC): 2mg/m2; udng lién tuc 5 ngdy mdi tuan dung trong
4-6 tuan.

- Asenic trioxide: 0,25 mg/kg/ngay; udng lién tyc 5 ngay mdi tuan trong tuan 1 va
tuan 2; lap lai chu ky mdi 4 tudn.

b. Phic dé phéi hop

- Aclarubicin- cytosin arabinoside va G- CSF:
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+ Aclarubicin: 14mg/m2/ngay; truyén tinh mach; ngay 1 dén ngay 4.

+ Cytosin arabinoside: 10mg/m2/ngiy; tiém dudi da 12 gid 1 1an; ngay 1 dén ngay 4.

+ G- CSF: 200 pg/m2/ngay; tiém dudi da; ngay 1 dén ngay 4.

- PCD hoac Amifostine- PCD:

+ Amifostine: 200-400 mg/m2; truyén tinh mach 3 lan/tuan.

+ Pentoxifylline: 800mg x 3 1an/ngay.

+ Ciprofloxacine: 500mg x 2 lan/ngay.

+ Dexamethasone: 4 mg/ ngdy vao budi sang.

- Topotecan- cytarabine:

+ Topotecan: 1,25 mg/m2; ngdy 1 dén ngay 5.

+ Cytarabine: 1g/m2; tiém dudi da ngay 1 dén ngay 5.

4.5. Thai sit:

5. TIEN TRIEN VA TIEN LUQONG

5.1. Tién trién

Hoi chung 16i loan sinh tuy la bénh khé nang, dai déng va rat kho diéu tri. Nguoi
bénh c6 thé tir vong do cac bién ching nhu: nhiém trung, chay mau, @ sat do truyén mau
nhiéu 1an gy suy chirc niang cac co quan hodc do chuyén thanh lo xé mi cap.

5.2. Tién lrong: theo hé théng diém tién luong qudc té (IPSS: International
prognostic scoring system) nam 1997 theo bang sau:

Bdng hé thé'ng diém tién luong theo tiéu chuin qué'c té

Tiéu chuin Piém

A. Blast trong tiy xuong
= <5% 0
= 5-10%
= 11-20% 1,5
= 21-30% 2
B. Bat thuong di truyén hoc té bao
* Binh thuong, Y-, 5q-, 20g- 0
» Bt thuong NST sb 7, hodc s6 3, hodc c6 nhiéu bat thuong NST phéi

hop.
= (6 cac bat thuong di truyén khac. 0,5
C. Suy giam cac dong té bao mau: duoc dinh nghia 1a khi Hb < 10g/dl,

) lugng tuyét ddi bach cau trung tinh < 1,5 G/L, sb luong tiéu cau <

100G/L.
= Khéng suy giam hay chi bi suy giam mét dong té bao mau. 0
= Suy giam 2 hoidc 3 dong té bao mau. 0,5
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Dénh gia tién lugng nhu sau:

Pi¢m Nhom nguy co Thoi gian song trung binh
0 Thap 5,7 nim
0,5-1,0 Trung binh 1 3,5 nam
1,5-2,0 Trung binh 2 1,2 nam
2,5-5,0 Cao 0,4 nam
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16. LO XE MI KINH DONG HAT MONO

1. PAI CUONG

Lo x€é mi kinh dong hat mono (Chronic Myelo-Monocytic Leukemia - CMML) la
mot bénh ung thu mau, dugc xép loai nhu 1a mdt dudi nhom subtype cuia Hoi ching roi
loan sinh tuy (MDS).

Dic trung bang su ting cao sd luong bach ciu mono trong mau ngoai vi va trong
tiy xuong.

2. CHAN POAN

2.1.Lam sang: Céc triéu ching 14m sang c6 thé gip:

- Mét moi, géy sut can, dd6 mo hoi vé dém:;

- Thiéu mau;

- Xuat huyét do giam tiéu cau;

- C6 thé gip gan to, lach to, tham nhiém.

2.2, Xét nghiém

a. Diic diém té bao mdu ngogi vi: Cac bat thuong trong mot hodc nhiéu dong té
bao mau, cu thé:

- S6 luong bach cau:

+ S6 lugng bach cau mono ting cao dai dang (> 1G/1), ty 1é monocyte > 10%;

+ S6 luwong blasts trong mau hodc tuy xuong < 20%;

+ Bach ciu wa base va bach cdu wa acid ting nhe;

+ Hinh thai bach cau da nhan trung tinh bat thudng.

- Hong ciu, huyét sic to giam. Hong cau to, nhiéu hong cau c¢6 chdm wua base.

- Tiéu cau thuong giam, kich thudc to, nho khong déu.

b. Diic diém té bao va té chirc hoc tiiy xwong

- Tang sinh dong bach cau hat, ¢6 tang sb lugng bach cAu mono.

- Giam dong hong cau, ¢ thé gip hong cau khong 10, nguyén hong ciu sat vong.

- Tang sinh xo trén 75% céc truong hop.

- Giam sinh dong mau tiéu cau, hinh thai rdi loan.

c. Cdc xét nghi¢m khdc bao gom

- Hay gip cac bat thuong NST: Monosomy 7 va trisomy 8; bat thuong cau tric
12p, t(5;12) (q31:;p12), thuong kém ting bach cau wa acid; bat thuong 11923 it gip (hay
chuyén thanh lo xé mi cap s6m).

- Xét nghiém FISH: Gen BCR-ABLI am tinh.

- Dot bién gen: Khoang 1-4 % ngudi bénh c6 bat thuong chuyén doan gen
PDGFR-B va TEL.
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- Xét nghiém mién dich: Duong tinh vdi CD33, CD13, CD14, CD64, CD68.

- Xét nghiém sinh héa mau: LDH va B2 microglobulin tdng cao.

2.3. Chén doan xac dinh

Tiéu chin chin theo WHO (2008):

- Tang bach ciu mono mau ngoai vi dai dang >1 G/L (> 3 thang);

- Khong c6 NST Philadelphia hodc gen BCR-ABLI;

- Khong c6 gen PDGFRA hoac PDGFRB (dac biét, trong cac truong hop tang bach
cau ua acid);

- Blast & mau ngoai vi va trong tuy < 20 %;

- C6 it nhat mét trong cac biéu hién sau:

+ R&i loan sinh san cia mot hodc nhiéu dong té bao tiy.

+ Xuét hién bat thuong vé di truyén té bao hodc bat thuong di truyén phan tir mac
phai trong céc té bao tao mau.

2.4. Chan doan thé bénh

- Lo x& mi kinh dong hat mono -1: Blast < 5% ¢ mau ngoai vi va < 10% trong tiy
xuong.

- Lo x€ mi kinh dong hat mono -2: Blast tir 5-19% & mau ngoai vi va tir 10-19%
trong tuy xuong.

- Lo xé& mi kinh dong hat mono cé ting bach cau wa acid: tiéu chuan chan doén Lo
x€ mi kinh dong hat mono + bach cu ua acid mau ngoai vi > 1,5G/L; xét nghiém gen
thuong thay c6 t(5;12).

2.5. Chéin do4n phén biét

- Tang sinh mono nguyén nhan khong phai bénh 1y ac tinh (lao, bénh ndm man
tinh, viém noi tdm mac...), thuong co6 cac tri¢u ching biéu hién bénh chinh kém theo.

- Phén biét cac bénh thudc hdi chirng tang sinh tiy: Xo tiy tién phat, lo xé mi kinh
dong bach cau hat (CML).

3. PIEU TRI

3.1. Piéu tri cu thé

a. Mét s6 thuéc co thé diung

- Cytarabine liéu thap 10-30 mg/m2/ngay, tiém dudi da 2 dén 8 tuan.

- Etoposide liéu 100mg/ ngay hodc 600mg/ tudn udng trong 3 dén 5 ngay.

- Hydroxyurea liéu 0,5g dén 1g/ ngay duy tri s6 luong bach cau tir 5-10G/L.

- Azacitidine va decitabine duoc cho phép sir dung trong diéu tri MDS, ciing c6 thé
dugc st dung trong diéu tri Lo xé mi kinh dong hat mono:

+ Liéu azacitidin 75mg/m*/ngay tiém duéi da 7 ngay, chu ky 28 ngay, 6 chu ky.

+ Liéu decitabine 15mg/m” truyén tinh mach trong 3 dén 8 gid dung trong 3 ngay.
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b. Ghép té bao géc trong diéu tri Lo xé mi kinh dong hat mono:

3.2. Piéu tri triéu chimg

- Thiéu mau;

- Truyén khdi tiéu cau néu tiéu cau giam < 20G/L, hoac khi sb lugng tiéu cau <
50G/L nhung 1am sang c6 xuét huyét.

- Chu y van dé qua tai sat néu truyén khéi hong ciu nhiéu 1an va kéo dai (xét
nghiém ferritin huyét thanh > 500uG/L hodc sau truyén > 20 don vi méau), dung cac thude
thai sit, nhu Desferrioxamin hodc Deferasirox.

- Dung khéang sinh khi c6 nhiém trung (sét, viém hong, viém phéi, viém co...).
Can lam khang sinh d6 dé chi dinh khang sinh cho phu hop.

4. TIEN LUQONG

C6 nhiéu yéu t6 anh hudng dén kha ning sdng sot ciia ngudi bénh. Thoi gian séng
trung binh Ia tir 12-24 thang, khoang 15-30% ngudi bénh Lo x€ mi kinh dong hat mono
tién trién thanh Lo xé mi cép.

Cdc yéu to tién lwong ning bao gom:

- Thiéu mau: Hb < 100G/L;

- Ty 1€ blast: > 10%;

- S6 lugng bach cau: > 13G/L;

- S6 luong tiéu cau: < 100G/L;

- LDH cao;

- Kich thudc lach 16n.
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17. THIEU MAU: CHAN POAN, XEP LOAI VA XU TRIi

1. PAI CUONG

Thiéu méu 14 tinh trang giam luong hemoglobin trong mau ctia ngudi bénh so voi
nguoi clung gidi, ciing lira tudi va cing diéu kién song, gdy ra cac biéu hién thiéu oxy &
cac mo va to chirc cua co thé.

2. XEP LOAI THIEU MAU

Thiéu mau c6 thé duoc xép loai dua vao muc do thiéu mau, dién bién thiéu mau,
nguyén nhan thiéu mau va dic diém hong cau. Mdi cach xép loai co ¥ nghia va tng dung
khac nhau trong viéc tiép cin chin doan va tim nguyén nhan gay thiéu mau.

2.1. Theo mirc dp: Chu yéu dwa vao gia tri luong huyét sic t6. Hién nay chua co
su thong nhat trong viéc xép loai thiéu mau dya trén lwong huyét sic t6. Theo T6 chirc Y
té thé gi6i, thiéu mau nang khi luong huyét sic té < 80g/L.

2.2. Theo dién bién: thiéu mau cép tinh va thiéu mau man tinh:

- Thiéu méau cip tinh: Thiéu mau xuat hién nhanh, trong thoi gian ngin, do nhiéu
nguyén nhan khac nhau nhu mat mau cép tinh, con tan méau, bénh lo xé mi cép...

- Thiéu mau man tinh: Thiéu mau xuit hién cham, tr tir va tang dan trong nhiéu
thang, vi du nhu thiéu mau trong cac bénh man tinh nhu bénh khép man tinh, bénh ung
thu, bénh suy tuy xwong, bénh r6i loan sinh tuy...

2.3. Theo nguyén nhan

- Mt mau: Do chay mau (xudt huyét tiéu hoa, tri, kinh nguyét kéo dai, dai mau...).

- Tan méu: Do ting qua trinh pha hity hong cdu vi cac nguyén nhén tai hong cau
hodc cac nguyén nhan khac (tan mau bam sinh hodc mién dich, st rét...).

- Giam hodc rbi loan qua trinh sinh mau: Do tiy xwong giam sinh hodc rbi loan
qua trinh sinh cac t& bio mau (suy tay xwong, rdi loan sinh tiiy, bénh mau 4c tinh, ung thu
di can...) hodc do cung cip khong du cac yéu td tao mau (thiéu erythropoietin, thiéu acid
amin, thiéu acid folic va vitamin B12, thiéu sat...).

2.4. Theo cdc dic diém ciia dong hong cau: Pay 1 cach xép loai thuong duoc st
dung dé giup tiép can va chan doan nguyén nhan gy thiéu mau.

- Dua vao thé tich trung binh khdi hong cau (MCV) dé phan biét hong cau to, nho
hay binh thuong.

- Dua vao luong huyét sic t trung binh hong cau (MCH) va ndng do huyét sat tb
trung binh cta hong ciu (MCHC) dé phan biét hong cau binh sic hay nhuoc sic.

- Dya vao dai phan bé kich thudc hong cau (RDW) dé xac dinh do dong déu vé

kich thudc cua cac hong cau.
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- Dya vao chi s hong cau ludi dé xac dinh thiéu mau c6 kha ning hdi phuc (tuy
san xudt hong cau binh thudng) hay khong hoéi phuc (tay khong con kha ning san xuét
hdng cau). Qua d6, dinh huéng nguyén nhan thiéu mau tai tiy xuong hay ¢ ngoai vi.

3.CAC BUOC TIEP CAN NGUOI BENH CO HQOI CHUNG THIEU MAU

3.1. Thim kham lam sang: Biéu hién 1am sang ciia thiéu mau 1a dau hiéu thiéu
oxy & cic mo va td chirc. Triéu ching c6 thé xuat hién tiy theo mirc do thiéu mau va dap
mg cua co thé, bao gdom:

a. Triéu chirng co nang

- Mét moi, hoa mét, chong mat, giam tép trung, chan an...

- Cam giac tirc ngyc, kho thd nhét 1 khi gang strc hodc di lai nhidu; cam giac hoi
hop, danh trong nguc. ..

b. Tri¢u chirng thuc thé

- Da xanh, niém mac nhot;

- Moéng tay kho, dé gay; toc kho, dé rung.

c. Cdc trigu chirng va yéu té lién quan

- Yéu t6 dich t& (tudi, gidi, nghé nghiép...).

- Tién st bénh, sir dung thudc va tién st gia dinh d6i khi ciing cung cip nhiing
thong tin ¢o gia tri dé dinh hudng chan doan.

- Kham 1am sang can phai duoc thyc hién diy du va k¥ cang, can phat hién cac
biéu hién kém theo thiéu mau nhu: Biéu hién sdt, nhidm khuén, vang da, kham h¢ théng
gan, lach va hach ngoai vi...

3.2. Panh gia va phan tich két qua xét nghiém Tong phan tich té bao mau
ngoai vi (bao gdm ca chi s6 Hong cau luéi)

Buwéc 1: Chan doan xac dinh thiéu mau va mtc d6 thiéu mau dua trén chi sd huyét
sdc 6.

Budrc 2:

- Kiém tra céc chi s6 MCV, MCH va MCHC dé xac dinh dic diém thiéu mau: 1a
thiéu mau hong cdu nho/binh thudng/to, thiéu mau binh sic hay nhuge sic. ..

- C6 thé tham khao thém chi s6 RDW.

- Kiém tra chi s6 Hong cau luéi:

+ Chi s6 HC lu6i giam: c6 thé do tiy xwong khong san xuat hong cau (do ton
thuong tai tuy hodc do thiéu hut cac yéu t6 can thiét dé tao mau).

+ Chi s6 HC 1uéi tang: can tim cac nguyén nhan ngoai tiy nhu tan mau hodc mat
mau man tinh, tan mau bam sinh. ..

Budc 3: Danh gia can than tiéu ban mau ngoai vi dé ho trg cho chan doan.
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4. CHAN DOAN NGUYEN NHAN THIEU MAU (tham khio so dd 1)

Sau khi d3 x4c dinh duoc dic diém thiéu méau cua nguoi bénh, tiép tuc tién hanh
thém céc xét nghiém, tham do chuyén sau dé tim nguyén nhan gy thiéu mau, vi dy:

- Nhom xét nghiém dénh gid tan mau: Hoa sinh thuong quy, test Coombs, dinh
lwong cic enzyme: G6PD, pyruvate kinase... Xac dinh cac thanh phan huyét sic t6 va st
bén hong cau.

- Tim nguyén nhan mat méau: Soi da day, soi dai-truc trang...

- Nhém xét nghiém danh gia cac yéu t6 tao hong cau: Tinh trang dy trir va van
chuyén sat, acid folic, vitamin B12, erythropoietin...

- Xét nghiém tiy dd dé danh gia tinh trang giam sinh tity hay bénh 1y khéc cia tiry
xuong: Thiéu mau nguyén hong cau khong 16, lo xé mi cap hay man, rdi loan sinh tay...

- Panh gia céc biéu hién hoi ching viém trén xét nghiém: Po tdc do mau léng,
dinh lugng CRP, fibrinogen...

- Cac biéu hién bénh 1y tu mién: Khang thé khang nhan, khang thé khang chudi
kép DNA....

- Tim ky sinh trung: sbt rét, giun méc. ..

5.NGUYEN TAC XU TRI THIEU MAU

- Xac dinh va diéu tri theo nguyén nhén; phdi hop diéu tri nguyén nhan va truyén
bu khéi hong cau.

- Chi dinh truyén ché pham khdi hong cau dua vao xét nghiém huyét sic t6 va tinh
trang lam sang.

- Duy tri lugng huyét séc t6 t6i thiéu tir 80 G/L (nhiing trudng hop ¢6 bénh 1y tim,
phoi man tinh nén duy tri tir 90 G/L).
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So do: Mot s6 nguyén nhan gy thiéu mau

R

Thiéu mau — Hb < muc binh thuong

A 4

R

MCV > 100 fl

R

xuong: suy tuy xuong,
lo x& mi, rdi loan sinh
tuy, K di can tuy

- Mot s bénh ndi tiét

MCV <85 fl : 85 fl<MCV <100 fl ‘
MCHC <320 g/L % h
MCH < 28 pg - -
Chi s6 HC luéi giam Chi s6 HC luéi tang
v v
- Cac bénh ly cua tuy - Mét mau cip do chay

méu sau chan thuong,
phau thuat, san phu
khoa ....

xuong. ... - Thiéu mau tan mau tu
- Mét sO bénh 1y gan mién.
mat. - Thiéu mau tan mau do

thi€éu men hong cau.

- Thiéu mau do thiéu
vitamin B12 va/hoac
axit folic.

- Mot s6 bénh khac:
suy giap, bénh gan,
nghién rugu

R

R

\4

Sét huyét thanh giam
Ferritin giam

Sét huyét thanh giam
Ferritin binh thuong/tang

R

Thiéu mau do

thiéu sat

R

- Thiéu mau trong cac
bénh viém man
tinh/ung thu

- Mot s6 bénh than

Sat huyét thanh binh thuong/ting
Ferritin binh thuong/tang
Chi s6 HC luéi ting

|

Tan mau bam sinh
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18. THIEU MAU THIEU SAT

1. PAI CUONG

1.1. Khai niém

Thiéu mau thiéu sét 1a tinh trang thiéu mau xay ra do co thé khong du st dap tng
nhu cau tao hong ciu vi nhirng nguyén nhan khac nhau.

1.2. Vai tro ciia sit va nhu cau sit trong co thé

- Sat 1a mot trong nhitng chat vi lwong c6 vai trd quan trong bac nhét co mat trong
hau hét cic t6 chic cua co thé nhu: Trong hemoglobin (Hb), myoglobin va mot sb
enzyme. Sit tham gia vao cac qua trinh chuyén hoa nhu van chuyén oxy, tong hgp DNA,
van chuyén electron. ..

- O ngudi binh thuong, 90-95% lugng sat trong co thé dugc tai sir dung tir ngudn
sat do hong cau gia bi pha hity va giai phong ra, c6 5 - 10% (1 - 2mg) lugng sat dugc bai
tiét qua nuoc tiéu, mo hoi, phan. Dé bu lai lugng sit mat co thé nhan thém sit tir thirc n,
qua trinh hap thu sit dién ra chu yéu & da day, hanh ta trang va doan dau hdng trang.

2.NGUYEN NHAN THIEU SAT

2.1. Khong cung cip di nhu cau sit

- Do tang nhu cau sat: Tré em tudi ddy thi, phu nit thoi ky kinh nguyét, phu nir c6
thai, cho con bu.. .;

- Do cung cép thiéu: An khong du, an kiéng, ché d6 an khong can ddi, ché do an
udng cta nguoi nghién ruou, ngudi gia...;

- Do co thé giam hép thu sit: Viém da day, viém ruot; cat doan da day, rudt; Do an
mot so thire an 1am giam hép thu sat nhu tanin, phytat trong tra, ca phé.

2.2. Mit sit do mat mau man tinh

- Loét da day ta trang bi én chimg chay mau, ung thu duong tiéu hoa , nhiém giun
moéc, polyp duong rudt... ; viém chay mau duongti ét niéu; mat mau nhiéu qua kinh
nguyét; sau phau thuat, sau chan thuong, U xo tir cung...;

- Tan méau trong 1ong mach: Bénh dai huyét sic td kich phat ban dém.

2.3. Réi loan chuyén hoa sét bam sinh (Hypotransferrinemia):

Co thé khong tong hop duoc transferrin van chuyén sit. Bénh rat hiém gip.

3. TRIEU CHUNG

3.1. Triéu chirng 1am sang

Triéu chting 14m sang cta thiéu mau thiéu sit dién bién tir tir qua 3 giai doan:

- Giai doan 1: Chi gidm sdt dy trir nén nguoi bénh chua bi thiéu mau, thuong co
mot sb triéu chimg cua nguyén nhan gay thiéu sit.
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- Giai doan 2: D3 can sit dy trit va giam sit van chuyén, ngudi bénh chua c6 biéu
hién rd tinh trang thiéu mau, c6 triéu ching cta nguyén nhan gay thiéu sat; bat dau co
tri¢u chung cua thiéu sit nhu: Mat tap trung, mét moi...

- Giai doan 3: Thiéu méau va thé hién 1a c6 ca triéu chirng cua thiéu mau va thiéu
sat. Tuy nhién, ranh gidi giita cac giai doan khong rd rang.

a. Trigu chirng co ning: Mét moi, hoa méit chong mit khi thay ddi tu thé, tuc
nguc, giam kha nang hoat dong thé luc va tri luc.

b. Triéu chirng thuc thé: Da xanh xao, niém mac nhot nhat, ludi nhot, nhin do
mat hodc mon gai ludi, 10ng, toc, mong kho dé gay.

3.2. Xét nghiém

a. Xét nghigm xdc dinh mirc d¢ va tinh chét thiéu mdu: S6 luong hong cau,
luong huyét sic t6 va ty 1é hematocrit giam, hong cau nho, nhugc sic.

b. Xét nghiém dinh gid mirc @ thidu sit: Sit huyét thanh giam, ferritin giam,
transferrin ting; kha ning gin sit toan thé ting; do bao hoa transferrin giam.

c. Mgt s6 xét nghiém tim nguyén nhén: Soi da day, soi dai trang, siéu 4m 6 bung,
tim ky sinh tring duong rudt (tring giun moéc trong phan); CD55, CD59 (chan doan bénh
dai huyét sic t6 kich phat ban dém),. ..

4. CHAN POAN

4.1. Chéan do4n xac dinh: Dya vao

- Tri€u chung lam sang;

- Tri€u chung xét nghiém:

+ Tong phan tich té bao mau: Thiéu mau héng cau nho nhuge sic.

+ Sinh héa mau: Ferritin < 30ng/mL va hodc d6 bio hoa transferrin < 30%.

4.2. Chan doan nguyén nhan

Dua vao tham kham lam sang va cac xet nghiém dé chan doan nguyén cua thiéu
mau thiéu sit 1a do giam cung cép sit hay mat sat do mat mau hodc do cic nguy  én nhan
phoi hop.

4.3. Chan doan phan biét

a. Thalassemia:

- Nguoi bénh co biéu hién thiéu mau tir nho, c6 thé trong gia dinh c6 ngudi bi bénh
thalassemia. Thuong co triéu chirng hoang dam, lach to, gan to.

- Xét nghiém: Sit huyét thanh binh thuong hodc ting; ferritin co thé 1a binh

thuong, nhung phan 16n 1a ting va cang vé sau cang ting; transferrin binh thuong hodc
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giam; d6 bao hoa transferrin binh thuong hoic ting  ; kha ning gan sat toan thé binh
thuong; bilirubin gian tiép thudng tang; c6 thé co thanh phan huyét sic t6 bat thuong.

b. Thiéu mau trong viém man tinh:

- Lam sang : C6 tinh trang viém man tinh nhu  : Viém da khop dang thap , lao,
lupus...

- Xét nghiém: Sat huyét thanh giam, ferritin tang, transferrin binh thuong, d6 bao
hoa transferrin binh thudng hodc giam , kha ning gin sat toan thé ting , téc d6 mau lang
tang; protein phan ung (CRP) tang.

c. Thiéu mdu trong suy dinh dwéng:

- Lam sang: Tinh trang giy, yéu, chdm phat trién thé chat (d6i véi tré em). Co
nguyén nhan dan dén suy dinh dudng nhu d6i an, nhin an trong thoi gian dai.

- Xét nghiém: Thiéu mau hong cau nho, protein huyét thanh giam.

5. PIEU TRI

5.1. Nguyén tic diéu tri

- Han ché truyén mau, chi truyén mau trong truong hop thiéu mau nang, mat bu.

- B6 sung cac dang ché pham sat bang truyén tinh mach hodc dung dich udng, vién
nén, khuyén khich su dung thudc bo sung sit dang udng . Chi dinh sir dung st dudng
truyén tinh mach trong cac trwong hop sau:

+ Thiéu mau ning, rat ning;

+ Co thé khong hap thu duoc sit khi dung dang udng: Cit doan rudt, da day, bénh
bam sinh;

+ Thiéu méau trong khi bénh man tinh ho#ic viém nhiém dang tién trién.

- Giai doan sém khi méi thiéu sat chua thiéu mau: B6 sung sit qua thirc in va udng
cac ché pham chira sit.

- Thoi gian bo sung sat : Kéo dai, nén tiép tuc bd sung sit thém ba thang sau khi
luong huyét sic t6 tro dd vé binh thuong.

- Phéi hop véi diéu tri nguyén nhan : Can tim duoc nguyén nhan gay thiéu sat dé
diéu tri dong thoi voi didu tri thiéu mau thiéu sit.

5.2. Cac ché pham thudc bo sung sit

- Dang uéng:

+ Ferrous sulfate; ferrous gluconate; ferrous fumarate;

+ Liéu lugng: 2mg sit/kg/ngay;

+ Thoi gian ding thudc: 6 thang dén 12 thang.
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Nén b6 sung thém vitamin C hodc udng thém nudc cam, chanh dé ting kha ning
hap thu sit.

Luu y: Thude hap thu tét nhat khi udng vao luc déi, tuy nhién néu bi kich tng da
day thi ¢ th & udng trong ltic an . Phan c6 mau den , tao (khong phai do xuat huyét tiéu
hoa).

- Dang truyén tinh mach:

+ Iron sucrose; Iron dextran;

+ Céch tinh liéu lugng thudc bd sung sat dang tiém:

Tong liéu (mg) = P (kg) x (Hb dich (G/L) - Hb thyc (G/L)) x 0,24 + 500 mg

« P:trong lugng co thé (kg);
« Hb: ndng do huyét sic t6 (G/L).

5.3. Piéu tri nguyén nhan

Phai chan doan va diéu tri nguyén nhan gy thiéu sit mot cach triét && | tranh gay
thiéu sit tai phat.

6. PHONG BENH

- B6 sung sit trong sudt thoi ky mang thai.

- Thyc hién ché do an can d6i giaus &t, vitamin nhu thit mau d 6 (thit bo, thit
trau...), hai san, thit gia cam, trirng, bot banh mi, dau, lac, cac loai rau xanh dam nhu rau
ngoét, dén, mudng,... Tang hip thu sit bing ubng nudc hoa qua nhu cam, chanh khi an
thirc an nhiéu sit.

- Khong nén udng tra, ca phé ngay sau an.

- Nén nudi tré bang sita me hodc sira bo sung sat danh cho tré trong nam dau doi, vi

st trong stra me dugc hép thu hon sira bot.
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19. SUY TUY XUONG

1. PAI CUONG

Suy tiy xuwong 13 bénh 1y t& bao gdc véi dic diém la giam ba dong té bao méau
ngoai vi do sy giam sinh té bao mau cia ty xwong. Cac nguyén nhan thudng gip gom:

- Hoa chit;

- Virus;

- Tia xa;

- Do thudc;

- Thai nghén;

- Khong 1 can nguyén: Chiém khoang trén 90% cac trudng hop suy tily xuong.

2. CHAN POAN

2.1. Lam sang

- Hoi chting thiéu méu.

- Hoi chirng xuét huyét.

- Hoi chiing nhiém trung.

2.2. Can lam sang

a. Té bao mdu ngogi vi: Biéu hién giam 3 dong ngoai vi:

- Giam s6 lugng hong cau, hematocrit va huyét sic t6, hong cau binh sic, kich
thudc binh thuong;

- Giam sb lugng bach cau, chu yéu giam bach cau hat trung tinh, tang ti 1€
lymphocyte;

- Giam s lugng tiéu cau;

- Giam s6 lugng hong cau luéi.

b. Xét nghiém tuy xwong

- Trén xét nghiém tiry do:

+ S6 luong té bao tiy giam;

+ Té bao dong hdng cau, bach cau va mau tiéu cau giam;

+ Tang ti 1& té bao lympho;

+ Thudng khong cé cac té bao blast ac tinh.

- Trén xét nghiém sinh thiét tiy xuwong:

+ Rét ngheo té bao sinh mau, td chtrc sinh méau chu yéu bi m& hoa hodc ¢o thé xo
hoa, rai rac con mot s6 ving co té bao nhung chu yéu 1a lymphocyte;

+ Khong c6 té bao la hodc té bao 4c tinh.

2.3. Chén doan xac dinh: Két hop tiéu chuan ¢ méau ngoai vi va sinh thiét tiy
Xxuong:
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- Mau ngoai vi ¢6 hai trong 3 tiéu chuan sau:

+ Hemoglobin < 100G/L;

+ Tiéu cau < 50G/L;

+ Bach ciu trung tinh < 1,5G/L.

- Mat d6 té bao tiy trén sinh thiét con dudi 25%.

2.4. Chan doan mirc d§ bénh

a. Suy tiiy xwong thé ning

- Mt d6 té bao tiiy con < 25% trén sinh thiét tiy xuong va

- C6 hai trong 3 tiéu chuén:

+ Bach cau trung tinh < 0,5G/L;

+ Tiéu cau < 20G/L;

+ Hong cau ludi < 20G/L.

b. Suy tiiy xwong thé rit ning: Tiéu chuin nhu suy tuy xuong thé ning nhung
bach cau trung tinh < 0,2G/L.

c. Thé trung binh: Khong c6 du tiéu chuan cua hai thé trén.

2.5. Chan doan phan biét

a. Roi logn sinh tiiy

- Xét nghiém tay do thdy réi loan hinh thai cta cac dong té bao mau, ¢ thé gip
mot ti 1€ blast;

- Sinh thiét tuy co thé gip su khu tra bat thuong cua cac té bao dau dong - ALIPs
(Abnormal Localization of Immature Precursors).

b. Lo xé mi cdp

- Xét nghiém méu c6 thé gip té bao blast 4c tinh;

- Xét nghiém tiry dd thiy c6 té bao blast 4c tinh (v6i ti 18 > 20%).

c. Pdi huyét sic to kich phdt ban dém

- Ngudi bénh ¢ biéu hién déi ra huyét sic t6 ban dém va tan mau: Nhu ting hong
cau ludi & mau, tang bilirubin gian tiép;

- Xét nghiém CD55, CD59 trén mang hong ciu va bach cau hat (bang ky thuét
Flowcytometry) bi giam.

3. PIEU TRI

3.1. Piéu trij dic hiéu
Ghép té bao goc tao mau: La phuong phap diéu trj hiéu qua nhat hién tai.
- Chi dinh:

+ Nguoi bénh suy tily xuong muc do nang hoic rat ning;
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+ Tudi < 40 (tudi trén 40 thi hiéu qua kém hon);

+ C6 ngudi cho té bao gde phu hop HLA.

3.2. Piéu tri e ché mién dich: Tuy thudc vao kha ning cung cép thudc tai nhitng
co s diéu tri cling nhu diéu kién cta ngudi bénh cé thé sir dung cac phac do sau:

a. Corticoid (Methylprednisolon): Liéu 1-2mg/kg/ngdy, giam dan liéu va ngimg
sau 3-6 thang.

b. Cyclosporin A két hop corticoid

- Cyclosporin A: Liéu 6-10mg/kg/ngay chia 2 1an cach 12h; Duy tri nong do thude
trong mau tir 200-400ng/dl: Ngimg thudc sau 6-8 thang (khi c6 dap tng thi giam 25% liéu
sau mdi 3 thang).

- Corticoid: 1-2mg/kg/ngay, giam li¢u dan va ngimg sau 3-6 thang.

¢. ATG (anti thymocyte globulin) két hop cyclosporin A va corticoid

- ATG 15-40mg/kg/ngay trong 4 ngay.

- Cyclosporin A 10mg/kg/ngay chia 2 cach 12 gio; Duy tri néng d6 thude tir 200-
400ng/dl: Ngung sau 6-8 thang.

- Methylprednisolone 1mg/kg/ngdy, giam dan lidu va ngimg sau 4 tuan.

3.3. Citlach

3.4. Piéu tri hd tro

a T ruyén madu:

- Truyén khéi hong cau khi huyét sic t6 duéi 80G/L, duy tri & mirc 90-100G/L.

- Truyén khdi tiéu cau khi tiéu cau < 10G/L hodc ¢ xuat huyét trén 1am sang.

b. Kiém sodt nhiém tring

- Nguoi bénh nam phong sach, cach ly v6i nhitng ngudi bénh nhiém tring khéc.

- Nguoi bénh can dugc st dung khang sinh phé rong sém déng thot véi viéc phan
lap vi khuan hodc nam.

c. Str dung cdc chit kich thich sinh mdu: G-CSF, Androgen.

d. Cdc diéu tri hé tro khdc

- Thai sét khi ferritin > 800 ng/dl. Desferrioxamine véi lidu 20-60mg/kg/ngay hoic
Deferipron 75mg/kg/ngdy hodc Deferasirox lidu 10-20mg/kg/ngay.

- Piéu tri tic dung phu cta cac thudc.

4. TIEN LUQNG

- Suy tiy xwong thé rat nang co ti 1& tir vong 25% trong vong 4 thang dau va 50%
trong vong 1 nim néu khong ghép tiry. Ghép té bao gdc o ti 1& dap ung chung khoang
70%. Diéu tri bang ATG két hop CSA dép ung 70% nhung sau 10 nam thi 40% sé nguoi

112



bénh nay tién trién thanh dai huyét sic t6 kich phat ban dém, rdi loan sinh tuy hodc Lo xé
mi cdp. Nguoi bénh khong dap Gmg véi cac phuong phéap diéu tri ddc hiéu co ti 18 tir vong
khoang 80% trong vong 2 ndm.
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20. PAI HUYET SAC TO KICH PHAT BAN PEM

1. PAI CUONG
Pai huyét sic t kich phat ban dém (Paraxysmal noctural hemoglobinuria - PNH)
1a thuat ngit mo ta nhimng biéu hién 14m sang cua tinh trang pha hiy hong ciu va giai
phong huyét sic td vao nudc tiéu vao ban dém. Pai huyét sic td kich phat ban dém dugc
coi 12 mot tién lo xé mi (Preleukemia).
2. CHAN POAN
2.1. Lam sang
- Nudc tiéu sim mau vao budi sang do dai huyét sic td. Tuy nhién, chi c6 25%
truong hop c6 huyét sic to.
- Huyét khéi: Thuong gip huyét khdi tinh mach, ¢ vi tri c6 thé de doa tinh mang
ngudi bénh nhu: Tinh mach trong 6 bung, tinh mach néo va nhdi mau phoi.
- Thiéu mau, hong cau ludi giam va c6 thé co bach cau va tiéu cau giam.
- Réi loan co bop thuc quan, réi loan cuong duong.
- Hiém gdp: Gan va lach to.
2.2. Xét nghiém
- Test Ham Dacie va test duong duong tinh (nhung do dac hiéu thap).
- Pém té bao dong chay (Flow cytometry):
+ Cho thiy c6 thiéu hut CD55 va CD59 (céac protein GPI-A) & cac héng cau ngoai
vi, d6 14 cdn cir d¢ chia ra cac thé bénh.
+ C6 thé théy c6 thiéu hut CD55 va CD59 & cac bach cau hat; néu su thiéu hut nay
> 50% thi c6 nguy co tic mach.
+ Ngoai ra, c6 thé phat hién su thiéu hut CD16, CD24 & bach cau hat va CD14,
CD24 & bach cdu mono.
2.3. Chén do4n xac dinh
- Héng cau va bach cau c6 thiéu hut CD55 va CD59.
- Tong phan tich t& bao mau: Thiy giam hong cau; c6 thé giam bach cau, tiéu cau
va hong cau ludi.
- LDH, bilirubin huyét thanh ting.
- Tuy d0, sinh thiét tuy xwong: C6 thé c6 hinh anh giam sinh hosc rbi loan sinh tuy.

- Phan tich di truyén té bao: C6 thé c6 ton thuong trong trudng hop ri loan sinh tiy.
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3. XEP LOAI
Nhom nghién ciru ctia thé gidi dua ra cach xép loai dai huyét sic td kich phat ban

dém nhu sau:

Xép loai PNH c6 dién PNH két hop ton PNH khéng c6 biéu
thwong tuy xwong hién lam sang
L Nuée tiéu do 15 (dai | Nhe dén trung binh | Khong c6 bang ching
Mitc do tan

mau trong long

huyét sic t dai thé

(dai huyét sic to dai

lam sang hay xét

mach thuong xuyén va |thé thuong xuyén va | nghiém hoéa sinh co tan
' kéo dai) kéo dai) mau trong long mach
Hong cau tuy xuwong | Co két hop t6n thuong | C6 két hop ton thuong
tang sinh v&i hinh | tuy xuong (Suy tuy |tuy xuong (Suy tuy
thai binh thuong | xuong hoac r6i loan xuong hoac r6i loan
Tuy xuong hoic gin  binh | sinh tuy) sinh tuy)
thuong (hiém gip
bat thuong nhiém
sic thé)
Pém t& bao | Ty 1é dong bach cau | Ty 1& dong bach cau | Ty 1& dong bach cau
dong chay | hat* thiéu hut CD55 | hat* thiéu hut CD55 | hat* thiéu hut CD55 va
(Flow va CD59 >50% va CD59 < 50% CD59 rat thip <1%,

cytometry: FC)

phai xét nghiém bang
FC d¢ phan tich cao

Hi¢u qua diéu

tri Eculizumab

Co hi¢u qua

Tuy theo ty 1& quan
thé té bao PNH

Khong c6 hiéu qua

4. PIEU TRI
4.1. Phuwong huéng diéu tri

a. Dai huyét sdac to niéu kich phat ban dém co dién

- Ghép té bao gbc tao mau dong loai 1a phuong phap c6 hiéu qua cao nhat.

- Thudc nham dich eculizumab cling c6 hi¢u qua cao.

- Dicu tri corticoid cach ngay co6 tdc dung doi voi tan méau nhung hi¢u qua khong cao.

b. Ddi huyét siic to niéu kich phdt ban dém c6 giam sinh tuy

- Nén diéu tri irc ché mién dich nham cai thién cac t€ bao mau.
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c. Ngwoi bénh ddi huyét sic té kich phdt ban dém c6 suy tuy xwong ning

- Hudng diéu tri gdm ghép té bao gbc dong loai hoic cyclophosphamid liéu cao
hodc diéu tri ATG két hop cyclosporin A.

- Néu ngudi bénh dai huyét sic td kich phat ban dém chua du tiéu chuan xép nhoém
suy tily xuong ning thi theo dai hodc diéu tri thude trc ché mién dich.

4.2. Piédu tri cu thé

4.2.1. Piéu tri thiéu mdu

- Trude khi bat dau diéu tri cAn phai danh gia dé c6 hudng diéu tri: Mirc do thiéu méau
do tan mau hay do giam chirc ning tily xuong. C6 thiéu sit do dai huyét sac td hay khong.

- Piéu trj thiéu mau: Truyén khéi hong cau, bd sung sit trong trudng hop sit giam.

4.2.2. Piéu tri tan mdu

a. Methylprednisolone: C6 thé diéu tri 1 thoi gian ngin (1 tuan) cac truong hop
tan mau cap. Mot sd diéu tri du phong pha huy hong cau thi cé thé diéu tri kéo dai.

b. Androgen: It hiéu qua.

c. Eculizumab

- Liéu dung:

+ Liéu khoi dau: Mi tuan 1 1an véi lidu 600mg/ngay x 4 tuan. Sau liéu khoi dau 1
tuan: 900mg/ngay, 1 l1an. Duy tri: 900mg/ngay, 2 tuan/lan.

- Duy tri ndng d6 eculizumab: Khoang 35mG/L, néu néng do thudc thap hon hoic
rt ngan khoang céach giira cac liéu hodc ting tir 900 1én 1.200mg, 2 tuan/ lan.

4.2.3. Duw phong huyét khoi va diéu tri huyét khéi

a. Dw phong huyét khéi

- Chi dinh dy phong: Trudng hop thiéu hut CD55 va CD59 & bach cau hat > 50%;
can dy phong bang warfarin, duy tri INR (international normalized ratio): 2,0-3,0.

- Chéng chi dinh du phong chéng dong cho cac truong hop sau:

+ Bénh dién bién kéo dai ma chua c6 biéu hién huyét khdi 1an nao;

+ Nguoi bénh ¢6 nguy co chay mau lién quan dén suy tuy.

b. Diéu tri huyét khoi

- Tac mach cap: Piéu tri chéng dong bang heparin.

- Hoi ching Budd-Chiari c6 huyét khdi: Diéu tri chéng dong va can thiép mach.

- Nhitng ngudi bénh cé tién st huyét khéi phai diéu tri chdng dong duy tri kéo dai.

Luwu y: Trong trudng hop giam tiéu cau van co thé phai diéu tri chéng dong, néu
can s& truyén tiéu cau hd tro.

- Nguoi bénh that bai véi wafarin liéu chuan, khi d6 lya chon wafarin liéu cao (duy
tri INR tir 3,0-4,0) hodc tiém dudi da heparin trong luong phén tir thap.
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4.2.4. Piéu tri trwong hop cé ton thwong tily xwong

Nhirng trudng hop c6 suy tity xuwong hodc rdi loan sinh tiy ¢6 thé diéu tri thude wre
ché mién dich.

4.2.5. Ghép té bao géc tao mdu: tham khao thém phin ghép té bao goc dong loai.

* Chi dinh ghép té bao goc

- Tuy t6n thwong: Suy tuy xuong...

- Pai huyét sac td niéu kich phat ban dém c6 cac bién ching chinh:

+ Huyét khéi nguy hiém de doa tinh mang, tai dién nhiéu lan.

+ Thiéu mau tan mau phu thudc truyén mau.

* Ty 1¢ dép tmg néu ghép tir anh chi em rudt pht hop HLA khoang 50-60%.
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21. TAN MAU TU MIEN

1. PAI CUONG

Tan mau ty mién la bénh doi sdng cua hong cau bi rat ngan hon binh thuong béi
su xudt hién cua ty khang thé chéng hong cau.

2. CHAN POAN

2.1. Lam sang

- Hoi ching thiéu mau.

- Ho1 chiing hoang dam.

- Gan, lach c6 thé to, c6 thé kém theo sbt.

2.2. Can lam sang

a. Mau ngoai vi

- Sb lwong hong cau, lwong huyét sic tb va hematocrit déu giam; hong cau co kich
thudc binh thuong hoac to.

- Hong ciu ludi tang.

b. Sinh hoa

- Bilirubin ting, chil yéu ting bilirubin gian tiép;

- LDH tang, haptoglobin giam.

c. Xét nghi¢m tiiy do

Tuy giau té bao, dong hong ciu ting sinh manh, hong cau ludi tuy ting. Dong bach
cau hat va mau tiéu cau phat trién binh thuong.

d. Xét nghi¢m huyét thanh hoc

- Xét nghiém Coombs tryc tiép dwong tinh;

- Xét nghiém Coombs gian tiép co thé dwong tinh (néu duong tinh nén dinh danh
khang thé bat thuong).

3. CHAN POAN PHAN BIET

3.1. Bénh hong ciu hinh ciu bam sinh

- Lam sang c6 hoi chtng thiéu mau, hoi chimng hoang dam.

- Trén ti€éu ban mau ngoai vi théy r0 hinh anh h@)ng cAu mat vung sang trung tam.

- Sirc bén hong cau thuong giam.

- Xét nghiém Coombs truc tiép am tinh.

3.2. Pai huyét sic t6 Kich phat ban dém

Xét nghiém CD55, CD59 trén mang hong cau co thiéu hut.
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3.3. Tan mau trong bénh hé thong

- Nguoi bénh thuong c¢6 nhitng t6n thuong cac co quan phdi hop nhu da, than,
khop, tim...

- Khang thé khang nhan va dsDNA duong tinh 1a xét nghiém khang dinh bénh. Khi
nghi ngd co thé 1am thém ANA 8 profile (anti dsSDNA, anti RNP, anti Sm, anti SS-A/Ro,
anti SS-B/La, anti Scl -70, anti CENP -B, anti Jo 1).

4. PIEU TRI

4.1. Methylprednisolone

- Liéu dung: 1 - 2mg/kg/ngay. Khi c6 dap tmg (huyét sic t6 > 80G/L) thi giam lidu
dan (30% liéu/ tuan).

- Trudng hop con tan mau ram 1, nguy co de doa tinh mang cé thé dung liéu cao
(bolus): + 1g/ngay trong 3 ngay sau do.

+ 3-4mg/kg/ngay trong 3-5 ngay.
+ Sau d6 dung lidu 1-2mg/kg/ngay. Khi c6 dap tng thi giam dan lidu va duy tri.

- C6 thé ngimg thube khi huyét sic t6 ctia nguoi bénh tré vé binh thuong véi lidu
duy tri & muc thap (khoang 0.1mg/kg/ngay hodc thap hon) trong vong 1 nim ma khong
c6 tai phat.

4.2. Cac thude e ché mién dich: Chi dinh khi bénh khong dap tng véi corticoid.
C6 thé str dung cac thudc sau:

- Azathioprine (Immurel:) Liéu dung: 50-100mg/ngay trong 4 thang.

- Cyclophosphamid: Liéu dung: 50-200mg/ngay trong 3-6thang.

- Cyclosporin A: Liéu dung: 50-200mg/ngay trong 3-6 thang.

- Vincristin: 1mg/tuan tdi thiéu 3 tuan.

- Mycophenolate mofetil: Liéu dung: 500mg-2.000mg/ngay trong 1-3 thang.

Luu y: Tac dung giam bach cau hoic (rc ché tiiy xwong ctia nhom thude nay, luc d6
nén dimg thudc hodc giam liéu.

4.3. Gamma globulin

- Chi dinh trong truong hop cap ctru: Con tan mau ram 1o, dap tng kém véi truyén
mau va corticoid.

- Liéu dung: Tong lidu 1a 2g/kg (0,4g/kg/ngay x 5 ngay hodc 1g/kg/ngay x 2 ngay).

4.4. Cit lach: Chi dinh trong truong hop:

- Piéu tri 3-6 thang bﬁng corticoid va cac thude e ché mién dich that bai hodc phu
thudc lidu cao corticoid.

- Khong c6 céac bénh 1y ndi khoa khac.

- Nguoi bénh tu nguyén.

119



4.5. Rituximab

- Chi dinh khi diéu tri trc ché mién dich va cat lach khong ¢o6 hi¢u qua.

- Liéu dung: 375mg/m?/tudn x 4 tuan.

4.6. Piéu tri hd tro

- Truyén mau

+ T6t nhat 13 truyén méau c6 hoa hop thém cac nhém mau ngoai hé ABO (truyén
hdng cau phenotype).

+ Nén truyén cham va theo ddi sat cac dau hiéu 1am sang.

- Trao d6i huyét tuong:

- Piéu tri va du phong cac bién chimg cua thudc va bénh.

+ Ha huyét ap, giam duong mau, bod sung canxi, kali, cac thude bao vé da day...

+ Loc mau ngoai than trong trudng hop cé suy than cap.

4.7. Theo déi trong qua trinh diéu tri

- Lam sang: Panh gia mirc d6 thiéu mau, mau sic va sb luong nude tiéu, huyét ap,
nhiing biéu hién & da day...

- Can 1am sang: Xét nghiém té bao mau ngoai vi, hong cau ludi 2-3 1an/ tuan. Céac
chi sb duong huyét, dién giai, canxi, bilirubin, men gan, chirc nang than 1-2 lan/tudn. Xét
nghiém Coombs 1 1an/ 1-2 tudn.

5. TIEN LUQONG

Ti 1& dap Gmg chung vdi corticoid 1a khoang 80%. Vi nhitng truong hop phai cét
lach thi ti 18 dap tng tir 38-82%. Khi sir dung rituximab ti 1& dap ung cé thé dat toi 80%
cac truong hop.
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22. HOI CHUNG EVANS

1. PAI CUONG
Hoi chting Evans 1a bénh tan mau ty mién két hop dong thoi voi giam tiéu cau

mién dich.

2. CHAN POAN

2.1. Lam sang

- Hoi ching thiéu mau.

- Ho1 chiing hoang dam.

- Hoi ching xuat huyét:

- Gan lach c6 thé to.

2.2. Can lam sang

- Té bao mdu ngoai vi:

+ Hong cau, luong huyét sic td va hematocrit giam.
+ Hong cau ludi ting.

+ S6 lugng tiéu cau giam.

- Xét nghiém tiiy do:

+ Tay giau té bao, dong hdng cau tang sinh, hong cau ludi tay ting.
+ Mat d6 mau tiéu cau binh thuong hoic ting.

+ Dong bach cau hat phat trién binh thuong.

- Xét nghiém hoa sinh:

+ Bilirubin ting, chi yéu tang bilirubin gian tiép.

+ Haptoglobin giam, LDH tang.

- Xét nghiém mién dich:

+ Xét nghiém Coombs tryc tiép duong tinh.

+ Xét nghiém Coombs gian tiép co thé duong (néu dwong tinh nén dinh danh

khang thé bat thuong).

than...

+ Khang thé khang tiéu cau dwong tinh.

+ Khang thé khang bach cau trung tinh duong tinh.

+ Khang thé khang dsDNA va khang thé khang nhan am tinh.
2.3. Chan do4an phan biét

- Bénh lupus ban d6 hé théng:

+ C6 ton thuong nhu ban ¢ da, dau khop, rung téc, tran dich cdc mang, ton thuong

+ Khang thé khang nhan va thé khang khang dsDNA duong tinh.
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- Ban xuat huyét giam tiéu cau huyét khdi hodc hoi chimg tan mau co ting uré
huyét (TTP - HUS):

+ C6 the c6 sbt, c6 biéu hién than kinh nhu Ii bi, 1d 13n. Biéu hién & than nhu thicu
ni€u hoac vo niéu.

+ Méu ngoai vi c6 giam hdng cdu, tiéu cau, c6 gip manh v& hong ciu.

+ Hoat tinh enzym ADAMTS 13 (A Disintegrin and Metalloproteinase with a
Thrombospondin type 1 motif, member 13) giam.

3. PIEU TRI

3.1. Methylprednisolon

- Liéu dung: 1 - 2mg/kg/ngay. Khi c6 dap tung (huyét sic t6 > 80G/L va tiéu cau >
50G/L) thi giam li¢u dan (30% liéu/ tuan).

- Truong hop con tan mau rAm rd hodc xuat huyét nhiéu noi, nguy co de doa tinh
mang co thé dung lidu cao (bolus):

+ 1g/ngay trong 3 ngay;

+ 3-4mg/kg/ngay trong 3-5 ngay;

+ Sau d6 dung liéu 1-2mg/kg/ngay. Khi c6 dép ung thi giam dan liéu va duy tri.

C6 thé nging thude khi huyét sic t6 va tiéu cau ciia nguoi bénh tré vé binh thuong
v6i liéu duy tri & murc thap (khoang 0.1mg/kg/ngay) trong vong 1 nim ma khong co tai
phat.

3.2. Cac thudc trc ché mién dich: Chi dinh: Bénh khong dap tGng voi diéu tri
corticoid. C6 thé st dung cac thudc sau:

- Azathioprine (Immurel): Liéu dung: 50-100mg/ngay trong 3- 4 thang.

- Cyclophosphamid: Liéu dung: 50-100mg/ngay trong 3-4 thang.

- Cyclosporin A: Liéu ding: 50-200mg/ngay trong 3-6 thang.

- Vincristin: Liéu ding 1mg/tuan tdi thiéu 3 tuan.

- Mycophenolate mofetil: Liéu ding: 500mg-2.000mg/ngay trong 1-3 thang.

3.3. Gamma globulin

- Chi dinh trong truong hop cip ctru: Con tan mau ram rd hodc xuat huyét nhiéu vi
tri, ngudi bénh dép tmg kém vai truyén mau, truyén tiéu cau va methylprednisolone.

- Liéu dung: Tong lidu 1a 2g/kg (0,4g/kg/ngdy x 5 ngay hodc 1g/kg/ngdy x 2 ngay).

3.4. Citlach

3.5. Rituximab

- Chi dinh khi diéu tri ¢rc ché mién dich va cét lach khong c6 hiéu qua.

- Lidu dung: 375mg/m*/tuin x 4 tuan.
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3.6. Piéu tri hd tro

- Truyén méu:

+ T6t nhat 1a truyén mau cé hoa hop thém cac nhom mau ngoai hé ABO.

+ Nén truyén cham va theo ddi sat cac dau hiéu 1am sang.

- Truyén khdi tiéu cau: Pugc chi dinh trong trudng hop c6 xuit huyét hodc tiéu cau
< 10G/L.

- Trao d6i huyét tuong:

- Piéu tri cac bién ching cta thudc: Ha huyét p, giam dudng mau, bo sung canxi,
kali, cac thudc bao vé da day...

3.7. Theo dbi trong qua trinh diéu tri

- Lam sang: Mtrc d6 thiéu mau, mau sic va s6 lugng nudc tiéu, tinh trang xuat
huyét, sé do huyét ap, nhitng biéu hién ¢ da day...

- Can 1am sang: Té bao mau ngoai vi, hong cau ludi 2-3 lan/ tuan. Céac chi sb
duong huyét, dién giai, canxi, bilirubin, men gan, chitc ning thin 1-2 lan/tudn. Xét
nghiém Coombs 1 1an/ 1-2 tuan.

4. DIEN BIEN VA TIEN LUQNG

biéu tri béng methylprednisolone thi ti 1¢ dap ung dat dugc 82%. Cit lach dat ti 1é
dap tng khoang 78% nhung sau 5 nim chi con 52%. Diéu tri bang rituximab c6 thé dat
dugc 80% c6 dap tng. Nguoi bénh co chi dinh sit dung gamma globulin thi ti 1€ dap Gng
1a 60%.
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23. XUAT HUYET GIAM TIEU CAU MIEN DICH

1. PAI CUONG

Bénh xuét huyét giam tiéu cau mién dich (Immune Thrombocytopenic Purpura -
ITP) 1a tinh trang tiéu cau trong mau ngoai vi bi pha huy & h¢ 1ién vong nd1 mo6 do sy cod
mat cua tu khang thé khang tiéu cau.

2. CHAN DOAN

2.1. Chan doan xac dinh: Dya vao cac dic diém 1am sang va xét nghiém.

a. Lam sang

- Hoi ching xuét huyét: xuat huyét duéi da ty nhién, chidy mau chan ring, chay
mau miii, nén ra mau, di ngoai phan den, kinh nguyét kéo dai, di tiéu ra mau. ..

- Hoi chtng thiéu mau: C6 thé gip va mirc do tuong ximg véi mirc d6 xuat huyét.

- Gan, lach, hach ngoai vi khong to.

b. Xét nghiém

- Toéng phan tich t& bio mau ngoai vi:

+ S6 luong tiéu cau giam < 100 G/1.

+ S6 luong hong ciu va luong huyét sic t6 c6 thé giam (mic do giam tuong xing
v6i mirc do xuat huyét).

+ 86 lwong bach cau va cong thirc bach cu thudng trong giéi han binh thuong.

- Tay do: Mat do té bao tiy binh thudng hodc ting. S6 lwong miu tiéu cau binh
thuong hodc ting. Dong hong cau va bach ciu hat phat trién binh thuong, khong gap té
bao 4c tinh.

- Thot gian mau chay: Kéo dai.

- Co cyc mau: Cuc mau khong co hodc co khong hoan toan.

- Cac xét nghi¢m PT, APTT, TT, fibrinogen: Binh thuong.

- Khang thé dic hiéu khang GPIIb-IIla (hoac GPIb) trén bé mit tiéu cau (hoac
trong huyét thanh): Duong tinh.

- Céc xét nghiém:

+ Xét nghiém virus (HbsAg, anti HCV, anti HIV, Epstein Barr..): Am tinh.

+ Xét nghiém bénh mién dich: nghiém phip Coombs, ANA, anti dsDNA, lupus
ban d6 hé thong...: Am tinh.

Hién nay chan doan xuat huyét giam tiéu ciu mién dich van phai dva trén chan

doén loai trtr cac nguyén nhan gay giam ti€u cau khac.
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2.2. Chan doan phan biét:

Can chan doan phén biét v6i cac bénh gy giam tiéu ciu thudng gip nhu: Suy tiy
xuong, lo x& mi cp, ban xudt huyét giam tiéu cau huyét khéi, ung thu di can tiy xuong,
giam tiéu cau & ngudi nghién ruou, nhiém virus (CMV, séi, rubella...), lupus ban d6 hé
thong, dong mau rai rac trong long mach. ..

3.PIEU TRI:

3.1. Nguyén tic diéu tri:

- Quyét dinh diéu trj dva trén sd luong tiéu cau, muac do chay mau va céac dac diém
lam sang khéc cua nguoi bénh (vi du: Bénh kém theo...).

- Can diéu tri khi s6 luong tiéu cau < 30G/l va/hodc ngudi bénh co tridu ching
xuat huyét, dic biét & ngudi bénh c6 chi dinh phiu thuat.

- Muc tiéu diéu tri: Duy tri s6 lwong tiéu cau > 50 G/L va khong c6 xuat huyét trén
lam sang.

- Piéu trj cu thé: Bao gém diéu tri dac hiéu va diéu trj hd tro.

3.2. Piéu tri cu thé:

3.2.1. Piéu trj xuit huyét giam tiéu cAu mién dich & ngwoi l6n:

3.2.1.1. Piéu tri dic hiéu: C6 thé lya chon cac thude sau:

a. Methylprednisolon:

- Puoc khuyén nghi 1a thudce diéu tri “dau tay” cho ngudi bénh xuat huyét giam
tiéu cau tw mién (trir nguoi bénh c6 chdng chi dinh diéu trj corticoid).

- Liéu dung: 1-2 mg/kg can ning/ngay.

+ Néu co dap tng (s6 luong tiéu cau ting 1én > 50G/L): giam liéu dan (30%
lidu/tuan).

+ Néu sau 3 tuan khong co dap Gng: giam liéu (30% liéu/ tuan) va két hop cac
thudc khac.

- Khi s6 luong tiéu ciu tré vé binh thuong: diéu tri duy tri (methylprednisolon
4mg/ngay, udng) trong 1 nam, sau d6 c6 thé ding corticoid va tiép tuc theo ddi.

b. Cdc thuéc irc ché mién dich khdc: Néu sau 3 tuan khong c6 dap tng thi nén két
hop v&i mot trong cac thube sau:

- Cyclophosphamide:

+ Chi dinh: xuat huyét giam tiéu ciu mién dich khong dap ung véi diéu tri

corticoid.
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+ Liéu dung: 50-200mg/ ngdy trong 4 - 8 tuan (udng). Khi sd luong tiéu cau vé
binh thuong: giam liéu dan va diéu tri duy tri 50mg/ ngay trong 3 thang, sau d6 co thé
dirng thude va tiép tuc theo dai.

- Vinca alkaloids (vincristin, vinblastin):

+ Chi dinh: xuit huyét giam tiéu cau mién dich diéu tri bing methylprednisolone
that bai.

+ Liéu: Vincristin 1-2 mg truyén tinh mach mdi tudn 1 1an, it nhit 3 tudn;
vinblastin 0,1mg/kg/ truyén tinh mach mdi tuan 1 lan, it nhat 3 tuan.

- Azathioprin (Imurel): Liéu: 50-250mg/ ngay trong vong it nhat 4 thang.

* Luu y: Nhom thude nay c6 tic dung phu gy giam bach cau.

- Globulin mién dich (Immunoglobulin):

+ Chi dinh: giam tiéu cAu nang, cdp tinh; nguoi bénh c6 chéng chi dinh dung
corticoid hogc xudt huyét giam tiéu cau mién dich tai phat.

+ It dwoc chi dinh ¢ bénh nhan xuat huyét giam tiéu cdu mién dich nguoi 16n (trir
khi ¢6 chiay mau ning de doa tinh mang) va sau d6 thuong phai két hop véi cac thude G
ché mién dich khac.

+ Liéu dung: 0,4g/kg/ngay x5 ngay hodc 1g/kg/ngay x 2 ngay (téng liéu: 2g/kg can
ning), tiém tinh mach. Liéu don duy tri: 0,5- 1g/ kg.

- Anti-(Rh) D:

+ Chi dinh: Khong dap tng véi corticoid va dang trong tinh trang xuat huyét ning,
de doa tinh mang hodc c6 chi dinh phiu thuat cap ciru.

+ Anti-(Rh) D khong dugc chi dinh cho ngudi bénh Rh (-) va hiéu qua rat thap trén
ngudi bénh da cat lach.

+ Liéu don doc: 50-100 pg/ kg, tiém tinh mach trong 3-5 phit.

+ Tac dung phu: Pau dau, budn non, ndn, rét run, sdt, dau bung, ti€u chay, chong
mit, dau co, phan ng qua man. ..

- Danazol: liéu dung: 400-800 mg/ ngay it nhat trong vong 6 thang, thuong dugc
chi dinh két hop véi cac thude trc ché mién dich khac.

- Rituximab:

+ Chi dinh: Xuat huyét giam tiéu cu mién dich tai phat.

+ Liéu dung: 375mg/m* da/ 1an/ tuan x 4 tudn (1 dot diéu trj).

- Mycophenolate Mofetil (CellCeft):

+ Chi dinh: xuat huyét giam tiéu cau mién dich tai phat hodc khong dap tng voi

cac phuong phap diéu tri khac.
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+ Liéu dung: 0.5- 2g/ngay trong 4 - 8 tudn (udng). Khi sé luong tiéu cau vé binh
thuong: giam liéu dan va diéu tri duy tri 0.5g/ ngay trong 3 thang, sau d6 c6 thé ding
thudc va tiép tuc theo doi.

c. Cat ldch:

- Chi dinh: Trong truong hop:

+ Piéu tri 6 thang bang methylprednisolone va cac thudc e ché mién dich khac
that bai hodc nguoi bénh xuét huyét giam tiéu ciu mién dich tai phat nhiéu lan.

+ Tinh trang sinh mAu tiéu cau trong tuy con tot.

+ Khong c6 bénh noi khoa kem theo.

+ Nguoi bénh tu nguyén.

Néu cit lach khong c6 dap tng, tiép tuc diéu tri lai bang methylprednisolone va
cac thude e ché mién dich khac nhu ban dau.

Luu y:

+ Nén tiém phong trude khi cit lach 2 tudn d6i v6i cac bénh: Pneumococcus,
Hemophilus Influenza, Meninngococcus, Haemophilus Influenzae type B...

+ Ubng khang sinh du phong sau khi cat lach (penecillin V, erythromycin...)

+ Ngudi bénh c6 sé luong tiéu cau < 50G/L dic biét < 20G/L can diéu tri corticoid
va/ hodc Globulin mién dich trudc phau thuat dé nang cao ) luong tiéu cau, giam tdi da
nguy co chay mau trong va sau phau thuat.

+ Truyén khéi tiéu cau trude va trong phiu thuat dé giam nguy co chdy mau.

3.2.1.2. Piéu tri hé tro:

a. Truyén khéi tiéu cau:

- Chi dinh khi: C6 xuét huyét hodc khi khong c6 xuat huyét nhung cé sé luong tiéu
ciu < 20G/L.

- Uu tién truyén khéi tiéu cau gan tach tir mot ngudi cho (khdi tiéu cau gan tach tir
mot nguoi cho).

- Néu khong c6 khéi tiéu cau gan tach tir mot ngudi cho, chi dinh truyén khdi tiéu
cau pool (dwoc tach tir nhiéu ngudi cho mau); nén truyén khdi luong 16n ngay tir dau, lidu
luong co6 thé téi 6-8 don vi/ ngay dé nhanh chong 1am giam nguy co xuit huyét ning cho
nguoi bénh.

b. Truyén khoi hong cau: Khi c6 thiéu mau.

c. Trao déi huyét twong: Thuong ap dung trong cac truong hop xuat huyét ning,
dién bién cip tinh, c6 thé kém theo cac bénh 1y khac nhu viém gan, tan mau mién dich...

d. Tranexamic acid (Transamin):
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- C6 thé dung ca duong udng va tiém.

- Liéu dung: 250-500 mg/ 1an x 3 dén 4 1an/ ngay.

- Néu s6 luong tiéu cAu giam nhiéu va xuat huyét rat ning: Truyén tinh mach véi
lidu 0,1g/kg/30 phut dau sau d6 truyén lién tuc 0,5-1g/h dén khi ngirg xuat huyét.

- Chdng chi dinh: Nguoi bénh di tiéu ra mau.

3.2.1.3. Piéu tri ngwoi bénh xudt huyét giam tiéu cau tw mién cé so lwong tiéu
cau giam nang (< 10G/L) va xudt huyét ning:

- Truyén khdi tiéu cau (uu tién khi tiéu cau “mdy”, 1 don vi/ 1an/ ngay).

- Methylprednisolone lidu cao (liéu “bolus™): 1g/ ngay x 3 ngdy (truyén tinh mach).

- Hodc immunoglobulin (IVIg), liéu ding: 0,4g/kg/ngdy x5 ngay hodc 1g/kg/ngay
x 2 ngay (tong lidu 2g/kg can niang), tiém tinh mach.

- Hoac két hop methylprednisolone 1g/ ngay x 3 ngay va immunoglobuline 1g/kg/
ngay x 2 ngay.

- Hoic liéu don anti D: 50 - 100 pg/ kg/ ngay, tiém tinh mach cham trong 3 - 5°.

- Tranexamic acid (Transamin): Truyén tinh mach 0,1g/kg/30 phat dau sau do6 truyén
lién tuc 0,5-1g/h dén khi nglmg xuat huyét. Chdng chi dinh: Nguoi bénh di tiéu ra mau.

3.2.2. Diéu tri xudt huyét giam tiéu cau mién dich & tré em: C6 thé lua chon cac
thudc sau:

a. Methylprednisolone:

- Liéu dung:

+ Methylprednisolone 2mg/kg cin ning/ngay x 10 - 20 ngdy, sau d6 giam liéu
trong vong 1 - 2 tuan va ngimg thude hoic

+ Methylprednisolone 4mg/kg/ngay x 7 ngdy sau d6 2mg/kg/ngay x 2 tuan, sau do
giam liéu dan (30% liéu/tudn).

- Néu khong c6 dap ung hodc sau khi c6 dap ung, ngudi bénh ngimg thude thi tiéu
cau lai giam, can diéu tri mot dot methylprednisolone trong 4 tuan voi lidu nhu trén.

b. Globulin mién dich (Immunoglobulin - Ig)

- Chi dinh:

+ Xuét huyét giam tiéu cau mién dich & tré so sinh va dudi 2 tudi.

+ Truong hop chay mau cép tinh, de doa tinh mang.

+ Truong hop can tang nhanh sb lugng tiéu cau hodc chuén bi phﬁu thuat.

- Liéu dung:

+ Thé cép tinh: 0,4g/kg/ngdy x5 ngay hodc 1g/kg/ngay x 2 ngay (tong lidu: 2g/kg

can nang), ti€ém tinh mach cham trong 3 -5 phut.
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+ Thé man tinh: 1g/kg/ngay x 2 ngay, sau d6 diéu tri xen k& methylprednisolone va
Globulin mién dich (0,4 - 1g/kg) phu thudc dap ung cua ngudi bénh.

c. Anti-(Rh) D:

- Chi dinh: Xuat huyét giam tiéu cau khong dap tng voi methylprednisolone; xuat
huyét ning, de doa tinh mang hodc c6 chi dinh phau thuét cip ctu. Anti- (Rh) D khong
dugc chi dinh cho bénh nhi Rh (-) va hiéu qua rat thap trén bénh nhi di cat lach.

- Liéu don ddc: 50- 100 ng/ kg, tiém tinh mach trong 3-5 phut.

d. Cit lach

- Chi dinh:

+ Bénh nhi ¢6 nguy co chay mau ning, de doa tinh mang, khong dép ung véi diéu
tri no1 khoa.

+ Thé man tinh, c6 xuat huyét trén 1am sang va sb lugng tiéu cau ludén < 30G/l,
khong dap tmg véi diéu tri ndi khoa.

-Luuy:

+ Chi nén chi dinh cét lach & tré em > 5 tudi, d3 duge chan doan > 2 nam va diéu
tri ndi khoa khong dap ung.

+ Céc diéu tri trudc, trong va sau cit lach gidng nhu & nguoi 16n.

d. Cic thuéc trc ché mién dich khdc: it dugc st dung. Chi lya chon khi c6 chay
mau ning, de doa tinh mang, nguy co tir vong va bién chtng cao. Liéu dung: Twong tu
nhu & nguoi 16n.

e. Pidu tri xudt huyét giam tiéu cdu mién dich 6 tré em cé sé lwong tiéu ciu
gidam ndng (< 10G/L) va xudét huyét ning:

- Truyén khdi tiéu cau (uu tién truyén khéi tiéu cau gan tach tir mot ngudi cho).

- Methylprednisolone liéu cao 500mg/ m* da/ngay, chia 3 1an, truyén tinh mach.

- Hodc immunoglobulin (Ig): Liéu dung: 0,4g/kg/ngdy x5 ngay hoic 1g/kg/ngay x
2 ngay (tong lidu 2g/kg can ning), tiém tinh mach.

- Hodc két hop methylprednisolone 500mg/m” da/ngay, chia 3 1an, truyén tinh
mach va immunoglobuline 1g/kg/ ngay x 2 ngay.

- Hoic két hop vincristin 2 mg/m * da/ 1an, truyén tinh mach va gan huyét twong
d6i voi cac thé khong dap tmg voi cac phuong phéap diéu tri trén.

- Cit lach cap ciru.

- Tranexamic acid (Transamin): Truyén tinh mach 0,1g/kg/30 phat dau sau do6 truyén

lién tuc 0,5-1g/h dén khi ngimg xuét huyét. Chong chi dinh: bénh nhi di tiéu ra mau.
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24. ROI LOAN CHU'C NANG TIEU CAU

1. KHAI NIEM

Ri loan chirc nang tiéu cau 1a bénh 1y do bat thudng cac glycoprotein (GP), hat,
men hodc receptor ctia tiéu cau... ddn dén bat thuong cac chirc ning dinh, ngung tap, giai
phong va hoat tinh tién dong méu cua tiéu cau.

2. XEP LOAI: Tuy theo nguyén nhan giy bat thuong chirc ning tiéu cau, co cac
nhoém sau:

2.1. Réi loan chite niing tiéu cAu bam sinh: C6 5 nhém nguyén nhéan chinh:

a. Do bit thwong glycoprotein (GP):

- Hoi chiing Bernard - Soulier.

- Bénh suy nhuoc tiéu cau Glanzmann.

- Bénh von-Willebrand thé tiéu cau.

b. Do bit thiwong twong tic khung - mang té bao: Hoi chimg Wiskott - Aldrich.

c. Do bit thwong hat tiéu cau:

- Thiéu hut kho du trit 5.

- Hoi ching tiéu cau xam (thiéu hat o).

- Thiéu hut kho du trit o, .

- Bénh rdi loan chtrc ning tiéu cau Quebec (yéu tb V Quebec).

d. Do bit thuwong hoat tinh tién dong mau cua tiéu cau.

e. Do bit thwong receptor hoat héa, din truyén tin hi¢u va hién twong tiét cia
tiéu cau.

- Bét thuong receptor, dan tmyén tin hiéu hoat hoa dac hiéu.

- Bat thuong chuyén hoa acid arachidonic va san xuét thromboxan.

- Bit thuong phopholipase C, Gog, huy dong va dap tng calci.

2.2. Réi loan chitc ning tiéu cAu mic phai: Co cac nhom bénh chinh sau:

- Réi loan chirc ning tiéu cau trong cac bénh 1y huyét hoc: Hoi ching tang sinh tiy
man tinh, lo xé mi cép va man, hoi ching r6i loan sinh tuy...

- Réi loan chirc ning tiéu cu trong bénh 1y khong phai huyét hoc: Tang ure méu.

- Rdi loan chtrc ning tiéu cau do thudc: Aspirin, dipyridamole, thudc khang viém
non - steroid, ticlopidine, clopidogrel, thudc diéu tri bénh tim mach (abciximab,
eptifibatide...).
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3. CHAN DOAN:

3.1. Pic diém chung:

a. Triéu chirng lam sang:

Triéu chimg chung thuong gip 14 xuat huyét & dudi da va niém mac nhu: Chay

mau chan rang, chdy mau mii, xuat huyét ti€u hoa, ti€u do, kinh nguyét kéo dai, xuat

huyét ndo, chay mau sau nho rang, sau phau thuat... Hiém gip xuat huyét tiéu hoa hodc

chay mau khop.

b. Xét nghiém:

- S6 lugng va hinh thai tiéu cau: Thuong binh thuong.

- Thoi gian mau chdy: Thuong kéo dai.

- Co cuc mau dong: Co khong hoan toan hoac khong co.

- Phan tich chirc ning tiéu cau - PFA (platelet function analysis): Kéo dai.

- Ngung tap tiéu cau véi cac chit kich tdp (ADP, Thrombin..): Giam/khéng ngung tap.

- Di truyén-sinh hoc phan tir: Tty ting thé bénh ma c6 chi dinh xét nghiém hop 1y dé

phét hién nhiing bat thuong vé NST, gen.

3.2. Pac diém ctia mot so bénh/ hgi ching roi loan chirc nang tiéu cau.

Bang 1: Dac diem mot so bénh/hgi chirng roi loan chirc ning tiéu cau bam sinh

n Dijlc A PN -
Benh/ | gk i | Coché | Triu ching Thay déi xét nghiém

hoi ching A bénh sinh lam sang :

truyeén
Hoi chung | Di Thiecu GP |- Chay madu |- SO luong ti€u cau giam.
Bernard - [truyén | Ib/IX  lam | mii, chay mau | - Ti€u cau kich thude lon (tiéu cau
Soulier lan, NST | cho tiéu cau | chan rang, khong 16). L

. R ‘ 2 <. | - Thé tich khoi tiéu cau (PCT): Binh
thuong. | khong gan | xuat huyét .
| thuong.
duoc voil | dudi da, xuat

yéu t6 von -
Willebrand,
dan dén tiéu
ciu khong
dinh  duoc
véi collagen
(16p
noi mo).

dudi

huyét tiéu hoa,
tiéu do, kinh
nguyét kéo
dai, xuat huyét

nao.

- Thot gian mau chay kéo dai.

- Cuc mau: Co khong hoan toan hodc
khong co.

- PFA: Kéo dai.

- Ngung tap tiéu cu voi:

+ Ristocetin: Khong ngung tap.

+ ADP, adrenalin, collagen: Binh
thuong (c6 thé ting).

- Pinh luong yéu t6 von Willerbrand:
Binh thuong.

- Pinh lugng GPIb /IX /V tiéu cau:
Giam hoac khong cé.
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Bénh/

Dac

Co ché

Triéu ching

hoi ching (:;il;lé(: bénh sinh lam sang Thay doi xét nghi¢m
Suy nhuoc | Di Thieu GP |- Chdy mau |- SO lugng va hinh thai ti€u cau: Binh
tiéu cau | truyén IIb/Illa 1am | mii, chan | thuong.
Glanzmann | lan cho tiéu ciu | ring, xuat | - Thoi gian mau chay kéo dai.
(NTS s6 | khong gin | huyét dudi da, | - PFA: Kéo dai.
17). dugc  véi | xuat huyét tiéu | - Ngung tap tiéu cau voi:
fibrinogen, | hoa, tieu do, |+ ADP, epinephrine, thrombin,
dan dn tiéu | kinh nguyét | collagen, thromboxane A,: Giam nang
cau khéng | kéo dai, xuit | hodc khong ngung tap.
ngung  tap | huyét nao, | + Ristocetin 0,5 mg/ml: Khong ngung
vl nhau | chdy méu sau | tép
duoc. phau thujt. + Ristocetin 1,5mg/ml: Binh thuong
- Binh lugng GP IIb/Ila: Giam.
Bénh von - | Di Bat thuong |- Chay mau | - SO luong tiéu cau: C6 thé giam.
Willebrand | truyén GPIb/IX mili, chdy mau | - Kich thudc tiéu cau: C6 thé 1n.
the tiéu | troi, chan rang, | - Thoi gian mau chay kéo dai.
cau. NST Xudt huyét | - Yéu t6 von - Willerbrand huyét
thuong. dudi da. tuong: Giam.
- Ngung tap tiéu cdu véi ristocetin
(ndéng do thap) va botrocetin: Tang.
Ho6i chimg | Di Bit thuong | - Nhiém tring | - SO luong tiéu cau: C6 thé giam.
Wiskott - | truyén GP tai phét, | - Kich thudc tiéu cau: Nho.
Aldrich lan trén | Sialophorin | Eczema, c6 thé | - Thoi gian méau chay kéo dai.
NST X | cuatiéu cau. | kém theo bénh | - Bat thuong mién dich do bat thuong
ac tinh (u|lympho T
lympho), lach to
Hoéi chung | Di Thiéu hyt |- Chay mau |- Giam so lugng tiéu cau.
tiéu cau | truyén multimerin, |kéo dai sau |- Dinh luong yéu td V tiéu cau giam.
Quebec troi NST | thrombospo | chin thuong. | - Dinh luong yéu té V huyét tuong
thuong | din binh thuong.
Thiéu hut | Di Thiéu hat |- Chay mau |- SO luong va hinh thai tiéu cau: Binh
kho du tri | truyén dic (hat §). | mui, chdy mau | thuong.
) lan trén chan ring, | - Thoi gian mau chay: C6 thé kéo dai.
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N Pac X oA ,
h@]isecllill]'r/ng diélil;\di bgn(;,lcslilrelh Tl{gﬁ ;;l:lrgg Thay do6i xét nghiém
truyen i i .
NST xuat huyét | - Ngung tap ti€u cau voi:
thuong dudi da. + ADP, epinephrine, collagen. giam
hodc khong ngung tap.
+ Thrombin: Khéng ngung tap.
Hoi chang | Di Thiéu hat .. |- Chay mau | - SO luong tiéu cau thudng giam.
tiéu cau | truyén miii, chdy méu | - Thoi gian méau chay kéo dai.
Xam lan trén chan rang, | - Tiéu cau kich thuéc 16n, hinh bau
NST Xuét huyét duc, nhat mau.
thuong. dudi da, lach |- Co cyc mau: Co khong hoan toan
to (cO thé c6). | hodc khong co.
- PFA: K¢éo dai.
- Ngung tap tiéu cau voi:
+ Collagen, thrombin: Giam
+ADP, adrenalin: Binh thuong hoac
giam nhe.
R6i  loan | Hiém Bit thuong | Chay mau sau | - Thoi gian mau chay: Binh thudng.
hoat tinh | gip, di|vi t4i cia|nhd ring, sau |- Dinh luong yéu td 3 tiéu cau: Giam.
tién dong |truyén | tiéu cau. phdu  thuit;
mau  cua | NST phu nr rong
tiéu cau. thuong. kinh, chay
mau kéo dai
sau sinh dé.

Bang 2: Pac diem mot so bénh/ hi chimg roi loan chirc ning tiéu cau mac phai

h@li;illill’i/ng bef(ziglcslillelh Thay d6i xét nghiém Piéu tri
Bénh ly Huyét hoc: - Bat thuong |- Roi loan xét nghiém dic hiéu: | Pidu  tri
- Hoi ching tang sinh tuy | phong thich va | tuy theo bénh chinh. bénh chinh
man tinh. chuyén hoa acid | - Thoi gian mau chay, PFA: Kéo | va diéu tri
-Loxémi cép, man. arachidonic. dai. triéu ching
- Hoi chimg réi loan sinh | - Thiéu hut kho dy | - Co cuc mau dong: Co khong | bang
tuy. trit méc phai. hoan toan hoac khong co. truyén khéi
- Dai huyét sac to kich phat | - Bat  thuong | - Ngung tap tiéu ciu véi cac chit | tiéu  ciu
ban dém... receptor mang tiéu | kich tap: Co thé binh thuong, | dam dac.

cau.....

giam hoac khong ngung tap.
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h@li;f:;llll]i/ng bgl(;’lcslil;h Thay déi xét nghiém Piéu tri
Tang ure mau. Bat thuong kha | - Tang ure mau. - biéu tri
nang dinh, ngung | - Thoi gian mau chay, PFA: Kéo | bénh chinh.
tap va ché tiét cua | dai. - Loc than

tiéu cau. - Co cuc mau dong: Co khong | nhan tao.
hoan toan hoac khong co. - Truyén
- Ngung tap tiéu cau voi cac chat | khdi  tiéu
kich tap: C6 thé binh thudng, | ciu  dam

giam hodc khong ngung tap. dac.

Roi
loan
churc
nang
tiéu
cau
do
thube

Uc ché men cyclo
oxygenase

- S lwong tiéu cau binh thuong.

- Thot gian mau chay, PFA: Kéo
dai.

- Ngung tap tiéu ciu voi cac chat

Aspirin kich tap: C6 thé binh thuong,
gidm hodc khong ngung tap.
Khoa kénh dan cta | - SO luong tiéu cau binh thuong.
Dipyridamole Adenosin. - Thot gian mau chay, PFA: Kéo

dai.

- Ngung tap tiéu cdu v6i cac chat
kich tap: Co6 thé binh thuong,
gidm hodc khong ngung tap.

Thudc khang viém | Uc  ché  men | Ngung tap tiéu cau: Giam/ khong
khong steroid cyclooxygenase. ngung tap.

Ticlopidine, Khang  receptor | Ngung tap tiéu cau véi cac chat
Clopidogrel cia  ADP  trén | kich tap: Giam/khong ngung tap.

mang ti€u cau

Thudc diéu tri bénh
tim
mach(Abciximab,
Eptifibatide..

U}: ché GP 1Ib/Illa
ti€u cau.

Ngung tap tiéu cau voi cac chat
kich tap: Gidm hodc khong ngung
tap.

Ghi chu: GP (Glycoprotein); PFA (platelet function analysis): Xét nghiém phan tich chuc

nang tiéu cau.

4. PIEU TRI:

- Khong c¢6 phuong phép diéu tri dac hi¢u, truyén khoi ti€u cau néu chdy mau

nhiéu.

- Réi loan churc ning tiéu cau thtr phat: Loai bo nguyén nhan gy, diéu trj bénh

chinh (vi dy: Suy thén, tang ure mau: Loc than nhan tao...).

- bicu tri tri¢u ching:

+ Chay mau miii: d¢ ép tai chd, ngang cao dau, nhét méche; that hoic lam tic dong

mach phia trong ham trén.
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+ Thudc chéng tiéu soi huyét: Thudng duoc chi dinh cho bénh nhan chay mau
chan ring, chay méau sau nhd rang. Tranexamic acid (transamin) 0,5-1,0 g/lan x 3-4 lan/
ngay (tiém tinh mach) hodc dung dich tranexamic acid (transamin) 5% x 10ml/ lan x 3 -
4 1an/ ngay (xtic miéng) dén khi cam mau.

+ Dung thudc tranh thai noi tiét t6 (dé kiém soat chay mau kinh nguyét qua nhiéu).

+ Nguoi bénh sau dang c6 xuat huyét ning va co khang thé khang tiéu cau (do
truyén khdi tiéu cu): diéu tri bang yéu t6 VII hoat hoa (lidu dung: 90 p/kg x 3 lidu, cach
nhau 3 gio; hodc lidu duy nhat 270 p/kg, tiém nhac lai liéu 90 p/kg sau 6 gid néu van
chay mau).

+ B0 sung sat: do chay mau qua nhiéu, kéo dai gay thiéu mau thiéu sit .

- Cac bién phép khac:

+ Loai bd cac nguyén nhan c6 kha nang gay chay mau.

+ Khong st dung cac thudc c¢6 anh hudng dén chirc ning tiéu cau nhu: Aspirin, cac

thudc chdng viém khong steroid, heparin.
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25. PONG MAU RAI RAC TRONG LONG MACH
(Disseminated Intravascular Coagulation: DIC)

1. PAI CUONG

Khai niém: DPong mau rai rac trong long mach (Disseminated Intravascular

Coagulation: DIC) 1a mot hoi chung dic trung boi sy hoat héa dong mau mat tinh khu

trii, bat ngudn tir nhiéu nguyén nhdn, giy lang dong fibrin, hinh thanh huyét khoi, nhat 1a

0 cac vi mach & nhi€u co quan trong co thé dan tdi tinh trang tac mach va xuat huyét.

2. CHAN DOAN

2.1. Chan do4n xac dinh: Hién tai & Viét Nam, theo quyét dinh ctia H61 nghi khoa

hoc toan qudc vé Péng mau tng dung 1an thtr VI, chan doan DIC duoc 4p dung theo tiéu

chuin do Hi¢p hoi cAm mau va tic mach quéc té (ISTH) dé xuét; Cu thé:

- Trén 1am sang c6 mot bénh 1y c6 thé gay DIC;

- Xét nghiém: Panh gia qua thang diém:
+ S6 lugng tiéu cau: >100G/L =0 diém; 50 - 100G/L =1; < 50G/L = 2.

+ D-Dimer: Khong ting = 0 diém; Tang vira = 2 diém; Tang cao = 3 diém.

+ PT: Kéo dai < 3 gidy so v6i chimg = 0 diém; kéo dai 3 - 6 gidy = 1 diém; kéo dai

> 6 gidy = 2 diém.

+ Fibrinogen: >1G/L = 0 diém; < 1G/L =1 diém.

Panh gia tong diém:

-> 5 diém: Chan doan DIC va kiém tra cac xét nghiém hang ngay dé theo doi tién trién.

- < 5 diém: Lap lai xét nghiém sau 1- 2 ngay néu biéu hién 1am sang nghi ngd DIC.

2.2. Chan do4an phén biét

Phan biét DIC v4i mét sb hoi chung bénh 1y thiéu mau tan méau vi mach khac:

Bang 1: Phan biét DIC va mét s6 hdi chirng khac.

TTP HUS HELLP DIC
Té6n thuong than kinh trung uong +++ +/- +/- +/-
Suy than +/- +++ + +/-
Sét +/- -+ - -
Suy gan +/- +/- +++ +/-
Tang huyét ap -+ +/- -+ -
Tan mau -+ ++ + +
Giam tiéu cau +H+ ++ ++ -+
Bat thuong XN dong mau - - +/- +++
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Cha thich:

- TTP (Thrombotic Thrombocytopenic Purpura): Ban xuit huyét giam tiéu cau
huyét khoi.

- HUS (Hemolytic Uremic Syndrome): Hoi ching tan mau tang ure.

- HELLP (Hemolysis Elevated Liver enzymes Low Platelet count): Tan mau tang
men gan giam tiéu cau.

3. PIEU TRI

3.1. Piéu tri bénh chinh giy DIC

Diéu tri tich cuc bénh chinh dé loai bo nguyén nhan gay DIC déng vai trd quan
trong trong diéu tri hoi chirng nay.

3.2. Piéu trj DIC

a. Piéu tri giam dong, chong chdy mdu: Pong vai trdo quyét dinh trong ctru séng
ngudi bénh, nhét 13 nhitng trudng hop chay mau nang.

- Chi dinh: khi c6 xuat huyét, hodc két qua xét nghiém giam dong nang, nguy co
xuat huyét cao.

- Loai ché pham va liéu luong:

+ Truyén khdi tiéu cau khi 14m sang c6 chay mau va sé luong tiéu cau < 50G/L
hodc khong chay méau nhung sb lugng tiéu cdu < 20G/L; Liéu luong: Duy tri s6 luong
tiéu cau > 50 G/L.

+ Truyén huyét twong twoi dong lanh khi c6 chay mau va PT % giam <50% hoic
khong chay mau nhung PT% < 30%; liéu luong: 15 - 20ml/kg/24h, ngimg truyén khi PT
> 70%. Truong hop chéng chi dinh truyén huyét twong tuoi dong lanh do qué tai tuan
hoan, thay thé bang phirc hgp prothrombin ¢6 dic.

+ Truyén tia lanh yéu t5 VIII (cryoprecipitate) khi fibrinogen <1G/L; liéu lugng: 2
-3 don vi / 24 gid, ngimg truyén khi fibrinogen > 1,5 G/L.

+ Truyén khéi hong ciu khi Hb < 80G/L hoidc ngudi bénh tiép tuc chay mau.

b. Diéu tri thuéc chong dong

- Heparin trong lugng phan tir thap

+ Chi dinh: Lam sang c6 huyét khdi hodc nguy co huyét khi cao, khong c6 chay
mau de doa tinh mang ngudi bénh; két qua xét nghiém cho thay cé tinh trang hoat hoa
d6ng mau chiém wu thé.

+ Liéu luong: 50 - 100 UI anti Xa/kg/12gio, tiém dudi da.

+ Diéu chinh liéu dya vao:
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cao.

e Dién bién cua DIC, cu thé: Két qua nghiém phap ruou, ndng do monomer fibrin
hoa tan, ndng do D-Dimer, két hop triéu ching xuat huyét, huyét khdi trén 1am
sang;

e Nong do anti Xa: Duy tri & mic 0,35 - 0,7 UI /ml.

- Heparin tiéu chuan (heparin standard):

+ Chi dinh: Nhiing ngudi bénh DIC cing t6n tai huyét khdi va nguy co chay mau

+ Liéu lwong: 300-500 UI/6 gid, truyén tinh mach;

+ Diéu chinh liéu dya vao:

e Két qua APTT: Duy tri & mic APTT kéo dai gap 1,5 dén 2 1an so véi chimg
(tién hanh xét nghiém 4-6 gio /1an).

e Dién bién cua DIC, cu thé: Két qua nghi¢m phap ruou, n6ng d6 monomer fibrin
hoa tan, néng do D- Dimer, két hop tri¢u ching XUAt huyét, huyét khdi trén 1am
sang;

c. Diéu tri thuéc chéng tiéu soi huyét: Acide tranexamique

- Chi dinh: khi chay mau ning de doa tinh mang nguoi bénh va két qua xét nghiém

thé hién tinh trang tiéu soi huyét thir phat noi troi.

- Liéu luong: 10mg/kg x 2 - 4 1an/ 24 gio, tiém hodc truyén tinh mach lién tuc.
- Ngtmg diéu tri khi fibrinogen > 2G/L.
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26. HOI CHUNG ANTIPHOSPHOLIPID

1. PAI CUONG

Hoi ching Anti-phospholipid (Anti-phospholipid syndrome - APS) la mét hoi
chtng c6 biéu hién 1am sang cha yéu 1a tic mach hodc say thai tai dién, v&i su xuét hién
ctia khang thé chdng phospholipid hodc chdng lai cac quyét dinh khang nguyén protein
gin phospholipid.

2. CHAN POAN

2.1. Lam sang

Biéu hién 1am sang cua hoi chimg Anti-phospholipid rat da dang, co thé gip tén
thuong & nhiéu co quan voi biéu hién chinh 14 tic mach, thiéu mau cuc b hodc nhdi mau
& cac t6 chirc va cac bién ching thai nghén. Cac biéu hién nay c6 thé xuat hién doc lap

hodc ddng thoi véi bénh chinh (hoi chimg Anti-phospholipid thir phat).

Céc biéu hién 1am sang lién quan téi hdi chirng Anti-phospholipid

Huyét khéi dong mach hoac tinh mach*

Céc bién chimg thai san do suy dinh dudng nhau thai, bao gdm say thai tu phat, chim phat trién
trong tir cung, tién san giat, dé non, va sy dut ro1 nhau thai*

Dot quy do tic mach va huyét khéi*

Huyét kh6i mach nao (Nhoi mau ndo)*

Mang tim xanh dang ludi, viém mach hoai tir da

Bénh 1y dong mach vanh

Bénh 1y van tim

Bénh 1y than

Tang 4p dong mach phoi

Hoi chiing phoi cap

Chtng xo vita dong mach va bénh dong mach ngoai vi

Bénh 1y vOng mac

Suy thuong than, sy phat trién huyét khdi thugng than gy chay mau*

Hoi chung Budd - Chiari, huyét khdi mach mac treo ruét, huyét khdi gan, hoai tu thuc quan, loét da
day - rudt, hoai tur tui mat*

Mit thinh giac

Hoi ching anti-phospholipid toan phét (thé tham) véi huyét khéi da vi mach*
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2.2. Can lam sang

Chi dinh xét nghiém tim khang thé khang phospholipid (anti-phospholipid = aPL).

(Khang thé khang Cardiolipin, khang thé khang B,-Glycoprotein I, khang thé khang
phosphatidylcholin, khang thé khang phosphatidylethanolamine, khang thé khang
phosphotidylserin) va khang dong Lupus (LA - Lupus Anticoagulant) trong nhitng truong
hop sau:

- Tc tinh mach va/ hodc dong mach ¢ nguoi dudi 50 tudi;

- Tic mach & nhitng vi tri khong thudng gap hoac lién quan dén bénh ty mién;

- APTT kéo dai khong rd nguyén nhan;

- Phu nit ¢6 bién chimg thai nghén khong giai thich duoc.

Chan doan khi duong tinh it nhat 2 1an, cach nhau it nhat 12 tuan.

- Két qua duong tinh: Lam lai sau mdi 6 tudn.

- Lupus ban do hé¢ théng, bénh tu mién: Néu am tinh, lam lai dinh ky (c6 thé xuat
hién khang thé trong twong lai).

2.3. Chan do4n xac dinh

a. Tiéu chudn lim sang

- Bang chung cta huyét khéi: Huyét khdi tinh mach hodc huyét khéi dong mach
hoac huyét khdi mao mach, duogc khéng dinh bﬁng chan doan hinh anh hodc mé bénh hoc.

- Bién chiing thai san:

+ Mot hodc nhiéu lan thai chét luu sau 10 tuan khong giai thich dugc ma hinh thai
phoi thai binh thuong;

+ Mot hodc nhiéu 1an dé non trude 34 tuan;

+ Ba hodc hon ba lan say thai tu phat truéc 10 tuan ma khong c6 bat thuong
hormon cua thai phu hay sai 1éch nhiém sac thé cua bd, me.

b. Tiéu chudn xét nghiém

- LA test duong tinh;

- Khéang thé khang cardiolipin duong tinh;

- Khéang thé khang B,-Glycoprotein I duong tinh;

- Khang thé khang phosphatidylcholin dwong tinh;

- Khang thé khang phosphatidylethanolamine duong tinh;

- Khéang thé khang phosphotidylserin duong tinh.

Cac xét nghiém dugc coi 1a ¢o ¥ nghia khi dwong tinh it nhat 2 1an, cach nhau it
nhat 12 tuan.

Chéan doan xac dinh hoi chiing Anti-phospholipid doi hoi it nhat mot tiéu chuan

lam sang va mot ti€éu chuan xét nghiém.
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3. XEP LOAI

3.1. Hoi ching Anti-phospholipid tién phat: Hoi chung Anti-phospholipid
khéng tim dugc nguyén nhan hay bénh 1y phéi hop.

3.2. Hoi ching Anti-phospholipid thir phat: Hoi ching Anti-phospholipid sau
hodc kém theo:

- Lupus ban d6 hé théng.

- C4c bénh ty mién va td chuc lién két khac.

- Cac bénh cam ung do thubc: Procainamid, hydralazin, quinidin, pherothiazin,
penicillin...

3.3. APS toan phat (thé tham) (CAPS- Catastrophic APS): Dién bién cip tinh, va
toan phat ton thuong nhiéu co quan, thiéu mau cuc bo, bit tic mach mau nho lan toa.
Chan doan dua trén cac tiéu chuén:

- Téc mach tir 3 t6 chirc/ co quan trd 1én;

- Cac biéu hién xay ra dong thoi hodc khong qua mot tuan;

- Xét nghiém c6 khang thé aPL.

4. CHAN POAN PHAN BIET

4.1. Phan biét véi cac bénh ly ¢6 thé sinh khang thé aPL nhu: Cac bénh nhiém
trung: giang mai, bénh Lyme, nhiém HIV,... hoic sau s dung mot s6 thudc. Phan biét
dua trén tién sir bénh, triéu chtng 1am sang, xét nghiém xac dinh bénh (xét nghiém TPHA
tim giang mai, xét nghiém HIV...), lam lai xét nghiém tim khéng thé aPL sau mdi 6 tuan.

4.2. Phan biét voi Hemophilia (APTT kéo dai), dac biét 1a Hemophilia A mic
phai (c6 khang yéu t6 VIII): Phan biét bang dinh luong yéu t6 dong mau dudng ndi sinh,
xét nghiém dinh lugng hoat tinh khang yéu t6 VIIL

4.3. APS toan phat (thé tham): Phan biét véi dong mau ndi mach rai rac (DIC),
xudt huyét giam tiéu cau huyét khéi (TTP).

5. PIEU TRI

5.1. Piéu tri du phong

- Khong c6 chi dinh diéu tri néu nguoi bénh khong co biéu hién tic mach hay tién
sir say thai trude d6. Theo ddi dau hiéu tic mach trén 1am sang va theo ddi xét nghiém
khang thé 3 thang/ lan.

- Phu nit c¢6 hoi chimg Anti-phospholipid va tién st say thai trudc d6: Sir dung
aspirin (70-100mg/ngay).

- Ngudi bénh Lupus ban do hé théng va hoi ching Anti-phospholipid thir phat:
Hydroxycloroquin (200-400mg/ngay), c6 thé phdi hop corticoid.
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- C6 thé can nhic diéu tri thudc ha m& mau & nhirng ngudi bénh ¢c6 md mau cao,
X0 vira mach.

5.2. Piéu tri khi c6 tic mach

- Heparin ti€u chuan (5.000-10.000 U/12h tiém dudi da hodc ti€ém tinh mach, khéi
dau 5.000U, sau d6 1.000-2.000 U/gid. Duy tri rAPTT 1,5 - 2,0.

- Heparin trong luong phan tir thip (Low Molecular Weigh Heparin = LMWH):
20-40mg/ngay, tiém dudi da. Theo ddi bang anti Xa (duy tri anti Xa 0,5-1 U/ml).

- Warfarin: Duy tri INR 1,5 - 3,0 hoac > 3,0 tuy theo mirc do tdc mach.

- Aspirin: 70-100 mg/ngay.

Trinh tu phdi hop thudc: Heparin tiéu chuan hodc Heparin trong luong phén tir
thap, sau d6 néu 6n dinh (hét biéu hién tic mach), thay thé bang warfarin hoic phdi hop
warfarin va aspirin.

5.3. Piéu tri APS c6 bién chirng thai nghén

- Ngudi bénh tién sir say thai > 3 1an: Diéu tri du phong bing heparin trong lugng
phan tir thip 20 mg/ngay, phéi hop aspirin 70-100 mg/ngdy, nging khi sinh va dung lai
sau khi sinh 4-6 gio, thoi gian dung thudc sau sinh kéo dai tbi thiéu 6-12 tuan.

- Khong st dung warfarin.

- Theo doi thai san: Theo ddi trén si€u am su phat trién thai va dich 6i mdi 4 tuan
va theo doi trén si€éu am luu lugng mau tur cung - rau.

5.4. Piéu tri hdi chirng anti-phospholipid toan phat: Phdi hop nhiéu bién phap

- Methylprednisolone liéu cao: 1.000mg/ngdy x 3 ngay, sau d6 duy tri 1-2
mg/kg/ngay.

- Chdng dong: Heparin.

- IVIG: 1g/kg/ngay x 1-2 ngay hoac 0,4g/kg/ngay x 5 ngay.

- Trao d6i huyét tuong.

- C6 thé can nhic st dung thudc tiéu soi huyét: Streptokinase, urokinase, t-PA...

- Cyclophosphamid (2-3 mg/kg/ngdy): CAPS lién quan dén Lupus ban d6 hé thong.

5.5. Theo déi diéu tri

- Theo ddi cac dau hiéu tac mach trén 1am sang va chan doan hinh anh.

- Theo d&i xét nghiém 3 thang (12 tuan)/lan: Khang thé LA, khang thé khang
Cardiolipin, khang thé khang p2-Glycoprotein I.

- Theo dbi diéu tri thudc:

+ Str dung warfarin, theo ddi bang chi s6 INR trong xét nghiém PT.

+ Str dung heparin tiéu chuén, theo ddi bang xét nghiém APTT.

+ Str dung LMWH, theo doi bang xét nghiém anti Xa.
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27. HEMOPHILIA MAC PHAI

1. PAI CUONG

Hemophilia mac phai 1a tinh trang chdy mau do giam yéu t6 déng mau VIII/IX do tur
khéng thé giy nén. Bénh gip véi ti 18 khoang 1-4/1 triéu nguoi. Khang thé khang VIII
thudng c6 ban chat 1a IgG, gay hau qua 1a nhitng biéu hién chay mau nang né trén 1am sang.

2. CHAN DOAN

2.1 Chan do4n xéc dinh

2.1.1 Triéu chirng lam sang

- Gip ¢ ca nam va nit, thuong ¢ ngudi 16n tudi, cé cac bénh ung thu, ty mién kém
theo, hodc co tién st dung thude, hodc phu nir sau dé.

- Xuét huyét: hay gip dudi da va moé mém, thudng ram ro.

- C6 thé gip chay méu vi tri khac, chdy méau sau phiu thuat.

- Khong c6 tién sir chady mau trude d6, khong co tién st bénh chay mau gia dinh.

2.1.2 Xét nghiém

a. Hemophilia A mic phdi

- APTT kéo dai;

- Yéu t6 VIII < 40%;

- Khang dong noi sinh duong tinh (phu thudc thoi gian va nhiét do);

- C6 chét trc ché yéu tb VIIL;

- PT, TT, fibrinogen, sb luong tiéu cau binh thuong.

b. Hemophilia B mdc phdi

- APTT kéo dai;

- Yéu tb IX < 40%;

- Khang dong noi sinh duong tinh (khong phu thude thoi gian va nhiét d9);

- C6 chat trc ché yéu t6 IX;

- PT, TT, fibrinogen, sb luong tiéu cau binh thuong.

2.2. Chan doan phan biét

2.2.1 Véi Hemophilia bam sinh

- Thudng gip ¢ nam gidi, ¢6 tién st chay mau bat thuong tai phat nhiéu lan, gia
dinh ho me c¢6 ngudi nam gidi bi chay mau bat thuong.

- Hay chay mau ¢ khép, co; it chay mau & mo mém.

2.2.2 C6 chit chong dong lupus

- Lam sang:
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+ Thudng c6 biéu hién tic mach (¢ ngudi tré), say thai lién tiép; hodc chay mau bt
thuong.

+ Thuong gip & ngudi bénh c6 bénh 1i ty mién kém theo nhu Lupus ban do hé
théng. ..

- Xét nghiém: C6 cac khang thé khang phospholipid dwong tinh nhu: LA, anti-
cardiolipin, anti-B2 glycoprotein...

3. PIEU TRI

3.1. Piéu tri khi c6 chay mau cip

3.1.1. Khi nong dp chit irc ché < 5BU (don vi Bethesda)

a. Doi véi chdy mdu nhe: xuat huyét dudi da hoic tu mau co nhung khong giy
anh hudng dén chirc ning:

- Tranexamic acid lidu 25 mg/ kg can ning 3 - 4 1an/ ngay udng hodc tiém tinh
mach 10 mg/ kg can ning 3-4 1an/ ngay.

- Desmopressin (néu Hemophilia A mic phai): 0,3mcg/ kg - tiém dudi da hoic
truyén tinh mach. C6 thé nhic lai mdi 8- 12 gid. Chu ¥ can bang nudc dién giai va theo
ddi ndong do natri mau néu ding nhic lai.

b. Poi véi chdy mdu trung binh va ning: Nang néng do yéu td VIII/IX

- Hemophilia A mdc phdi:

+ Yéu t6 VIII cb dic: 20ui/kg v6i mdi don vi Bethesda ciia chit (e ché + 40
ui/kg/ngay hodc 100-200ui/kg/ngay, ti€ém tinh mach.

+ Desmopressin: 0,3mcg/kg, tiém duéi da hodc truyén tinh mach.

- Hemophilia B mdc phdi:

+ Yéu td IX ¢6 ddc 100-200ui/kg/ngdy, tiém tinh mach 1-2 lidu.

- Theo déi: Néu 1am sang dap tng tt, ndng do yéu té VIII/IX ting thi lidu dung
tiép theo 30-50ui/kg 1 1an/ngay véi Hemophilia B méic phai va 2 1an/ngay véi Hemophilia
A mic phai. Néu 1am sang khong dép tng va nong do yéu td VII/IX khong tiang thi
chuyén sang dung tac nhan thay thé khac.

3.1.2. Khi nong dp chit irc ché > 5 BU hodc khi khong dip ieng véi yéu té
VIII/IX co dac

C6 thé dung phirc hop prothrombin hoat héa c¢6 dic (Activated Prothrombin
Complex Concentrate - APCC) hoic yéu t6 VIIa (chi ding 1 trong 2 loai ché pham).

+ APCC: 50-100 ui/kg/ngay nhéc lai mdi 8-12 gior dén khi ngirg chay mau;

+ VIIa: 90 - 120 meg/kg, nhic lai mdi 2-3 gid dén khi ngirmg chay mau; Hoic dung
lidu duy nhat 270 mcg/kg, néu con chay mau thi nhic lai sau 4 - 6 gio liéu 90 meg/kg.
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Két hop véi Tranexamic acid lidu 15-25 mg/kg x 2-3 lan/ngay, khong dung két hop
véi APCC do nguy co huyét khbi.

3.2. Diéu trij chit ic ché

- Piéu tri trc ché mién dich cang sém cang t6t: Methylprednisolon 1mg/kg/ngay
ding don doc hoic két hop véi cyclophosphamid 1-2mg/kg/ngay udng trong vong it nhit 6
tuan. C6 thé thay cyclophosphamide bang azathioprin cho nhitng phu nif trong tudi sinh dé.

- Néu sau 3-5 tuan khong c6 tién trién tdt thi chuyén sang diéu tri.

+ Cyclosporin: 200 - 300mg/ngay dung don doc hodc két hop voi
methylprednisolone.

+ Rituximab: 375mg/m2 da/tuin x 4 tuan, két hop voi methylprednisolone.

- IgIV liéu 1g/kg/ngay x 2 ngay hodc 0,4 g/kg/ngay x 5 ngdy, ding két hop véi cac
bién phap khac nhu methylprednisolone, trao d6i huyét twong khi c¢6 chay mau de doa
tinh mang va diéu tri cAm chay mau bang yéu t6 VIII/IX.

- Trao d6i huyét tuong: két hop véi diéu tri yéu t6 VIII liéu cao hodc/ va IgIV.

3.3. Piéu trj cic bénh kém theo

Vi Hemophilia mic phai hay gip & ¢ tudi, cé cac bénh 1y kém theo nén can chu y
diéu tri cac bénh kém theo ciing nhu luu ¥ cac bién chimg do dung thudc nhu dai théao
duong, ting huyét ap, nhiém tring. ..

3.4. Theo doi nguoi bénh

- Vi ti 1é tai phat cao nén can theo ddi APTT va ndng do yéu té VIII/IX it nhat mdi
thang 1 1an trong vong 6 thang dau; 2-3 thang/ 1an trong vong 12 thang va mdi 6 thang
trong vong 2 nam ké tir khi dap tng hoan toan véi diéu tri.

- Can kiém tra ki dong cAm maéu trude cac thu thuét c6 can thiép hodc phau thuat.

4. TIEN LUQONG

Tién lugng nang, ti 1€ t vong 6-22%. Nguoi bénh nén dugc diéu tri tai co so
chuyén khoa.
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28. BENH VON WILLEBRAND (Von-Willebrand Disease: VWD)

1. PAI CUONG

Von Willebrand 1a mdt mot glycoprotein két dinh co trén bé mit tiéu cau, té bao
ndi mac va trong huyét twong véi 3 chic ning chinh: 1am trung gian cho tiéu cau dinh vao
ndi mac bi ton thuong; kich thich tiéu cau ngung tap; gén va bao vé yéu td VIIL

Bénh von Willebrand (von Willebrand disease - vWD) 1a bénh 1i giy ra do bat
thuong vé s6 lugng hodc chat lugng yéu to von Willebrand (von Willebrand factor-vWF)
dan t6i suy yéu tuong tac giita tiéu cau véi thanh mach, gy ra khiém khuyét trong giai
doan cAm maéu ban dau.

2. CHAN POAN XAC PINH

2.1. Triéu chirng lam sang

- Triéu chtng ndi bat 1a chay mau dudi da va niém mac, tuy nhién ciing c6 thé
chay mau co, khop: Xuét huyét dudi da, chay mau miii, chay mau ring miéng, xuat huyét
ti€u hoa, rong kinh, hodc chdy mau sau can thiép, chin thuong, phﬁu thuat; tuy nhién cling
c6 khi bi chay mau co, khop. Triéu ching c6 thé biéu hién tir nhe dén ning tuy timg thé.
Nhiéu truong hop chay méu miii hodc rong kinh 1 biéu hién duy nhét.

- C6 thé c6 thiéu méau.

- Gia dinh c6 nguoi biéu hién chay mau bat thudng.

2.2, Xét nghiém

Pé chan doan von Willebrand can c6 mot phuc hop xét nghiém, dugc lam it nhét 2
1an & 2 thoi diém khac nhau méi ¢6 thé kh.’fmg dinh duoc chan doan.

- S6 luong tiéu cau: Binh thudng, c6 thé giam (trong typ 2B);

- Thoi gian mau chay: kéo dai;

- Co cuc mau dong: khong co hodc co khong hoan toan;

- Ngung tap tiéu cau voi Ristocetin: giam;

- Thoi gian ¢6 nuat tiéu cau (closure time): kéo dai;

- APTT: kéo dai;

- Yéu t6 VIII: giam hodc binh thuong;

- Pinh lugng yéu t6 von Willabrand khang nguyén (vWEF:Ag): giam;

- Binh luong yéu td von Willabrand hoat tinh (VWF:Act): gidm;

- Kha ning gin cta yéu té von Willebrand véi collagen (VWF:CBA): giam;

- Pinh lwgng multimer vWF: binh thudng hodc bat thudng;

- Xét nghiém di truyén-sinh hoc phan ti: Tuye thudc timg thé bénh ma c6 chi dinh
xét nghiém hop 1y.

151



3. XEP LOAI yWD
Can clt vao sy bat thuong vé s6 luong va chét luong yéu td von Willebrand, nim
2006, Hoi Pong mau va Tic mach Qudc té (International Society of Thrombosis and

Hemostasis - ISTH) xép loai bénh von Willerbrand nhu sau:

Loai Pac diém

1 Thiéu hut mot phén yéu td von Willerbrand

2 Suy giam chat luong yéu t6 von Willerbrand
A Giam chirc nang két dinh tiéu cau cua yéu t6 von Willerbrand véi sy thiéu hut
dac hi¢u cac multimer trong luong phan tir cao
2B | Tang ai luc v6i GP1b cua tiéu cau
M Giam chtrc ning két dinh tiéu cau cua yéu to von Willerbrand nhung khong

thiéu hut cic multimer trong lwong phan tir cao

2N Giam rd rét sy gan két ciia yéu to VIII voi yéu to von Willerbrand

3 Thiéu hut hoan toan yéu t6 von Willerbrand

4. CHAN POAN PHAN BIET

4.1. Véi hemophilia A: Chay méu tai phat nhiéu lan va c¢6 yéu td VIII giam:

- Chu yéu gip ¢ nam gidi;

- Hay chay mau ¢ co, khop;

- Chi ¢6 yéu t6 VIII giam, vWF binh thuong, cac xét nghiém tham do giai doan
cam mau ki dau nhu thoi gian mau chay, co cuc mau déng, ngung tap tiéu cau véi
ristocetin, thoi gian dong: binh thuong.

4.2. Vi cac treong hop von Willebrand mic phai

Giam sd luong hodc chic nang vWF thtr phat do bénh tu mién, ung thu, ting sinh
lympho hodc da u tily xuong, bénh 1i tim mach...

- APTT kéo dai, vWF va VIII giam, ngung tip tiéu cau voi ristocetin giam.

- Khong ¢6 tién sir c4 nhan va gia dinh vé chay mau lau cam.

5. PIEU TRI

5.1.Nang nong d6 vWF

a. DDAVP (Desmopressin): tic dung trong vong 2- 3 liéu, chi dinh dé diéu tri chay
mau va sau can thiép nho nhu nhd rang cho cac nguoi bénh type 1, 2A, 2M va 2N. Khong
dung DDAVP cho ngudi bénh type 2B va type 3.
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- Liéu: 0,3mcg/kg tiém dudi da hodc pha trong 100 ml nudc mudi sinh li truyén
trong vong 15 phit (tac dung dat dinh sau 1 giod); hoic dung dang xit mii liéu 300
meg/xit. Co thé nhic lai sau 12-24 gio.

b. Tiia lanh: Liéu luong: 1-2 don vi tia lanh/ngay, 1 1an/ ngay.

c. Yéu té VIII cé diic ¢6 vWF: Co mot s yéu t6 VIII co ddc co ngudn gdc huyét
tuong c6 chtra 1 lugng vWF nhu 8Y, Humate P...

- Chi dinh khi ¢6 chay mau trung binh, ndng hoac can phau thuat.

- Liéu 15 don vi (ui) FVII/kg/ngdy cho chay mau trung binh va 30 don vi
FVIII/kg cho chay mau ning, nhic lai mdi 24 gio.

Luu y:

- Yéu té VIII téi to hop khong chira vVWF vi vay khong dung dugc cho ngudi bénh
von Willebrand.

- Can theo ddi ndng d6 yéu td VIII va vWF hang ngay dé diéu chinh liéu.

5.2. Piéu tri hd tro

- Tranexamic acid (Biét dugc Transamin):

+ Chi dinh: Chay mau niém mac.

+ Chdng chi dinh: Dai mau.

+ Liéu luong: 15-25 mg/kg mdi 6-8 gid, udng hodc tiém tinh mach cham.

+ Dung dich Tranexamic acid 5% dung dé ngam, stuc hong trong truong hop chay
mau loi hodc sau nhd ring.

- Kiém soat rong kinh biang thudc tranh thai duong udng chia estrogen hoic
progesterone.

5.3. Piéu tri bién chimg

- Thiéu méu.

- Piéu tri cac bénh 1ay qua duong truyén mau.

- Piéu tri cac bién chimg khac néu co.

6. BENH VON WILLEBRAND MAC PHAI

Von Willebrand méc phai 12 bénh 1i rat hiém gip gy ra do giam sb luong hoic
chat lugng vWF thir phat do bénh ty mién, tang sinh lympho, ting sinh tiy, ung thu, tim
mach hodc cac bénh li khac.

6.1. Chan do4n

Pé chan doan von Willebrand méc phai khéng c6 mot xét nghiém riéng biét nao du
dé loai trir hodc khang dinh bénh.

- Cac xét nghiém thé hién nhu von Willebrand;
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- Khong c6 tién sir chay mau bat thudng trude do cling nhu tién sir gia dinh c6
ngudi chay mau bét thuong;

- C6 cac bénh li kém theo nhu ung thur, ty mién, ting sinh lympho, ting sinh tuy. ..

6.2. Piéu tri

- Piéu tri chay mau giéng nhu trong von Willebrand.

- IgIV trong cac truong hop von Willebrand mic phai trén nén bénh MGUS hoic
tang IgG.

- Gan huyét twong néu ting sinh gamma globulin.

- Két hop diéu tri cac bénh 1i kém theo.
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29. CAC ROI LOAN CHAY MAU BAM SINH HIEM GAP

1. BAT THUONG FIBRINOGEN BAM SINH

Fibrinogen c6 chtrc ning: Tao cuc mau dong, ngung tap tiéu cau, gan thrombin....
Bénh c6 thé 1a:

- Khong c6 fibrinogen trong mau (afibrinogenemia);

- Giam ndng d¢ fibrinogen véi cau triic binh thudng (hypofibrinogenemia);

- Bat thuong cau tric fibrinogen (dysfibrinogemia).

1.1. Chan dosn

a. Biéu hign lam sang

- Chay mau: xudt hién tu nhién hodc sau chin thuong.

- O ngudi bénh c6 bat thuong fibrinogen c6 thé gip tic dong mach va tinh mach.

b. Xét nghiém

- PBinh lugng fibrinogen: fibrinogen <1,5 G/L hodc khdong co fibrinogen;

- PT, APTT, dac bi¢t 1a TT, thoi gian méau chdy, thoi gian reptilase: kéo dai;

- Thoi gian mau chay: kéo dai;

- Co cuc mau dong: khong co hodc co khong hoan toan;

- Xét nghiém di truyén-sinh hoc phan tir phat hién cac bat thuong vé NST, gen.

1.2. Piéu tri

- Dbi v6i nguoi bénh can phiu thuat thi can diéu tri thay thé fibrinogen bang céac
ché pham nhu: tia lanh, huyét trong twoi, huyét twong twoi dong lanh, fibrinogen c6 dic;

- C6 thé str dung thudc trc ché tiéu fibrin (Tranexamic acid);

- Pbi v6i phu nit c6 thai can diéu tri du phong bang bd sung fibrinogen cang sém
cang tt dé tranh say thai, nong d6 can dat 1a 1G/L.

2. THIEU HUT YEU TO Il

Thiéu hut yéu t6 II ¢6 thé 13 giam prothrombin, hodc bat thuong prothrombin.

2.1. Chén do4n

a. Biéu hign lam sang

- Chay mau khép va co;

- C6 thé xuit huyét dudi da va niém mac;

- Chay mau sau phau thuat, chan thuong;

- Chay mau ron & tré so sinh;

b. Xét nghiém

- Ca PT va APTT déu kéo dai;

- Yéu td II giam;

- Xét nghiém di truyén-sinh hoc phan tir phat hién cac bat thuong vé NST, gen.
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2.2. Piéu tri

Diéu tri chay méu bang ché pham ¢ chira yéu t6 II:

- Huyét tuong tuoi, huyét trong twoi dong lanh liéu 15-20ml/kg can ning;

- Phirc hop prothrombin ¢é dic (Prothombin Complex Concentrate - PCC), liéu 20
-30 ui’kg can nang;

- Phéi hop véi tranexamic acid, lidu 15-25 mg/kg cin ning.

3. THIEU HUT YEU TO V

3.1. Chén do4n

a. Lam sang

- Xuét huyét duéi da;

- Chay mau ni€ém mac, dac bi¢t la chay mau miii;

- Chay mau khép va co (it gap hon hemophilia);

- C6 thé ¢o xuét huyét ndo.

b. Xét nghiém

- Ca PT va APTT déu kéo dai;

- Khang dong noi sinh: Am tinh;

- Pinh luong yéu té V giam: Pay 14 tiéu chudn vang dé chan doan;

- Xét nghiém di truyén-sinh hoc phan tir phat hién cac bat thuong vé NST, gen.

3.2. Piéu tri

- Huyét twong tuoi dong lanh: Liéu 15-20 ml/kg can ning;

- Phéi hop véi tranexamic acid, lidu 15-25 mg/kg cin ning.

4. THIEU HUT YEU TO V VA VIII PHOI HQP

4.1. Chan do4n

a. Lam sang

- Thudng chay méu sau phau thuat hodc sau can thiép nhu nho ring;

- O phu nit ¢6 thé c6 rong kinh va chay méu sau dé.

b. Xét nghiém

- Ca PT va APTT déu kéo dai;

- Nong d6 yéu t6 V va VIII thuong tir 5- 20%;

- Xét nghiém di truyén-sinh hoc phan tir phat hién cac bat thuong vé NST, gen.

4.2. Piéu tri

- Huyét twong tuoi dong lanh.

- Yéu t6 VIII ¢6 dic.
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5. THIEU HUT YEU TO VII

5.1. Chan doan

a. Biéu hign lam sing

Thuong chay mau ¢ ndo, rudt, tir cung, nhau thai, phéi, tim.

- Xuat huyét duéi da va niém mac;

- Xuat huyét noi tang;

- Chay mau khop;

- Mot sb ngudi bénh co thé tic mach, co ché chua rd.

b. Xét nghiém

- PT kéo dai trong khi APTT, TT, fibrinogen, sb luong tiéu cau binh thuong;

- Pinh lugng yéu t6 VII giam;

- Xét nghiém di truyén-sinh hoc phan tir phat hién cac bat thuong vé NST, gen.

5.2. Piéu tri

- Yéu t6 VII, lidu 30-40mcg/kg can ning liéu duy nhat hodc nhéc lai 2-3 1an mdi 3-
4 gio.

- Yéu tb Vlla, lidu 15-30mcg/kg can ning, nhac lai mdi 2-4 gio.

- Phttc hop prothrombin ¢ dic: 30ui/kg lidu tan cong sau d6 10-20ui/kg cin ning
mdi 6-24 gio dén khi ngimg chay mau;

- Huyét twong, liéu 15ml/kg can ning;

6. THIEU HUT YEU TO XI

6.1. Chan do4n

a. Lam sang

- Thuong gip chay mau kéo dai sau phau thuat;

- O phu nit: rong kinh, chay méu sau dé.

b. Xét nghiém

- APTT kéo dai;

- Yéu t6 XI giam;

- Xét nghiém di truyén-sinh hoc phan tir phat hién cac bat thuong vé NST, gen.

6.2. Piéu tri

- Véi mot s6 tiéu phau nhu nho rang, sinh thiét da: Thuong khong can diéu tri thay
thé.

- Vi cac phau thuat khac: Nong do yéu td XI can dat 12 30% trong 5 ngdy cho tiéu
phau va 45% trong it nhat 10 ngay vai dai phau.

- Ngudn yéu té XI: Huyét twong, huyét twong twoi dong lanh (15-20ml/kg can
nang/ngy), yéu t6 XI co dic.
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7. THIEU HUT YEU TO X

7.1. Chan doan

a. Lam sang

Giam nang yéu td X c6 biéu hién chdy mau ning gidéng bénh hemophilia:

- Xuét huyét dudi da va niém mac;

- Chay mau khép, co;

- Xuét huyét ndo. ..

b. Xét nghiém

- CaPT va APTT kéo dai;

- Yéu t6 X giam;

- Xét nghiém di truyén-sinh hoc phan tir phat hién cac bat thuong vé NST, gen.

7.2 Piéu tri

- Muc tiéu: Nang nong d6 yéu t6 X 1én trén 20%;

- Huyét tuong, huyét tuong tuoi dong lanh: 15-20ml/kg can nang;

- Phttc hgp prothrombin c6 dac (PCC);

- Nguoi bénh c6 chay mau tai phat khdp c6 chi dinh diéu tri du phong 1-2 lan/tuan.

8. THIEU HUT YEU TO XIII

8.1. Chan do4n

a. Lam sang: Rat da dang tiy thudc vao ton thuong phan tir.

- Ngudi bénh c6 thé c6 biéu hién chay mau rén kéo dai va c6 nguy co xuat huyét
nao ngay trong thoi ki so sinh;

- Xuét huyét dudi da, chay mau co, chay mau khop;

- Phu nit ¢6 thai co thé bi say thai.

b. Xét nghiém

- Pinh luong thiy yéu t6 XIII giam;

- Xét nghiém di truyén-sinh hoc phan tir phat hién céc bat thuong vé NST, gen.

8.2. Piéu tri

- B6 sung yéu td XIII khi ¢6 chay mau.

- Ngudn yéu té XIII: Yéu td XIII ¢6 dic, tua lanh, huyét trong twoi dong lanh.
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9. THIEU HUT CAC YEU TO PONG MAU PHU THUQC VITAMIN K (Cac
yéu t6 11, VII, IX va X)

9.1. Chan do4n

a. Lam sang

- Nang: Thudng biéu hién ngay trong thoi ki so sinh nhu chay méau rén, xuat huyét
nao;

- Nhe hon: Chay mau niém mac, chay mau sau md...;

b. Xét nghiém

- Ca PT va APTT déu kéo dai;

- Giam néng d¢ 11, VII, IX, X, PC, PS; muc d6 ning: < 5%;

- Xét nghiém di truyén-sinh hoc phan tir phat hién cac bat thuong vé NST, gen.

9.2 Picu tri

- B6 sung vitamin K duong udng hodc dudng tiém, lidu 5- 15mg/ngay;

- Trudng hop ning: Truyén huyét trong, huyét twong tuoi déng lanh, phirc hop
prothrombin c6 dac.

TAI LIEU THAM KHAO
1. Kenneth D. Friedman, George M. Rodgers, (2009), Inherited Coagulation disorders,
Wintrobe’s Clinical Hematology, Vol 2, Lippincot Williams and Wilkins, 1379 — 1424.
2. Paula HB Bolton-Maggs, (2006), The rare coagulation disorder, Treatment of
Hemophilia N39, World Federation of Hemophilia.
3. Williams Hematology 7™ edition (2006), Inherited Deficiencies of Coagulation Factors
II, V, VII, X, XI, and XIII and Combined Deficiencies of Factors V and VIII and of the
Vitamin K-Dependent Factors, 4556-4603.
4. Williams Hematology 7™ edition,(2006), Hereditary Fibrinogen Anormalities, 4604-
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30. HOI CHUNG THUC BAO TE BAO MAU

1. KHAI NIEM

- Hoi chung thyc bao mau (Hemophagocytic lymphohistiocytosis-HLH) 1a mdt
nhom bénh do tdng hoat dong cua h¢ théng dai thuc bao-mono.

2. CHAN DOAN

2.1. Lam sang

- Triéu chtng chu yéu 1a sét kéo dai.

- C6 thé ¢o gan to, lach to.

- Hoi ching mang nao.

2.2. Can lam sang

a. Xét nghiém té bao va t6 chirc hoc

- Phat hién hinh anh thuc bao t& bao mau tai co quan tao mau.

b. Xét nghiém dong mau: Fibrinogen thuong giam.

c¢. Sinh hoa: Triglyceride, ferritin thuong tang.

d. Xét nghiém mién djch: phat hién giam hoic mit hoat tinh cua té bao NK, ting
ndéng do receptor interleukin-2 hoa tan (sCD25) bang k¥ thuat dém té bao dong chay
(Flow Cytometry).

e. Xét nghiém chin dodn mirc dj phén tiv

- Phat hién cac dot bién gen lién quan dén protein perforin dé chan doan xac dinh
HLH nguyén phat: PFR1, UNCI13D, STX11, STXBP2.

£ Xét nghiém cé thé phdt hién nguyén nhdn: bénh nhiém trung, virus, tu mién..

2.3. Tiéu chuin chin doan xac dinh:

Chan doan xac dinh (theo tiéu chuan chan doan Hoi ching thuc bao mau -2004)
khi ¢6 1 trong 2 nhom tiéu chuén sau:

a. Nhém tiéu chudn vé sinh hoc phén tiv

- Nguoi bénh dugc chan doan Hoi ching thyc bao mau nguyén phat khi cé ton
thuong mot trong cac gen dac hi¢u: PFR1 (vi tri: 10g21-22), UNCI13D (vi tri: 17g25),
STX11 (vi tri: 6q24), STXBP2.

b. Nhém tiéu chudn vé lim sang va xét nghiém

Néu khong c6 tiéu chuan vé sinh hoc phan tir, ngudi bénh dwgc chan doan Hoi

chimg thuc bao mau khi c6 5/8 tiéu chudn sau:
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Tiéu chudn vé ldm sang:

- S6t kéo dai.
- Lach to.

Tiéu chudn vé xét nghiém:

- Giam it nhat 2 trong 3 dong té bao mau:
+ Hemoglobin < 90 G/L (véi tré nho < 4 tuan tudi thi hemoglobin < 100 G/L);
+S6 luong tiéu cau < 100 G/L;
+Sb luong bach cau hat trung tinh < 1 G/L.

- Tang triglycerid mau > 3,0 mmol/l (tuong duong > 265 mg/dl) va/hoac giam fibrinogen
<1,5G/L.

- Tang Ferritin (> 500 ng/ml).

- Té bao va to chire hoc: Hinh anh dai thuc bao dang thuc bao té bao mau trong tuy xwong,
lach hoac hach. Khong kém theo céc tinh trang ac tinh khac trong truong hop hoi chirng thuc
bao nguyén phat. Néu khong c6 thi khong loai trir va 1am lai tiry d6 sau 1-2 tuan.

- Té bao NK giam hodc mat hoat tinh.

- CD25 hoa tan (IL-2 receptor) > 2400 U/ml.

2.4. Chan doan phan biét

Can phan biét véi mot s6 bénh cling c6 biéu hién giéng v61 hoi ching thuc bao:
- Bénh m6 bao Langerhans.

- Hoi ching tiang sinh lympho lién quan nhiém sic thé X .

- HG1 chirng Chesdiak-Higashi.

- Ho1 chiing Griscelli.

3. PIEU TRI

3.1. Nguyén tic chung

Pa hoa tri liéu, nhiéu dot: tin cong, cung cb va ghép té bao géc tao mau.
3.2. Piéu tri cu thé

a. Diéu tri héa chit tin cong 8 tuin

- Héa tri liéu toan than bao gdm: etoposide, dexamethasone; cyclosporin A.
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Liéu thuéc cu the:

Etoposide Dexamethasone Cyclosporin A
Tudn 1 150 mg/m” (TM) 10 mg/m”/ ngay
uan N .
2 lan/tuan Duong uong hoac TM
Tudn 2 150 mg/m” (TM) 10 mg/m”/ ngay
uan s .
2 lan/tuan Dbuong uong hoac TM
5 150 mg/m” (TM) 5 mg/m’/ ngdy .
Tuan 3 Ly . Khoi da
1 lan/tuan Duong uong hoac TM ol au; )
5 s 6 mg/kg/ngay, uong chia
N 150 mg/m” (TM) 5 mg/m°/ ngay \ .
Tuan 4 N . P 5 2 lan, sau 1 tuan xét
1 lan/tuan Duong uong hodc TM . Cx
. —— nghiém chinh liéu dé
5 150 mg/m” (TM) 2,5 mg/m°/ ngay oy o
Tuan 5 N . . s dam bao nong do thuoc
1 lan/tuan Duong uong hoac TM ]
> > - trong mau
Tuln 6 150 mg/m” (TM) 2,5 mg/m°/ ngay 200 UG/L
uan L s .
1 lan/tuan DPuong uong hoac TM !
Tuln 7 150 mg/m” (TM) 1,25 mg/m°/ ngay
uan Ly .
1 lan/tuan Duong uéng hoac TM
5 150 mg/m’ (TM) L
Tuan 8 | i/t Giam liéu va dung
an/tuan

- Tiém tuy song:
+ Chi dinh néu sau 2 tudn diéu tri, cac bat thuong vé than kinh van tién trién hodc
khong céi thién;
+ Tiém tiy séng: 2 lan trong 1 dot diéu trj 4 tuan. Mdi lan tiém can phdi hop:
<1 tudi: Methotrexate: 6mg, prednisolon: 4mg = 3,2 mg methylprednisolon.
1-2 tudi: Methotrexate: 8mg, prednisolon: 6mg = 4,8 mg methylprednisolon.
2-3 tudi: Methotrexate: 10mg, prednisolon: 8mg = 6,4 mg methylprednisolon.
> 3 tudi: Methotrexate: 12mg, prednisolon: 10mg = 8mg methylprednisolon.
- Cac hudng dan bo sung:
+ Cyclosporin A: Gy doc cho than, can theo ddi chirc ning thin dé c6 diéu chinh
thich hgp, gidm lidu theo murc loc cau than;
+ Etoposide: Gay trc ché tiy, dung thudc hodc giam liéu khi sé lwong bach cau hat
trung tinh < 0,5 G/L;
+ Dexamethasone: Gay (rc ché mién dich, ton thuong da day, can bo sung thudc
bao vé da day va khang sinh chong nim, khang virus dy phong.
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b. Diéu tri ciing co:

- Ap dung thuong bt dau tir tuan 9 va kéo dai khong qua tuan 40.

- Liéu thudc cu thé nhu sau:

+ Etoposide: 150 mg/m? tinh mach, 2 tuan/1 lan.

+ Dexamethasone 10 mg/m” trong vong 3 ngay, 2 tuan/1 dot.

+ Cyclosporin A: Liéu diéu chinh tuy tirng ngudi bénh dé dam bao néng do thude
trong mau dat 200 nG/L.

c. Ghép té bao goc

Trong trudng hop dai ding, tai phat, khong dap tng, hodc bénh nguyén phat cé ton
thuong gen dac hi¢u.

d. Ngwoi bénh khong cé diéu kién ghép té bao goc: Tiép tuc diéu tri duy tri trong
khéng qud 40 tuan: phdi hop etoposide va dexamethasone hodc cyclosporin A va
dexamethasone luan phién) sir dung ATG, rituximab, alemtuzumab néu khong dap tng.

Bénh nhan
HLH

L

Dieu tri héa chat

1 dot (8 tuin)
Bénh thir phat Bénh thi phait R o
Het triéu chimg Dai ding Bénh nguyén phat

Ngimg diéu tri
Theo déi

1 \}

Tiép tuc diéu tri

héa chit dén khi
)' co diéu kién
gheép tuy

Tii phat

So do tém tit hudngdin diéu tri (theo HLH 2004).
e. Diéu tri hé tro
- biéu tri hd trg ban dau:
+ Khang sinh chdng nam, vi khuan, virus.
+ Gammaglobulin tinh mach (0,5 g/kg, tinh mach) 1 1an/4 tuan.
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- Truyén ché phém mau diéu tri thiéu mau, tiéu cau, cac rdi loan dong mau.

- Céc hd tro khac: Truyén dich, thai doc, ha acid uric, bao vé té bao gan.

4. TIEN TRIEN VA BIEN CHUNG

- Néu khong duoc diéu tri, nguoi bénh HLH thuong tir vong trong tinh trang nhiém
khuan ning va suy da phu tang trong vong 2 thang. Néu diéu tri ding phac do, ty 1¢ song
> 2 nam khoang 55-60%. C6 20-40% ngudi bénh co thé tir vong ngay trong cac dot diéu
tri tAn cong do nhiéu nguyén nhan, ma chu yéu 1a nhiém khuan.

- Ty 18 ngudi bénh sdng > 3 nam sau ghép té bao gdc dong loai khoang 60%.

TAI LIEU THAM KHAO
1. Chairman: Jan-Inger Henter, MD, PhD, Stockholm, Sweden. Treatment protocol of
the second international HLH study 2004. Hemophagocytic Lymphohistiocytosis
Study Group. January 2004.
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31. HQI CHUNG BAN XUAT HUYET GIAM TIEU CAU HUYET KHOI - TAN
MAU URE TANG (TTP-HUS)

1. DPAI CUONG

TTP (Thrombotic Thrombocytopenic Purpura: Ban xuat huyét giam tiéu cau huyét
khéi) con goi 1a hoi ching Moschcowitz, duoc mo ta dau tién nim 1925 véi biéu hién 1am
sang dién hinh 1a “ngti chung”: Giam tiéu cau, bénh 1y tan mau vi mach, roi loan vé than
kinh, suy than va sét. TTP va HUS (Hemolytic Uremic Syndrome: Hoi chimg tan mau
tang ure) la nhiing bénh 1y huyét khéi vi mach (Thrombotic MicroAngiopathies: TMAS)
c¢6 nhiéu biéu hién gidng nhau va nhiéu lic kho phan biét rd rang; trudc diy duoc xem
nhu 2 hoi chimg riéng biét nhung ngay nay TTP va HUS dugc thong nhit 13 biéu hién
khac nhau cua mot tinh trang bénh 1y huyét khdi tan méau vi mach va giam tiéu cau duogc
got la hoi chimg TTP- HUS.

2. CHAN POAN

2.1. Chén doan xac dinh

Truong hop TTP - HUS dién hinh, dya vao cac triéu chtng: Thiéu mau tan mau vi
mach, xuit huyét giam tiéu cau, roi loan than kinh, sbt va suy than.

Cu thé:

a. Lam sang

- Sét;

- Thiéu mau, xuét huyét;

- Réi loan than kinh: Nhic dau, 14 13n, hon mé;

- Bau bung, ndn, ti€u chay...

b. Xét nghiém

- Giam s6 luong tiéu cau;

- Giam huyét sic tb;

- Giam haptoglobin;

- C6 manh héng cAu trén tiéu ban mau ngoai vi;

- Phan tmg Coombs tryc tiép 4m tinh;

- APTT, PT, fibrinogen: Binh thuong;

- Tang D- Dimer va/ hoac FDP;

- Gidam hoat tinh ADAMTS13 (A Disintegrin And Metalloproteinase with a
Thrombospondin type 1 motif, member 13);

- Khang thé khdang ADAMTS13: Duong tinh;
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- Tang bilirubin toan phan va gian tiép;

- Tang cao LDH;

- Tang ure, creatinine.

2.2. Chin don phan biét

a. Phén biét voi dong mau rdi rdac trong long mach (DIC).

b. Phén bi¢t véi Hpi chirng tan mdu ting men gan va giam tiéu cau (HELLP).

3. XEP LOAI

31.TTP

a. TTP di truyén.

b. TTP mdc phii.

3.2. HUS

a. Thé HUS dién hinh (D" HUS) hay con goi 12 thé lién quan tiéu chay.

- Thé HUS khéng dién hinh (D" HUS) hay con goi la thé khong lién quan tiéu chay.

4. PIEU TRI

4.1. Piéu tri TTP thir phat

- Piéu tri bénh chinh, két hop véi thude chéng ngung tap tiéu cau (thudng sir dung
aspirin liéu thip: 75mg/24 gio) khi sé lugng tiéu cau > 50G/L.

- B6 sung ADAMTS13 bang huyét tuong.

a. Trao déi huyét twong

- Thuong st dung huyét twoi dong lanh hodc huyét twong di tach tua
(cryosupernatant) va phai bat dau ngay khi c6: giam tiéu cau, thiéu mau huyét tn vi quan
va khong tim duoc nguyén nhan khac gay nén nhitng bat thuong nay.

- Liéu luong: 40 -60ml/kg can nang (1,0 - 1,5 thé tich huyét twong), tién hanh ngay
1 1an, kéo dai t6i thiéu thém 2 ngay sau khi s6 luong tiéu cdu va LDH vé binh thudng.

b. Truyén huyét twong twoi

- Chi dinh: Truong hop khong thé tién hanh gan huyét twong dugc hodc thoi gian
chd dé gan huyét twong > 12 gio.

- Liéu luong: 20 - 40ml/kg can ning/ 24 gio, can luu ¥ tinh trang qua tai.

c. Truyén khéi hong cau: Khi thiéu mau ning.

d. Thuéc két hop

- Methylprednisolone: Két hop véi trao d6i huyét twong khi trao doi huyét tuong
don doc khong hiéu qua. Thuong si dung lidu 2mg/kg cin ning/ 24 gio bang duong

truyén tinh mach, trong 3 ngay lién.
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- Acid folic: T4t ca ngudi bénh TTP thir phat déu duge diéu trj acid folic véi lidu
lwong: 3-5mg/24 gid va bang duong udng.

e. Nhitng trwong hop TTP dai ding:

(1) Tién hanh trao d6i huyét trong véi lidu gp doi;

(2) Gammaglobulin: Liéu 2g/kg cin ning/ 24 gio;

(3) Vincristin 1mg/ 24 gio, tuan 2 lan trong 4 tuan.

f. Nhiing truwong hop TTP tdi phdt: C6 thé két hop corticoid vai cat lach.

g. Nhitng truwong hop khéong ddp ieng véi cdc bién phdp diéu tri théng thwong:
C6 thé xem xét dé chi dinh diéu tri bang rituximab véi lidu 375mg/ 1an/ tuan x 4 tuan.

4.2. Piéu tri TTP di truyén

- Khong tién hanh trao doi huyét twong, chi truyén huyét twong tuoi; diéu tri du
phong bang truyén huyét tuong 3- 4 tuan/ lan.

- P6i v6i ngudi 16n, phac d6 diéu tri TTP va HUS tuong tu va vi vay phan biét rd
rang 2 hoi ching nay nhiéu khi khong nhat thiét phai dat ra.

TAI LIEU THAM KHAO
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32. CHAN POAN VA XU TRIi BIEN CHUNG NHIEM TRUNG O NGUOI BENH
GIAM BACH CAU HAT

1. PAI CUONG

a. Khai niém

Sbt giam bach cau hat dwgc dinh nghia 1 ¢6 nhiét d6 co thé > 38,5°C hodc c¢6 2 lan
do nhiét do > 38°C, kém theo c6 sd lugng bach cau hat < 0,5 G/L hoic ¢6 nguy co s€ ha
xudng dudi mirc 0,5 G/L.

2. CHAN POAN

a. Ngwoi bénh dang co catheter hay khong.

b. Triéu chitng nhiém triing.

c. Tién sir cdy vi khudn dwong tinh truée day.

d. Xét nghi¢m danh gia khac:

- Protein C phan ung ting;

- CAy mau it nhit 2 14n, ké ca cdy tir catheter dwong tinh;

- Phat hién tac nhan trong céy nudc tiéu; céy va soi dom, phan, td chuc da, dich
rira phé quén;

- Ton thuong trén chup X-Quang phdi, chup CT nguc.

Sau khi tham kham tién hanh danh gia phan loai ngudi bénh dya theo bang diém
s6t giam bach cau hat (*)

Bang diém sbt giam bach céu hat

Pac diém biem

(9]

Khong c¢6 tri€u chiing hodc tri¢u chung nhe

Tri€u chirng & muc vira

Tri¢u chung ning
Khong tut huyét ap (HA tam thu > 90 mmHg)
Khong c6 COPD

U dic hodc u lympho khong c6 nhiém nam tir trudc

Khong mat nude

Pang 13 ngudi bénh ngoai tra (khi c6 sbt)
Tudi < 60
Nhom nguy co thap:  So6t giam bach cau hat > 21 diém

N W W K| B N O W

Nhom nguy co cao: St giam bach cau hat < 21 diém
T6i da 26 diém.
(*) Multinational Association for Supportive Care in Cancer
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3. PIEU TRI

3.1. Ngwoi bénh nguy co thip

- Huyét dong 6n dinh, khong mic lo xé mi cép hodc khong cé suy tang, khong
viém phoi, khong dit catheter, khong nhiém khudn mé mém thi co thé sir dung khang sinh
duong udng. Cac loai khang sinh c6 thé sir dung: Quinolone don ddc hodc két hop véi
amoxicillin ¢6 acid clavulanic;

- Nguoi bénh nguy co thip nhung c6 cac yéu té nguy co ké trén thi dung khang
sinh duong tinh mach giéng nhu ngudi bénh nguy co cao;

3.2. Ngwoi bénh nguy co cao: St dung khang sinh duong tinh mach.

a. Lwa chon khang sinh

Chon theo khang sinh d6. Khi chua c6 khang sinh d thi tiiy thudc vao cac loai vi
khuan thuong gap va tinh trang khang khang sinh tai mdi co s& y t& hoic mdi khu vuc dé
dua ra lya chon phu hop nhat. Néu c6 nguy co nhiém khuan huyét cao hodc giam bach
cau hat lau dai thi lya chon uu thé 12 két hop beta lactam v6i aminoglycoside.

b. Lwa chon thay thé va cdc chi dinh dic bigt

- Ngudi bénh ¢ dt catheter: khi cAy mau cliing véi cay catheter, néu thoi gian moc
vi khuan & catheter sém hon 2 gio thi nhiéu kha nang nhiém khuan huyét do catheter.

+ Ut tién sir dung vancomycin hodc thay thé bang teicoplanin;

+ Rt catheter khi c6 nhiém khuan quanh chan catheter, tao thanh b, nhiém khuén
huyét dai dang du da diéu tri pht hop, hodc nhiém nam, dic biét 1a Candida.

- Viém phoi: thém mot loai khang sinh chong cic vi khuan khong dién hinh
(Legionella va Mycoplasma) nhu nhém macrolide phdi hop véi beta lactam. Nghi ngo
nhiém Pneumocystic Jerovecii khi c¢6 théd nhanh, giam SpO2, nén diéu tri béng co-
trimoxazole liéu cao.

- Nhiém tring da: Thém vancomycin dé diéu tri cac truong hop nghi tu cau vang.

- Tiéu chdy, nhidm tring trong 6 bung hodc khung chau: Thém metronidazole.

- Nhiém nim Candida: Ngudi bénh ¢6 nguy co cao nhiém Candida véi biéu hién:

+ Giam bach cau hat lau dai; mac cac bénh 1y 4c tinh huyét hoc voi diéu tri hoa
chat diét tuy; thit bai voi khang sinh diét khuan binh thudng sau 3-7 ngay.

+ Khi chua c6 két qua cdy nidm, chon khang sinh theo kinh nghiém dau tay la
amphotericin B gan lipid hodc nhém echinocandin nhu caspofungin; fluconazole lua chon
dau tay cho cac truong hop chua timg str dung nhom azole du phong;

+ Str dung khang sinh chdng ndm it nhat 14 ngay dén khi hét giam bach cau hat.

- Nhiém nidm phoi xAm nhap: Néu nhiém Aspergillus xAm nhap v&i hinh anh liém
hoi dién hinh, hodc xét nghiém dich phé quan, lga chon khang sinh voriconazole hoac
amphotericin B gén lipid.
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- Nhiém tring nghi do virus: Dung thém acyclovir. Néu nghi ngd CMV thi dung
thém gancyclovir.

- Nghi viém ndo, mang ndo: Choc dich ndo tiy, diéu tri viém mang nio do vi
khuan bang khang sinh dd, ban dau khi chwa c6 khang sinh d6 c6 thé két hop ceftazidim
v6i ampicilin (d& bao phu ca Listeria), hodc meropenem. Viém mang ndo do virus st
dung aciclovir liéu cao.

3.3. Xir tri tiép theo:

Néu nguodi bénh hét sbt va bach cau hat > 0,5 G/L trong 48 gid, xu tri nhu sau:

- Nhom nguy co thap, khong tim ra nguyén nhan: Chuyén khéng sinh duong udng;

- Nhém nguy co cao, khong tim ra nguyén nhan: Cé thé dimg aminoglycosid, giir
lai nhém khang sinh dang phéi hop con lai;

- C6 nguyén nhén: Tiép tuc diéu trj theo khang sinh do.

Néu ngudi bénh van st sau 48 gio:

- Lam sang on dinh: Tiép tuc theo khang sinh ban dau;

- Lam sang khong 6n dinh: Piéu chinh khang sinh, c6 thé thém nhom glycopeptide
(vancomycin, teicoplanin), hodc phdi hop carbapenem véi glycopeptide.

Thoi gian diéu tri:

- Néu sd luong bach cau hat > 0,5 G/L, nguoi bénh hét triéu chung, hét sét trong
48h, cdy mau am tinh, c6 thé ding khang sinh;

- Néu sb luong bach cau hat < 0,5 G/L, hét st trong 5-7 ngay, khong co bién
chtng gi thém, co thé ding khang sinh, ngoai trir cac trudng hop nguy co cao va lo xé mi
cap (thuong duy tri khang sinh it nhat 10 ngay hodc cho dén khi bach cau hat > 0,5 G/L);

- Néu van sbt du sb luong bach cau hat da hoi phuc, can hoi chan céc chuyén gia
vé vi sinh va can nhic str dung thudc chéng nam.

TAI LIEU THAM KHAO

1. J. de Nauroisl, I. Novitzky-Basso2, M. J. Gill3, F. Marti Martil, M. H. Cullenl & F.
Roila (2010). Management of febrile neutropenia: ESMO Clinical Practice Guidelines,
Annals of Oncology 21 (Supplement 5): v252-v256.

2. Alison G. Freifeld,1 Eric J. Bow, Kent A. Sepkowitz, Michael J. Boeckh, James I. Ito,
Craig A. Mullen, Issam I. Raad, Kenneth V. Rolston, Jo-Anne H. Young, and John R.
Wingard (2010). Clinical Practice Guideline for the Use of Antimicrobial Agents in
Neutropenic Patients with Cancer: 2010 Update by the Infectious Diseases Society of
America. Clinical Infectious Diseases 2011;52(4):e56-¢93.

3. Mary Denshaw-Burke, Thomas E.Herchline (2013). Neutropenic Fever Empiric
Therapy. www.Emedicine.Medscape.com/article/2012185.
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33. XU TRIi TAI BIEN TRUYEN MAU

1. PAI CUONG

Tai bién hodc phan tng truyén mau 13 cac phan tng, biéu hién xay ra & nguoi bénh
c6 lién quan dén truyén mau va cac ché phdm mau.

2.CAC TAI BIEN TRUYEN MAU

2.1. Theo tinh chit xuit hién va dién bién

- Tai bién truyén mau cap xay ra tir khi bat dau truyén mau va trong vong 24 gio
sau truyén mau;

- Tai bién truyén mau chdm xay ra sau 24 gio dén nhiéu ngay sau truyén mau.

2.2. Theo mirc d triéu tring l1Am sang cia tai bién

- Phan g nhe: Thudng biéu hién & phat ban, man ngira, mé day & da;

- Phan rng trung binh: Lo léng, mét, d6 da, rét run, mé day, sbt, mach nhanh, dau
dau,...;

- Phan ing nang, nguy hiém tinh mang nguoi bénh: Sét cao, dau nguc, dau dau,
dau lung, kho thd, budn ndn, non, huyét ap ha, mach nhanh, dai huyét sac to, chay mau
khong cam noi vét thuong ho, rdi loan tri giac,...

2.4. Theo co ché bénh sinh

- Co ché mién dich: Tan mau cdp do bat dong mién dich, phan ung st khong c6
tan mau, phan tng di tng, qua man, phan vé, phan Gmg tan mau mudn, ton thuong phdi do
truyén mau (TRALI, Transfusion-related acute lung injury),...;

- Tan mau khong do mién dich;

- Nhiém khuén, virus;

- Réi loan huyét dong;

-U sét,. ..

2.5. Xép loai hén hop

- Phan tng mién dich cép tinh: Tan méu cap, sc phan vé, di img-mé day cip, phan
ung do bach cau,...;

- Phéan tmg cip tinh khong do mién dich: Qua tai tudn hoan, tan mau khong do
mién dich, tic mach khi, tan mau do céc yéu td hoa, ly,...;

- Phan tng mién dich mudn: Phan tng tan mau mudn, phan tng ghép chong chi,
ban xuét huyét do mién dich tiéu cau,...

- Phan tmg mudn khong do mién dich: Qua tai sit,. ..

3.DAU HIEU SOM VA TRIEU CHUNG LAM SANG

- Bon chon, lo 4u, khé chiu, lo mo, mat tri giac;

- bau lung, dau bung, dau déu;
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- Sbt hodc rét run;

- San, méan ngua, mé day;

- Mach nhanh, huyét ap ha, truy mach, kho thé, suy ho hép;

- Dot ngdt chdy mau & cac vét thuong da cam tir trude, khong cam mau duge cac
vét thwong méi, mau chay ra khong déng,. ..

4. XET NGHIEM

4.1. Céc xét nghiém hd tro chin doan

- Panh gia tinh trang tan mau do tai bién: Pinh luong huyét sic td, haptoglobin,
bilirubin, tim huyét sic t6 niéu,...;

- Panh gia nguy co do tai bién vé nhiém khuan mau, cdc nguy co lay nhiém céc tac
nhan truyén qua duong mau,...;

- Tinh trang bat thudong vé dién giai (K, Canxi ion hoa,..), qua tai sit.

- Panh gid nguy co khong hoa hop mién dich: Pinh nhém mau ABO, Rh(D), xét
nghiém antiglobulin, sang loc - dinh danh khéng thé bt thuong, phat hién tinh trang thiéu
hut bam sinh IgA, khang thé hé¢ HLA va khang thé dic hiéu bach cau, tiéu ciu...;

4.2. Céc xét nghiém danh gia tién trién, tién lwong tinh trang bénh ly

- Banh gi4 dong cAm mau, nguy co dong mau rai rac ndi mach, ti€u soi huyét,. o

- Banh gia chirc nang gan, than, tiét niéu, rdi loan dién giai, kiém toan,...;

- Péanh gi4 chuc ning tuan hoan, ho hép,...

5.XU TRi, PIEU TRI

5.1. Xi tri chung

a. Xir tri ban ddu:

- Khéa ngay bo day truyén méu;

- Kham va danh gia cac dau hiéu sinh ton ciia ngudi bénh;

- X4c dinh hoic loai trir nguy co truyén mau khong hoa hop nhém hong cau, thong
qua: Kiém tra, d6i chiéu ho so nguoi bénh, nhan tai mau, ché phém mau, két qua dinh
nhoém mau tai givong bénh,...; Pinh nhém mau ABO tai givong;

- Xéc dinh muc do tai bién.

b. Khi phdn wng nhe:

- Truyén cham;

- Chéng di tmg: Vi du chlopheniramin 0,1 mg/kg' can ning, tiém bép/tinh mach

hoac cac thudc tuong duong;

! The clinical use of blood, Handbook, WHO, 2002, p.66
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- Theo ddi sat tinh trang 14m sang: Néu tinh trang 1am sang khong cai thién, hoic
tién trién xau dan can xir Iy nhu véi phan tng trung binh.

c. Khi phdn wrng trung binh

- Nging truyén mau;

- Duy tri dudng truyén tinh mach bang dung dich mudi sinh 1y NaCl 0,9%;

- biéu tri triéu chirmg phu hop:

+ U 4m khi rét run, ha than nhiét;

+ Chéng di tmg: Vi du chlopheniramin 0,1 mg/kg cin ning, tiém bap/tinh mach
cham; hydrocortison 100-200 mg tinh mach;

+ Paracetamol 10 mg/kg' can ning, khi sét ting trén 1,5°C so véi trude truyén

mau;

- Theo ddi nude tiéu vé mau sic va luu luong;

d. Khi phdn vrng ndng:

- Ngimg truyén mau;

- Duy tri dudng truyén tinh mach bang dung dich mudi sinh Iy NaCl 0,9% nham
duy tri huyét ap;

- Dopamin, dobutamin, adrenalin, noradrenalin;

- Duy tri ho hép véi hd trg oxy;

- Sir dung corticoid tinh mach va thudc gidn phé quan néu ngudi bénh c6 tién s
hodc ¢6 diu hiéu hen phé quan;

- Loi tiéu duong tinh mach véi furosemid;

- Piéu tri rdi loan dong mau rai rdc ndi mach, tuy theo giai doan tang dong hoac
giam dong;

- Chéng nhiém khuan bf?lng khang sinh tinh mach phd rong néu c6 nhiém trung
mau;

- X1r tri phu hop theo tinh trang 1am sang va loai tai bién.

e. Can nhanh chong xdc dinh logi tai bién va diéu tri dic hi¢u: xem phy lyc.

5. PIEU TRA VA BAO CAO TAI BIEN TRUYEN MAU

5.1. Mot so viéc can lam dé xac dinh nguyén nhan

- Thue hién kiém tra, d6i chiéu cac loai hd so c6 lién quan;

- Thuc hién tai givdng: Dinh nhoém mau ABO cac mau méu tir ngudi bénh va don
vi méau sau khi c6 biéu hién tai bién truyén mau;

- Thu thap cdc miu bénh phdm gdm: MAu mau ngudi bénh trudc truyén va sau

truyén, mau nudc ti€u;
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- Gui miu bénh pham lam xét nghiém huyét hoc (tong phan tich té bao mau, xét
nghiém dong mau,...), xét nghiém sinh héa mau va nudc tiéu (tham do chirc ning gan,
than, dién giai,...), xét nghiém vi sinh (nhu¢m gram, céy mau,...);

- Giri don vi mau kém bd day truyén méau va cac bénh pham c6 lién quan cho khoa,
phong xét nghiém cap phat mau lam cac xét nghiém vé mién dich nhom mau, diéu tra vé
bat dong mién dich truyén mau.

5.2.Bao cao

- Phat hién tai bién truyén méu & khoa, phong diéu tri Iam sang can duoc thong bao
kip thoi cho khoa, phong xét nghiém phat mau, phong ké hoach téng hop, lanh dao bénh
vién;

- Thoéng bio v&i co quan quan 1y cap trén va trung tim di cung cip don vi mau c6

lién quan.
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Phu luc

XU TRi, PIEU TRI CAC TAI BIEN TRUYEN MAU

Loai tai bien

Dau hiéu/tri¢u chimg/chan doan

Xir tri/diéu tri

Tan mau cap do
truyén mau
khong hoa hop
mién dich.

- Kich thich, lo léng, do da, budn non,
noén, dau vi tri truyén mau, dau bung,
dau lung, dau nguc, sbt/rét run, mach
nhanh, ha huyét ap, chay mau khong
cAm, nudce tiéu sAm mau,. ..

- XN phat hién sy khong hoa hop
nhoém mau cta nguoi bénh va don vi
mau truyen.

- Duy tri duong truyén tinh mach
bang dung dich mubi dang truong
0,9%; duy tri huyét ap; duy tri luu
lwong nudc tiéu toi thieu 100ml/h;

- Piéu tri rdi loan dong mau rai rac
trong 1ong mach, néu c;

- Truyén méu hoa hop néu can.

Tan mau khong
do nguyén nhan
mién dich, nhiém
khuan.

- Pai huyét sic t6, c6 thé vo niéu;

- C6 thé ¢o céc tridu chig khac;

- Phat hién tinh trang tan mau ¢ don vi
mau.

- bicu tri tri€u ching;
- Chong v niéu, suy than.

Sot khong cé tan
mau.

- S6t don thuan khong qua 1,5°C so
VOl trude truyén;

- Co6 thé kém rét run, dau dau, budn
non.

- Paracetamol 10 mg/kg udng, hoic
tiém truyén.

Di ing ning.

- Mé day, ngtra, d6 mat;

- Tiéu chay, non;

- Ran rit, ran ngay ;

- Khing dinh chan doan bang loai tri.

- Khéng histamin ;
- Corticoid.

Soc phan vé.

- Thudng xuat hién ngay sau khi bat
dau truyén mau.

- Xét nghiém phat hién thiéu hut bam
sinh IgA & ngudi bénh va c6 khang thé
chdng IgA.

Kiém soat cac nguy co chinh:

- Hd trg ho hap, thd oxy, chdng co
thit khi-phé quan;

- Truyén dich;

- Adrenalin, dopamin, corticoid, ...

Nhiém khuan
mau.

- Céc tridu chirmg nhiém tring, nhiém
doc;

- Céc tri€u chung tan mau,

- Nhuom gram, cdy mau.

- Chong sbc, duy tri tuan hoan, ho
hap, chng suy than;

- Khang sinh ph rong va diéu chinh
theo két qua khang sinh do.

Qua tai tuan

- Ho, khé tho, xanh tim, phéng tinh

- Tu thé ntra ngoi;

hoan. mach canh, dau dau, nhip nhanh; - Tho oxy, loi tiéu, tro tim.
chirc ning tim - C6 thé suy tim, phu phoi cap.
Ton thwong phoi | - Xuat hién kho thd, suy ho hap trong | - HO trg ho hap, tim mach.

do truyeén mau.

vong 6 gid. Co thé truy mach, sot.

- Bao hoa oxy mau giam;

- Tham nhiém phéi trén XQ.

- Phat hién va dinh loai khang thé
chéng bach cau (HLA class I, II,
khang nguyén dic hiéu bach cau) ¢
ngudi hién va ngudi bénh.

- C6 thé sir dung thém corticoid.

Ha than nhiét.

- Rét run;
- Ha nhiétdo;
- C6 thé 161 loan ho hap, tuan hoan.

- Giam toc d¢ truyén;
- U am co thé.
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Loai tai bién

Dau hiéu/tri¢u chimmg/chan doan

Xir tri/diéu tri

Qua tai xitrat.

- C6 bicu hién lam sang giam canxi;
- C6 gidm canxi ion hoa.

- Tiém truyén tinh mach canxi.

Tan mau mudn
do mién dich.

- Sau truyén mau 7-10 ngdy hoic
muodn hon, xuat hién sdt, thiéu mau
nhanh, vang da, dai huyét sac t6. Tang
noéng d6 LDH, bilirubin. C6 thé suy
than, dong mau rai rac ndi mach;

- Xét nghiém khang globulin gian tiép
va x4c dinh tinh dic hiéu khang thé
mién dich.

- Diéu tri triéu chung tuy thudc tinh
trang 1am sang.

Ban xuat huyet
sau truyén mau.

- Giam tiéu cau don thuan va dot ngot
sau truyén mau 5-12 ngay;

- Biéu hién xuat huyét tuy thudc mic
d6 giam tiéu cau.

- Xéac dinh khang thé anti HPA-la
trong huyét thanh ngudi bénh.

- Piéu trj bang immunoglobulin tiém
truyén tinh mach 1g/kg can ning/ngay
X 2 ngay.

- C6 thé chi dinh thay huyét tuong khi
can.

Tai bién ghép
chong chu.

- X4y ra sau truyén mau 4 - 30 ngay;

- S6t, ndi ban do dat san, d6 da toan
than, phong nudc;

- Non, ti€u chay, viém gan r mat, ndi
hach, giam nhiéu dong té bio mau.

- Xét nghiém chimerism, sinh thiét da.

- bicu tri triéu chiing

Qua tai Sat. - Xam da; - Thai sit
- R&i loan chirc nang tuy noi tiét, gan,
tim;
- Xét nghiém sit ting.
Lay truyén cdc | Tham khao cac tai liéu c6 lién quan
virus, ky sinh
trung, giang mai,
prion.
TAI LIEU THAM KHAO

1. St dung mau lam sang trong ndi khoa chung, san khoa, nhi khoa, phau thuat & gy
mé, chin thuong & béong, WHO, 2011.
2. BO Y té, Thong tu 26 “hudng dan hoat dong truyén méau”, 2013.
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34. GHEP TE BAO GOC TU THAN PIEU TRI BENH MAU

1. PAI CUONG
Ghép té bao gdc tao mau tu than 1a phuong phap lay chinh té bao gbc clia nguoi
bénh ghép lai cho nguoi bénh, cac té bao géc hd tro va gitp phuc hdi nhanh chong hé
thdng sinh mau ciia nguoi bénh sau hoa tri lidu liéu cao, nham phong tranh nhiing bién
chung de doa tinh mang ngudi bénh.
2. CHI PINH GHEP TE BAO GOC TU THAN
- Céc bénh ac tinh vé mau: Pa u tiry xuwong, u lympho khéng Hodgkin, loxémi céap
dong tay...
- Cac bénh u budu: Ung thu vii, budng trimg, phdi, u té bao mam...
- Céc bénh tu mién: Lupus ban d6 rai rac, xo hoa hé théng, viém khép dang thép,
xuat huyét giam tiéu cau mién dich...
2.1. Pa u tiy xwong
La chi dinh hang dau trong diéu tri da u tuy xwong, thudng dudi 65 tudi. Ngoai ra
phai dua trén thé trang nguoi bénh, chlrc nang cac co quan va tinh trang bénh. Thoi diém
ghép: sau diéu tri tan cong dat lui bénh hoan toan hodc lui bénh mot phan, can lya chon
nhirng ngudi bénh chua diéu tri cac thude anh huong dén té bao gbe nhur melphalan. ..
2.2. U lympho khong Hogdkin
- Tudi: Dudi 65 tudi;
- Phai ¢6 tiéu chuan dap Gmg v6i hoa chat trong dot diéu tri tin cong tir dau hay sau
khi tai phat diéu tri ctru van trude khi ghép;
- Thoi diém chi dinh ghép 14 tuy ting thé nhur sau:
+ U lympho khong Hogdkin thé tién trién:
e U lympho khong Hogdkin té bao B 16n lan téa (DLBCL), U lympho té bao
T thé ngoai vi (PTCL), U lympho té bao 16n biét hoa (ALCL): Chi dinh
ghép tu than khi khang véi diéu tri tir ddu hodc sau khi tai phat diéu tri hang
2 ¢ dap Gmg hoa chét hodc ghép ngay sau khi lui bénh dot dau néu thudc
nhom nguy co cao.
e U lympho khong Hogdkin té bao ving ria (MCL): Chi dinh ghép tu than
ngay sau khi diéu tri tin cong dat lui bénh.
e U lympho khong Hogdkin té bao T: Sau diéu tri dap tng v6i hoa chét hang

1 hodc sau tai phat diéu trj ctru van hang 2 c6 dap Gmg v6i hoa chat.
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+ U lympho khong Hogdkin thé 4m tham:

e U lympho thé nang;

e U lympho té bao dang lympho va plasmo;

e U lympho 6 chirc lympho lién quan mang nhay;

e U lympho té bao lympho nho;

e U lympho thé ving ria lach: Chi dinh cho céc trudng hop tai phat didu tri
ctru van con déap tng.

2.3. Bénh Hodgkin

- Tudi: Dudi 60 tudi;

- Chan doan xac dinh bénh Hodgkin;

- Thoi diém chi dinh ghép: Cac ngudi bénh khang thude hodc sau tai phat.

2.4. Lo x& mi cap dong tiy

- Khéng c6 nguoi cho 13 anh chi em rudt phu hgp HLA dé ghép dong loai;

- Tudi: Dudi 50 tudi;

- Lo xé mi c4p dong tuy nhom nguy co trung binh hodc cao sau diéu tri lui bénh
hoan toan dot 1 hodc nhom nguy co thép tai phat diéu tri dat lui bénh hoan toan dot 2. Lo
x& mi cap thé M3 tai phat sau diéu tri dat lui bénh vé di truyén (PML/RAR o am tinh).

3. CAC BUOC TRONG GHEP TE BAO GOC TU THAN

3.1. Lwa chon ngudn té bao goc: Co thé lya chon tir tuy xuong hay mau ngoai vi.
Tuy nhién, trong ghép tu than cha yéu sir dung ngudn té bao gbe tir mau ngoai vi.

3.2. Huy déng, thu gom va luu trir bio quan té bao géc mau ngoai vi

a. Huy djng té bao géc 6 ngwoi bénh: Co mot sb phuong phap sau:

- Thudc kich thich bach ciu nhu:

+ G-CSF don thuan: Liéu 10 pg/ kg/ ngay chia 2 1an cach nhau méi 12 gio. Bém
s6 s luong té bao CD34+ tir ngay thir 4, khi s luong té bao CD34+ & mau ngoai vi > 10-
20 té bao/ pl thi tién hanh gan té bao gdc mau ngoai vi.

+ G-CSF phdi hop plerixafor (AMD3100):

e G-CSF liéu 5 pg/kg/ngay trong 4 ngay dau.

e Tiép sau d6: Plerixafor: 0,24mg/kg/ngay tiém dudi da ngay 1 lan, sau 4
ngay kiém tra CD34+ & mau ngoai vi néu > 10-20 té bao/ul thi tién hanh
gan té bao gbc; luu y khong duoc qua 40mg/ngay.

- Phéi hop hoa chat va G-CSF: Chi dinh khi tién luong huy dong té bao gbc kém
néu chi str dung G-CSF don thuan.
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+ V6i da u tuy xuong: Cyclophosphamide (lidu 2-4g/ m?, 1 1an) phdi hop véi G-
CSF (thuong bat dau tir ngay thir 6 sau diéu tri hoa chat). Thoi diém dat huy dong té bao
thong thuong sau 10-20.

+ Véi U lympho Hodgkin va khong Hodgkin: Sau dot diéu tri ctru van nguoi bénh
tai phat hoac sau dot cudi diéu tri tAn cong béng cac phac dd: ICE, IEV, DHAP hoic
ESHAP két hop G-CSF dé huy dong té bao gdc.

+ V&i Lo xé mi cap: Cytarabine 2g/m” x 2 lan/ngay (cach 12 gid) trong 4 ngay lién
tiép. Pén ngay 14 sau truyén hoa chat: G-CSF véi liéu 10 pg/kg/ngay chia 2 1an cach
nhau mdi 12 gio' cho dén khi kiém tra CD34+ mau ngoai vi thi tién hanh gan té bao gdc.

b. Gan tich va thu gom té bao géc mdu ngoai vi

- Tién hanh gan tach bang hé théng may tach té bao va két thiic thu gom khi s6
luong CD34+ > 2x10°/kg cin ning nguoi bénh néu ké hoach ghép 1 1an; con khi c6 ké
hoach ghép 2 1an thi liéu thap nhit can thu gom 1 > 4x10°/kg c4n ning ngudi bénh.

c. Luweu triv va bdo qudn té bao goc

- Khéi té bao gbe duoc bao quan va luu trit ¢ nhiét do 2°C dén 8°C (trong thoi han
72 gi0) hodc:

- Luu trir va bao quéan ¢ diéu kién 4m sau (-196°C).

3.3. Piéu kién hoa cho nguoi bénh

- Dau tuy xuong:

+ Néu tudi dudi 65, thé trang 1am sang tot va chirc ning gan, than binh thuong:
melphalan lidu 200mg/m” da, truyén tinh mach trong 1 gio.

+ Néu tudi trén 65, thé trang lam sang tdt hodc nguoi bénh c6 suy than do I-II:
melphalan licu 140mg/m2 da, truyén tinh mach trong 1 gio.

- U lympho 4c tinh khong Hodgkin: Phac d6 BEAM hodc LEED.
+ BEAM:
Thubc Liéu Puong dung Ngay dung

. 2 Truyén tinh mach .
Carmustine (BCNU) 300 mg/m“/ngay N ngay -7
(trong 2 gi10)

Etoposide (Vepesid) 200 mg/m’/ngay Truyén tinh mach ngay -6 -3
Cytarabine 200 mg/mz/nga‘ly Truyén tinh mach ngay -6 -3
Melphalan 140mg/ m2/ngay Truyén tinh mach Ngay -2
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+ LEED:

Thubc Liéu Puwong dung Ngay dung
Melphalan 130mg/m2/ng2‘1y Truyén tinh mach Ngay -1
Etoposide (Vepesid) 250 mg/m’/ngay Truyén tinh mach Ngay -4, -3,-2
Cyclophosphamide 60 mg/kg/ngay Truyén tinh mach Ngay -4, -3
Dexamethazone 40mg/ngay Truyén tinh mach | Ngay -4 dén -1

+ Phac do diéu kién hoa gom sy két hop hoa chat (BEAM) véi diéu tri mién dich

dong vi phong xa (radioimmumotherapy): zevalin (ibritumomab tiuxetan), I-tositumomab

hay Y- iritumomab; va rituximab.
- U lympho ac tinh Hodgkin: Phac 6 BEAM.

- Lo xé mi cap dong tuy:

Thubc Liéu Puong dung Ngay dung
Busulfan 1mg/kg/lanx4lan/ngay Ubng Ngay -7,-6,-5,-4
Hoac
0,8mg/kg/lan x4lan/ngay Truyén tinh mach Ngay -7,-6,-5,-4
Etoposide 60 mg/m’/ngay Truyén tinh mach Ngay -3
G-CSF 10 pg/kg/ngay, chia 2 lan Tiém duoi da Tir ngay 0 dén khi
bach cau hdi phuc

3.4. Truyén té bao gbc

3.4.1. Quy trinh truyén té bao géc

- Truyén sau khi két thic didu kién hoa 24 gid. Néu truyén tuoi té bao gdc ngudn
gbc tir tuy xwong hodc méau ngoai vi: Tde do truyén 40-50 giot/ phat; néu truyén té bao
gbc bao quan am sdu: Truyén cang nhanh cang tot sau khi rd dong.

- Dy phong bién chiing va cac phan tng bang methylprednisolon va thuc khang
histamin.

3.4.2. Myt 56 nhitng bién chirng va hwéng din xir tri

a. Bién chirng chiy mdu

- Nhitng ngudi bénh c¢é nguy co chay mau 1a: Giam tiéu cau ning, tién st méi
phau thuat, viém bang quang chay mau.

- Véi ngudi bénh co nguy co cao, khdi té bao gbe tuy xwong nén duoc ¢b dic va rira
dé loai heparin hoic sir dung ACD (acid citrate dextrose) thay thé heparin khi bao quan.

- X1r tri: Trung hoa heparin: 1mg protamine c6 thé trung hoa dugc khoang 100 don

vi heparin, liéu t6i da 1a 50mg va téc do truyén khong duoc qua Smg/ phut.
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b. Sot

- Do nhiém trung khdi té bao gdc: sdt cao, co thé co sbc nhiém khuén; xir tri: Cay
bénh pham l4y tir tai té bao gbc va diu tri khang sinh phd rong ngay tir dau cho dén khi
cdy mau am tinh hay cho dén khi x4c dinh nguyén nhan gay bénh.

- Do céc cytokin dugc tiét ra trong qua trinh thu gom, xtr ly va bao quan: Sbt mire
d6 nhe khong kém rét run, huyét p tut hay nhiing triéu chimg goi ¥ nhiém tring. Nén
truyén hét khéi té bao gbc, xir tri ha sbt.

¢. Qud tdi dich: Tranh bién chiing qua tai dich bang cach truyén cham va cho thém
loi tiéu.

d. Déc chit bio qudan té bao goc (DMSO)

- Biéu hién: Non, budn ndén, man ngua, dau dau, thay doi huyét ap va nhip tim; xu
Iy bang cach truyén cham té bao gdc. Néu huyét ap tut can phai ting truyén dich mudi voi
tdc d6 nhanh, can nhéc cho dopamine.

3.5. Theo déi sau ghép té bao goc tw than

- Cham séc ngudi nhan ghép: Cham soc toan dién; Theo ddi xét nghiém tong phan
tich té bao mau hang ngay, cac xét nghiém chirc nang gan, than 3 ngay/lan.

- Chéng nhiém khuan, nhiém nim: Nguoi bénh ndm trong phong vo khuan. St
dung khang sinh dy sinh phong khi bach cau trung tinh dudi 0,5G/L. Khi nguoi bénh co
sot: sir dung khang sinh phd rong va manh phdi hop; diéu chinh khang sinh theo khang
sinh d0.

- Sir dung thudc kich bach ciu (G-GSF): Khi sé luong tuyét ddi bach cau trung
tinh dud1 0,5G/L.

- Dinh dudng: Pam bao vo triung va vé sinh dinh dudng tuyét ddi.

- Truyén ché pham mau: dwa trén xét nghiém cta ngudi bénh.

3.6. Panh gia nguwoi bénh dé ra vién

- Nguoi bénh khong sét, khong can dinh dudng qua dudng tinh mach;

- Khong can truyén tiéu cau hay it hon 11an/2 tuan;

- S luong tuyét dbi bach cau trung tinh (ANC) > 1G/L.

4.BIEN CHUNG CUA GHEP TU THAN

4.1. Bién ching sém:

- Tac dung phu ctia G-CSF: Pau co, dau xuong va dau dau. ..

- Hoa chét cua phac d6 diéu kién hoa c6 thé gay:

+ Chay mau phé nang lan toa, viém phoi k& dic biét & ngudi bénh didu kién hoa

bang bleomycin/carmustine va tia xa toan than.
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+ Viém loét miéng, non, ti€u chay.

+ Tang bilirubin va men gan khong c6 triéu chimg, viém tic tinh mach trén gan dic
biét & ngudi bénh diéu tri busulfan.

+ Suy than cép trudce than, doc than, viém than ke.

+ Suy tim, loan nhip tim (thuong do cyclophosphamide).

- Bién chimg do giam bach cau trung tinh va tiéu cau.

4.2. Bién chirng muén: Hiém x4y ra, bao gom:

- Xo phdi ¢ nhitng nguoi bénh diéu tri busulfan va carmustine;

- Suy tuyén sinh duc ¢ nhitng ngudi bénh diéu kién hoa bang tia xa toan than hoic
busulfan.

- C6 thé c6 rbi loan sinh tiy thi phat & giai doan mudn sau ghép.
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35. GHEP TE BAO GOC PONG LOAI PIEU TRI BENH MAU

1. PAI CUONG

Ghép té bao gdc dong loai 1a phuong phap truyén té bao gdc tao mau tir ngudi nha
pht hop HLA hoan toan hodc khong hoan toan cung hodc khong cing huyét théng, sau
khi da diéu kién hoa ngudi bénh bang phac d6 diét tuy hodc khong diét tuy.

2. CHI PINH GHEP TE BAO GOC PONG LOAI

2.1. Cac bénh mau dc tinh, chiém chu yéu (75%)

- Lo x& mi cip dong tuy; Lo xé mi kinh dong bach cau hat, Lo xé mi cdp dong
lympho, U lympho ac tinh khong Hodgkin, Hoi chtng réi loan sinh tuy, Hoi chtng thuc
bao mau, Lo xé mi kinh dong lympho...

2.2. Mt s6 bénh mau khdc: Suy tuy xuong, hoi chimg thiéu hut mién dich (bénh
Chediak-Higashi, hoi chimg thiéu hut mién dich két hgp muc do niang), bénh ty mién...
Thalassemia, bénh rdi loan chuyén hoa dudng (mucopolysaccharidose)...

3. CAC BUOGC KY THUAT TRONG GHEP TE BAO GOC PONG LOAI

3.1. Chuén bi va thu nhan té bao goc

a. Nguén té bao goc tir mdu ngoai vi

- Huy dong té bao gdc tir mau ngoai vi ctia nguoi hién phi hgp HLA (it nhat 5/6
hodc 9/10) bang cac thude kich thich sinh bach cau nhu:

+ G-CSF: Tiém du6i da G-CSF:10ug/kg cin ning/ngay, chia hai 1an, cach nhau 12
gio.

+ Plerixafor (mozobil, AMD3100): 0,24mg/kg/ngay tiém dudi da ngay 1 1an trudc
khi gan té bao gdc 4-12 gio; luu ¥ khong duoc qua 40mg/ngay.

+ Pegfilgrastim: 12mg/ 1an, tiém duéi da, thuong gan tach té bao gc vao ngay thir 4.

- Kiém tra két qua huy dong: Kiém tra s6 luong bach ciu hang ngay va sé luong té
bao CD34+ vao ngay tht tu sau khi tiém thude kich thich sinh bach cau hat.

- Gan tach té bao gdc bang may tu dong:

+ Thoi diém gan: Khi s6 luong té bao CD34+ >10-20 té bao/ul & mau ngoai vi.

+ S6 budi gan: Khoang 2-3 budi, mdi budi gan > 3 1an thé tich mau ngudi hién.

+ Sb luong té bao gdc can gan: > 3x10° CD34+ / kg can ning ngudi bénh.

- Xt Iy té bao gdc: Khbi té bao gdc co thé can duge xir Iy trude khi truyén cho
nguoi bénh hodc trude khi bao quan am sau.

- Bao quan khéi t& bao gdc sau gan tach bang 1 trong 2 phuwong phap sau:
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+ Nhiét 6 2°C dén 8°C: Chi trong 72 gid, nén khi két thiic phac do diéu kién hoa
cho nguoi bénh dong thoi ciing 1a thoi gian két thic gan tach té bao gbc ¢ ngudi hién.

+ Diéu kién am sau (-196°C): Gan tach té bao gbc cho ngudi hién trude dé lay du
s6 lwong CD34+ > 3x10°/kg can ning ngudi bénh, sau d6 sé& tién hanh diéu kién hoa cho
nguoi bénh.

b. Nguon té bao goc tir tuy xwong

- Lay té bao gdc ¢ gai chau sau trén; hodc trude trén hodc & xuong (e trong truong
hop dic biét. Nguoi hién phai dugce giy mé toan than.

- Thé tich dich tuy can lay dya vao can ning ngudi bénh vi lidu téi thiéu té bao c6
nhan can Iy 1a 2 x10%/kg can ning ngudi bénh.

- Dich tuy xuong can dugc xir 1y trude khi truyén cho ngudi bénh; hodc chiét tach
té bao CD34+ va loai lympho T cta nguoi hién. Té bao gdc tir tuy xwong duogc truyén
tuoi trong vong 24 gio sau khi thu hoach.

c. Nguén té bao goc tir mdu cuéng rén

- Liéu té bao gdc can thiét truyén: Tir 1,7 dén 3,5 x 107 té bao c6 nhan/kg cin ning
ngudi bénh. C6 thé két hop 2 don vi mau cudng ron dé du sd luong té bao gbc.

- Lwa chon don vi mau cudng rén phi hop dé ghép: dua trén xét nghiém HLA do
phan gii cao giita ngudi bénh va don vi mau cudng ron.

3.2. Piéu kién hoa cho nguoi bénh

- Phac db diéu kién hod diét tuy: Chi dinh cho cdc bénh méu éc tinh hodc cac ri
loan huyét hoc bam sinh nhu thalassemia...

- Phac dd diéu kién hoa giam liéu: Chi dinh cho cac bénh mau 4ac tinh khong du
diéu kién st dung phéac do diét tuy, ung thu tang dac va cac bénh r6i loan huyét hoc

khong phai 4c tinh nhu suy tuy xuong, dai huyét sic t niéu...

Bing 1. Mt sé phdc dé diéu kién hod thuwong dwoc sir dung

Phdc do digt tuy

Cy/ TBI* Cyclophosphamide | 120mg/kg truyén. tinh mach

TBI 1.000 -1575 centigray (cGy)
Bu/Cy Busulfan 16 mg/kg uéng hay ‘12,8 mg/kg truyén tinh mach

Cyclophosphamide | 120-200 mg/kg truyén tinh mach

Phdc db giam cwong dé lieu (RIC)* hay khéong di¢t tuy

Flu/TBI liéu Fludarabine 90 mg/m” truyén tinh mach
thap TBI 200 cGy
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Fludarabine 125 mg/m” truyén tinh mach
Flu/Mel . —
Melphalan 180 mg/m” truyén tinh mach
Fludarabine 180 mg/m” truyén tinh mach
Flu/Bu/ATG* | Busulfan 8 mg/kg udng hoic 6,4 mg/kg truyén tinh mach
ATG 40 mg/kg truyén tinh mach
Cy/Flu Cyclophosphamide | 120 mg/kg truyén tinh mach
Fludarabine 125 mg/m” truyén tinh mach
Cyclophosphamide | 120 mg/m” truyén tinh mach
Cy/Flu/ATG Fludarabine 125 mg/m” truyén tinh mach
ATG 40 mg/kg truyén tinh mach

*TBI: Total body irradition (chiéu xa toan than), RIC: Reduced intensity
conditioning (giam cudng do lidu), ATG: Antithymicyte glubulin.

3.3. Truyén té bao gbc

3.3.1. Quy trinh truyén té bao géc

- Truyén tinh mach khdi té bao gdc sau khi két thuc diéu kién hoa 24-48 gio.

- Khdi té bao gbc dat chit lugng dé truyén néu ty 18 té bao gdc séng/ chét dat t6i
thiéu 80% va lugng té bao gbc duogc truyén dat >3 x 10%/kg can ning.

- Du phong bién chung va cac phan (mg phu bang methylprednisolon va thudc
khéng histamin.

3.3.2. Mt s6 nhitng bién chirng va hwéng dén xir tri

a. Bién chirng chdiy mdu

- Nhitng ngudi bénh c¢6 nguy co chay mau 1a: Giam tiéu cau ning, tién st méi
phau thuat, viém bang quang chay mau.

- Xir tri: Trung hoa heparin: 1mg protamine c6 thé trung hoa duoc khoang 100 don
vi heparin, liéu t6i da 12 50mg va téc d6 truyén khong dugc qua Smg/ phut.

b. Sot

- Do nhiém tring khéi té bao gbc: sbt cao, ¢ thé co sdc nhidém khuan. Cay bénh
pham tir tai té bao gdc va diéu tri khang sinh phd rong ngay tir dau cho dén khi cdy mau
am tinh hay cho dén khi xac dinh nguyén nhan gy bénh.

- Do cac cytokin dugc tiét ra trong qua trinh thu gom, xur 1y va bao quan: S6t nhe
khong kém rét run, huyét 4p tut. Nén truyén hét khdi té bao gdc, xt tri ha sét.

¢. Qud tdi dich: Tranh bién chimg qua tai dich bang cach truyén cham va cho thém

loi tiéu.
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d. Déc chit bio qudn té bao goc (DMSO)

- Biéu hién: Non, budn ndén, man ngua, dau dau, thay doi huyét ap va nhip tim; xu
1y bang cach truyén cham té bao gbc. Néu huyét ap tut cAn phai ting truyén dich mudi véi
tdc dd nhanh, can nhic cho dopamine.

4. XU TRI MOT SO BIEN CHUNG CHINH

4.1. Hjpi chirng moc mdanh ghép

- Biéu hién: Sot, ban d6 & da va ton thuong phoi; xay ra vao khoang ngay thir 10-
14 sau ghép.

- Piéu tri bang methylprednisolon 1mg/kg/ngay, thudng dap tmg tot.

4.2. Bién chirng nhiém tring

4.2.1. Nhiém vi khuin

a. Dw phong nhiém vi khudn:

- Phong nhiém Pneumonia Carrini: Trimethoprim/sulfamethoxazole (TMP-SMS )
480mg/lan x 2lan/ngay x 3ngay/tuan, udng tir ngdy thir 14 sau ghép cho dén khi ngimg
thudc trc ché mién dich;

- Ngudi bénh c6 ghép chéng chi man tién trien: TMP-SMS 480mg/lan x
2lan/ngay, uéng hang ngay;

- Nguoi bénh c6 ghép chéng chu cép duong rudt miac 4o II-IV:
Ampicillin/sulbactam 1g/lan x 2lan/ngay, cach 12h; ding dén khi hét ghép chdng chu
duong rudt.

b. Sot do giam bach cau, khi nhiét d¢ trén 38°C

- Can ciy cac bénh pham tim vi khuan va nam;

- Chi dinh khéang sinh:

+ Vancocin: 1g x 2 1an/ngay cach 12 gid.

+ Két hop du tién voi ceftazidime, sau 48 gid néu con st thay bang cefepime, sau
72 gid néu con sbt thay bang carbapenem.

+ Trudng hop ning nguy kich: Két hop carbapenem va vancocin hodc teicoplanin,
aminoglycoside hoac quinolone.

- Ngtmg khang sinh: Néu hét sét > 24 gio hoic bach cau trung tinh ting > 1G/L.

- Truong hop khéc can luu ¥:

+ C6 6 nhiém trung chi diém: cin nhic khang sinh pht hop vi tri.

+ Néu c6 két qua cdy va khang sinh dd, diéu tri khang sinh dua trén khang sinh do.
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4.2.2. Nhiém virus

a. CMV tai hoat dong sau ghép

- Theo ddi CMV & ngudi bénh bang PCR: bat dau sau ghép tuy 14 ngay, kiém tra
dinh luong CMV bang PCR mdi tuan cho dén ngay thir 100 sau ghép.

- Chi dinh diéu tri khang virus CMV khi:

+ Chiac chian khi CMV > 1.000 ban copy/ml;

+ Hai 1an két qua PCR lién tiép trong khoang tir 250-1.000 ban copy/ml;

+PCR moét 1an < 1.000 ban sao/ ml, nhung c6 triéu ching goi y CMV hoat dong.

- Piéu tri thudce:

+ Ganciclovir:

e Diéu tri tAn cong: Ganciclovir Smg/kg truyén tinh mach, mdi 12h trong 7
ngay.

e Khi diéu trj, kiém tra PCR 2 lan/tudn, néu CMV ting 2 & 1an kiém tra lién
tiép sau khi bit dau diéu tri, tiép tuc diéu tri tdn cong thay vi chuyén sang
diéu tri duy tri.

e Diéu tri duy tri: Ganciclovir 5Smg/kg truyén tinh mach 1 lan mdi ngiy trong
5 nge‘ly/tuﬁn. Tiép tuc diéu tri dén khi: PCR 4m tinh mét 1an hodc hai lan
PCR < 250.

+ Valganciclovir:

e Tan cong: 900mg (udng), mdi 12 gid trong 7 ngay. Khi diéu tri, kiém tra
PCR 2 lan/tuan, néu CMV ting 2 1an kiém tra lién tiép sau khi bat dau diéu
tri, tiép tuc diéu trj tn cong thay vi chuyén sang diéu tri duy tri.

e Duy tri: 900mg (uéng) khi PCR 4m tinh 2 lan.

+ Thay béng foscarnet: Khi ganciclovir/ Valganciclovir gay giam sinh tuy.

b. Nhiém cdc virus khdc sau ghép (HHV6, HZV, HSV, BK, Adenovirus...)

Virus Herpes simplex (HSV):

- Dy phong: tir khi diéu kién hoa va kéo dai 1 nim hodc hon néu con diéu tri tc
ché mién dich.

+ Acyclovir: 400mg/ 1an x 31an/ngay, udng, diéu chinh lidu theo chirc nang than.

+ Valacyclovir: 500mg/1an x 21an/ngay, udng, diéu chinh liéu theo chtrc ning than.

- Piéu tri loét miéng do Herpes:

+ Acyclovir: 400mg/l§n X5 lén/ngéy, uéng, diéu chinh liéu theo chire nang than; hodc

+ Famciclovir: 250mg/lan x 3 1an/ngay; hoic

+ Valacyclovir: 1.000mg/lan x 2 lan/ngdy; hoic
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+ Foscarnet (néu khang acyclovir): 40mg/kg/lan x 2-3 lan/ngay, truyén tinh mach,
diéu chinh theo chirc ning than.

- Piéu tri loét niém mac ning, ton thwong phong nudc ngoai da:

+ Acyclovir: 250mg/m2 hay 5mg/kg/lan x 3lan/ngdy, truyén tinh mach.

Virus Varicella zoster (VZV):

- Dy phong: Han ché tiép xuc v6i nguoi bi nhiém VZV, néu tiép xtic du phong:

+ Acylovir: 400mg/lan x 3 1an/ngay, udng; hoic

+ Valacyclovir: 500mg/ngay, ung.

- Piéu tri:

+ Famciclovir: 500mg/lan x 3 lan/ngay; hoic

+ Valacyclovir: 1.000mg/1an x 3 lan/ngay.

Virus Epstein - Barr (EBV):

- Phong bang cach theo ddi s6 lugng EBV qua PCR.

- Piéu tri:

+ Xa tri tai chd; hodc

+ Ho4 chit toan than; hodc

+ Rituximab.

4.2.3. Nhiém nim

a. Chin dodn

- Triéu chimg 1am sang, goi ¥ hay rd rang: Ton thuong thadm nhiém phoi méi trong
khi dang diéu tri khang sinh pho rong; C6 ban d6 trén da, gia mac tring ¢ miéng..

- Céc xét nghiém:

+ Xét nghiém huyét thanh: Pinh luong B-glucan va galactomannan;

+ Céy cac bénh phém tim nAm nhu: Mau, dom, cac chat dich...

+ Chan doan hinh anh: Hinh anh dién hinh cho nhiém nam.

b. Du phong

- Nystatin: 5ml/lan x 31dn/ngdy, suc miéng va nudt;

- Itraconazol: 200mg/ngay, hodc:

- Fluconazole: 200-400mg/ngay, uéng hang ngay tir khi bat dau diéu kién hoa cho
dén sau ghép 100 ngay, hodc dén khi ngimg trc ché mién dich; hodc:

- Voriconazole: 6mg/kg/lan x 2lan/ngay, sau d6 giam 4mg/kg/lan x 2lan/ngay
truyén tinh mach), sau d6 chuyén 200mg/lan x 2lan/ngay (ubng); hoic:

- Posaconazole: 200/1an x 31an/ngay, udng.

c. Diéu tri

Néam Candida: Chi dinh mot trong cac thudc sau:
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- Nhom echinocandi:

+ Caspofungin: 70mg ngay dau tién, sau d6 50mg/ngay, truyén tinh mach;

+ Micafungin: 100/ngay, truyén tinh mach;

+ Anidulafungin: 200mg ngay dau tién, sau d6 100mg/ngay.

- Nhom Azole:

+ Fluconazole: liéu ban dau 800mg/ngay, sau d6 200-400mg/ngay, udng hang
ngay;

+ Voriconazole: Khéi dau 6mg/kg/lan x 21an/ngdy x 2 ngay, sau d6 3mg/kg/lan x 2
1an/ ngay;

+ Posaconazole: 400/1an x 21an/ngay;

+ Itraconazole: 200mg/lan x 2lan/ngay (dang vién udng hay siro) hoic 200mg/lan
x 2lan/ngay x 2ngay (truyén tinh mach) sau d6 chuyén udng 200mg/ngay.

- Nhém amphotericin B: 1-1,5mg/kg/ngay (truyén tinh mach) trong 8 gio hodc
amphotericin B liposom: 3-5mg/kg/ngdy, truyén tinh mach it nhét trong 2 gio, diéu chinh
theo churc nang than.

Ném Aspergillus: Chi dinh mot trong céc thudc sau:

- Nhom Azole:

+ Voriconazole: Khoi dau 6mg/kg/lan x 21an/ngay x 2 ngdy, sau d6 4mg/kg/lan x
21an/ngay (truyén tinh mach); sau d6 chuyén uéng: 200-300mg/lan x 21an ngay néu ngudi
bénh ning trén 40kg, 100-150mg/lan x 214n/ngay néu nguoi bénh ning dudi 40kg;

+ Posaconazole: 400/1an x 2lan/ngay; chi dinh khi nguoi bénh khang voi
amphotericin hay voriconazole;

+ Itraconazole: 400mg/lan x 2lan/ngdy (dang vién udng hay siro) hodc 200mg/lan
x 21an/ngdy x 2ngay (truyén tinh mach) sau d6 chuyén uéng 200mg/ngay.

- Nhoém echinocandi: chi dinh khi ngudi bénh khang hay khong dung nap véi
amphotericin hay voriconazole.

+ Caspofungin: 70mg ngay dau tién, sau d6 50mg/ngay, truyén tinh mach;

+ Micafungin: 150/ngay, truyén tinh mach.

- Nhom amphotericin B: 1-1,5mg/kg/ngdy) truyén tinh mach trong 8 gid hoic
amphotericin B liposom: 3-5mg/kg/ngay, truyén tinh mach it nhét trong 2 gio, diéu chinh
theo chirc nang than.

4.2.4. Truyén gammaglobulin (IgG)

- Chi dinh truyén gammaglobulin:

+ IgG < 400mg/dl.
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+ Tién st nhiém tring xoang va phdi tai dién nhiéu lan, nhiém trung ning khi
khong kiém soat dugc bang khang sinh, nhiém tring ning de doa tinh mang ngudi bénh.

+ Truong hop viém phdi do CMV.

- Liéu: IgG 400-500mg/kg truyén tinh mach, mdi 2-4 tuan.

4.3. Bénh ghép chéng chii cip (acute GVHD)

4.3.1. Phdc dé dw phong bénh ghép chéng chii cip (aGVHD)

- Ghép cung huyét thong:

+ CSA/MTX: Truyén CSA tinh mach tir ngay -4 (D-4) véi liéu 3mg/kg/ngay, chia
2 lan cach 12 gio. Khi chuyén sang ubng véi lidu Smg/kg/ngdy. Duy tri ndng do thudc
trong méau tuy ting bénh. MTX: Liéu ding 5Smg/m? da, truyén tinh mach vao ngay thir 1,
3, 6 sau ghép.

+ Tacrolimus/MTX.

+ CSA/MMF.

- Ghép khong cung huyét théng: Tacrolimus/MMEF...

- Ghép haplotype: Tac/MMF/Cy liéu cao sau ghép...

4.3.2. Triéu chirng ciia ghép chéng chii cip
Ghép chong chii cip ¢ da: Hay gip nhat.

« Tbn thuong ban d6, bat ddu & long ban tay va gan ban chan, c6 thé dau hay
ngra. Sau d6 ¢ ma, tai, ¢d va trén ngudi; thuong & dang san; ning: Phong nudc
va hoai tir da.

+ Giai doan: 1:<25% dién tich da co thé bi ton thuong

2:25-50% dién tich da co thé bi ton thuong
3: 50-100%, ton thuong do da
4: T6n thuong dang mun nudc hay phong nude
Ghép chéng chii cdp ¢ gan: LA co quan thudng gip tiép sau ton thuong da
« Biéu hién vang da tic mat; thuong khong tién trién thanh suy gan
* Giai doan: 1: Bilirubin: 34-50pmol/l
2: Bilirubin: 51-102 pmol/l
3: Bilirubin: 103-255 pmol/I
4: Bilirubin: > 255 pmol/l
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Ghép chéong chii cip & dwong tiéu héa:
* Tiéu chay (mau xanh, nudc, nhay; cling c6 thé co té bao va toé chirc phan khudn),

chay mau rudt, dau co cirng bung, tac rudt.
« Ton thuong hé tiéu hoa cao it gip hon va thudng gip ¢ nguoi bénh nhiéu tudi.
Cén sinh thiét dé chan doén x4c dinh.
«  Giai doan:1: Thé tich 500-1.000 ml/ngay hay budn nén lién tuc
2: 1000-1500ml/ngay
3:>1500ml/ngay
4: Pau bung +/- tic rudt
Phan d9 chung ciia ghép chong chii cap (theo Glucksberg va cs)

Mirc do Biéu hi¢n ton |Biéu hién ton | Bi¢u hién ton | Chirc ning bi
thwong ¢ da |thwong & gan | thwong 6 rudt| ton thwong
0 (khong) 0 0 0 0
I (nhe) 1-2 0 0 0
IT (trung binh) 1-3 1 1 +
III (ndng) 2-3 2-3 2-3 ++
IV(nguy hiém tinh 2-4 2-4 2-4 -
mang)

4.3.3. Phdc dé diéu tri ghép chong chii cip

a. Piéu tri hang 1: Steroid don thuan hay phdi hop nhém trc ché calcineurin
(cyclosporin A, tacrolimus, sirolimus...) va tuy theo mtrc do cia GVHD.

- Piéu tri d6 I: Chu yéu aGVHD ¢ da, steroid tai chd (Dermovate, Betnovate,
Eumovate....) va duy tri néng d6 trc ché calcineurin.

- biéu tri do II-IV: Methylprednisolone

+ 1mg/kg/ngay chia 2- 3 1an (tinh mach), thoi gian 7 ngay cho ngudi bénh ghép
chéng chu cap d6 II.

+ 2mg/kg/ngay chia 2- 3 1an (tinh mach), thoi gian 7 ngay cho nguoi bénh ghép
chéng chu cap do -1V,

Van tiép tuc diéu trj ciclosporin A, chuyén dang truyén tinh mach néu dang uéng.

- Giam liéu methylprednisolone véi nhom c6 dap tng: giam cham mdi tuan.

b. Diéu tri hang 2: Khi da khang steroid

- Khang corticoid: aGVHD murc @6 II-1V khong dap ing voi methylprednisolone
v6i lidu > 2mg/kg/ngay x 6 ngiy; va that bai sau diéu tri thém 3 ngay lidu cao: 3-

10mg/kg/ngay (tong lidu co thé 500mg/ngay).
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- Chuyén diéu tri hang 2: Cyclosporin A hay tacrolimus két hop véi cac thude sau
tuy tung truong hop nguoi bénh:
+ ATG ngua 15-20mg/kg/ngay x 5 ngay; hodc thé 3mg/kg/ngay x 5 ngay; hodac:
+ Nhom khang thé don dong khang TNF: Pon thuin hodc phdi hop nhém khang
thé khang thu thé Interleukin 2.
e Infliximab: 5-10mg/kg mdi tuan x 4 tuan, hoic:
e Etanercept: 25mg tiém dudi da 2 lan/tuan.
+ Nhém khéang thé khang thu thé Interleukin 2:
e Daclizumab: Pon thuan hay phdi hop véi steroid hodc infliximab.
e Liéu: 1,5mg/kg/ngay 1, sau d6 1mg/kg/ngdy cac ngay 4, 8, 15 va 22.
e Basiliximab: 20mg/ngay, ngayl,4; c6 thé nhic lai sau 2 tudn néu triéu
ching chua cai thién.
+ Sirolimus (Rapamycin): Liéu khai dau 15 mg/m2 ngay dau tién, sau d6 5 mg/m2
x13 ngay hodc 4-5 mg/m2 x14 ngay.
+ MMF 2-3g/ngay (ubng 3 lan/ngay.
c. Diéu tri hang 3:
+ Alemtuximab: 10mg/ngdy mdi tuan cho dén khi triéu ching giam hoic dimg khi
c6 tac dung phu cta thude.
+ Pentostatin: I,Smg/mz/nge‘ly X 3 ngay.
+ Methotrexate: Smg/m2/ngay mdi tuan x 4tuan.
+ Ghép té bao trung mo.
4.4. Bénh ghép chong chii man (chronic GVHD)
4.4.1. Chin dodn ghép chéng chii man
- Mot s co quan ton thuong:
+ Da: Dang stng hoa, xo clirng; mat hodc ting sic t6; ban san;
+ Mong: Loan dudng, khia va dé gay.
+ Miéng: Dang sung hod, han ché ha miéng; kho miéng, teo niém mac mi¢ng, gia
mac va loét; ban do, dau;
+ Mit: Kho, viém két mac, s¢ anh sang, viém bo mi, tang sac to quanh mit.
+ Ong tiéu hoa: An khong ngon, budn nén, nén; tiéu chay; xo hep thuc quan.
+ Gan: Tang bilirubin, ting men gan.
+ Phoi: Viém phé quan tic nghén.
+ Co, khép va day chang: Xo cimg khép, viém co, viém hodc dau khép.
+ Hé méau va mién dich: Giam tiéu cau, tang bach cu ua acid; tang hodc giam
globulin.
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4.4.2. Piéu tri ghép chéong chii man

a. Diéu tri hang 1

- Methylprednisolone don ddc hodc phdi hop véi chat trc ché thy thé calci.

- Liéu khoi dau methylprednisolone 1mg/kg/ ngay va CSA 10mg/kg/ngdy, chia
lam 2 1an trong ngay. Sau 2 tuan, néu bénh khong tién trién, giam lidu: giam 25% liéu mdi
tuan. Lidu duy tri c6 thé xen k& giira methylprednisolone va CSA trong 9 thang.

- Nguoi bénh duoc danh gia sau 3 thang diéu tri: Néu dap ung hoan toan c6 thé
nging thude, dap tmg khong hoan toan thi tiép tuc diéu tri trong 3 thang nira.

- ¢cGVHD khang véi methylprednisolone: chuyén sang lya chon hang 2.

b. Diéu tri hang 2: Steroid két hop voi:

- Tacrolimus: 0,05mg/kg mdi 12 gid, ubng, duy tri ndng d6 5-10 ng/ml, hoic:

- CellCeft (MMF): 15 mg/kg mdi 12 gid, udng, hodc:

+ Sirolimus: Liéu ban dau 12mg sau giam 4mg/kg, duy tri ndng d6 3 -12 ng/ml.

+ Rituximab: Chi dinh khi c6 ghép chdng chu man giy xo ctng co khdp hoic
giam tiéu cau.

c. Diéu tri hé tro c6 y nghia quang trong, gitip kéo dai thoi gian séng va ndng
cao chit lwong cudc séng ciia ngwoi bénh ghép chong chii man bao gom:

- Phong ngira nhiém trung:

+ Pneumocystis crinii: TMP-SMS (tham khao phan du phong nhiém trung);

+ Vi khuén ¢6 v6 bao nhu 14 pneumococcus véi PNCV;

+ Chéng nam, chong virus khi 6 triéu chiing xay ra;

+ IgIV str dung khi néng d6 IgG thdp va nhiém tring tai phat nhiéu lan, duy tri
noéng d6 IgG > 500mg/dL;

+ Tiém phong sau 1 nam sau khi diéu tri ghép chéng chi hoan tat.

- Piéu trj tridu chimg: Diéu tri tai chd nhu ghép chong chil & da, miéng, mit... bang
thudc co steroid, tacrolimus...

4.5. Bién chimg thai ghép, manh ghép moc kém va ti phat bénh

4.5.1. Thdi ghép

- Thai ghép som (thai ghép nguyén phat): khong c6 hién tugng moc manh ghép,
thé hién giam té bao mau dai dang.

- Thai ghép mudn (thai ghép thr phat) xay ra sau khi da c6 hién tugng moc manh
ghép, nghia 1a dd c6 biéu hién moc cic t& bao tao mau cua ngudi hién ¢ ngudi bénh,

nhung sau d6 lai c6 hién tuong giam cac t€ bao mau cua nguoi hién da moc.
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- Theo doi:

+ Cac xét nghiém: Chi s6 té bao mau ngoai vi, chimerism té bao dong tuy va
lympho T; cac xét nghiém virus nhu CMV, HHVG...

- Xir tri thai ghép: Nén tién hanh ghép 1an hai cho nguoi bénh, ghép té bao gbc lan
hai 1a mét su lya chon cho nhiing nguoi bénh da khong moc manh ghép hay thai ghép sau
ghép lan mot.

4.5.2. Manh ghép moc kém

- Tiéu chuén:

+ Huyét sdc tb < 100 g/dL, sb lugng tuyét ddi bach cau trung tinh <1 G/L, tiéu cau
<30 G/L it nhét 2 tuan lién tiép tinh tir ngay thir 14 sau ghép;

+ Nguoi bénh tiép tuc phai truyén mau va c6 nhimng biéu hién giam sinh tuy, trong
khi xét nghiém chimerism vin dat gan hoan toan va khong c6 biéu hién ctia ghép chdng
chui mtrc d§ ndng hay tai phat bénh.

- XU tri:

+ G-CSF khi bach cau trung tinh giam nhung chi c¢6 hiéu qua trong thoi gian ngin;

+ Erythropoietin tai to hop ciing c6 thé c6 hiéu qua trong viéc cai thién néng do
huyét séc to;

+ B6 sung thém té bao gdc cia ngudi hién ma khong can xu 1y hodc co thé truyén
chon loc té bao CD34+ cho ngudi bénh.

4.5.3. Tdi phadt bénh

- Theo doi nguy co tai phat dya trén cac xét nghiém sau:

+ Toén du tbi thiéu bénh mau 4c tinh: Theo doi dong hoc sau ghép cho cac bénh
AML, CML va ALL dé nhan biét ngudi bénh con ton tai bénh sau ghép hay khong;

+ Xét nghiém déanh gid moc méanh ghép (chimerism): Qua biéu hién giam
chimerism ctia nguoi hién ¢ thé tién luong bénh tai phat.

- XU tri:

+ Dung thudc tre ché mién dich: La phuong phap dau tién khi bénh tai phat sau ghép;

+ Truyén lympho ngudi hién (donor lymphocyte infusion - DLI): C6 thé tao lai su
lui bénh & ngudi bénh tai phat sau ghép, c6 thé DLI don thuan hay diéu tri hoa chét rdi DLLI.

+ Thubc nhdm dich: Nhém TKIs (immatinib, dasatinib...) trong CML, nhém
demethylating (decitabine, azacitidine...) trong AML/MDS, rituximab trong U lympho
khong Hodgkin té bao B.
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+ Ghép 1an 2: Hiéu qua ghép 1an 2 phu thudc vao bénh, tudi ngudi bénh, tinh trang
ngudi bénh, phac dd diéu kién hoa sir dung trong ghép 1an 1 va khoang thoi gian giita 2
lan ghép.

+ Theo ddi va diéu trj hd tro.

4.6. Theo di va xir tri bat dong nhém mau

4.6.1. Bit dong nhém mdu thir yéu (minor ABO incompatibility)

- Pinh nghia: Khi c6 mit khang thé chéng A hodc khang thé chdng B hay ca khang
thé chéng A va B trong huyét twong ctia nguoi hién ma cac khang thé nay cé thé giy
ngung két hong cau ngudi bénh.

- Tur ngay 4-14 sau ghép:

+ Kiém tra hang ngay: Tong phén tich mau, LDH, bilirubin.

+ Lam xét nghiém Coombs tryuc tiép 4 ngay/lan.

+ Xac dinh lai nhém mau hé ABO, Rh, Mia va Coombs gian tiép 4 ngay/lan.

- Lua chon truyén khdi hong cau va ché pham mau cho ngudi bénh trong trudng

hop c6 bat ddng nhom ABO thir yéu:

o ... | Truyénkhoi Ché pham Huyét
Ngwoi bénh | Nguwoi hién N N Lz s
hong cau twong va tieu cau
A O 0] A
B O 0] B
AB O 0] AB
AB A A hay O AB
AB B B hay O AB

4.6.2. Bit dong nhém mdu “chinh” (major ABO incompatibility).

- Pinh nghia: Khi c6 mat khang thé chdng A hoic khang thé chong B hay ca khang
thé chdng A va B trong huyét twong cta ngudi bénh ma cac khang thé nay c6 thé gay
ngung két hong cau ngudi hién.

- Bién chimg thuong xay ra mudn sau vai thang voi biéu hién: dong hong cau hdi
phuc cham hay suy tiy mot dong hong cau.

- Lya chon truyén khéi hong cau va ché phim mau cho ngudi bénh trong truong
hop c6 bat dong nhom ABO chinh:

195



Ngudibénh | Nguwoi hién Trliyen l§h01 Che phz}m. Eluy}et
hong ciu twong va tieu cau
0] A 0] A
0] B 0] B
0] AB 0] AB
A AB A hay O AB
B AB B hay O AB

4.6.3. Bit dong nhém mdu “hai chiéu” (bidirectional ABO incompatibility).

- Pinh nghia: Ca nguoi hién va ngudi bénh déu san xuat ra khang thé chéng lai
hdng cau cua nhau.

- Bién chiing: Gay tan méau sém va kéo dai.

- Lua chon truyén khdi hong ciu va ché pham mau trong truong hop bat dong 2 chidu:

Nguoibénh | Nguwoi hién Trliyen l§h01 Che phz}m. RHuy}et
hong cau twong va tieu cau

A B O AB

B A O AB

5. TRUYEN MAU HO TRQ SAU GHEP

5.1. Chi dinh

- Khi s6 luong huyét sic t6 ciia nguoi bénh giam < 90G/L: Chi dinh truyén khdi
hong cau.

- Khi s6 luong tiéu cau ciia nguoi bénh giam < 20 G/L hodc khi ¢6 xuat huyét: Chi
dinh truyén khéi tiéu cau.

5.2. Loai ché pham

- Truyén mau va ché ph'?lm mau da duoc loc bach ciu va chiéu xa.

- Ché pham mau c6 két qua xét nghiém CMV am tinh néu ngudi bénh CMV am tinh.

6. DINH DUONG

Ché do dinh dudng cho nguoi bénh dugc thyc hién theo nguyén tac:

- An toan dinh dudng: Dinh dudng duoc dam bao vo tring tuyét dbi. Tat ca thic
an déu dugc dun nong lai bang 10 vi song trude khi ngudi bénh an.

- Dinh dudng bﬁng truyén tinh mach duoc chi dinh khi ¢6 biéu hién:

+ Réi loan chuc nang h¢ ti€u hoa;

+ Cho rudt nghi trong ghép chdng chu cip dudng tiéu hoa;

+ Suy dinh dudng ndng.

- Dung dich nudi dudng tinh mach bao gdm: Albumin human; dung dich dudng,
mo va dam.
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36. HOI SUC HUYET HQC

1. CHAN POAN VA PIEU TRI MQT SO TINH TRANG CAP CUU GAP
PHAI TRONG CAC BENH LY HUYET HQC

1.1. Chén ép tiiy song va tham nhiém than kinh trung wong

1.1.1. Chén dodn

a. Tri¢u chirng lam sang

Pau dau: dau lién tuc, tang dan, c6 thé kém theo nhin md, budn noén. Pau lung:
khu trd hoac lan doc theo mot bén, dau tang 1én khi ho hoac van dong. R&i loan cam giac:
Cam giac bong rat, ting cam giac da, té bi. R6i loan van dong; Phan xa gan xwong luc dau
tang, giai doan sau thuong giam. Lié€t mdt hodc nhiéu day than kinh so.

b. Can lam sang

Chup MRI: C6 thé thay hinh anh khdi u chén ép, hoidc hinh anh phu ndo. Choc
dich ndo tay: Tham nhiém cac té bao 4c tinh, protein trong dich ndo tiy ting, phan tng
Pandy (+).

1.1.2. Diéu tri

- Dexamethasone liéu 10 mg, sau d6 chuyén sang 4 mg tiém tinh mach c 6 gio
mot 1an, giam dan liéu trong 2-3 tuan tiép theo.

- Tiém hoa chit nodi tiy: Methotrexate 12 mg + cytarabine 50 mg + dexamethasone
8 mg, cach ngay tiém mot 1an dén khi xét nghiém dich nao tay khong con té bao ac tinh.

- Phiu thudt mé cung sau dt sdng giai phong chén ép ddi voi tay.

- Tia xa truc tiép vao khéi u.

1.2. Hoi chimg tiéu khéi u

1.2.1. Chén dodn

Hoi chimg tiéu khéi u 12 hau qua cta tinh trang hiy té bao qua mirc, dan t6i giai
phong dot ngdt cac ion va cac chat chuyén hoa trung gian trong té bao vao tuan hoan.

a. Triéu chirng lam sang

- Ri loan cam giac, mét, loan nhip tim.

- Con tetani, ddu hiéu Chvostek va Trousseau, mét moi, co rat co, co thit phé
quan, co giat, c6 thé truy tim.

- Mét moi, budn nén, ndn, chan an, kich thich than kinh co, kém tap trung, ngua,
xudt huyét dudi da. C6 thé co biéu hién viém mang ngoai tim, qua tai tuan hoan, kho thé.

- Pau khép va dau quan than.

b. Xét nghiém

- Tang cao creatinin va axit uric trong mau.
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- Réi loan dién giai: Kali va phosphat mau ting, giam nong do calci mau.

- Tang cao ndong d6 LDH mau.

1.2.2. Diéu tri

- Theo ddi 1-3 lan /ngay vé: Urea mAu, creatinine, acid uric, kali, calci, phosphat
va LDH néu nguy co cao. Theo di trudce, trong va it nhat 3 ngay sau két thiic héa tri liéu.

- Bu dich: Bu dich duong tinh mach, bat dau 24-48 gio trude hoa tri liu va tiép tuc
dén 48-72 gid sau két thac hoa trj liéu. Luong dich khoang 4-5 L/ngdy (3 L/m2/ngay).

- Loi tiéu: C6 thé str dung Furosemid udng, voi liéu 40-80 mg/ngay, bao dam
luong nude tiéu it nhat 3 L/ngay.

- Kiém héa nudc tiéu: Dung dich natri bicarbonate 1,4% truyén tinh mach. Theo
ddi cac chi s6 pH niéu, bicarbonate huyét thanh, acid uric mau.

- Allopurinol liéu 300-600 mg/ ngay dé du phong (néu ndng do axit uric mau <
475 pmol/l) va 600-900 mg/ngay dé diéu tri hoi ching tiéu khéi u. Dung Rasburicase khi
diéu tri allopurinol khéng tac dung véi lidu ding: 0,15-0,2 mg/kg/ngay tiém tinh mach
(néu ndng do axit uric mau > 475 umol/l), dung tdi da 7 ngay.

- Piéu tri giam kali mau: Ché d6 an giam kali. Truyén dich, dung thubc lgi tiéu.
Dung calcium gluconate duong tinh mach dé bao vé tim khi néng do kali trén 6,5 mmol/l
hodc c6 biéu hién rdi loan dién tim d6 do ting kali mau.

- Loc mau cap ctru: khi ¢6 tinh trang ting kali mau hodc ting phospho mau dai
dang khong dap ung véi diéu tri, qua tai tuan hoan, ting urea mau, giam calci mau co biéu
hién 1am sang va tang acid uric > 595 pmol/I mic du da dung nhiéu liéu rasburicase.

1.3. Tinh trang tic mach do ting bach ciu

1.3.1. Chén dodn

- Triéu ching 1am sang: Biéu hién than kinh tir mic do nhe (dau dau, chéng mat);
dén nang (mé sang, phu gai thi, chay mau vong mac, xuat huyét ndi so). Biéu hién tai phoi
bao gém kho thd ting dan, réi loan nhip thé, giam ndng d6 oxygen méau. Chup X quang
thay cac ving mo lan toa ca 2 phé truong. Nhoi mau lach hodc tic tinh mach duong vat...

- Xét nghi¢m: S6 lugng bach cAu tang rat cao, thuong trén 100 G/L.

1.3.2. Piéu tri

Gan bach cau cip clru bang may tach thanh phan mau tu dong. Truyén dich dudng
tinh mach 3 L/m*/ngay. Hydroxyurea udng 50-100 mg/kg/ngay.
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1.4. Tinh trang tic mach do ting tiéu cau

1.4.1. Chin dodn

- Tri¢u chung lam sang: T¢ bi, dau dau ngon tay ngédn chan, dau dau, U tai, rdi loan
y thuece. Biéu hién tic tinh mach hodc dong mach.

- Xét nghiém: S6 luong tiéu cau tang cao. Siéu 4m Doppler c6 thé thiy huyét khéi.

1.4.2. Piéu tri

Gan tiéu cau khi s6 luong tiéu cau > 1.000 G/L. Aspirin lidu thap 75-100 mg/ngay,
tuy nhién han ché dung khi ngudi bénh ¢ bién chimg xuat huyét. Hydroxyurea udng 50-
100 mg/kg/ngay.

1.5. Hoi chirng ting dd quanh mau toan phan do ting so lwong hong ciu

1.5.1. Chén dodn

Tri€u chiing 1am sang: Pau dau, nhin mo, chéng mat, mét thi luc hodc thinh luc
dot ngot (thuong 13 1 bén). Soi day mat phat hién & mau tinh mach vong mac, xuat huyét
vOong mac, phu gai thi.

Xét nghiém: Tang d6 quanh mau toan phan (binh thuong 13 4,4-6,3 mPas/gidy).

1.5.2. Diéu tri

Rt mau diéu tri. Ban dau cach ngay rat mau 1 1an. Sau d6 giam dan sb 1an rat mau
dé duy tri hematocrit < 0,45 L/L. Dung thudc giam té bao nhu hydroxyurea véi lidu khoi
dau 10-30 mg/kg/ngay dé bo sung hiéu qua diéu tri ciia rat mau trong diéu tri da hong cau
nguyén phat.

1.6. Hdi chirng ting dd quanh huyét twong

1.6.1. Chén dodn

- Gay ra boi su ting tiét qua mac globulin mién dich don dong (bénh da u tiy
xuong) hodc IgM don dong (bénh Waldenstrom macroglobulinemia) trong huyét trong.

- Tri€u chung lam sang: Pau dau, nhin mo, chong mat, mét thi luc hodc thinh luc
d6t ngdt (thuong 13 1 bén), chay mau mii, chay mau chan ring. Soi day mat c6 thé gip
hién tugng & méu trong cac tinh mach vong mac, XUAt huyét vong mac, phu gai thi.

- Xét nghiém: Tang d6 quanh huyét twong (binh thuong 1,6-1,8 mPas/gidy), do
quanh huyét trong cang ting cao thi mirc do triéu ching cang ning; protein mau ting
cao; hinh anh hdng cau chudi tién.

1.6.2. Diéu tri

Trao doi huyét tuong cang sém cang tt, dac biét & nhiing ngudi bénh co tricu

chimg 1am sang; diéu tri bénh 1y chinh gy ra tinh trang ting d6 quanh huyét twong.
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1.7. Viém loét niém mac dwong tiéu héa va tiéu chay

1.7.1. Chén dodn

- Triéu chung 1am sang: Tén thuong viém, loét, chdy mau niém mac miéng va/
hodc 6ng tiéu hoa; di ngoai phan 1ong nhiéu 1an; budn nén.

- Xét nghiém: Noi soi va sinh thiét niém mac 6ng tiéu hoa giup chan doan phan
biét v6i cac nguyén nhan khac (bénh ghép chdng chi, nhiém trung).

1.7.2. Diéu tri

Nhin an hoan toan, nudi dudng tinh mach. Morphin 10-20 mg/ngay néu tiéu chay
qua nhiéu, diéu chinh liéu morphin theo dap tng 1am sang. Suc miéng dung dich Natri
gualenate hydrate + lidocain gitip giam tinh trang viém va d& dau cho ngudi bénh. Diéu
tri thude giam tiét acid va thudc boc niém mac néu loét da day.

1.8. Bénh ghép chong chii cip

Bénh ghép chdng chu (graft versus host disease - GVHD) la mot bién chimg
thuong gip sau ghép té bao gdc tao mau dong loai, hoic sau khi truyén ché phdm mau
khéng dugc chiéu xa cho ngudi bénh bi suy giam mién dich. Bénh ghép chdng chu duoc
chia thanh bénh ghép chéng chu cip (acute graft versus host disease - aGVHD) va bénh
ghép chdng cht man (chronic graft versus host disease - cGVHD).

1.8.1. Chén dodn

- Chan doan aGVHD dua vao céc triéu chimg 1am sang & da, gan va dng tiéu hoa.
Phan loai murc d6 ton thuong dua trén hé thong tinh diém cta Glucksberg.

- Biéu hién & da thuong gap nhat trong aGVHD, chiém trén 75% ngudi bénh. Biéu
hién sém & 1ong ban tay va ban chan véi cac ndt san nho, d6 va ngira. Ton thuong ning
biéu hién bang xo cing da hoic troc vay.

- Biéu hién & 6ng tiéu hoa bao gém budn ndn, ndn, dau bung, 161 loan tiéu hoa, di
ngoai phan 16ng nhu nudc. Noi soi dng tiéu hoéa thay niém mac phi né hoic tao thanh
mang cimg. Sinh thiét ton thuong gitp chan doan phan biét aGVHD véi cac bénh 1y khac.

- Biéu hién ¢ gan it gap, chiém 20% trong s6 cac ngudi bénh c6 aGVHD; biéu hién
vang da, gan to va tdng men gan.

1.8.2. Diéu tri

- Methylprednisolone liéu tdn cong 2mg/kg/ngay trong it nhat mot dén hai tudn,
giam liéu cham duéi 10% mdi tuan.

- Cac truong hop khang diéu tri corticoid thudng cé tién lugng xau, can diéu tri
phéi hop corticoid v&i mat s6 thudc nhu 1a CSA, tacrolimus, MMF, sirolimus, ATG,

daclizumab, infliximab.
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1.9. Hgi chirng dong mau rai rac trong long mach

- Chan doan DIC theo tiéu chuan ciia Hoi dong mau tic mach qudc té, co tinh dén
dac thu ciia DIC gip trong lo xé mi cép va theo ddi xét nghiém c6 tinh dong hoc. Cac xét
nghiém co ban bao gém: Pan hdi dd cuc mau (TEG), dém sb luong tiéu cau, dinh lugng
fibrinogen, APTT, PT, D-dimer;

- Nguyén tic diéu tri DIC: Diéu tri bénh 1y 1a nguyén nhan gay DIC (vi du lo xé mi
cap thé tién tay bao); Piéu tri thay thé bang ché phdm mau (khéi tiéu cau, huyét twong
tuoi dong lanh, tua lanh); biéu tri heparin tiéu chuan hoic LMWH.

2. PIEU TRI HO TRQ NANG CAO THE TRANG, BAO VE GAN THAN VA
PUONG TIEU HOA

2.1. Piéu tri hd tro ning cao thé trang

Bao dam can bﬁng va du chat dinh dudng nhu chit dam, chit béo, tinh bot. Thirc
an cho ngudi bénh suy giam mién dich can vo trung ti da bang cach an thirc in mém, nu
chin, hoa qua rira sach va got vo, nhung qua nuéc sdi néu can. Néu ngudi bénh ton
thuong niém mac duong tiéu hoa khong nubt dugc hodc khong hip thu dugc, thi can nudi
dudng duong tinh mach.

2.2. Piéu tri hd trg bao vé gan va thin

- Bu dich bang cach udng nhiéu nuée hodc bu dich dudng tinh mach.

- Pé h tro cho viée thai doc va gitip bao vé gan than chung t6i khuyén cdo mot bai
thudc dong y da duge GS.TS. Nguyén Anh Tri sang ché va st dung diéu tri cho nguoi
bénh bi bénh mau ac tinh trong nhiéu nam tai Bénh vién Hiru Nghi. Bai thudc nay bao
gdm: Cay mia tim (2 tAm), rau ma (1 nam to), rdu ngd, bong ma dé, nhan tran (mdi thwr 1
nam nho) va 1 ché xanh (10-12 14). Pun s6i cac vi thudc nay liy nude, uéng hang ngay.

2.3. Piéu tri hd tro bio vé niém mac dwong tiéu héa

Du phong loét da day do stress bang thudc boc niém mac va thude giam tiét acid.
V¢ sinh mi¢ng hong bﬁng cach danh rang sach, sic miéng béng dung dich sat khuan, diéu
tri khang sinh va thudc chong viém giam dau dang gel. B6 sung vitamin C. Dung thudc
boc niém mac, diéu tri khang sinh duong rudt néu ¢6 nhiém trung kém theo. Néu tén
thuong viém loét ning can chi dinh nudi dudng duong tinh mach.

3. PIEU TRI HO TRQ CHONG PQC TiNH CUA THUOC HOA CHAT

3.1. Téc dung phu huyét hoc

Thudc hoa chét 1a gdy tinh trang suy tiy sau diéu tri, 1am nguoi bénh thiéu mau,

xuat huyét do giam ti€u cau va nhiém trung co hdi do giam bach cau hat.
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3.2. Tdc dung phu khong phai huyét hoc ciia mét s6 loai héa chat

Str dung mesna (uromitexan) phong ngura doc tinh cua Cyclophosphamid va
ifosfamid liéu cao (viém bang quang chay mau). St dung calcifolinat (acid folinic) phong
ngira doc tinh ctiia methotrexat liéu cao. Cac thudc anthracyclin gy doc co tim, vi dy:
Daunorubicin ¢ thé gay doc co tim khi tong lidu vuot qua 550 mg/m”. ATRA c6 thé giy
hoi ching ATRA. Diéu tri bang dexamethasone 10 mg mdi 12 gio dudng tinh mach trong
it nhat 3 ngay.

4. PIEU TRI TRIEU CHUNG PAU

biéu tri giam dau mang tinh ca thé hoa rét cao, viéc st dung thube tuy thudc vao
dap mg cua ting ngudi bénh. Cac bién phap chinh bao gdm: Piéu tri bang thudc, giy té,
phau thuat than kinh, diéu trj tam 1y.

4.1. Con dau mirc d¢ nhe hoac vira phai:

Dung cac thudc sau: Aspirin va Paracetamol voi lidu 1én dén 1000 mg/4 gio).
Efferalgan codein (30 mg codein + 500 mg Paracetamol). Tramadol: manh gip 2 lan
codein, vién 50 mg it gdy tio bon. Thudc khang viém khong chira Steroid: ibuprofen 200-
400 mg x 3 lan/ngay; diclofenac 100-150 mg x 3 lan/ngay.

4.2. Con dau nang, dir dji

- St dung thudc vién morphin sulfat phong thich cé kiém soat (vi du: Thudc
skenan LP). Liéu khdi dau cho nguoi 16n 1a 30-60 mg/chia 2 1an/ ngay udng hoidc bom
qua sonde da day.

- Néu sir dung thudc opioid dudng udng khong con tic dung, phai chi dinh
Morphin dudng tiém, dung liéu nho 5-10 mg tiém dudi da 4 gio/ 1an.

- Fentanyl: thim qua da nén c6 thé dung duéi dang dan, cung cdp 1 luong thude
cham qua da kéo dai dén 3 ngay.

5. PIEU TRI GIAM NHE MQT SO TRIEU CHUNG NHU NON, BUON
NON, TAO BON, CO CHUONG, KHO MIENG

5.1. Nén va budn nén

Céc thube chéng non thong dung bao gdm: Metoclopramide liéu 10 mg x 1-3
lan/ngay; hodc ondansetron (thudc khang thu thé 5-HT; chon loc) liéu 4 mg x 2 1an/ngay;
thuong dung diéu trj non do hoa tri liéu.

5.2.Téo bén

Pé hd trg nhu dong rudt nén yéu cau ngudi bénh van dong nhe, ting dan tiy theo
thé trang, giit vé sinh sau khi di ngoai, an thirc an c6 nhiéu rau qua. Str dung thudc: Thude
lam ting khoi lwong phan, 1am tang kich thich duong rudt (vi du: Thude Polynu bao ché
tor dugc liéu); Thudc 1am mém phéan: Bisacodyl: La thudc nhuan trang tiép xuc, kich thich
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cac chét tir niém mac rudt. Liéu dung 5-15 mg/ngay c6 ¢ dang vién hodc vién dat hau
mon; Dau paraffin 10-20 ml (dung bubi t6i); Thude kich thich hoat dong co tron, chang
han glycerol.

5.3. Chuwéng bung

Diéu tri tinh trang chudng hoi, kho tiéu, ¢ chudng tuy theo nguyén nhan. Ding
thudc loi tiéu, chang han furosemide 40-120 mg/ngdy. Truyén albumin nguoi gitp ting
ndng do protein mau, giam ¢ chudng.

5.4. Kh6 miéng

Panh ring, stic miéng v6i nude sic miéng co soda hay bicarbonate. Diéu tri nhiém
nam Candida viing miéng bang khang sinh chéng nam, cha rira ludi ban bang dung dich
sat khuan. Boi moi bang kem vaselin hay dau thyc vat.

6. PIEU TRI KHANG SINH CHO NGUOI BENH GIAM BACH CAU HAT

- S6t giam bach cau duogc dinh nghia 1a khi nhiét d6 co thé > 38,3°C hodc ¢ 2 lan
do nhiét do > 38°C, kém theo c6 sd luong bach cau hat < 0,5 G/L hoic ¢6 nguy co s€ ha
xubng dudi muc 0,5 G/L.

- Giam bach cau hat nhung chua c6 sot can diéu tri khang sinh du phong bang
khang sinh nhom ciprofloxacin, acyclovir va khang sinh chéng ndim nhém azole. Sét do
giam bach cau hat diéu tri bang khang sinh phd rong dudng tinh mach theo kinh nghiém,
nhom cephalosporin thé hé 3-4 hodc carbapenem. Diéu chinh khang sinh dya theo dap
g diéu tri va két qua xac dinh tac nhan nhiém khuén.

7. PIEU TRI HO TRQ BANG TRUYEN MAU

Cac ché pham mau thuong dung bao gdm: Khdi hong cau; Khéi tiéu cau; Huyét
tuong tuoi déng lanh; Tua lanh; Ché phdm mau chiéu xa. Ngoai ra con co bién phap
truyén mau phenotype, tic 1a truyén ché phim mau hoa hop khong chi hé nhém mau
ABO va Rh ma con phu hgp véi cac hé nhom mau khac.
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PHU LUC 1. CHI PINH VA PANH GIA KET QUA MQT SO XET NGHIEM
PONG CAM MAU

Dé chan doan chinh xac cac bat thuong dong cdm mau, bén canh cac thong tin vé
triéu ching 1am sang, tién st ban than va gia dinh nguoi bénh,... két qua cic xét nghiém
dong cam mau dong vai tro rit quan trong. Xét nghiém doéng cam mau gitp chan doan
som, chan doan chinh xéc loai rdi loan, mirc d6 rdi loan cling nhu tién trién cua céc rdi
loan d6. Twong tmg véi cac giai doan cua qua trinh dong cam mau: Cam mau ky dau,
d6ng mau huyét trong va tiéu soi huyét, 1a cac xét nghiém dé danh gia cac giai doan nay.

1. PANH GIA GIAI POAN CAM MAU KY PAU

1.1. Cac xét nghiém tong quat, hién dang sir dung rong rii & cic bénh vién

a. Xét nghiém: Thoi gian mau chay, nghiém phap diy thét, co cuc mau dong.

b. Chi dinh: Tat ca nhiing trudng hop nghi ngd c6 bat thuong cam mau ky dau:
Thiéu vitamin C, giam sb lugng va/ hoac chét luong tiéu cau, bénh von Willebrand. ..

1.2. Cdc xét nghi¢m ddinh gid chirc nang tiéu ciu

a. Ddnh gid téng qudt chivc ning tiéu cau bang mdy tw dong (Platelet Funtion
Analyzer: PFA)

- Khai niém: PFA 1a xét nghiém danh gia ca 2 kha ning dinh va ngung tap cua tiéu
cau; Két qua PFA trong gidi han binh thuong cho phép loai trir hdu hét cac bénh Iy gay
bat thudng giai doan cam mau ky dau.

- Chi dinh: Nhiing trudng hop nghi ngd bénh 1y chirc ning tiéu cau bam sinh hodc
mic phai, bénh von Willebrand, nghi ngd khang aspirin khi diéu tri thudc nay.

b. Po dp ngung tdp tiéu cau

- Chi dinh: Tt ca nhiing truong hop nghi ngod giam hodc ting ngung tap tiéu cau:
Bénh ly chiic ning tiéu cau, bénh von Willebrand, huyét khdi dong mach, nghi ngd khang
aspirin.

2. CAC XET NGHIEM PANH GIA GIAI POAN PONG MAU HUYET
TUONG

2.1. Céc xét nghiém vong diu (first- line tests)

a. Xét nghigm: APTT, PT, TT, fibrinogen, s6 luong tiéu cau.

b. Chi dinh: Tat ca nhiing trudng hop nghi ngd bat thudng dong cdm mau, xét

nghiém tién phau.
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2.2. Cac xét nghiém chuyén sau

a. Xét nghiém phdt hién sw cé mdt ciia chét tec ché (mix test)

Pay 1a xét nghiém nham muc dich xac dinh thoi gian dong kéo dai bét thuong do
thiéu hut yéu t6 déng mau hay do co6 mat chat e ché. Khi tron huyét twong nguoi bénh véi
huyét twong binh thudng theo ty 1& 1:1, thoi gian dong s& tré vé binh thuong néu thiéu hyt
yéu t6 dong mau va thoi gian dong khong vé binh thudng trong truong hop co chat e ché
qué trinh déng mau. Tuy theo xét nghiém nao kéo dai (PT, APTT hay TT) ma chi dinh tién
hanh mix test bang xét nghiém do.

b. Dinh lwong hoat tinh yéu té déng mdu

Xét nghiém hoat tinh yéu té déng mau dugc chi dinh khi két qua cta xét nghiém
mix test cho thdy thoi gian dong ciia miu huyét twong tron 1 thé tich huyét twong bénh
v6i 1thé tich huyét twong chimg diéu chinh vé binh thuong. Tuy vao thdi gian dong cia
xét nghiém nao kéo dai dé chi dinh yéu t6 can dinh lwong phu hop:

- APTT kéo dai trong khi PT va TT binh thudng: Pinh lugng yéu t6 VIII, IX, XI,
XII;

- PT kéo dai trong khi APTT va TT binh thuong: Pinh luong yéu té VII;

- Ca APTT va PT kéo dai: Pinh lugng cac yéu t6 11, V, VII, IX, X.

3. PANH GIA TINH TRANG TIEU SQI HUYET

2 xét nghiém dugc s dung rong rai hién nay ¢ Viét Nam la nghiém phéap
Vonkaulla va dinh lugng D-Dimer.

4. PANH GIA TINH TRANG TANG PONG, HUYET KHOI

4.1. Panh gia nong dd cac chit e ché déng mau sinh 1y

a. Khai niém

Nhimng chat @c ché dong mau sinh 1y bao gdm antithrombin/antithrombin III
(AT/ATIII), protein S (PS), protein C (PC); thiéu hut chat (rc ché dong mau sinh 1y 1a
nguyén nhan giy ting dong huyét khoi.

b. Chi dinh

Nhirng truong hop huyét khdi nghi ngo do thiéu hut chat e ché dong mau sinh Iy
bam sinh (huyét khdi khi con tré, tai phat, co tinh chat gia dinh) hodc méc phai (xo gan,
DIC...).

207



5. XET NGHIEM PONG MAU KHI PIEU TRI THUOC CHONG PONG

5.1. Piéu tri khang vitamin K

- Xét nghiém can tién hanh: PT, st dung chi s6 INR (International Normalized
Ratio: chi sb binh thudng hoa quéc té) ciia PT dé diéu chinh lidu cua thudc;

- Gia tri can dat: Tuy loai bénh 1y, thuong INR trong khoang 2,0 - 3,5; Nguoi bénh
c6 nguy co chdy méu khi INR > 5.

5.2. Piéu tri heparin

5.2.1. Heparin tiéu chudn: Cac xét nghiém can tién hanh:

a. APTT: Str dung chi s6 rAPTT (rAPTT= APTT bénh /APTT chumng);

- Gi4 trj can dat: rAPTT trong khoang 1,5- 2,0;

b. Kiém tra sé lwong tiéu cau: 2 1an/ tuan.

c. Xét nghigm phdt hign giam tiéu cau do heparin (Heparin Induced
Thrombocytopenia: HIT): khi s6 lwong tiéu cau giam 50% so v6i trude khi diéu tri heparin.

d. Thoi gian mau dong hoat héoa (Activated Clotting Time: ACT): Pay la xét
nghiém tién hanh ngay tai givdng bénh hay phong md, thuc hién tai cac thoi diém trong
va ngay sau qud trinh phau thuat tim mach, chay than nhan tao...

5.2.2. Heparin trong lwong phdn tir thip: Céc xét nghiém can tién hanh:

a. Dinh luwgng anti Xa: Chi dinh cho nhitng nguoi bénh: Suy than, chdy mau hodc
c6 nguy co chay méau cao, ¢ thai, nguoi gia, béo dugc diéu tri heparin trong lugng phan
tir thap.

- Gia tri can dat: N@)ng do anti Xa trong khoang 0,35- 0,7 Ul/ml.

5.3. Piéu tri cac thudc khang tiéu ciu (antiplatelet therapy)

Muc dich chinh 14 phéat hién tinh trang khang thudc, diéu tri khong hiéu qua,
thuong duogc str dung 1a PFA va do d6 ngung tap tiéu cau véi chat kich tap ADP.
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PHU LUC 2. CHI PINH MOT SO XET NGHIEM MIEN DICH HUYET HQC

1. PINH TYP HLA (HLA typing)

Chi dinh:

- Ngudi bénh can ghép va ngudi cho.

- MAu méau cudng rén can luu trit.

2. PQ CHEO LYMPHO (Lympho cross match)

Cdch thwe hién: 0 huyét thanh ngudi bénh véi lympho ngudi cho sau d6 phat hién
su ¢6 mit ciia khang thé nguoi nhan gin 1én lympho ngudi cho.

Chi dinh: Nguoi bénh can ghép, khi d3 tim dugc nguoi cho phu hop vé cac chi
tiéu xét nghiém khac.

3. PIEN DI PROTEIN (Serum Protein Electrophoresis) VA PIEN DI CO
PINH MIEN DICH HUYET THANH (Serum immunofixation Electrophoresis)

Chi dinh:

- Nghi ngo¢ Pa u tuy xuong.

- Cac 1di loan tang sinh dong lympho B.

- Theo ddi hiéu qua diéu tri Pa u tiiy xuong.

4. KY THUAT TE BAO DONG CHAY PHAN TiCH KHANG NGUYEN
BIET HOA TE BAO (CD)

Chi dinh:

- Xép loai mién dich (trong lo-xé-mi cip, lo-xé-mi kinh, ...).

- Phén tich CD14, CD24, CD55, CD59, FLARE (trong bénh dai huyét sic té kich
phat ban dém, suy tuy xuong, thiéu mau tan mau c6 test Coomb am tinh...).

- Phan tich CD3, CD4, CDS8, CD19, CD56 (trong suy giam mién dich, bénh tu
mién,...).

- Phan tich HLA-B27 (trong viém da khép dang thap, viém mang b dao...)

- Pém CD34 (sau tiém thudc huy dong té bao gbc, danh gia sé luong té bao gbc
trong tai t& bao gdc trude va sau bao quan...).

- Phan tich CD64 trén quan thé bach cau hat trung tinh (khi cin chin doan sém
tinh trang nhiém tring huyét).

- Phan tich CD41/61/42b trén quan thé tiéu cu (cac truong hop ting bach cau ai

toan, giam ngung tap tiéu cau, bénh Glanzmann, hoi chimg Benard Soulier...).
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5. XAC PINH TON DU TOI THIEU TE BAO UNG THU TRONG

LO XE MI CAP BANG KY THUAT PHAN TiCH TE BAO DONG CHAY

Chi dinh: Ngudi bénh Lo xé mi dat lui bénh vé huyét hoc sau dot diéu tri hoa
chat.

Y nghia két qua:

- Ton du tbi thiéu < 0,01%: Lui bénh hoan toan.

- Ton du t6i thiéu > 0,01% - <0,1%: Nguy co tai phat trung binh.

- Ton du tdi thiéu 0,1% - 1,0%: Nguy co tai phat cao.

- Ton du tdi thiéu >1,0%: Chua lui bénh.

6. CHAN POAN BENH PAI HUYET SAC TO KICH PHAT BAN DPEM
BANG KY THUAT TE BAO DONG CHAY

Chi dinh:

- Nghi ngd bénh dai huyét sic t kich phat ban dém;

- Thiéu mau tan mau;

- Nguoi bénh duoc chan doén rdi loan sinh tuy;

- Thiéu mau tan mau cé test Coombs am tinh.

Y nghia két qua: Binh thuong: Trén bé miat hong cau/bach cau khong thiéu hut
CD55 va/hodc CD59, khong thiéu hut FLAER. Bénh dai huyét sic t6 kich phat ban dém:
trén 5% qu?m thé h6ng cau hodc bach cau c6 thiéu hut FLAER hodc CD55 va/hoidc CD59.

7. XAC PINH HLA-B27 BANG KY THUAT TE BAO DONG CHAY

Chi dinh:

- Viém cot séng dinh khép;

- Viém khép phan ting;

- Viém khép vay nén;

- Hoi chiing REITER;

- Viém mang bd dao.

8. PEM TE BAO GOC TAO MAU CD34

Chi dinh:

- Theo doi néng do TBG CD34" trong mau ngoai vi sau tiém thude huy dong TBG
ra mau ngoai vi.

- Panh gia chat lugng tai TBG (tuy xwong, mau cudng ron, hodc mau ngoai vi).
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9. PEM SO LUQNG TE BAO CD3, CD4, CD8, CD19, CD56.

Chi dinh:

- Suy giam mién dich tién phat & tré em;

- Suy giam mién dich thir phat do HIV/AIDS, do diéu tri hoa chat, tia xa hoic
thudc tre ché mién dich khac;

- Céc trudong hop can khao sat danh gia tinh trang mién dich khac (nhiém khuan,
sau tiém véc xin, bénh tu mién, ung thu...).

Gid tri binh thuong:

Thanh phén Phan trim (%) | Tuyét déi (té bao/pl)
Lympho T-CD3 50 - 85 600 - 2800
Lympho T-CD4 30 - 60 500 - 1600
Lympho T-CDS8 15 - 40 200 - 800
Lympho B (CD19") 7-25 80 - 900

Té bao NK (CD56") 6 - 30 70 - 1200

10. PANH GIA CD64 TREN BACH CAU HAT TRUNG TINH

Chi dinh: Nguoi bénh nghi ngo c6 tinh trang nhiém tring mau.

Y nghia két qud:

- CD64 am tinh: Binh thuong.

- CD64 duong tinh >10%: C6 tinh trang nhiém tring mau.

11. PINH LUONG PHUC HOQP GP IIb/Illa VA GP Ib (PHUC HQP
CD41/CD61/CD42)

Chi dinh:

- Suy giam chirc nang tiéu cau;

- Giam ngung tap tiéu cau;

- Hoi chtng tang bach cau ai toan;

- Bénh Glanzmann,;

- Hoi chiing Benard Soulier.

Y nghia két qui:

- Binh thuong CD41, CD61, CD42 duong tinh manh. Néu CD41, CD61 am tinh
hoac giam biéu hién, CD42 duong tinh manh: bénh Glanzmann,; Néu CD42 am tinh hodc
giam biéu hién, CD41, CD61duong tinh manh: Hoi ching Benard Soulier.
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PHU LUC 3. CHI PINH XET NGHIEM DI TRUYEN VA SINH HQC PHAN TU
TRONG CHAN POAN VA THEO DOI PIEU TRI BENH MAU AC TiNH

1. PAI CUONG

Co ché sinh bénh ctia bénh mau 4c tinh 1a cac bat thuong di truyén (ADN va nhiém
sic thé). Cac bat thudng nay la nhitng dau hiéu quan trong dé chan doan, tién luong va
theo ddi diéu tri bénh. C6 3 nhom k§ thut chu yéu dugc st dung dé phat hién cac bat
thuong di truyén, do la:

1.1. Di truyén té bao (ky thudt ldp cong thirc nhiém sdc thé - karyotyping)

La mot phuong phap tong quat dé danh gia bat thuong nhiém sic thé, bao gom ca
bat thudng vé s lugng va bat thuong vé ciu trac.

1.2. Di truyén phan tiv (ky thudt lai huynh quang tai ché - FISH, multicolor
FISH, spectral karyotyping — SKY)

Puoc sir dung dé phan tich nhirng thay d6i nhiém sac thé hoic ADN dic hiéu trong
té bao. Ky thuat FISH c6 thé sir dung té bao & ky trung gian (interphage) hodc & ky gitra
nén c6 thé phat hién cac bat thuong nhiém sic thé trong truong hop nudi ciy té bao tht bai.

1.3. Sinh hoc phan tw [ky thudt PCR, RT-PCR, Real-time PCR, gidi trinh tw gen,
xét nghiém phdt hién moc mdnh ghép (chimerism)]

Uu diém 1a c6 d6 nhay cao (107°-10°) va kha ning ty dong hoa. Hién nay céc ky
thuét sinh hoc phan tir trd thanh cac xét nghiém chinh dé chan doan va theo dai diéu tri
bénh mau.

2. CAC DAU AN DI TRUYEN VA SINH HQC PHAN TU PUQC SU DUNG
PHO BIEN TRONG CHAN POAN CAC BENH MAU AC TINH (xem bdng I)

Bing 1: Mgt so bit thwong gen va nhiém sic thé pho bién trong mot sé bénh mdu dc
tinh

Bénh Bat thwong | Bat thuwong Tan Tién Cac ky thuat
’ NST gen suit lwgng phat hién
Lo xé mi kinh Cong thirc
dong bach ci hiém sic thé,
ong Dach Al 9.22) BCR-ABL | 90-95% naiem sae the
hat (CML) FISH, RT-
PCR, RQ-PCR
Lo x& mi cAp thé AMLI-ETO, , Cén thir
Xe micap «(8:21) 29-40% | Tét ne A
M2 cKIT nhiém sac thé,
Lo x& mi thé cA , FISH, RT-
XemmeeaP | 15:17) | PML-RAR« | 65-70% |  Tét o
M3 PCR, giai trinh
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Bénh Bat thwong | Bat thuong T?I'n Tién | Céc ky thuat
) NST gen suat lwgng phat hién
Lo xé mi thé (16:16) CBFB- ; tur ADN
M4, Mdeo o MYHI11, 6% Tét
Hodac inv(16)
cKIT
Lo x& mi c6 kiéu - NPM1 30-40% | Tot |RT-PCR, giai
hinh NST binh - FLT3 ~23% X4u | trinh ty ADN
thuwong (NC- ] CEBPA 10% by Giai trinh tu
AML) ADN
Lo xé mi cip t(9;22) BCR-ABL |25-30% | Xau |Cong thire
dong lympho t(12:21) TEL-AML1 | 25% T6t | nhiém sic thé,
(ALL) t(4;11) MLL-AF4 |50-75% | Xau |FISH, RT-PCR
t(1;19) E2A-PBX1 | 8-11% | Xau
Pa u tiy xwong t(11;14) CCND1 | 15-20% | Tot
(VIMD (4;14) FOFRSYVA 50 | Xhu
’ MMSET FISH
t(6;14) CCND3 3% Tét
t(14;16) C-MAF 5-10% | Xau
t(14;20) MAFB 5% Xau
del (13q) - 50% Tét
del(17p13) P53 10% Xau
-5/del(5q) - 10-20% |  Tot
-7/del(7q) - 10-20% | Xau Cong thirc
Réi loan sinh Trisomy 8 ) 10% Trung | nhiém sic the,
tiay (MDS) binh FISH
17p-syndrome - 7% Xau
Del(20q) - 5% T6t
> 3 ton thuong - 10-20% | Xau
Da hong cau ; JAK2 | 65-90%
nguyén phat (PV)
Ting tiéu cau PCR, giai trinh
tién phat (ET) ) JAK2 35-55% tw ADN
Xo tily nguyén
phat (PMF) - JAK2 50-60%
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Bénh Bat thwong | Bat thuong T?I'n Tién | Céc ky thuat
) NST gen suat lwgng phat hién
L(\)’ x€ mi kinh L1 ) 0% Tr‘ung ) ’
dong lympho binh Cong thuc
(CLL) del(13q) - 45-60% | To6t | nhidm sic thé,
del (17p) - 13-235 | Rat xau FISH
+1p - 20% Cong thirc
Loxé mité bdo | 5ql3-q31 - 20% nhiém sic thé
toc 6%
U lympho khong t(11;14) CCND1/IGH Cong thirc
Hodgkin nhiém sac thé,
5 1(14;18) TgH-Belll FISH. RT-PCR
t(8;14) c-MYC
3q27 BCL6 Hoéa md mién
- BCL2 dich, FISH,
- FN1 RT-PCR

3. HUONG DAN CHI PINH CAC XET NGHIEM DI TRUYEN VA SINH HQC PHAN
TU TRONG CHAN POAN VA THEO DOI PIEU TRI MOT SO BENH MAU AC TINH

3.1. Bénh lo xé mi kinh dong bach chu hat (CML) (xem bdng 2)
Bing 2: Chi dinh xét nghi¢m di truyén va sinh hoc phén tir trong bénh CML

dau

Giai doan Xét nghiém cin lam Muc dich
1. Cong thic nhiém sic thé hodc | Phat hién NST Ph va cac bat
FISH thuong khac
2. RT-PCR phat hién gen BCR-ABL. | Phat hién bét thuong ¢ muc
Chin doan ban d6 phan tr

3. Real-time PCR dinh luong biéu
hién gen BCR-ABL

X4c dinh muc do bicu hién
cua gen BCR-ABL trudc dicu
tri (moc trudc di€u tri)

hoan toan veé di
truyén té bao
(CCR)

BCR-ABL,
thang/lan

gen thwue hién 3

Khi diéu tri bing | 1. Cong thirc nhiém sac thé

imatinib, 2. FISH phat hién t(9;22), thuc hién | Panh gia muc do lui bénh vé
ninotinib.. 3 thang/lan té bao di truyén

Khi dat lui bénh | Real-time PCR dinh luong biéu hién

Dénh gid mac do lui bénh vé

sinh hoc phan tir
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Giai doan

Xét nghiém can lam

Muc dich

Khi dat lui bénh

hoan toan vé sinh

1. PCR phat hién gen BCR-ABL,
thuc hién 3 thang/lan

Theo ddi dé phat hién sém tai

bénh vé sinh hoc
phan tir

hoc phan ti 2. Real-time PCR dinh lugng biéu

(CMR) hién gen BCR-ABL, thyc hién 3
thang/1an

Khi khong lui Xét nghiém phat hién dot bién

khang thudc ( PCR, giai trinh tur
gen...)

Tim d6t bién khang thudc

Sau ghép

Xét nghiém phat hién thé kham

(chimerism).

Theo ddi moc manh ghép

3.2.Bénh Lo xé mi cAp dong tiy (AML) (xem bang 3)

Bing 3: Chi dinh xét nghié¢m di truyén va sinh hoc phén tiv trong bénh AML

Thé bénh | Giai doan Xét nghiém can lam Muc dich
Phat hién bat thuong
1. Cong thuc NST NST dac hiéu va cac
bat thudng khac
2. RT-PCR pht hign gen PML- | C1an doan phan tir bénh
RARG Vé‘l‘ Xac d;rnh kha nang
diéu tri nham dich
Lo xé mi | Chin doan | 3- RT-PCR hodc giai trinh ty DNA
cAp thé ban diu phat hién dot bién g.er? NPM1 Tién luong bénh,
M3 4. RT-PCR hodc giai trinh ty DNA
phat hién gen dot bién gen FLT3
1. FISH phat hién t(15;17), thuc hién
6 théng/lén . .
\ . Theo doi hi€u qua dieu
Khi diéu tri | 2. RQ-PCR qd;nh lugng gen duong i
tinh luc chan doan, thuc hién 6| °
thang/1an
Phat hién bat thuong
1. Cong thirc NST va/hodc FISH. NST dac hiéu va cac
bét thuong khac
Chin doan |2. RT-PCR phat hién gen AMLI- | Chan do4n phan tir bénh
ban diu ETO
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Thé bénh | Giai doan

Xét nghiém can lam

Muc dich

Lo xé mi
cip khac
ngoai M3

3. RT-PCR phat hién gen CBFB-
MYHI11

Chan doan phan tir bénh

4. RT-PCR hodc giai trinh ty DNA
phat hién dot bién gen NPM1

5. RT-PCR hoac giai trinh ty  DNA
phat hi¢n dot bién gen FLT3

6. Giai trinh ty DNA phat hién dot
bién gen CEBPA

Tién luong bénh

Khi diéu tri

1. Cong thuc NST va/hoac FISH,
thuc hién 6 thang/lan

2. RQ-PCR dinh lugng gen duong
tinh Lac chan doan, thwyc hién 6

thang/1an

Theo d&i hiéu qua diéu

tri

3.3.Bénh Lo xé& mi cAp dong Lympho (ALL) (xem béng 4)
Bing 4: Chi dinh xét nghiém di truyén va sinh hoc phén tiv trong bénh ALL

Giai doan

Xét nghiém can lam

Muc dich

Cong thtrc NST va/ hoac FISH

Phat hién bat thuong NST dic

hiéu va cac bat thuong khac

RT-PCR phat hién gen BCR-ABL

Chin doan | RT-PCR phat hién gen TEL-AMLI1

ban dau RT-PCR phat hién gen MLL-AF4

RT-PCR phat hién gen E2A-PBX1

- Chan doan phan tir bénh
- Tién luong bénh

Khi diéu tri

1. Cong thuc NST va/ hodac FISH, thuc
hién 6 thang/lan

2. RQ-PCR dinh lugng gen duong tinh
lac chan doén, thuc hién 6 théng/lﬁn

Theo dbi hiéu qua diéu tri
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3.4.Bénh Da u tiy xwong (MM) (xem bang 5)
Bing 5: Chi dinh xét nghiém di truyén va sinh hoc phén ti trong bénh MM

Giai doan

Xét nghiém can lam

Muc dich

1. Cong thuc NST

Phét hién bat thuong NST dic
hiéu va cac bat thudng khac

2. FISH/clg FISH phat hi¢n t(11;14)

3. FISH/ clg FISH phat hién t(4;14)

Chéin doan | 4. FISH/ cIg FISH phat hién t(6;14)

ban dau 5. FISH/ cIg FISH phat hién t(14;16)

Tién luong bénh

6. FISH/ clg FISH phat hién t(14;20)

7. FISH/ clg FISH phat hién del(13q)

8. FISH/ clg FISH phat hién del(17p)

3.5. Pa hong nguyén phat (PV) hoic Ting tiéu cau tién phat (ET) hoic Xo tiy
nguyén phat (PMF) (xem bang 6)
Bing 6: Chi dinh xét nghi¢m di truyén va sinh hoc phédn tiv trong bénh PV hoic ET

hoac PMF

Giai doan

Xét nghiém can lam

Muc dich

Chén do4n ban diu

1. Cong thue NST

Phat hi¢n bat thuong NST dac
hi€u va cac bat thuong khac

2. PCR phat hién d6t bién
JAK2

3. Gié@ trinh tr ADN tim
dot bien CALR

Chéan doan bénh

Khi diéu tri

Dinh lugng dot bién JAK2

Theo d&i hiéu qua diéu tri

3.6. Hoi chung roi loan sinh tiy (MDS) (xem bang 7)
Bing 7: Chi dinh xét nghi¢m di truyén va sinh hoc phén tir trong bénh MDS

Giai doan

Xét nghiém can lam

Muc dich

Chén doan

1. Cong thuc NST

Phat hién bat thuong NST dic

hi¢u va cac bat thuong khac.

ban dau 2. FISH phat hién bat thuong -5/del(5q)

3. FISH phat hién bat thuong -7/del(7q)

Xép loai va tién lugng bénh.
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3.7. Lo xé mi kinh dong lympho (CLL) (xem bang 8)
Bing 8: Chi dinh xét nghiém di truyén va sinh hoc phén tir trong bénh CLL

Giai doan

Xét nghiém can lam

Muc dich

1. Cong thuc NST

Phét hién bat thuong NST dic

hiéu va cac bat thuong khac

Chin dodn | 2. FISH phat hién bat thuong +12

ban dau 3. FISH phat hién bat thuong del (13q)

4. FISH phat hién bat thudng del (17p)

Tién luong bénh

Khi diéu tri

Cong thirc NST, thuc hién 6 thang/lan

(néu c6 bt thuong luc chan doan)

Theo dbi hiéu qua diéu tri

3.8. Lo x& mi té bao téc (HCL) (xem béng 9)
Bing 9: Chi dinh xét nghiém di truyén va sinh hoc phén tir trong bénh HCL

Giai doan

Xét nghiém can lam

Muc dich

Chéan do4n ban dau

1. Cong thue NST

2. FISH phat hién bat
thuong +1p

3. FISH phat hién bat
thuong 5q13-q31

4. FISH phat hién bat
thuong del (17p)

- Phat hién bat thuong NST
ddc hiéu va cac bat thuong
khac

- Tién lugong bénh

Khi diéu tri

Cong thtrc NST, thuc hién
6 thang/1an (néu co bat
thudng lac chan doan)

Theo d&i hiéu qua diéu tri

3.9. U lympho khong Hodgkin (xem bang 10)
Bing 10: Chi dinh xét nghié¢m di truyén va sinh hoc phén ti trong bénh u

lympho khong Hodgkin (siv dung bénh phim la té chirc hach)

Chéin do4n ban dau

Giai doan Xét nghiém can lam Muc dich
Phat hién bat thuong
1. Cong thirc NST NST dic hiéu va cac bat
thuong khac

2. FISH phat hién gen CCND1/IGH | - Xép loai bénh

3. FISH phat hién gen IgH-Bclll

- Tién lugng bénh

4. FISH phat hi¢n gen BCL6
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PHU LUC 4. CHI PINH XET NGHIEM PHAT HIEN PQT BIEN GEN TRONG
CAC BENH MAU DI TRUYEN

1. PAI CUONG

Bénh mau di truyén 13 cum tir chi cac bénh Iy huyét hoc ¢ thé truyén lai cho cac
thé hé sau. Trong cac bénh Iy huyét hoc di truyén, c6 hai nhém bénh phd bién nhét va tac
dong 16n dén x3 hoi do6 1a bénh hemophilia va thalassemia.

Phén tich di truyén trong bénh hemophilia va thalassemia 1a sir dung cac k¥ thuat
sinh hoc phén tir dé xac dinh cac dot bién gdy bénh; sau d6 sir dung chinh dot bién nay dé
sang loc cho cac thanh vién trong gia dinh nham phat hién nguoi mang gen. Muyc dich cta
viéc tim kiém nguoi mang gen 1 dé quan 1y, tu van tién hén nhan va tu van sinh san, gitp
ho ¢6 co hoi sinh ra nhitng dira con khoe manh. Day la van dé then chdt trong viéc kiém
so4t, ngan chin ngudn gen bénh lay lan ra cong dong.

2. CHI PINH XET NGHIEM PHAT HIEN POQT BIEN GEN TRONG BENH
HEMOPHILIA

C6 hai phuong phép phan tich di truyén dé phat hién ngudi mang gen trong cac gia
dinh ¢6 tién sir hemophilia, d6 la:

2.1. Phén tich lién két (linkage analysis)

La st dung cac da hinh (polymorphism) trong gen mé hoa yéu t6 VIII va yéu t6 IX
dé 1an theo du vét cua gen bénh, khong can biét d6 1a dot bién gi.

Trinh tu chi dinh xét nghiém:

Chi dinh phan tich cdc da hinh phd bién trén gen ma hoa yéu t6 VIII va yéu té IX
trude (cac da hinh phd bién trong hemophilia A gom G/A (exon 7), (CA)n (int22), (CA)n
(int13), T/A (Bell), G/A (Xbal), C/T (Bgll), A/G (HindIII), G/A (Mspl); cac da hinh phd
bién trong hemophilia B gém Dde I, Mse I, Xmn I, Msp I, Taq I, Mnl I, Hha I. Sau d6, néu
cac da hinh nay khong thé sir dung dé phan tich thi str dung cac da hinh it phd bién khac.

2.2. Phian tich dot bién

La tim dot bién & nguodi nam gidi bi bénh trong gia dinh, sau dé sir dung dot bién
nay dé chan doan tinh trang mang gen cua nit gidi trong gia dinh va chan doan trudc sinh.

Hudng dan chi dinh xét nghiém phat hién dot bién gen trong bénh hemophilia bang

phuong phéap phan tich dot bién (xem so dd 1).
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So do 1: Tém tat thir tw chi dinh xét nghiém trong phuong phap phan tich
truce tlep cac dot bién trong bénh Hemophilia (tham khio hieong din chin dodn phan tir
bénh hemophilia ciia UK Haemophilia Centre Doctors’ Organisation (UKHCDO), so' do chan
dodn nay da dwoc dp dung & nhiéu nudc):

| HaemophiliaA |

s ~
Thé nang Trung binh / Nhe
(FVII:C<1%) ( FVII:C >1%
Phan tich igvs 22
/N \ |
Duong A'“l " Gidi trinh ty gen FVIIl ho3cFIX |
N
‘ Phan tich invs 1 \ \

/ \ Tim dugc dot bién| Khéng tim dugc dot bién
}

Dwong Phan tich MLPA

]

sang loc ni¥ mang gen sang loc nir mang gen

" 1

Chan doan trudc sinh

Chan doén trudrc sinh

3. CHI PINH XET NGHIEM PHAT HIEN PQT BIEN GEN TRONG BENH
THALASSEMIA

3.1. Tim dpt bién 6 ngwoi bénh

Trong bénh Thalassemia co nhiéu dot bién gen va cac dot bién rat da dang. Pé tim
dot bién gen Thalassemia, nén thyc hién theo cac budce sau:

Buéc 1: Tap trung sang loc cac dot bién pho bién

- Nhiing dot bién phé bién trong a-Thalassemia: SEA, THAI, FIL, a4.2, a3.7,
HbCs, HbQs, HbParkes;

- Nhitng dot bién pho bién trong B-Thalassemia: Codon 41/42, codon 17, codon 95,
codon 71/72, IVS 1-5, codon 26, IVSI-1, IVSII-654, -28, -29, codon 14/15.

Buéc 2: Néu nguoi bénh Am tinh voi tit ca cac dot bién phé bién sang loc &
budre 1 thi cin giai trinh tw gen a-globin hoic B-globin dé tim cac dot bién khac.
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3.2. Sang loc ngwoi mang gen va chin dodn truwde sinh.
Sau khi di tim duogc dot bién gay bénh & nguoi bénh, st dung chinh dot bién nay
dé sang loc ngudi mang gen va chan doan trudce sinh cho thai nhi ciia ngudi nit mang gen

trong gia dinh.
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PHU LUC 5. CHI PINH MQT SO XET NGHIEM DE THUC HIEN
TRUYEN MAU AN TOAN, HIEU LUC

1. NGHIEM PHAP COOMBS TRUC TIEP

1.1. Chi dinh lam nghiém phdp Coombs truc tiép

- Bénh tu mién nhu: Lupus ban d6 hé théng, thiéu mau tan mau ty mién;

- Bénh thiéu mau tan mau & tré so sinh do bét déng nhom mau me con;

- Phan tmg tan mau do truyén mau.

1.2. Chi dinh thém xét nghiém khi co két qua nghiém phap Coombs truc tiép
duong tinh

- Xac dinh ban chat ctia khang thé;

- Sang loc khang thé bat thuong;

- Pinh danh khang thé bat thuong.

2. NGHIEM PHAP COOMBS GIAN TIEP

Chi dinh lam nghiém phdp Coombs gidn tiép

- Bénh tu mién nhu: Lupus ban d6 hé théng, thiéu mau tan mau tu mién;

- Bénh thiéu mau tan mau & tré so sinh do bat déng nhom mau me con;

- Nguoi bénh bi sbt sau truyén méu, hay truyén mau khong hiéu qua.

3. SANG LOC KHANG THE BAT THUONG

3.1. Chi dinh

- Xét nghi¢ém cho don vi mau hién;

- Xét nghiém cho ngudi bénh dugc tién lugng sé phai truyén mau;

- Xét nghiém cho phuy nir d4 c6 thai va chira, dé nhiéu lan.

3.2. Chi dinh thém xét nghigm khi c6 két qua xét nghigm sang loc khdng thé bt
thuwong dwong tinh

- Pinh danh khang thé bét thuong;

- X4c dinh ban chat cia khang thé.

4. PINH DANH KHANG THE BAT THUONG

4.1. Chi dinh lam xét nghi¢m

- Ngudi hién mau c6 két qua xét nghiém sang loc khang thé bat thuong dwong tinh;

- Ngudi bénh c6 két qua xét nghiém sang loc khang thé bat thudong duong tinh;

- San phu c6 két qua xét nghiém sang loc khang thé bat thuong dwong tinh.

4.2. Chi dinh thém xét nghiém khi da xdc dinh dwoc tén khdng thé bat thuwong

Dinh nhom cac khang nguyén hdng cu twong tmg véi khang thé bat thuong da
duoc xac dinh.
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5. XAC PINH CAC KHANG NGUYEN NHOM MAU HE HONG CAU

Chi dinh lam xét nghiém

- Nguoi bénh duoc ghép té bao gdc;

- Nguoi bénh Thalassemia va nhitng ngudi bénh dugc tién luong s& phai truyén
méu nhiéu 1an trong qua trinh diéu tri;

- Ngudi bénh di c6 khang thé bat thuong;

- Xét nghiém cho ngudi hién mau; Xét nghiém dé xay dung panel hong cau, xay
dung lyc luong hién mau du bi, xay dung ngan hang nguoi hién mau c6 nhém méu hiém;

- Xét nghiém cho nhitng nghién ctru vé hang s va nhan chung hoc.

6. PINH NHOM MAU HE ABO

Chi dinh lam xét nghiém

- Binh nhém mau hé ABO cho:

+ Nguoi bénh khi vao vién;

+ Nguoi bénh va don vi mau khi thyc hién phat mau;

+ Ngudi bénh duge ghép té bao gbe dé theo ddi sy chuyén doi nhom mau;

+ Nguoi hién mau;

+ Lam hd so kham strc khoe.

+ Nghién ctru vé nhan ching hoc.

+ Xay dung ngan hang mau hiém va luc lugng hién mau du bi

7. PINH NHOM MAU HE Rh (D)

Chi dinh lam xét nghiém dinh nhom mdau Rh (D)

+ Nguoi bénh khi vao vién;

+ Nguoi bénh va don vi mau khi thyc hién phat mau;

+ Ngudi bénh duge ghép té bao ge dé theo ddi sy chuyén d6i nhom mau;

+ Nguoi hién méu;

+ Lam hd so kham strc khoe.

+ Nghién ctru vé nhan ching hoc.

+ Xay dyng ngan hang mau hiém va luc luong hién mau du bi.
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PHU LUC 6. CHI PINH GAN TACH THANH PHAN MAU TRONG PIEU TRI

1. PAI CUONG

Gan tach thanh phan mau 13 mot phuong phap duge sir dung diéu tri nhiéu bénh 1y
va hoi ching khac nhau trong y hoc. Phuong phap gan tach thanh phan méau diéu tri
(Therapeutic apheresis) duogc thuc hi¢n nham loai bdo mot hodc nhiéu thanh phén bat
thuong trong mau ngudi bénh qua do diéu tri, cai thién tinh trang nang cua bénh.

2. CHI PINH GAN TACH THANH PHAN MAU PIEU TRI

2.1. Trao d6i huyét twong diéu tri (Therapeutic plasma exchange - TPE)

Loai bo luong 16n huyét trong nguoi bénh va thay thé bang mot dich thich hop.

Chi dinh:

a. Bénh 1y huyét hoc

- Hoi chung ting cao d6 nhot huyét twong: Bénh Waldenstrom, bénh da u tiy xuong;

- Ban xuét huyét giam tiéu cau huyét khoi;

- Khang thé mién chéng hong cau trong qua trinh mang thai;

- Hoi ching ting uré huyét tan;

- Ghép tuy khong tuong thich nhém mau h¢ ABO;

- Tang globulin ngung két lanh (cryoglobulinemia);

- Ty khang thé chdng té bao chét bach cau hat trung tinh;

- Giam khéang thé chéng HLA trong ghép té bao gbc dong loai.

b. Bénh ly khdc

- Bénh nhugc co (Myasthenia gravis);

- Hoi ching Guillain-Barré cp tinh;

- Viém da day than kinh tiéu myelin cap va man tinh;

- Bénh da xo cung;

- Viém nao Rasmussen, mua giat Sydenham;

- Viém cau than tién trién lién quan phirc hop khiang nguyén-khang thé;

- H61 chirng Goodpasture, U bach cau hat Wegener;

- Viém khép dang thap, bénh lupus ban d6 hé thong;

- Bénh ting cholesterol mau gia dinh typ II dong hop tir; ting acid phytanic...

2.2. Gan tach té bao mau diéu tri (Therapeutic cell depletion)

Loai bo mot luong 10n céc té bao cao bat thudng trong mau, ngin ngira bién ching

huyét khéi, tic mach, hoi chimg tiéu khdi u.. .
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Chi dinh:

- Bach cau cao hon 100 G/L:

- Tiéu cau cao hon 1.000 G/L;

- Thé tich khdi hong cau (hematocrit) cao hon 50%.

2.3. Trao d6i hong ciu diéu tri (Red blood cell exchange)

Loai bo cac hong cau bénh 1y va truyén thay thé bang hong cau binh thuong tir
nguoi khoe manh.

Chi dinh:

- Bénh thalassemia;

- Bénh sot rét nang;

- Tan méau do bit déng mién dich me con...

2.4. Gan tach két hop hip phu mién dich (Immunoadsorption apheresis)

Loai bo chét trung gian gdy bénh trong huyét twong bang cot hip phy mién dich.

Chi dinh:

- Giam tiéu cau mién dich;

- Khéng thé khang yéu t6 VIILI.

2.5. Gan tach lipoprotein ty trong thiap (LDL apheresis)

Chi dinh:

- Muc LDL cholesterol 16n hon 300 g/dl;

- Mtrc LDL cholesterol 16n hon 200 g/dl va kem bénh 1y tim mach.

2.6. Gan tach két hop kich hoat bd sung (Extracorporeal photopheresis)

Str dung k¥ thuat apheresis phdi hop véi thude kich hoat té bao lympho.

Chi dinh:

- Pemphigus thé théng thuong;

- U lympho té bao T thé da.

3.KET LUAN

Trong lam sang, gan tach thanh phan mau 1a mot phuong phap diéu tri quan trong
nham nhanh chéng 1am giam tinh trang ning ctia bénh ciing nhu cc nguy co xay ra bién
chimg & nhiéu loai bénh 1y khac nhau. Hién nay, phuong phap nay dang duoc ap dung

rong rai tai nhiéu co sé y té 16n, dac biét trong linh vuc diéu tri bénh ly huyét hoc.
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PHU LUC 7. CHI PINH SU DUNG MAU VA CHE PHAM MAU TRONG
LAM SANG

KHAI NIEM: Ché pham mau bao gdm cac san pham diéu tri duoc diéu ché tir mau
nguoi. Ché pham méau c6 thé duogc didu ché tir mau toan phan cua nguoi cho bang cach ly
tam phan 16p theo ty trong, diéu ché bang may tach cac thanh phan mau tu dong hodc san
xuét theo cac cong nghé dic biét tir huyét twong hodc bang cong nghé tai t6 hop gen.

1. MAU TOAN PHAN (Whole Blood)

Mau toan phan dugc 1ay tir ngudi hién mau va chira trong ti chat déo vo tring c6
dung dich chéng dong - bao quan (citrate, phosphate, dextrose va thuong c6 adenine -
CPD-A). Mbi don vi mau toan phan c6 thé tich 250-450 ml, nong d6 hemoglobin xap xi
12g/100 ml. Thoi han bao quan t6i da ctia mau toan phan c6 dung dich chdng dong phu
hop & diéu kién nhiét d6 2-6°C 1a 42 ngay. Mau toan phan phai dugc truyén trong vong
30 phit sau khi dwa khoi t bao quan ¢ 2-6°C va can truyén xong trong vong 6 gio.

Chi dinh truyén mdu toan phén:

- Mat mau cép kém theo giam thé tich tudn hoan (méat mau khéi luong 16n trén
30% thé tich mau, twong tng véi trén 1.500 ml mau & ngudi co trong luong khoang
50kg);

- Truyén thay mau;

- Trudng hop nguoi bénh can truyén hong cau nhung khong 6 san khdi hong cau.

Mau toan phan truyén cho ngudi bénh phai pht hop nhém mau hé ABO va RhD
gilta ngudi cho va nguoi nhan. Khong duge truyén chung mot dudng truyén tinh mach
cac duge pham va dich truyén cung véi mau, trir dung dich nudc mudi sinh 1y.

2. KHOI HONG CAU PAM PAC (Packed Red Cells)

M&i don vi khéi hong cAu dam dic diéu ché tir mot don vi mau toan phan lay tir
mdt ngudi hién mau, chira 150-200 ml hong cau di loai bo hau hét huyét tuong v4i nong
do hemoglobin 18-20 g/100 ml, hematocrit khoang 55-75%.

Chi dinh trong cdc truwong hop sau:

- Thiéu méu

- Str dung cung véi cac dung dich thay thé dudng tinh mach (dung dich keo hoic
dung dich dién giai) diéu tri tinh trang mat méau cap.

Khéi hong cau d¢am dic truyén cho ngudi bénh phai phi hop nhom méau hé ABO

va RhD gitra nguoi cho va ngudi nhén.
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3. KHOI HONG CAU CO DUNG DICH BAO QUAN (Red Cells in additive
solution)

Khéi hong cau c6 dung dich bao quan (khéi hong cau hoa lodng) dugc diéu ché
bang cach loai bé huyét twong tir mau toan phan bang ly tim & nhiét d6 2-6 °C trong may
ly tim lanh chuyén dung, sau d6 bd sung dung dich bao quan (thuong 1a dung dich mubi
¢6 bd sung thém cac chat nhu adenine, glucose va manitol).

Mbi don vi khdi hong cau hoa lodng diéu ché tir mot don vi mau toan phan 13y tir
mot nguoi hién mau, chira 150-200 ml hong cau; Nong d¢6 hemoglobin xap xi 14-15 g/100
ml va hematocrit khoang 50-70%.

Chi dinh diéu tri:

- Thiéu méu

- Str dung cung véi cac dung dich thay thé dudng tinh mach (dung dich keo hoic
dung dich dién giai) diéu tri tinh trang mat mau cap.

Khéi hong cau hoa lodng truyén cho ngudi bénh phai phit hop nhém méau hé ABO
va RhD gitra nguoi cho va ngudi nhén.

4. KHOI HONG CAU RUA (Washed Red Cells)

Khdi hdng cau rira 1a khéi hong cau dugc loai bo huyét twong tdi da bang cach rira
nhiéu 1an (t4i thiéu 3 14n) voi dung dich mudi ding truong va duge pha lodng trong dung
dich mudi, trong dung dich bao quan hong cau hoic trong huyét twong hoa hgp mién dich.

Do ¢6 nguy co nhiém khuan trong qua trinh rira trong hé thng hé, ché pham nay
c6 thoi han bao quan ngan & nhiét do 2 - 6°C khong qua 24 gio ké tir khi diéu ché.

Chi dinh diéu tri:

- Nguoi bénh thiéu mau c6 mién dich véi cac thanh phan trong huyét tuong, dic
biét dbi voi nguoi bénh c6 nguy co sdc phan vé, ton thuong phéi do truyén mau.

5. KHOI HONG CAU PONG LANH (Frozen Red Cells)

Mau toan phan va khdi hdng cau thong thudng bao quan ¢ 2 - 6°C va c6 han sir
dung khong qua 35 - 42 ngay. Khéi hong cau dong lanh nham kéo dai thoi gian bao quan
cac don vi khdi hong ciu thudc cac nhom mau hiém hodc truyén mau trong cac truong
hop dic biét trong phan chi dinh. Khdi hdng cau dong lanh duogc xir Iy va bao quan dong
lanh & nhiét do khong cao hon - 60°C trong dung dich bao vé hong cau c6 glycerol voi
thoi han bao quan 1€n téi 10 nam.

Trude khi sir dung dé truyén cho nguoi bénh, khdi héng cau dong lanh can duoc
lam tan dong, rira va loai bo hét glycerol va hoa loang trong dung dich mudi ding truong,

dung dich bao quan hdng cau hodc trong huyét twong hoa hgp mién dich. Khbi hong cau
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d6ng lanh di tan dong, loai bo glycerol can bao quan & 2- 6°C khong qua 24 gid trudce khi
su dung cho ngudi bénh.

Chi dinh diéu tri:

Nguoi bénh thiéu mau c6 nhém mau rat hiém va mién dich déng loai v&i nhiéu
khang nguyén nhém mau c6 ty 1& luu hanh cao trong cong dong. Do vy, can sir dung cac
don vi c6 nhom hoa hop véi ngudi bénh va khong c6 cac khang nguyén thuong gip ¢
nguoi hién mau;

6. KHOI TIEU CAU

C6 2 loai khoi tiéu cau:

6.1. Khoi tiéu cAu tir mau toan phan (Recovered Platelet Concentrates): Piéu
ché tir mot don vi mau toan phﬁn, c6 thé tich khoang 40-60 ml va chua it nhét 35 x 10°
tiéu cau. Khi truyén cho ngudi bénh thudng gdp 3-4 don vi khéi tiéu cau don thanh tap
hop (pool) khéi tiéu cau (Pooled Platelet Concentrates).

6.2. Khoi tiéu cau gan tich tir mdt nguoi cho (Apheresis Platelet Concentrates):
Thu nhén tr mot nguoi hién bang may tach thanh phan mau, c6 thé tich khoang 300 ml va
chira khoang 3 x 10" tiéu cau.

Khdi tiéu cAu duge bao quan & 20°C-24°C, l4c lién tuc trong thiét bi bao quan tiéu
cau chuyén dung véi thoi gian t6i da 5 ngay. Khéi tiéu cau don duge diéu ché trong hé
théng ho (tai 3) thi phai sir dung trong 24 gio. Sau khi pool, khéi tiéu cau pool ciing phai
dugc truyén trong vong 24 gid dé tranh nguy co vi khudn sinh san. Khdi tiéu cau, sau khi
linh tir don vi phat mau, phai tiép tuc duoc bao quan & nhiét do 20-24°C va phai dugc
truyén som sau khi linh. Khong dugc bao quan khdi tiéu cau vao tu lanh vi s& 1am giam
chtrc ning tiéu cau.

- Khéi tiéu cdu truyén cho ngudi bénh phai phu hgp nhém mau hé ABO.

Chi dinh khéi tiéu cau:

- Hoi ching xuat huyét do giam sb lugng hodc chat luong tiéu cau;

- Trong trudng hop ngudi bénh khong cé xudt huyét, chi dinh truyén khdi tiéu cau
néu sb luogng tiéu cau dudi 10 x 10%/1. Trong trudng hop sb lugng tiéu cau dudi 20 x 10°/1
dong thoi ngudi bénh co yéu t6 nguy co gdy chay mau nhu sdt, nhiém tring, réi loan
d6ng mau di kém thi ciing chi dinh truyén khéi tiéu cau.

Mot nguoi bénh niang 60-70 kg dugc truyén 1 don vi tiéu cau pool (tir 3-4 nguodi
cho va chua it nhit 1,4 x 10" tiéu cdu), c6 thé lam ting sé lwong tiéu cau sau khi truyén
1én thém 20-40 x 10°/1,

231



7. CHE PHAM MAU LQC BACH CAU (Filtered Leukocyte-reduced Blood
Components)

Thanh phan bach cau trong khdi hong cau, khéi tiéu cau diéu ché tir mau toan phan
gdy ra mot s bién ching do bat ddong mién dich bach ciu, lam trung gian lay truyén mot
sO virus. Céc bach cau thoai hoa trong cac don vi ché phim mau co thé gy tic nghén, ton
thuong tudn hoan vi mach,... Pé giam thiéu tbi da tit ca cac tai bién truyén mau do bach
cdu con trong cac ché phdm mau gy ra thi can thuc hién phuong phép loc bach cau. C6 2
phuong phap loc bach cau: Loc bach cau don vi mau toan phan trudc khi diéu ché cac ché
pham va loc bach cau cho timg loai ché pham, tai giwong bénh, trude khi truyén cho
nguoi bénh.

Chi dinh diéu tri khdi héng cau, khdi tiéu cau loc bach ciu trong tat ca cac truong
hop can truyén hong cau, tiéu cdu va co cac nguy co kém theo:

- Truyén méau khoi lugng 16m, truyén nhiéu héng cAu, tiéu cau;

- Ngudi bénh ¢6 tién st phan Gng sét tai phat sau truyén hong cau, tiéu cau;

- Phong ngira ddng mién dich bach cau véi nguoi bénh chuan bi ghép co quan, to
chirc, cac tinh trang bénh Iy mién dich gay giam bach cau, tiéu cau;

- Céc ngudi bénh co tinh trang suy giam mién dich bam sinh hodc méc phai;

- Truyén méu ¢ tré so sinh, truyén méau thai nhi trong tir cung.

8. CHE PHAM MAU CHIEU XA (Irradiated Blood Components)

Chiéu xa ché phém mau co6 tac dung bat hoat cac bach cu c6 thim quyén mién
dich c¢6 trong don vi ché phim mau, ngin ngira nguy co bach ciu ting sinh phat trién
trong co thé ngudi bénh suy giam mién dich bam sinh hodc mac phai. Chiéu xa cac don vi
ché pham mau trude khi truyén cho nguoi bénh trong cac thiét bi chuyén dung véi liéu
chiéu xa t6i thiéu 2.500 centigray (cGy hodc rad).

Chi dinh diéu tri khdi hong cau, khdi tiéu cu chiéu xa trong tat ca cac trudng hop
can truyén hong cu, tiéu cau va c6 cac nguy co kém theo:

- Cac ngudi bénh co tinh trang suy giam mién dich bam sinh hoic mac phai;

- Truyén mau & tré so sinh, truyén méu thai nhi trong tir cung;

- Nguoi bénh diéu trj trc ché mién dich, trudc va sau ghép co quan, to chirc;

- Truyén mau, ché phém mau léy tur cha, me, anh chi em rudt cua nguoi bénh.

9. HUYET TUONG TUOI PONG LANH (Fresh Frozen Plasma)

Huyét twong twoi dong lanh dugc diéu ché bang cach chiét tach tir mau toan phan
trong vong 18 gio sau khi thu gom va lam d6ng nhanh dén -25°C hodc lanh hon dé bao

toan dugc hau hét cac yéu t6 dong mau. Ciing c6 thé tach huyét tuong bang may tach
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thanh phan mau ty dong. Mot don vi huyét twong tuoi déng lanh c6 thé tich khoang 200-
300ml va ndng do cac yéu té dong mau, albumin va immunoglobulin & murc binh thudng.

Huyét tuong tuoi dong lanh duge bao quan ¢ -25°C hodc lanh hon trong thdi gian
1 nam va c6 thé lau hon néu nhiét do bao quan thap hon. Huyét twong twoi dong lanh sau
khi pha déng, duoc van chuyén trong thung cach nhiét dé giir duoc nhiét do trong khoang
2-6°C va can dugc truyén trong vong 30 phat. Trong truong hop chua sir dung ngay, phai
dugc bao quan trong ta lanh & nhiét d6 2-6°C va truyén trong vong 24 gio.

Chi dinh truyén huyét twong twoi dong lanh:

- Thiéu nhiéu yéu té dong méau (vi du ngudi bénh xo gan);

- Piéu tri qua liéu thudc chong dong warfarin;

- Giam yéu t6 déng mau do hoa lodng ¢ ngudi bénh truyén mau khdi lwong 16n;

- Pong mau rai rac trong long mach.

Khong nén st dung huyét twong tuoi dong lanh dé diéu tri cac trudng hop giam thé
tich tuan hoan vi:

- C6 nguy co lay nhiém HIV, viém gan B, viém gan C va cac bénh nhiém trung
khac truyén qua dudng mau.

- Trong diéu tri tinh trang giam thé tich tudn hoan, st dung céc dung dich keo hoac
dung dich dién giai truyén tinh mach c6 hiéu qua hon so v6i huyét twong tuoi déng lanh.

10. HUYET TUONG PONG LANH (Frozen Plasma)

Huyét twong dong lanh 1a ché pham huyét twong diéu ché tir mau toan phan c6 thoi
gian bao quan qua 18 gio, hodc tir cdc don vi huyét tuoi twoi dong lanh da dugc diéu ché
tia lanh. Huyét tuong dong lanh chira phan 16n cac thanh phan nhu huyét tvong tuoi dong
lanh, ngoai trir giam thap nong do cac yéu té dong mau kém bén viing nhu yéu t V, VIII
va fibrinogen.

Chi dinh truyén huyét trong dong lanh trong cac trudng hop nguoi bénh xo gan,
giam protein huyét twong, diéu tri qua liéu thudc chéng dong warfarin, giam mot sé cac
yéu t6 dong mau do hoa lodng & ngudi bénh truyén mau khéi lugng 16n.

11. TUA LANH YEU TO VIII (Cryoprecipitate)

Taa lanh yéu t6 VIII duoc diéu ché tir huyét trong twoi déng lanh bang cach xir 1y
va giir lai khoang 10-20 ml tua lanh trong qua trinh pha dong c6 kiém soat huyét trong
tvoi dong lanh. Tua lanh yéu t§ VIII chira khoang mét nira lwong yéu t& VIII va
fibrinogen trong méau toan phan thu gom duoc, vi du yéu t&6 VIII: 80-100 iu/thi;
fibrinogen: 150-300 mg/tai. Tua lanh yéu t6 VIII thudng dugc cap phat dudi dang thi don
hodc pool (thuong tron tir 6-8 don vi thi don tir 1 nguoi cho).
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Sau khi pha déng, taa lanh can dugc truyén trong vong 6 gio.

Chi dinh diéu tri tiia lanh yéu té VIII:

- Cac bénh thiéu hut di truyén hodc mac phai yéu té VIII (bénh Hemophilia A),
yéu t6 von Willebrand (bénh von Willebrand), yéu t6 X111, fibrinogen;

- Cac rdi loan dong mau c6 giam ning fibrinogen nhu déng mau rai rac trong long
mach, ti€u soi huyét tién phat.

12. CAC SAN PHAM PROTEIN TINH CHE

Céc san pham protein tinh ché tir nguon gdc chiét tach tir huyét twong nguoi hodc
cong nghé tai t6 hop, bao gdm albumin, immunoglobulin va cac yéu t6 dong mau nhu yéu
td VIla, VIII, IX, phtrc hop prothrombin,...

12.1. Céc yéu t6 dong mau

a. Yéu t6 VIII cé dic (Factor VIII Concentrates, AHF Concentrates)

Yéu t6 VIII tinh khiét dugc diéu ché tir huyét trong cta ngudi cho mau hodc cong
nghé tai t6 hop, chira it nhat 0,5-20 iu/mg protein. Truyén 1 don vi yéu t6 VIII cho mdi kg
can nang co thé ting 2% ndng do yéu td VIII trong huyét trong. Thoi gian ban hiy cua
yéu to VIII 1a 8 - 15 gio.

Yéu té VIII duoc chi dinh diéu tri bénh Hemophilia A va bénh von Willebrand.

b. Yéu té IX cé dic

Yéu t6 IX dugc diéu ché tir huyét trong ctia nguoi cho mau hodc cong nghé tai to
hop. Yéu t6 IX c6 dic sau khi truyén c6 thé lam ting néng do IX & nguoi bénh duogc
truyén 13 khoang 1% cho mdi don vi IX duoc truyén tng véi 1 kg trong luong co thé
ngudi bénh. Thoi gian ban huy cta yéu té IX 1a 11 - 27 gio.

Co dac yéu td IX duoc chi dinh diéu tri cho nguoi bénh méc Hemophilia B.

c. Phirc hop prothrombin co ddac (prothrombin complex concentrates - PCC)

C6 dic phirc hgp prothrombin diéu ché tir huyét tuong nguoi co chira yéu t6 II,
VII, IX, X c6 thé duge chi dinh dé diéu tri bénh Hemophilia B (bénh Christmas) hodc céac
bénh 1y gy kéo dai thoi gian prothrombin.

d. Yéu t6 VIla tdi to hop (Recombinant Factor VIla- rFVlIla)

Yéu t6 VIIa la glycoprotein diéu ché bang cong nghé tai to hop, co dic tinh tuong
tu yéu t VII nguoi. Yéu té VIIa 1a dang hoat héa cua yéu td VII ¢6 thé hd tro con dudong
d6ng mau ngoai sinh, ma khong can sy tham gia ctia yéu té VIII va IX. Chi dinh cta ché
pham nay trong bénh:

- Hemophilia A va B ¢ xuat hién chit ¢rc ché (khang thé khang yéu t6 VIII hodc IX);

- Hemophilia mic phai;
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- Bénh suy nhuoc tiéu cau Glanzmann;

- Thiéu hyt bam sinh yéu t& VII;

- C6 thé dung dé diéu tri qua liéu thudc chdng dong duong udng chéng thrombin
nhu dabigatran, rivaroxaban hodc apixaban.

12.2. Cac ché pham immunoglobulin

Hién nay c¢6 mot s6 ché pham nhu immunoglobulin dung tiém trong co hodc tiém
tinh mach chuta IgG huyét twong, immunoglobulin anti-Rh D (Anti-D Rh IgG).

Céc ché pham immunoglobulin ding trong diéu tri cac bénh 1y mién dich nhu xuat
huyét giam tiéu cau mién dich va mot s6 bénh mién dich khéc, cac tinh trang thiéu hut
mién dich gy nhiém triung ning, tinh trang giam immunoglobulin mau, phong ngira giy

mién dich cho ngudi me nhém mau Rh(D) 4m c6 con nhém Rh(D) duong.
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