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GIOI THIEU LUAN AN
1. Tinh cép thiét cia dé tai

C6 nhiéu phuong phap diéu tri lo xé mi cip dong tiy nhu héa chét, tia xa,
ghép té bao gbc tao mau ty than hoic dong loai,... Trong d6, ghép té bao gbc tao
méau dong loai 1a mot phuong phép hién dai va cé hiéu qua cao. Thanh cong cua
ghép té bao gdc tao mau dong loai c6 thé mang lai cho bénh nhan lo xé mi cap
dong tiy co hoi khoi bénh va ¢ cudc song nhu ngudi binh thudng.

Tai nudc ta dd c6 mot s6 bénh vién thuc hién ghép té bao gbc tao mau dong
loai trong dé diéu tri bénh mau: Vién Huyét Hoc - Truyén mau Trung uong, bénh
vién Nhi Trung wong, bénh vién Truyén mau - Huyét hoc thanh phé Hé Chi
Minh, bénh vién Bach Mai va bénh vién Trung wong quan doi 108. Tuy nhién, chi
6 4 co s& &p dung phuong phap diéu tri ndy cho bénh nhén lo xé mi cip dong tay
1a bénh vién Truyén mau - Huyét hoc thanh phd H5 Chi Minh, Vién Huyét hoc -
Truyén mau Trung wong va bénh vién Bach Mai va bénh vién Trung uvong Quan
d6i 108. Tai Vién Huyét hoc - Truyén méu Trung wong ghép té bao gdc tao mau
ddng loai trong diéu tri bénh lo xé mi cap dong tay da dugc thuc hién thanh cong
tir ndm 2008, cho dén nay nhiéu bénh nhan sau ghép di hoa nhap dwoc cudc séng
hoan toan binh thuong.

2. Muc tiéu cia dé tai

1) Nghién ctru dic diém, didn bién 1am sang va xét nghiém trudc, sau ghép
& bénh nhan lo xé mi cip dong tuy duoc diéu tri bang ghép té bao gbc tao mau
ddng loai.

2) Panh gia két qua diéu tri va mot s6 yéu t6 lién quan trong diéu trj lo xé mi
cap dong tay bang ghép té bao gbc tao mau ddng loai.

3. Y nghia thuc tién va déng gép méi caa dé tai
3.1. Péng gép méi vé khoa hec:

- Nghién ctru da dwoc thuc hién mot cach nghiém tdc khi 4p dung nhitng tién
bo tién tién cua khoa hoc y hoc, dac biét 1a cong nghé vé té bao gdc trong diéu tri
bénh ly huyét hoc. Nhiing két qua nghién ciu ghép té bao gdc tao mau dong loai
diéu tri cho nhitng bénh nhan lo xé mi cdp dong tay 1a nhiing két qua mai, c6 gia tri
khoa hoc va gié tri tng dung 1am sang cao. Két qua dé tai ciing 1a kinh nghiém 1am
sang o gia tri, dac biét vai nhitng co s huyét hoc 1an dau trién khai ky thuat nay.

- Két qua cuia nghién ctru da dua ra thiy mot buc tranh tong thé va day du vé
dic diém 1am sang va xét nghiém thay déi truéc, trong va sau ghép té bao gbc tao
méu dong loai; két qua vé ty I¢ bénh nhan séng toan bo, sdng khdng bénh, tai phét
va tir vong; ngoai ra, két qua cua nghién ctru ciing da cho thdy mot sb méi lién
quan giita dac diém 1am sang, xét nghiém véi két qua ghép.
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- C4c két qua thu dugc cua ban luan an c6 tinh thuc tién va ung dung cao, gop
phan thiét thuc vao viéc hoan thién hon nita quy trinh ghép té bao goc tao mau
dong loai trong diéu tri bénh ly huyét hoc, dac biét 1a lo xé mi cap dong tay.

3.2. Gia trj thuc tién ciia dé tai:

- Pé tai ¢6 hiéu qua tich cuc, nghién ctru dd moé ta dién bién 1au dai sau ghép
té bao gbc tao mau dong loai trong diéu tri bénh lo xé mi cip dong tiy ma chuwa
¢ bao cao nao dé cap dén. Nghién ciru da cho thay quy trinh ghép té bao gbc tao
méau dong loai trong dang dat dén muc hoan thién tai Vién Huyét hoc - Truyén
mau Trung uvong.

- Nghién ctru da cho thay hiéu qua rd rét vé thoi gian song toan b, thoi gian
séng khdng bénh khi ghép TBG tir nguoi hién 1a anh chi em rudt hodc tir mau day
rén dé diéu tri bénh lo xé mi cip dong tay.

4. CAu truc luan an

Luan an duoc trinh bay trong 140 trang, bao gom: dat van dé (2 trang), tong
quan (34 trang), d6i twong va phuong phap nghién ciu (14 trang), két qua nghién
ctu (40 trang), ban luan (47 trang), két luan (2 trang), kién nghi (1 trang).

Luan an gom 49 bang, 21 biéu do, 2 so dd, 24 hinh. Trong 157 tai liéu tham
khao c6 142 tai lieu tiéng Anh, 15 tai liéu tiéng Viét, hau hét trong 10 ndm tro lai
day. Phu luc gdm céc tai liéu, danh sach céc bénh nhan lo xé mi cAp dong tay dugc
ghép té bao gdc tao mau dong loai, mét s quy trinh k§ thuat, bénh an nghién ctu.

Chuong 1: TONG QUAN TAI LIEU

1.1. Khéi niém vé lo xé mi cip dong tiy

Lo xé mi (LXM) cip la mot nhom bénh mau ac tinh. Pic trung ctia bénh 13 su
tang sinh va tich liiy mot loai té bao non &c tinh hé tao méu (té bao blast) trong tuy
xuwong va mau ngoai vi. Té bao 4c tinh 14n &t, tc ché qua trinh sinh san va biét hoa
céc té bao tao mau binh thuong tai tay xwong. Sy ting sinh va tich luy cac té bao ac
tinh s& dan dén hai hau qua: (1) Sinh mau binh thuong bi giam sit gay nén tinh
trang suy tuy xuong dan dén thiéu mau, nhiém tring va chay mau; (2) Cac té bao ac
tinh lan tran ra méau, thAm nhiém vao cac mé lam ting thé tich cac co quan nhu gan,
lach, hach to, phi dai loi, dau xuong.
1.2. Tiéu chuin chin doian LXM céip dong tiy
1.2.1. Chén dodn xdc dinh

Chan doan xac dinh LXM cép dua vao biéu hién 1am sang va xét nghiém, cu
thé la:

- Dwra vao triéu ching 1am sang dién hinh cua bénh;

- Dya VAo trigu chang can 1am sang: xét nghiém tuy do thay té bao blast > 20%
té bao c6 nhan trong tuy.
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- Theo tiéu chuan chan doan nam 1986 ciia FAB, cac té bao blast phai chiém ty
& > 30% céc té bao ¢ nhan trong tiy thi chan doan x4c dinh LXM cép.

- Nam 2001, T6 chic Y té thé gidi da dua ra tiéu chuan méi dé chan doan xéac
dinh LXM cip véi quy dinh ty 1& t& bao blast > 20% cac té bao ¢ nhan trong tuy.
1.2.2. Yéu té tién lwgng bénh dua trén tén thwong di truyén té bao va sinh hec
phan ti#

Bdng 1.1. Yéu té tién lweng bgnh LXM cdp dong tiy

Nhom Di truyén té bao Sinh hoc phan tir

Tot inv(16) hodc t(16;16) Cong thire NST binh thuong
1(8;21) Dot bién NPM1 khong kém theo
t(15;17) FLT3-ITD hoic dot bién

CEBPA 2 allen don thuin

Trung | Cong thirc NST binh thuong t(8;21), ivn(16), t(16;16)

binh | +8 don thuan kém theo dot bién c-KIT
t(9;11)

Céc bt thuong khac chua biét rd
Xéu Bit thuong phuc tap (> 3 ton | Cong thirc NST binh thuong
thuong NST) C6 dot bién FLT3-ITD
Cong thuc NST don boi
-5,50-, -7, 70-

11923 - khong t(9;11)
inv(3), t(3;3)

t(6;9)

t(9;22)

1.3. Piéu tri LXM cép dong tiy
1.3.1. Muc dich diéu tri

Muc dich diéu tri trong LXM cép dong tay néi chung 1a: (1) Tiéu diét téi da té
bao 4c tinh dé dat dwoc lui bénh hoan toan; (2) Ciing ¢, duy tri kéo dai thoi gian
lui bénh hoan toan, han ché tbi da tai phat.
1.3.2. Nguyén tdc diéu tri

- Dung phéc db da hoa tri liéu;

- Liéu trinh diéu tri chia 1am nhiéu dot: tin cong, cang cd, duy tri;

- Phdi hop hoé trj liéu véi ghép TBG tao mau;

- Phédi hop héa tri lidu véi diéu tri nham dich;

- Diéu tri tuy theo nhém nguy co.
1.3.3. Ghép TBG tao mdu déng lodi diéu tri LXM cdp dong tiy

Ca ghép TBG tao méau ddng loai diéu tri LXM cip dong tay dau tién duoc
Thomas thuc hién nam 1957. Cho dén nim 2016 di c6 hon 1 triéu ca ghép dugc
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thyc hién trén toan thé gisi, so lugng ghép mdi nam hién nay dat gan 70.000 ca va
khéng c6 dau hiéu ding lai. Trong do, ghép TBG tao méau dong lodi 45%, chi dinh
cha yéu cho LXM cap (82%), u lympho (11%) va réi loan sinh tuy (6%).

Céc nghién ciru trong va ngoai nudc déu cho thay, ghép dong loai diéu tri LXM
cap dong tuy ty 1é tai phat s& thdp nhat, bénh nhén c6 co hoi khoi bénh hoan toan;
tuy nhién han ché ciia phuong phap nay 1a ty 16 tur 'vong cao khdng do tai phat va
nguon nguoi hién cling ¢6 anh hudng quan trong dén tr vong khdng do tai phat va
ngudn ngudi hién té bao goc.

Chuwong 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.2. Pbi twong nghién ciru:

Gom 25 bénh nhan LXM cép dong tuy dugc ghép TBG tao méau dong loai tai
Vién Huyét hoc - Truyén mau Trung uong tir thang 01/2012 dén thang 12/2015.
2.2.1. Céc tiéu chudn lya chen bénh nhan

- Tudi < 50 tudi.

- Chan doan LXM cép dong tuy va dugc diéu tri hoa chét dat lui bénh hoan
toan (CR1, CR2).

- C6 ngudi hién TBG/ don vi mau day rén phd hop HLA-A, B va DR (theo tiéu
chuan cua ngudi | hién TBG va don vi mau day rén).

- Khéng nhiém HIV.

- Khéng méc céc bénh man tinh khac.

- Bénh nhan va gia dinh dong y tham gia nghién cuu.

- Pugc Hoi dong khoa hoc ki thuat va Hoi dong dao dirc cua Vién Huyét hoc -
Truyén méu Trung uwong théng qua.

2.2.2. Céc tiéu chudn lua chon ngwoi hién TBG

- Anh, chi em rudt cua bénh nhan pht hop véi bénh nhan téi thiéu 5/6 alen
(HLA A, B va DR).

- Khong nhiém HIV.

- Khéng bi nhidm HBV va HCV ¢ giai doan tién trién.

- Khdng mic cac bénh man tinh khéc.

2.2.3. CAc tiéu chudn lwa chgn don vi mau day rén

- Pon vi TBG mau day rén phi hop véi bénh nhan vé HLA A, B va DR téi
thiéu 4/6 alen (k§ thuat SSO).

- Liéu té bao co nhan:

+ Néu phu hop HLA 6/6: > 2 x 10" t& bao/kg can nang;

+ Néu phi hop HLA 5/6: > 3 x 10 té bao/kg can nang;

+ Néu phi hop HLA 4/6: > 4 x 10" té bao/kg can nang.

- Khang thé khang HLA cta bénh nhan am tinh vai don vi méau day ron.

- Phan ung chéo (crosmatch) gitra ngudi cho va ngudi nhan truge khi truyén
TBG &m tinh.



2.3. Phwong phap nghién ctru:

- Nghién ciru can thiép 1am sang tién hanh theo phuong phap tién ciu, phan
tich ca bénh.

- Chon mau toan bd.
2.2.1. Cac xét nghiém, quy trinh dwect sir dung trong nghién crru.

Ung dung quy trinh ghép TBG dugc md ta trong “Quy trinh k¥ thuat bénh
vién” tap Il da duoc Bo Y té ban hanh nam 2005.
2.2.2. Céc tiéu chudn nghién cru

- Tiéu chuan moc manh ghép:

- Moc manh ghép tét (danh gia tai thoi diém ngay 30 sau ghép).

- Moc manh ghép kém (danh gié tai thoi diém ngay 30 sau ghép).

- Tiéu chuan that bai (thai ghép sém).

- Tiéu chuan thai ghép muon.

- Tiéu chuan moc manh ghép qua xét nghiém thé kham (chimerism).

- Tiéu chuan tai phét tai tay.

- Tiéu chuan tai phét ngoai tay.

- Tiéu chuan ton thuong gan.

So dd 2.1. So d6 nghién ciru

Bénh nhan lo xé mi Ngudi hién té bao gde bon vi uf: bao gbc

céap dong tuy (n=269) (n=68) mau day ron (n=1745)

Lira chon bénh nhan Lya Lhon nguoi hién Lua chon don vi té bao géc
du dieu kién ghép (n=25) té bao go6c phu hop (n=21) mau day ron phu hop (n=4)
Th?" dﬁﬁ bieu hién lam sang, Lam cac xét nghiém Lam xét nghiém cho

— dién bi¢n lam sang. lam cac cho nguoi hién don vi mau day ron
xét nghiém trude ghép
Phac dé diéu kién hoa Huy dong thu gom té bao gbc
l l h 4
| Ghép té bao géc cho bénh nhan dé diéu tri |

!

Panh gia 1am sang, bién chimg, cac xét nghiém sau ghép,
theo ddi tinh trang tai phat, tir vong

1 1

Muc tiéu 1: Nghién ciru dac diém, Muyc tiéu 2: Danh gia két qua diéu
dién bu,n lam sang trudc va sau ghx.p tri va mét sb yéu m lién quan trong
) té bao gbc & bénh nhan lo xé mi cap diéu tri lor xg mi cap dong tuy bang

dong tuay. ghép té bao gde tao mau dong loai.
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Chwong 3: KET QUA NGHIEN CUU

3.1. Pic diém vé vé 1am sang va xét nghiém thay déi trwéc, trong va sau ghép
3.1.1. Dién bién lam sang trwéc, trong va sau ghép

+ Thiéu méu: tai thoi diém ngay 30 sau ghép, phan I6n bénh nhan (92%) c6
biéu hién thiéu méu tir mirc do vira dén nhe, trung binh 99,7 ngay sau ghép thi triéu
chang thiéu mau caa bénh nhan da tré vé binh thuong.

+ Sét: trong vong 30 ngay sau ghép co 19 truong hop biéu hién sét (chu yéu la
do giam bach cau, 4 nhiém triing hé hap, tai miii hong, mau).

+ Triéu chiing xuat huyét gap ¢ 5 bénh nhan do tiéu cau giam véi cac biéu hién
xuat huyét dudi da tir dang cham, ndt cho dén dang dam, chay mau chan rang, tiéu
ra mau do tuoi.

+ Tham nhiém: gap 1 bénh nhan gan-lach to sau ghép 6 thang va 1 bénh nhan
c6 biéu hién hach to ¢ thang thir 10. Bdng thoi, tai cac thoi diém nay bénh nhan
duoc phét hién tai phat bénh.

3.1.2. Dic diém thay déi xét nghiém trwéc, trong va sau ghép

- S6 luong trung binh bach cau va bach cau hat trung tinh cua nhém bénh
nhan trude ghép binh thudng, giam thap nhat & ngay D+9, sau d6 ting dan tro lai;
s6 lwong trung binh bach cau hat trung tinh ting dan va tré vé muc trén 0,5G/L tir
ngay D+14.

- Luong huyét sic té trung binh cia nhém bénh nhan truéc ghép & gigi han
thip, giam dan sau ngay DO, thap nhit & ngay D+7, sau d6 ting dan trd lai, 6n
dinh trén 100g/L sau ngay D+17.

- Ty 1€ % trung binh HCL mau ngoai vi cuia nhdm bénh nhén trudc ghép ting
nhe, giam dan sau ngay D-7, thap nhit & ngay D+7, sau dé ting dan tro lai trén
0,5% tir sau ngay D+12.

- S6 lugng trung binh tiéu cau cia nhém bénh nhan trudc ghép binh thuong,
giam dan sau ngay D-7, thip nhit ¢ ngay D+9, sau d6 ting dan vé muc trén
50G/L tir sau ngay D+13.

Bdng 3.1. Pdc diém sw thay déi xét nghiém di truyén

Trudc ghép Sau ghép
Pic diém Séluong | Tylé | Soluong | Tylé
(n=25) (%) (n=25) (%)
Binh thuong 23 92 22 88
. 01 4 0 0
Bt thuwong Ph duong tinh
Da ton thuong 01 4 03 12




Nhdn xét:

Trude ghép 2 truong hop cb bat thuong vé cong thirc nhidm sac thé (1 truong
hop NST Ph duong tinh va 1 truong hop c6 da ton thuong cong thirc NST); sau
ghép xuét hién 3 truong hop cé bat thuong cong thirc NST (déu 1a da ton thuong),
trong d6 ¢6 2 bénh nhan xuat hi¢n mai va 1 bénh nhan ¢ tir trude khi ghép.
3.2. Két qua ghép va maéi lién quan giira dic diém 1am sang, xét nghiém véi
két qua ghép
3.2.1. Két qud chung

Bdng 3.2. Pdnh gid moc mdnh ghép bang sw phuc héi té bao mau (ngay)

Tiéu chudn Trung binh Toi thiéu-toi da
BCTT tang > 0,5 G/L 19,4+6 13-37
Tiéu cau > 20 G/L* 23,8+ 16,9 11-79

Moc manh ghép kém: 04 bénh nhan chiem 16%;
Khong moc manh ghép: 01 bénh nhan, chiém 4%.

* Khong phu thugc truyen tiéu cau
Nhdn xét:
Bach cau c6 thdi gian moc trung binh sém hon so véi tiéu cau (19,4 ngay
S0 véi 23,8 ngay); trong nghién ctu ¢6 4 bénh nhan moc manh ghép kém va 1
bénh nhan khdng moc manh ghép.
Bdng 3.3. Moc ménh ghép dinh gid bang xét nghiém chimerism

Pic diém chimerism D+30 Sélwong | Ty lé %
Chimerism nguoi hién: 22 | Moc manh ghép tot 19 86,4
bénh nhan (chiém 88%) Moc manh ghép kém 3 13,6
Chimerism hdn hop: 3 bénh | Moc manh ghép t6t 1 33,3
nhan (chiém 12%) Moc manh ghép kém 2 66,7
Nhdn xét:

Hau hét bénh nhan dat chimerism hoan toan cua nguoi hién ¢ ngay thir 30
sau ghép (22/25 bénh nhan), trong d6 phan Ién 1a nhitng bénh nhan moc manh
ghép tot; trong 3 bénh nhan chimerism hdn hop c¢6 1 bénh nhan moc manh ghép
t6t, moc manh ghép kém c6 2 bénh nhan.

Bang 3.4. Ty 1¢ bénh nhan con séng dén thoi diém két thiic nghién cizu

Thoi diém S6 lwong (n=25) | Ty Ié (%)
Bénh nhan song tai thoi diém D+100 22 88
Bénh nhan séng tai thoi diém két thic 15 60
nghién ctu




Nhdn xét:

Tai thoi diém 100 ngay sau ghép, c6 22/25 (chiém 88%) bénh nhan con
sdng; véi thoi gian theo di trung binh 34,2 thang (tir 11-50 thang), dén thoi diém két
thdc nghién ctu: ¢ 15 bénh nhan con song (chiém 60%).

Bdng 3.5. Péc diém vé tai phat sau ghép ¢ bénh nhan LXM cdp dong tiy

Tai phat bénh S6 lwong (n=25) Ty 18 %

Trudc 6 thang 04 16
Thoi diém | 6-12 thang 02 8
>12 thang 01 4
. Tai tuy 05 20

Vi tri —
Ngoai tuy 02 8

Nhdn xét:

Trong sé 7 bénh nhan tai phat sau ghép ¢ 3 bénh nhan tai phat sém ngay sau
ghép 3 thang nhung dugc ghép tai thoi diém CR2; ¢ 2 bénh nhan tai phat sau
ghép 6-12 thang va 1 bénh nhéan tai phat sau 12 thang (thang tha 33); vi tri tai
phat: ¢ 2 bénh nhan tai phat ngoai tuy (viing vom miéng va than kinh trung
wong); 5 bénh nhan tai phat tai tuy o thoi diém < 12 thang.

Bdng 3.6. Péc diém tir vong ciia bénh nhan ghép

Nguyén nhén tir vong ¢ bénh nhan ghép S6 lwong Ty 1€

(%)
Bénh nhan tir vong Téi phéat bénh 01 4
trong vong 100 ngay Khéng moc manh ghép 01 4
dau sau ghép Nhiém CMV phdi 01 4
Bénh nhan tir vong tai thoi diém két thic nghién cau 10 40
Tt vong do tai phat bénh 07 28
Tt vong lién quan dén | GVHD magn tién trién 01 4
ghép (TRM) Khac* 02 8

* Khac bao gom: that bai mec manh ghép, nhiém triing, xuat huyét néo,
ton thirong co quan...

Nhdn xét:

Tai thoi diém D+100: ¢6 3 bénh nhan tir vong, trong d6 1 bénh nhan bi tai
phat bénh, 1 bénh nhan khdng moc manh ghép cé bién ching xuat huyét ndo, 1
bénh nhan suy hd hap do nhidm CMV phéi; tinh dén thoi diém két thic nghién
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ctru ¢6 10 bénh nhén tir vong, chu yéu ¢ nguyén nhan 1a do tai phat bénh (7/10
bénh nhan).

i

. : B

0.4

0.8

Y& song tich [y

0.2

0.0

T T T T T
0.00 10.00 20.00 30.00 40.00

Thid gian sdng toan bé (thang)
Biéu do 3.1. Theéi gian séng toan bé
Nhan xét:
Thai gian song toan bo (overal survival: OS) cia nhém nghién cau 1a 25,3 +
2,8 (C1 95%: 19,8 - 30,9 thang). Ty I¢ bénh nhan c6 OS ¢ thoi diém 3 nam 1a 53,3
+12,6%.

L

ood L|

. : L.

0.a—

Iy 1& song tich [y

o0.2—]

0.0

T T T T T
o.00 10.00 20.00 30.00 40.00

Thii gian séng khéng bénh (thang)
Biéu dé 3.2. Thei gian séng khdng bénh

Nhdn xét:

Thoi gian séng khong bénh (disease free survival: DFS) ciia nhém nghién ctu
la 24,4 + 3,1 (CI 95%: 18,3 - 30,4 thang). Ty Ié bénh nhan c6 DFS & thoi diém 3
nam la 54,9 £ 11,8%.
3.2.2. Mdi lién quan giita dac diém 1am sang va xét nghiém vai két qua ghép
a. Tinh trang bénh tai thoi diém ghép va tai phat, tz vong, OS, DFS
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- Mic du sb lwong bénh nhan dugc ghép tai thoi diém CR2 it hon so véi CR1,
nhung s6 lwong bénh nhan tai phat sau ghép cao hon (5 bénh nhan so véi 2 bénh
nhan hoic 62,5% so véi 11,8%).

- Ty Ié tir vong sau ghép & bénh nhan ghép sau khi dat lui bénh hoan toan lan
thr hai cao hon so véi bénh nhan dugc ghép tai thoi diém lui bénh hoan toan lan
thi nhat (7 bénh nhan so véi 3 bénh nhan).

- CcR
TCR1
cR2

+— CR1-censored
CR2-censored

o8-

T & séng tch y
H
1

-]
1

o
[
1

-]
o
1

do 10’00 20'00 30’00 40’00
Théi gian séng thém toan bg (thang)

Biéu dé 3.3. Thei gian séng thém toan bg theo CR1, CR2

Nhan xét:

Thoi gian séng thém toan bo trung binh wéce tinh cua nhém bénh nhan ghép
khi dat lui bénh Ian 1 12 48,3 + 3,7 thang (95% CI: 41,0 - 55,6 thang); nhom ghép
khi dat lui bénh lan 2 1a 16,7 + 6,0 thang (95% CI: 5,0 - 28,4 thang). Ty 1€ bénh
nhan séng thém 3 nim ctia nhoém lui bénh 1an 1 va lui bénh 14n 2 1an luot 13 88%
va 0%, su khéc biét c6 ¥ nghia thong ké (p = 0,001).
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Theéi gian séng khéng bénh (thang)
Biéu do 3.4. Thei gian séng khong bénh theo CR1, CR2
Nhdn xét:
Thoi gian séng khdng bénh trung binh wdc tinh cua nhém bénh nhan ghép khi
dat lui bénh 14n 1 12 32,0 + 2,6 thang (95% CI: 26,9 - 37,2 thang); nhém ghép khi
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dat lui bénh lan 2 12 14,7 + 6,7 thang (95% CI: 1,6 - 27,8 thang). Ty I¢ bénh nhan
séng khong bénh 3 nam caa nhdm lui bénh 1an 1 va lui bénh 1an 2 1an luot 12 88%
va 0%, su khéc biét c6 ¥ nghia thong ké (p = 0,001).
b. Yéu té tién Lwong va tai phat, tir vong, OS, DFS

- Bénh nhan tai phat gap ¢ ca 3 nhom va khong cé su khac biét gitra cac nhom
tién luong.

- Bénh nhén tir vong gap ¢ ca 3 nhom va khong c6 su khac biét gitra céc
nhom tién luong.

TijIé song tich liy
o a

uuuuu

Biéu d6 3.5. Thoi gian séng thém toan bg theo yéu té tién lirong

Nhdn xét:

Thoi gian séng khéng bénh trung binh uéc tinh cia nhém bénh nhan ghép c6
tién luong tét 1a 22,8 + 7,2 thang (95% CI: 8,5 - 37,0 thang); nhém bénh nhan
ghép c¢o tién lugng trung binh 14 25,8 + 3,4 thang (95% CI: 19,1 - 32,6 thang);
nhom bénh nhan ghép c6 tién lwong xau 14 26,0 + 5,8 thang (95% Cl: 14,5 - 37,4
thang). Ty Ié bénh nhan séng khong bénh 3 nam cia nhém bénh nhan ghép cé
tién luong tét, tién lwong trung binh, tién luong Xau lan luot 1a 60%, 57,1% va
66,7%, su khéac biét khong co y nghia thdng ké (p > 0,05).
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Thel gian séng thém khéng bénh (thang)

Biéu do 3.6. Thoi gian séng thém khong bénh theo yéu té tién luwpng
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Nhdn xét:

Thoi gian séng khéng bénh trung binh uéc tinh ciia nhém bénh nhan ghép c6
tién luong tét 12 27,7 + 7,1 thang (95% ClI: 13,7 - 41,7 thang); nhdm bénh nhan
ghép co tién lugng trung binh la 28,0 £ 3,6 thang (95% CI: 20,0 - 35,0 thang);
nhom bénh nhan ghép co tién lugng xau la 24,5 * 6,6 thang (95% ClI: 11,4 - 37,5
thang). Ty 1¢ bénh nhan sdng khong bénh 3 nim ciia nhém cé tién luong tét, tién
luong trung binh, tién lwong xau lan luot 13 80,0%, 71,4% va 66,7%, su khac biét
khong c6 y nghia thong ké (p > 0,05).

c. Nguon TBG va tai phat, tiz vong, OS, DFS

- Ca 7 bénh nhan tai phat déu dugc ghép tir TBG méu ngoai vi cua anh chi em
rudt. Ghép tir mau day rén khodng gip trudng hop nao tai phéat (gap 1 bénh nhan
that bai moc manh ghép). Nhu vay, trong nghién ciru van dé tai phat sau ghép chi
gap ¢ bénh nhan dwoc ghép tir TBG mau ngoai vi ciia anh chi em rudt, nhung sb
luong bénh nhan dugc ghép tir TBG mau day rén con thap nén khong co y nghia
so sanh.

- C0 8/10 bénh nhén tir vong dugc ghép tr TBG mau ngoai vi cua anh chi em
rudt, trong khi dé, ghép tir mau day rén c6 2 truong hop tir vong.

1.0
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Ty 1é sbng tich liy
i

o
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T T T T T
oo 10.00 20.00 30.00 40.00

Theéi gian séng thém toan bé (thang)
Biéu d6 3.7. Théi gian séng thém toan bg theo nguén TBG

Nhdn xét:

Thoi gian séng thém toan b trung binh wdc tinh ciia nhém bénh nhan ghép tir
TBG mau ngoai vi la 26,6 + 2,9 thang (95% CI: 20,9 - 32,2 thang); nhém bénh
nhan ghép tir TBG méu day ron 1a 14,3 + 6,1 thang (95% CI: 2,4 - 26,2 thang). Ty
1& song thém 3 nam ciia nhém bénh nhan ghép TBG méau ngoai vi va mau day rén
lan luot 12 57% va 50%, su khac biét khong cé ¥ nghia thong ké (p = 0,313).
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Biéu do 3.8. Thei gian séng khong bénh theo nguén TBG

Nhan xét:

Ty Ié bénh nhan séng khdng bénh tai thoi diém 3 nim sau ghép cua nhém
ghép tir mau ngoai Vi 1a 61,2%, tuy nhién su khac biét khong c6 ¥ nghia thong ké
(p=0,37).

d. S phu hop HLA véi tai phat, tiz vong, OS, DFS

- T4i phat xuat hién & ca nhitng bénh nhan phu hop hoan toan va khéng hoan
toan HLA gitra ngudi cho va ngudi nhan.

- Ttr vong xuat hién & ca nhitng bénh nhan phi hop hoan toan va khéng hoan
toan HLA gitta ngudi cho va ngudi nhan.

Tylé song tich Iy

T v T J
10.00 20.00 30.00 40.00

Biéu dé 3.9. Théi gian séng thém toan bg theo s pht hep HLA

Nhdn xét:

Thoi gian sdng thém toan b trung binh wéc tinh ciia nhém bénh nhan ghép
phu hop hoan toan HLA 6/6 la 27,1 + 3,0 thang (95% CI: 21,3 - 33,0 thang);
nhom ghép khdng phu hop hoan toan la 16,2 + 5,2 thang (95% CI: 6,0 - 26,4
thang). Ty 1& bénh nhan séng thém 3 nam cua nhém ghép phu hop hoan toan
HLA 6/6 va nhém khdng phi hop lan luot 1a 58,6% va 50%, su khéc biét khdng
c6 y nghia thong ké (p = 0,262).
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Biéu do 3.10. Thei gian séng khong bénh theo sz pht hgp HLA

Nhan xét:

Thoi gian séng khdng bénh trung binh wéc tinh caa nhém bénh nhan ghép
phu hop hoan toan HLA 6/6 la 27,2 + 3,3 thang (95% CI: 20,8 - 33,7 thang);
nhom ghép khdng phu hgp hoan toan la 22,5 + 5,5 thang (95% CI: 11,6 - 33,3
thang). Ty 1& sdng khéng bénh 3 nam cua nhém ghép phi hop hoan toan HLA 6/6
va nhdm khong phi hop lan luot 1a 63,2% va 75%, su khac biét khong c6 ¥ nghia
thdng ké (p = 0,855).

d. Bdt dong gidi véi tai phat, tir vong, OS, DFS

- Tai phat sau ghép chi xay ra ¢ nhitng bénh nhan khong cé bat dong gidi giita
bénh nhan va ngudi hién; trong 8 bénh nhan c6 bat dong gioi khdng gap bénh
nhan nao tai phat.

- Ty 18 tir vong sau ghép & nhiing bénh nhan khéng cd bat ddng gisi giia
bénh nhan va ngudi hién cao hon so v6i nhitng bénh nhan cé bat ddng gisi (8
bénh nhan so véi 2 bénh nhan).
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Biéu do 3.11. Thei gian song thém toan b theo bér dong gidi
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Nhdn xét:

Thoi gian séng thém toan bo trung binh ude tinh cua nhém bénh nhan ghép
bat dong gisi 1a 36,6 + 5,8 thang (95% Cl: 25,1 - 48,0 thang); nhdm khéng bat
dong gioi 1a 31,3 + 6,0 thang (95% Cl: 19,4 - 43,1 thang). Ty I bénh nhan sbng
thém 3 nam cua nhdm c6 bat dong giéi va khdng bat ddng lan luot 1a 73% va
43%, sy khac biét khong c6 ¥ nghia théng ké (p = 0,11).

Batdonggioi
khong

g-cens
o censored

T Ié song tich iy

oo 10.00 2000 30.00 4000

Biéu do 3.12. Thei gian song khdng bénh theo bdt dong gidi

Nhan xét:

Thoi gian séng khdng bénh trung binh uéce tinh ciia nhém bénh nhan ghép bat
dong gioi la 32,5 + 3,3 thang (95% CI: 26,0 - 39,0 thang); nhém khdng bat dong
gidi 12 23,6 + 4,3 thang (95% Cl: 15,3 - 31,9 thang). Ty Ié bénh nhan séng khong
bénh 3 nim cua nhom cd bat dong gidi va khong bat dong lan luot 1a 90% va
47%, sy khac biét khong c6 ¥ nghia théng ké (p = 0,11).

e. Bénh ghép chong chui véi tai phat, tir vong, OS, DFS

- Nhitng bénh nhan c6 GVHD sau ghép gap ty I tai phat thdp hon so véi
nhirng bénh nhan khéng c6 GVHD (1 bénh nhén so véi 6 bénh nhan).

- Ty Ié tir vong sau ghép & nhitng bénh nhan khong cé bénh ghép chéng cha
cao hon so v&i nhitng bénh nhan c6 bénh ghép chdng chu (8 bénh nhan so véi 2
bénh nhan).

GWVHD
kheng

# khong-censored
co-censored

Ty & séng tich Iy
E
+
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1000 2000
Théi gian séng thém toan bé (thang)

Biéu dé 3.13. Thi gian séng thém toan b theo banh ghép chéng chii
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Nhdn xét:
Thoi gian song thém toan bo trung binh wéc tinh cia nhém bénh nhan co
GVHD la 35,9 + 0,7 thdng (95% CI: 34,6 - 37,3 thang); nhém khéng GVHD la
34,0 + 6,2 thang (95% CI: 21,9 - 46,1 thang). Ty I¢ bénh nhan song thém 3 nim
ciia nhém ¢ GVHD va khong GVHD lan luot 1a 50% va 57%, su khac biét
khong c6 y nghia thong ké (p = 0,13).
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Biéu do 3.14. Thei gian séng khdng bénh theo bénh ghép chéng chi

Nhdn xét:

Thoi gian song khong bénh trung binh wéc tinh ciia nhém bénh nhan co
GVHD la 35,1 + 0,6 thang (95% CI: 33,9 - 36,3 thang); nhdém khéng GVHD la
22,4 + 4,3 thang (95% Cl: 14,0 - 30,7 thang). Ty I& bénh nhan séng khéng bénh 3
nidm cua nhém ¢ GVHD va khong GVHD lan luot 1a 50% va 58%, su khéc biét
khong c6 ¥ nghia thng ké (p = 0,14).

Chwong IV: BAN LUAN

4.1. Pic diém thay doi vé 1am sang va xét nghiém sau ghép
4.1.1. Thay déi vé 1am sang

Tai thoi diém ngay 30 sau ghép, phan I6n bénh nhan (92%) c6 biéu hién thiéu
mau tir mic d6 vira dén nhe. Nguyén nhan 1a do trong qua trinh diéu kién hoa diét
tay dong hong cau bi e ché va chua kip hoi phuc. Trung binh 99,7 ngay sau ghép
thi triéu chirng thiéu mau cia bénh nhan da trd vé binh thuong. Dic diém sét cua
bénh nhén trong vong 30 ngay sau ghép 1a 19 truong hop (cha yéu la do giam
bach cau, 4 nhiém tring hd hap, tai miii hong, mau). Triéu chiang xuat huyét gap
& 5 bénh nhan do tiéu cau giam véi cac biéu hién xuit huyét dudi da tir dang
cham, nét cho dén dang dam, chiay mau chén ring, tiéu ra mau do twoi. Nhiing
triéu ching nay déu hét khi bénh nhan dwoc truyén tiéu cau va khi tiéu cau bénh
nhan dan hoéi phuc. Trong nhém tai phat va khéng moc manh ghép ching toi gap
2 treong hop xuét huyét ndo do tiéu cau giam. Két qua theo dai caa ching toi gap
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1 bénh nhan gan-lach to sau ghép 6 thang, khi lam cac xét nghiém tai thoi diém
nay cling phat hién bénh nhan bi tai phat. 1 bénh nhan cé biéu hién hach to &
thang thir 10 va ciing 1a thoi diém bénh nhan dugc phat hién co tai phat bénh.
4.1.2. Thay déi vé xét nghi¢m

a. Pdc diém xét nghiém tong phan tich té bao mau

S6 lwong trung binh bach cau va bach cau hat trung tinh cia nhém bénh nhan
ghép TBG tao mau trudc ghép déu nam trong gisi han binh thuong. Giam nhanh
sau ngay truyén hoa chét diéu kién hoa, ting cao dot bién tro lai vao ngay D+1,
nguyén nhan l1a do truyén khdi khdi TBG, tuy nhién sau d6 giam nhanh, thap nhat
Vvao ngay D+9, rdi tang dan trg lai va dat mac 6n dinh trén 0,5G/L tir ngay D+13
trg di. Thoi gian bach cau hat trung tinh giam dudi 0,5G/L kéo dai trung binh tir
ngay D+5 dén D+13, ddy la khoang thoi gian bénh nhan rat dé bi nhidm trang, do
vay can ché do cham soc dic biét va dung khang sinh pho rong diéu tri du phong
nhiém tring. Két qua nay ciing tuong tu nhu bao cdo ghép TBG tao mau diéu tri
cac bénh méu ac tinh cua tac gia Nguyén Thi Nhung (2013).

Luong huyét sic té trung binh trudc ghép caa nhém nghién ciau déu ¢ mic
thp (trung binh 112,8g/L), huyét sic té giam dan sau ngay D-1, thdp nhat & ngay
D+7, sau d6 tang tré lai dan va duy tri mic trung binh 100G/L tir ngay D+17.
Hong cau ludi mau trung binh truée ghép ting nhe, giam dan sau ngay truyén hoa
chat diéu kién hoa, thap nhit ¢ ngay D+7 (0,1%) va sau d6 tang dan tro lai vé trén
muc trén 0,5% tir sau ngay D+12. Két qua nay tuong duong véi két qua nghién
cttu Nguyén Thi Nhung (2013).

S6 luong tiéu cu trung binh truéc ghép caa nhém nhém nghién ciu & gidi
han binh thudng. S6 lwong tiéu cau giam dan sau ngay truyén hoa chat diéu kién
hoa D-7, thip nhat & ngay D+9 (trung binh 37,5G/L). Sau d6, s6 lugng tiéu ciu
trung binh ting dan vé muc trén 50G/L tir sau ngdy D+13. Két qua nay twong
duong vai két qua nghién ciu Nguyén Thi Nhung (2013).

b. Ddc diém xét nghiém di truyén-sinh hoc phdn tir

Cong thizc nhiém sdc thé

Sau ghép gap 3 truong hop c6 da ton thuong cong thire nhidm sic thé: 45,
XX, -5, 1(8:21); 45, X, -Y, 1(8:21) va 46, XY, 9p-, 17p+), trong do ¢6 2 trudng
hop cong thic nhidm sic thé trudc ghép hoan toan binh thuong. Theo Pollyea D
A (2007) trong 20 trudng hop c6 bét thuong cong thirc nhiém sic thé sau ghép thi
c6 8 trudng hop xuét hién nhimg dot bién mai. Két luan: tinh trang con bat
thuong cong thirc nhiém sic thé sau ghép TBG tao mau dong loai (dac biét la
nhitng bat thuong méi) s& cho mat két qua nghéo nan & bénh nhan LXM cép dong
tay va hoi chang rdi loan sinh tay khi diéu tri bang ghép TBG tao mau dong loai.
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Gen LXM

Hau hét bénh nhan (9/10 trudng hop) gen LXM da am tinh sau khi duoc ghép
TBG tao mau dong loai, trong d6 c6 ca mot s6 gen LXM c¢é tién luong Xau nhu
FLT3-ITD, p210. Panh gi4 vé thay doi gen LXM sau ghép TBG tao mau dong
loai, trong mot nghién ctu cua Manish Sharma (2011) thdy c¢6 16 truong hop
LXM cép dong tiry con gen FLT3-ITD duong tinh va tai phat sém sau ghép. Qua
két qua nghién ciru cua chlng toi va cac tac gia trén thé gioi cho thay, c mot sb
truong hop LXM cap dong tay con gen FLT3-ITD sau ghép TBG tao mau ddong
loai va thuong tai phat sém sau ghép.

4.2. Két qua ghép va méi lién quan giira dic diém lam sang, xét nghiém véi
két qua ghép

4.2.1. Pic diém moc manh ghép

a. Dyra vao té bao mau ngogi vi

Trong s 24/25 bénh nhan moc manh ghép thi c6 4 bénh nhan moc manh
ghép kém (trong d6 c6 2 bénh nhdn moc manh ghép kém dugc ghép tor mau day
rén). Nghién ciru cua chiing toi ghi nhan c6 1 truong hop khdng moc manh ghép,
huyét sic t, bach cau va tiéu cau ludn duy tri gigi han thap sau ghép. Thoi gian
trung binh bach cau trung tinh hdi phuc 1a 19,4 ngay va thoi gian trung binh dé
tiéu cau hdi phuc 1a 23,8 ngay. Theo két qua nghién ciru caa Nguyén Hanh Thu
(2014) 100% bénh nhan LXM cép dong tay duoc ghép TBG tao mau dong loai
hoi phuc bach cau, thoi gian trung binh héi phuc 1a 11 ngay. C6 83,9% hdi phuc
tiéu cau, thoi gian trung binh hdi phuc tiéu cau 1a 12,5 ngay. Theo két qua nghién
ctu tai Vién Huyét hoc - Truyén mau Trung wong (2016) thoi gian trung binh
phuc hdi bach cau trung tinh va tiéu cau twong ung la 18,1 ngay va 14,3 ngay.
Thoi gian hdi phuc bach ciu trung tinh cua céc tac gia Bensinger va Blaise (2001)
trong (ng 1a 16 ngay va 17 ngay. Bach cau trung tinh hdi phuc cang nhanh thi
nguy co nhidm tring cang thap va ty I¢ tir vong do bién chimg nay ciing s& giam.
Trong khi d6, thoi gian trung binh tiéu cau hdi phuc 1a 13 ngay.

Nhu vay, trong 25 bénh nhan LXM cip dong tiy dwoc ghép TBG tao mau
ddng loai co 24 trudng hop hdi phuc cac dong té bao méau sau ghép hay néi cach
khéc 12 moc manh ghép. Chi gap 1 bénh nhan dugc ghép tir mau day rén khong
¢6 du hiéu moc manh ghép.

b. Dua vao xét nghiém chimerism

C6 22 bénh nhan dat chimerism hoan toan cua ngu’ori hién, nhung 3 trudng
hop moc manh ghép kém. Trong 3 bénh nhan nay, c6 2 bénh nhin dat duoc moc
manh ghép tot sau ghép 3-7 thang (ngoai trir truong hop tai phat). C6 3 bénh nhan

xét nghiém chimerism hdn hop, trong d6 1 bénh nhan moc manh ghép tét va 2
bénh nhan moc manh ghép kém. Theo Choi SJ (2000), nhiing két qua khac nhau
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gifta cac nghién ctru co thé duoc giai thich dwa trén co s¢ sinh hoc cua bénh LXM
cap la vi¢c tai phat bénh xay ra trong thoi gian ngan va khong c6 giai doan thoang
qua dan dén két qua trai nguoc. Theo Bader P. (2005), c6 mot so bao cao cho
thay tinh trang chimerism hon hop khdng chic chan lién quan dén ting nguy co
tai phat & bénh LXM cap sau ghép.
C. Chuyen d6i nhém mdu

Chuyén ddi nhém méau ¢ bénh nhan sau ghép TBG tao méau dong loai la mét
trong nhitng dau hiéu cho thiy c6 sy moc manh ghép cua nguoi hién & co thé
bénh nhén. Nghlen ciu cua chung t0i 06 8/25 (chiem 32%) truong hop bat dong
nhém mau gitra nguoi cho va nguoi nhan. Két qua sau ghép cho thay, 7/8 bénh
nhan co su chuyén doi hoan toan nhém méu cta ngudi hién, 1 bénh nhan co sy
chuyén doi nhém mau khong hoan toan, tuy vay bénh nhan nay van dat lui bénh
hoan toan cho dén thoi diém két thdc nghlen ctru. Theo tac gia BUi Thi Mai An
(2015) c6 11/12 bénh nhan c6 chuyén d6i nhém méu, su chuyen d6i nhém mau ¢
nhitng bénh nhéan c6 bat dong nhom mau h¢ ABO thi yéu dién ra som hon so v6i
bénh nhan c6 bat dong chinh yeu va hai chiéu. Nghién ctu cua Garrett S. Booth
(2013) cho thiy gan mét nia cac truong hop duogc ghép TBG tao mau dong loai
c6 bat ddng nhdm méu glu'a nguol hién va bénh nhan, nhitng bat ddng nay c6 thé
tao nén phan ung tan mau cap va lam cham moc dong hong cau Ngoai ra, bat
d6ng nhom mau ciing lién quan dén cac van de nhu thoi gian séng thém toan bo,
nguy co tai phat, ty 1¢ cia ghép chbng chu cdp va man, kha nang moc dong tiéu
cau va bach cau.
4.2.3. Ban lugn mét sé két qud ghép
a. Két qua chung ) )

Tai thoi diém 100 ngay sau ghép, c¢6 22/25 bénh nhan (chiém 88%) con séng.
C6 3 bénh nhéan tir vong vao cac ngay 30, 62 va 97 sau ghép véi cac nguyeén
nhan twong ng la khong moc manh ghép, khong dat lui bénh sau ghép va
nhiém CMV phol gay suy ho hap. Sau do, t1ep tuc theo ddi bénh nhan trong
trong thoi gian ngan nhat 1a 11 thang va lau nhat 1a 50 thang. Cho dén thoi diém
két thic theo doi cua nghién ciru nay (11/2016), ¢6 15 bénh nhan (chlem 60%)
con séng va 10 bénh nhan (chiém 40%) tir vong. Theo tac gia Nguyén Tan Binh
(2013) thoi gian séng khdng bénh trung binh la 70 thang, thoi gian song thém
toan b trung binh la 74 thang. Trong khi do, thoi gian song khong bénh sau 5
ndm 1a 40% va thoi gian song toan b sau 5 ndm la 42%. Theo mot nghién ciru
tai Vién Huyét hoc - Truyen mau Trung wong (2016) tai thoi diém 3 nim theo
doi, ty 1¢ bénh nhan con song la 57,1% va bénh nhan tir vong la 42,9%, thoi gian
séng thém toan bo 1a 43,2% va thoi gian song thém khdng bénh la 58,7%. Theo
dir lieu cia MRC (2009) bénh LXM dong tuy ghép dong loai, ty I¢ song 5 nim
sau ghép la 55%.
b. Tai phat sau ghép

Tai phat 1a mot trong nhiing van dé déng lo ngai cia ghép TBG tao mau dong
loai & bénh nhan LXM cap. Theo Barret AJ (2010) va Satoshi Yoshihara (2012)
van dé tai phat 1a mot tro ngai chinh vé két qua ghép cua chiing t6i, ciing gidng
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nhu cac nghién ctru cua cac chuyén gia vé ghép trén thé gisi vi té bao LXM da
trén thoat dugc khoi hiéu tmg GVL nén gay ra tinh trang tai phat sau ghép.
Nghién ctru cua ching t6i c6 6 bénh nhan tai phat sau ghép, trong do:

- Thoi diém ghép va tai phét: 2 bénh nhan ghép sau dat lui bénh hoan toan lan
1; 5 bénh nhan con lai dwoc ghép khi dat lui bénh hoan toan lan 2, nhitng bénh
nhan nay c6 thoi gian tai phat trung binh sau ghép 1a 9,5 thang (ngan nhat 1a 2
thang va dai nhat la 33 thang).

- Vi tri tai phat: 1 bénh nhéan tai phét tai tay va vom miéng, 1 bénh nhan tai
phét tai than kinh trung wong va 5 bénh nhan tai phat tai tiy xwong.

- Thoi gian tai phat: 3 bénh nhén tai phat sém trong vong 3 thang, thoi gian
sbng trung binh ciia 4 bénh nhan nay 1 3,6 thang; 3 bénh nhan tai phat trong vong
6-12 thang sau ghép, 3 bénh nhan nay tir vong & thang thir 5, 7 va 11; c6 1 bénh
nhan tai phat ¢ thang 30 va tir vong ¢ thang 31.

Theo nghién ciru tai Vién Huyét hoc - Truyén mau Trung wong (2016), ty Ié
tai phat & bénh nhan LXM cip dong tay duoc ghép TBG tao mau dong loai 7/14
(chiém 50%). Trong do, tai phat trudc 6 thang 1a 3 bénh nhan, 6-12 thang la 3
bénh nhan va 1 bénh nhén tai phat sau 12 thang. Vi tri tai phat: 1 bénh nhan tai
phat ngoai tuy xuong va 6 bénh nhan tai phat tai tiy xuong. Theo Nguyén Hanh
Thu (2014) ty & tai phat & bénh nhan LXM cép dong tay dugc ghép TBG tao
méau ddng loai 1a 35,5%. Mot nghién ciru cia CIBMTR (2016) khi dénh gia két
qua ghép TBG tao mau dong loai ¢ bénh nhan LXM cép dong tiy cho thiy ty 1é
tai phat & nhitng bénh nhan c6 FLT3 dwong tinh cao hon so véi nhitng bénh nhéan
con lai co y nghia théng ké (38% so véi 28%, p<0,05).

c. Tuw vong sau ghép

Tai thoi diém sau ghép 100 ngay, ching toi cd 3 bénh nhan tir vong (chiém
12%) bao gom: 2 bénh nhan tir vong do tai phat bénh sém va 1 bénh nhan tir vong
do khéng moc manh ghép c6 bién ching xuat huyét ndo. Nghién cau cua
Nadjanara DB (2011) Mclver ZA (2013) ty I¢é tar vong trong vong 100 ngay sau
ghép 1a 20%. Theo tac gia Roni Shouval (2013) sé bénh nhan tir vong trong vong
100 ngay sau ghép la 3.936 (chiém 13 9%).

Tai thoi diém két thic nghién ciu, s6 bénh nhan tir vong 1a 10/25 (chiém
40%), trong d6 nguyén nhan chinh gy tu vong la (1) tai phat bénh c6 7 bénh
nhan, (2) khong moc manh ghép gay bién chiing xuét huyét ndo dan dén tir vong
¢ bénh nhén, (3) do suy hé hap vi nhi&m CMV phdi va GVHD man giai doan
tién trién o phéi (mac du lui bénh sau ghép) c6 2 bénh nhan; ching tdi khdng gap
cac nguyén nhan khac nhu ton thuong cic co quan... Theo tac gia Nguyén Hanh
Thu (2014) ty 1é nay la 41,9% (13/31 bénh nhan). Nguyén nhan tu vong la do tai
phat (29%) va lién quan dén diéu tri (12,9%). Theo Gratwohl A (2005) cac bién
ching nhu: doc tinh do diéu kién hod, nhiém tring, GVHD va tai phat 1a nhiing
nguyén nhan chinh gay tir vong khi tién hanh ghép dong loai.

d. Thoi gian song toan bg (OS) va thoi gian song khong bénh (DFS).


https://www.ncbi.nlm.nih.gov/pubmed/?term=Bueno%20ND%5BAuthor%5D&cauthor=true&cauthor_uid=23049292
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Dén thoi diém két thic nghién cau ty 1¢ bénh nhan c6 OS ¢ cac thoi diém 3
nim nhém LXM cap dong tay la 53,3% va ty 1¢é bénh nhan c6 DFS ¢ céc thoi
diém 3 nam 1a 54,9%. Theo Nguyén Tan Binh (2013) thoi gian séng toan bo 5
nim 1a 42%, thoi gian séng khong bénh 5 nim 1a 40%. Theo mot nghién ctu tai
Vién Huyét hoc - Truyén mau Trung wong (2016) thoi gian séng toan b 3 nam 1a
43,2% va thoi gian song khong bénh 2 nam 1a 58,7%. Tac gia Khoan Vu (2015)
theo dbi tir 2006-2013 cho két qua OS 1a 49%, DFS 14 45%.

4.2.4. Méi lién quan giita dic diém 1am sang va xét nghiém vdi két qua ghép
TBG tao mdu dong loai ¢ bénh nhan LXM cdp dong tiy.
a. Pdc diém lam sang:

- Trong bénh LXM cép, c4c triéu ching 1am sang biéu hién hau qua nhiing rdi
loan sinh san va biét hoa cua té bao sinh mau. Nghién cau cua ching t6i khdng
thiy dic diém Iam sang cua bénh nhan (thiéu méu, sét, xuat huyét, gan-lach-
hach...) c6 mdi lién quan hoic anh hudng dén két qua ghép ghép cia bénh nhan,
mot phan c6 thé do biéu hién 1am sang khong da dang.

b. Bdc diém xét nghiém:

Tinh trang bénh truéc ghép va két qua ghép

Nhitng bénh nhan duoc ghép o thoi diém lui bénh hoan toan lan thir nhat
(CR1) c6 két qua t6t hon nhitng bénh nhan dugc ghép & thoi diém lui bénh hoan
toan lan tha hai (CR2) vé ty 18 tai phat, ty 1¢ tir vong, thoi gian song thém toan b
va thoi gian song khong bénh. Su khac biét ¢ 2 thoi diém ghép c6 ¥ nghia thong
ké (p=0,001) véi thoi gian séng thém toan bo va thai gian sdng khong bénh. Theo
mot nghién ctiu cua Gassas A (2008) cho thay ty I¢ tir vong lién quan dén ghép
tuong tng & 2 nhom duoc ghép tai thoi diém CR1 va CR2 tuong Gng la 38% va
11% (véi P=0,01); thoi gian song toan bd 3 nam ¢ nhitng bénh nhan dugc ghép
tai thoi diém CR1 tét hon nhirng bénh nhan duoc ghép tai thoi diém CR2 (74% so
véi 51%, P=0,05).

Yéu té tién lwong va két qua ghép

Két qua cho thiy khdng c6 su khéc biét vé tai phét, tir vong, thoi gian sdng
thém toan bg va thoi gian séng thém khong bénh & 3 nhém ghép c6 yéu t6 tién
lugng tét, trung binh va xau. Téc gia Jan J.C (2016) cho rang, ty I¢ tai phét & bénh
nhan LXM cip dong tuy duoc ghép TBG tao méu ddng loai theo nhém tién lwong
tét, trung binh va xau twong ung la 15-20%, 20-25% va 30-50%. Két qua nghién
ctu cuia ching t6i c6 két qua vé thoi gian sdng thém toan bo tuong wng 1a 80,0%,
71,4% va 66,7%. Sy khac biét nay 1a do ¢& mau nghién ciu cia ching toi con
nho, chua dai dién cho 3 nhém yéu té tién lwong cua nghién ctu.

Nguon TBG va két qua ghép

Nghién ctiru ciia chiing c6 7 bénh nhan tai phat déu dugc ghép tir TBG mau
ngoai vi. Mac du khong c6 truong hop tai phat nao dugc ghep tir mau day ron,
nhung ¢& mau nghién ctru cua chdng toi vé ghép tir mau day ron con rat thap (4
truong hop) nén khong thé két luan cé su khéc biét vé tai phét khi ghép tir cac
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nguon TBG khéc nhau. Véi nhitng bénh nhan dugc ghép tir TBG méu ngoai vi thi
nguyén nhan tir vong chu yéu la do tai phét (7/8 bénh nhan), bénh nhan con lai tir
vong do bién chitng GVHD man ¢ phéi. Trong 2 truong hop ghép tir mau day rén
tir vong ¢6 1 trudng hop khdng moc manh ghép gay xuat huyét ndo, 1 bénh nhéan
c6 bién chitng CMV phdi gay suy hd hap. Chung tdi thiy khong c6 su khac biét
vé thoi gian song thém toan bo va thai gian séng khoéng bénh gita 2 nhém bénh
nhan duoc ghép TBG tir mau ngoai vi cua anh chi em rudt va mau day rén. Theo
Karen K. Ballen (2013) cho thay két qua khdng c6 su khéc biét nhiéu so voi
nhitng bénh nhan dugc ghép tir ngudn TBG khéc.

Két qua ghép va sir phi hop HLA

Ty & tai phat va ty Ié tir vong trong nhém nghién ciu khong lién quan dén
mirc d6 phu hgp HLA giita bénh nhan va nguoi hién TBG; thoi gian séng toan bo
va thoi gian song khdng bénh theo ddi 3 ndm ¢ nhém bénh nhan ghép phu hop
hoan toan HLA va nhdm con lai ¢ sy khac biét, nhung khong c6 y nghia thong
ké. Theo Claudio Anasetti (2008), su khéng phu hgp cua HLA gitra bénh nhén va
ngudi hién 12 yéu té dau tién dugc xac dinh dé dy bao ty & tir vong dbi vai bénh
nhan duoc ghép TBG. Thuc té, mot phan tich caa Trung tdm nghién ctu ghép tuy
va mau quédc té (2012) cho thiy & nhitng bénh nhan mic bénh méu é4c tinh cho
thiy nhing trudng hop dwoc ghép tir ngudi hién khong phu hop hoan toan HLA
tang nguy co GVHD va ty |& tir vong lién quan dén diéu tri.

Keét qua ghép va bat dong gidi

Nghién ctu c6 8 bénh nhan ghép bat ddng gidi gitra ngudi hién va bénh nhan
déu khong xuat hién tai phat, c6 7 bénh nhan tai phat sau ghép déu duoc ghép tir
ngudi hién TBG cling gidi. Trong khi do, ti vong sau ghép xuat hién ¢ ca 2 nhém
bat ddng va khong bat dong gi6i, nhung ty I¢ & nhom bénh nhan khdng bat ddng
gidi cao hon; thoi gian séng thém toan bo va thoi gian séng thém khong bénh
theo ddi 3 ndm & 2 nhém bénh nhan c6 sy khac biét nhung khong ¢ y nghia
thong ké. Theo tac gia Claudio Anasetti (2008) cho thy gIGI tinh c6 anh hudng
dén thoi gian séng thém khi ngudi ngudi hién 1a chi em gai ghép cho bénh nhén
nam gigi. Trong nhimg truong hop nay, nguy co tai phat giam, nhung nguy co tir
vong lién quan dén ghép ting do bién ching nhu GVHD. Ghep TBG ¢ nhu:ng
bénh nhan la nit, gisi tinh ciia ngudi cho anh chi em khdng c6 anh hudng dang ké
dén két qua ghép. TAc gia Piyanuch Kongtim (2015) da so sanh két qua cia nhém
bénh nhan nam mac bénh LXM cip dong tay duoc ghép TBG tao mau tir nguoi
hién 1a nit gi¢i v6i nhém bénh nhan dugc ghép co két hop gidi tinh khéac. Két qua
cho thay, ty ¢ tai phat sau 1 nim & nhom bénh nhan nam duoc ghép TBG tir
nguoi hién 1a nir gidi thap hon dang ké so véi nhém con lai (34,1% so véi 41,3%,
P=0,044), trong khi ty 1€ tu vong khong do tai phat cao hon (23,2% so véi 15,7%,
P =0,004). Méc du thoi gian séng thém duoc cai thién khong c6 ¥ nghia, nhung
viéc ghép TBG tir nguoi hién 1a nit cho bénh nhan nam c6 lién quan dén ty 18 tai
phét thap hon.


https://www.ncbi.nlm.nih.gov/pubmed/?term=Ballen%20KK%5BAuthor%5D&cauthor=true&cauthor_uid=23673863
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Két qua ghép va GVHD

Téi phat cha yéu gap ¢ nhdm bénh nhan khdng c6 GVHD; mit khac, tir vong
c6 nguy@én nhan cha yéu la tai phat nén ty Ié tir vong & nhoém bénh nhan khong co
GVHD ciing cao hon so vai nhém bénh nhan c6 GVHD. Theo Steven Z Pavletic
(2010), nhiéu nghién ciru da chimg minh rang nhiing bénh nhan cé biéu hién
GVHD sau ghép mac d6 nhe hoac trung binh s€ giam nguy co tai phat bénh, con
vé6i nhitng bénh nhan c6 GVHD mitic d6 nang thi mac du c6 hiéu tng ghép chng
LXM nhung ty 1é tir vong lién quan dén ghép cao. Theo Horowitz (1990) ghép
TBG tao méau dong loai & nhém bénh nhan c6 GVHD man hoic dong thoi ¢é ca
GVHD cap va man thi ty 18 tai phat thap hon so véi nhém khong c6 GVHD. Theo
ddi trong trong thoi gian trung binh 3 nam cho thay thai gian séng thém cia nhém
¢6 GVHD dai hon so véi nhom khéng ¢ GVHD, nhung khong c6 ¥ nghia thong
ké. Theo Baron F (2012) giai doan 100 ngay dau tién sau ghép kha ning séng sot
ctia bénh nhan bi anh huang boi mic d6 nang cia GVHD cép, ty 1é tir vong lién
quan dén ghép khong c6 su khéc biét gitta GVHD cip mirc do I va II, nhung nguy
co tir vong lién quan dén ghép tang 1én & bénh nhan GVHD cap muc do 111 va IV.
Theo Shabnam S (2015) c6 méi lién quan déng ké gitta GVHD vai ty 1¢ tai phat,
tir vong va thoi gian séng thém toan bo. Nhém bénh nhan GVHD man c6 ty 18 tai
phét thap hon va ty 1¢ séng s6t cao hon nhém con lai. Vi nhém bénh nhan c6
GVHD cip va man thi ty Ié tir vong thap hon so véi nhém khong c6 GVHD.

Panh gia vé GVHD véi két qua ghép, nghién ciru cua ching toi tuong dwong
V6i cac tac gia khac trén thé gisi. Nhitng bénh nhan c¢6 GVHD, dic biét 1a nhitng
bénh nhan c6 ca GVHD cap va man thi ty 18 tai phat va tir vong thap hon so v6i
nhitng bénh nhan khéng c6 GVHD. Thoi gian sdng thém va thoi gian song khdng
bénh & nhitng bénh nhan c6 GVHD tbt hon so v&i bénh nhan khéng c6 GVHD,
mic du khong c6 ¥ nghia thong ké.

KET LUAN

Sau khi nghién ciru 25 bénh nhan LXM cip dong tay duoc ghép TBG tao
méau dong loai tai Vién Huyét hoc - Truyén mau Trung uwong tir 09/2012 dén
10/2015, chiing t6i xin dwa ra mot s6 két luan sau:

1) Bac diém 1am sang, xét nghiém trudc, trong va sau ghép:

- Lam sang: ciing nhu trong bénh gbc (LXM cap dong tay) cac triéu chimng
thiéu mau, sét va xuat huyét Ia rat hay gap ¢ giai doan trong va sau ghép. Nho st
dung liéu phap manh vé khang sinh, truyen ché pham mau (khdi hong cau, khoi
tiéu cau) va co sy dong gop cua té bao gdc ngudi hién nén ty 18 thiéu mau, sdt,
Xuat huyét trong vong 30 ngay sau ghép tuong ng la 92%; 76%; 20% va hoan
toan tré vé binh thudng vao ngay tha 30 dén thang thi 3 sau ghép.

- Xét nghiém:
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+ Céc chi s6 huyét sac td, hong cau ludi, bach cau va tiéu cau giam sau khi
bét dau diéu kién hoa (giam ning vao ngay D+7 dén D+9), sau d6 tang dan va tro
vé gia trj binh thuong sau ghep tuong (tng vao cac ngay 99; 12 34, 81,

+ Trong khi c¢6 nhitng ton thuong di tmyen té bao tré vé binh thuong hoic
khong thay doi thi ciing xuat hién nhitng tén thuong mdi sau ghép (02 ton
thuong);

+ Pi c6 sy thay doi vé gen lo xé mi lién quan dén tién lugng bénh trong qua
trinh ghép: ¢6 9/10 truong hop gen da am tinh sau ghép va khong gap truong hop
nao duong tinh trd lai trong thoi gian theo doi.

2) Két qua diéu tri va mot sb yéu té lién quan:

a) Hau hét bénh nhan da moc manh ghép khi dugc dénh gia tai thoi diém
ngay 30 sau ghép (chiém ty 16 96%), trong d6 c6 80% bénh nhan moc manh ghép
tot.

b) Thoi gian song toan b trung binh 1a 25,3 + 2,8 thang, ty 1 séng toan bo 3
nam 1a 53,3%; thoi gian séng khong bénh trung binh 1a 24,4 + 3,1 thang, ty l¢
séng khdng bénh 3 nam 1a 54,9%.

c) Mot sb lién quan gitra triéu chiang 1am sang, xét nghiém véi két qua ghép
nhu sau:

- Gigi: budc dau cho thiy khi ghép c6 bat ddng gidi thi thoi gian séng thém
toan bo va thoi gian séng khdng bénh dai hon, nhung ty Ié tai phét va tir vong
thap hon so vai nhitng bénh nhan ghép cling gidi;

- GVHD: sy xuét hién caa GVHD lam giam ty ¢ tir vong va tai phat so véi
bénh nhan khong c6 GVHD. Thoi gian sbng toan bo va thoi gian séng khong
bénh ciling dai hon;

- Tinh trang bénh friéc ghép: nhitng bénh nhan dwgc ghép tai thoi diém lui
bénh hoan toan lan thir nhat c6 két qua tét hon nhitng bénh nhan duoc ghép tai
thoi diém lui bénh hoan toan lan tha hai vé ty 18 tai phét, ty 18 tir vong, thoi gian
séng thém toan bo va thoi gian song khdng bénh;

- Mizc dé phu hop HLA giita bénh nhdn va ngwoi hién: nhitng bénh nhén
duoc ghép tir nguoi hién phu hop hoan toan HLA c6 thoi gian séng thém toan bo
va thoi gian song khdng bénh tét hon nhitng bénh nhan phi hop khdng hoan toan,
nhung khong anh huong dén ty 18 tai phét va tir vong.

KIEN NGHI
1. Tiép tuc mé rong ghép TBG tao méau dong loai cho bénh nhan LXM cip
dong tay.
2. Mé rong tim kiém ngudn TBG khac (haplotype, khdng cuing huyét théng)
dé lya chon duge don vi TBG pht hop dép tng nhu cau ghép ddng loai ngay cang
tang cao & bénh nhan LXM cip dong tuay.
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PINTRODUCTION TO DOCTORAL THESIS

1. Necessity of the thesis

There are many methods of treatment acute myeloid leukemia (AML),
such as: chemicals, radiation, autologous or allogeneic hematopoietic stem
cell transplantation (allo-HSCT). Among them, allo-HSCT is a modern and
highly effective method. The success of allo-HSCT can give patients with
AML the chance to cure their disease and have a normal life.

In our country, some hospitals have performed allo-HSCT for treatment
of blood diseases: National Institute of Hematology and Blood Transfusion,
National Hospital of Paediatrics, Blood Transfusion - Hematology Hospital
Ho Chi Minh City, Bach Mai Hospital and Central Military Hospital 108...
However, only 4 establishments apply this treatment for patients with AML is
Blood Transfusion Hospital - Hematology Hospital HCM City, National
Institute of Hematology and Blood Transfusion, Bach Mai Hospital and
Central Military Hospital 108. At the National Institute of Hematology and
Blood Transfusion, allo-HSCT for treatment of have been successfully
implemented since 2008. Until now, many posttransplant patients have
integrated into a completely normal life.

2. Objectives

1) Characteristic and developing study about clinicals, tests and pre-,
during and post-transplant in patients with AML treated with all-HSCT.

2) Evaluate treatment outcome and some related factors in treatment of
AML by allo-HSCT.

3. Practical signification and contribution of the thesis
3.1. New scientific contribution:

- The research has been experimentally applied when applying advanced
progress in medical science, especially stem cell technology for the
treatment of hematologic diseases. The results of the study of
hematopoietic stem cell transplantation for patients with acute myeloid
leukemia are new results with high scientific value and clinical application
value. The results are also valuable clinical experiences, especially with
hematologic bases for the first time.

- The results of the study showed a comprehensive and complete picture
of the clinical and laboratory characteristics of changes before, during and
after transplantation of hematopoietic stem cells; Results on the incidence of
overal survival, disease free survival, relapsing and death; In addition, the
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results of the study have also shown some correlations between clinical
characteristics, test results and transplant results.

- The results of this thesis are practical and highly applicable, contributing
to the practical improvement of allogeneic hematopoietic stem cell
transplantation in the treatment of hematologic diseases, especially acute
myeloid leukemia.

3.2. Practical signification of the thesis:

- The subject has positive effects, the study has described the long-term
development after allogeneic hematopoietic stem cell transplantation in the
treatment of acute myeloid leukemia without report mentioned. Research has
shown that allogeneic hematopoietic stem cell transplantation is reaching the
completion level at the National Institute of Hematology and Blood
Transfusion.

- Studies have shown a significant effect on overall survival, disease-free
survival of stem cell sources use from sibling donors or umbilical cord blood
for treatment of acute myeloid leukemia.

4. Structure of the thesis

- The thesis consists of 140 pages, including: Backgound 2 pages,
Literature review 34 pages, Subjects and Methodology 14 pages, Findings 40
pages, Discussion 47 pages, Conclusion 2 pages and Recommendations 1
page.

- The thesis consists of 49 tables, 21 charts, 2 diagram, 24 pictures.
Among 149 references, there are 134 englishdocuments, 15 vietnamese
documents with the publication date almost within recent 10 years. The
appendix includes documents, lists of patients who were blood group antigens
compatible transfused, study records.

Chapter I: LITERATURE OVERVIEW

1.1. The concept of acute myeloid leukemia

Leukemia is a malignant blood disease. The characteristic of the disease is
the proliferation and accumulation of a malignant neoplastic cell type (blast
cells) in the bone marrow and peripheral blood. Malignant cells overwhelm,
inhibit the reproduction and differentiation of normal blood-forming cells in
the bone marrow. The proliferation and accumulation of malignant cells will
have two consequences: (1) decreased normal blood levels resulting in bone
marrow failure leading to anemia, infection, and bleeding; Malignant cells
spread to the blood, penetrating tissues that increase the volume of organs
such as liver, spleen, lymph nodes, enlargement, bone pain.
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1.2. Standard diagnosis of acute myeloid leukemia
1.2.1. Diagnosis determines

Diagnosis determines of AML based on clinical manifestations and tests,
namely:

- Based on clinical symptoms typical of the disease;

- Based on subclinical symptoms: histopathology shows blast cells > 20%
of bone marrow cells.

- According to the 1986 FAB diagnostic criteria, blast cells must account
for > 30% of the cells with nucleus in the bone marrow, diagnosed with AML.

- In 2001, the World Health Organization (WHO) issued a new standard
for the diagnosis of AML with the rate of blast cells > 20% of cells with
nucleus in the bone marrow.
1.2.2. Prognostic factors of disease are based on cytogenetic and molecular

Table 1.1. Prognostic factors of AML

Risk Cytogenetics Molecular

Good inv(16) or t(16;16) Normal cytogenetics:
1(8;21) NPM1 mutation in the absence of
t(15;17) FLT3-ITD or isolated bialleic

CEBPA mutation

Intermediate | Normal cytogenetics 1(8;21), ivn(16), t(16;16)
+8 alone with c-KIT mutation
t(9;11)
Other non-defined

Poor Complex (> 3 clonal chromosomal | Normal cytogenetics: with FLT3-
abnormalities) ITD mutation
Monosomal karyotye
-5, 5¢-, -7, 79-
11923 - non t(9;11)
inv(3), t(3;3)
1(6;9)
t(9;22)

1.3. Treatment of AML
1.3.1. Purpose of treatment

The purpose of treatment in AML is: (1) maximum removal of malignant
cells to achieve complete remission; (2) consolidate, maintain a prolonged
period of complete remission, minimize relapse.
1.3.2. Treatment principle

- Use multitherapy regimen;
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- The treatment is divided into several waves: induction, consolidate,
maintain;

- Combination of chemotherapy with hematopoietic stem cell
transplantation;

- Combination chemotherapy with targeted therapy;

- Treatment according to the risk group.

1.3.3. Allo-HSCT for AML

The first Allo-HSCT in AML was performed by Thomas in 1957. By
2016, more than 1 million transplants were performed worldwide, with the
number of transplants per year now approaching 70,000 transplants and no
stop. Among them, 45% allo-HSCT, mainly indications for AML (82%),
lymphoma (11%) and myelodysplastic syndrome (6%).

Domestic and foreign studies have shown that, all-HSCT of to treat Aml
has the rate of relapse will be the lowest, patients have the opportunity to cure
completely; However, the limitation of this method is that high non-relapse
mortality and stem cell source.

Chapter Il: STUDY SUBJECTS AND METHODS
2.1. Study subjects
2.1.1. Patient groups

Composed of 25 patients with AML who were underwent allo-HSCT at
the National Institute of Hematology and Blood Transfusion (NIHBT) from
January 2012 to December 2015.

2.2.1. Patient selection criteria

- Age < 50 years.

- Diagnosis of AML and complete remission after chemotherapy (CR1,
CR2).

- There are donors of stem cells/Tumbilical cord blood units that are
suitable for HLA-A, B and DR (by standard donor stem cells and umbilical
cord blood unit).

- No HIV infection.

- No other chronic diseases.

- Patients and families agree to participate in research.

- Approved by the Scientific Council of Technology and Ethics Council
of the NIHBT.

2.2.2. Selection Criteria of donor stem cells
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- Brother, siblings of patients suitable for patients with at least 5/6 alleles
(HLA A, B and DR).

- No HIV infection.

- No progression to HBV and HCV infection.

- No other chronic diseases.

2.2.3. Criteria for umbilical cord blood unit selection

- Cord blood stem cell unit suitable for patients with HLA A, B and DR
minimum 4/6 alleles (SSO technique).

- Human cellular dose:

+ If HLA 6/6 match: > 2 x 107 cells/kg body weight;

+ If HLA 5/6 match: > 3 x 10 cells/kg body weight;

+ If HLA 4/6 match: > 4 x 107 cells/kg body weight.

- The HLA antibody of a patient is negative for umbilical cord blood
units.

- Crossmatch between donor and recipient before transplant negative.

2.2. Study method

- Clinical intervention study conducted by prospective method, case
analysis.

- Full sample selection.

2.2.1. Tests and procedures used in the study.

Application of the Hematopoietic stem cell transplantation process is
described in the "Hospital Technology Process" Volume Ill issued by the
Ministry of Health in 2005.

2.2.2. Study standards

- Grafting;

+ Good graft function (evaluated at 30 days post-transplant).

+ Poor graft function (evaluated at 30 days post-transplant).

- Standard failure (early rejection).

- Standard late rejection.

- Criteria for graft function by chimerism.

- Standard relapse in the bone marrow.

- Standard relapse outside the bone marrow.

- Standard liver damage.
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Chapter I11: STUDY RESULTS
3.1. Clinical and laboratory characteristics change before, during, and
after transplant
3.1.1. Clinical course before, during and after transplant

- Anemia: At day 30 after transplantation, the majority of patients (92%)
showed mild to moderate anemia, mean 99,7 days post transplant the patient's
anemia symptoms have become normal.

- Fever: within 30 days after transplantation, there are 19 cases of fever
(mainly due to neutropenia, 4 respiratory infection, ear, nose and throat).

- Symptoms of hemorrhage occurred in 5 patients with thrombocytopenia
with the expression of hemorrhage under the skin from dots, nodules to
hollows, tooth bleeding, blood red urine.

- Infiltration: 1 patient with splenomegaly after 6 months of transplant and
1 patient with lymphadenopathy at the 10th month and at this time patients
were found to relapse the disease.

3.1.2. Characteristics of test changes before, during and after transplatation

- Mean white blood cell counts and neutrophil counts of the pre-transplant
were normal, lowest at D + 9, then increased again; The average number of
neutrophil granules increased gradually and returned to levels above 0,5 G/L
on D+14.

- The mean hemoglobin concentration in the pre-transplant patients was
low, decreasing after DO, lowest at D+7, then increasing again, stabilizing
above 100 g/L after D+17.

The prevalence of reticulocyte in pre-transplant patients was slightly
high, decreasing after D-7, lowest at D+7, and then increased again to 0,5%
after D+12.

- The mean number of platelets in the pre-transplant group was normal,
decreasing after D-7, lowest at D+9, then gradually increasing to above 50
G/L after D+13.

Table 3.1. Characteristics of genetic testing changes
Characteristics Before transplant After transplant
Number Ratio Number Ratio
(n=25) (%) (n=25) (%)

Normal 23 92 22 88

Abnormal | Ph positive 01 4 0 0
multiple 01 4 03 12
lesions




Comment:

Two cases of chromosomal abnormalities were diagnosed prior to
transplants (one with Ph positive and one with multiple chromosomal lesions);
After the transplant, three cases of abnormal chromosomal form (multiple
lesions) occurred, including two newly and one pre-transplanted patients.

3.2. Results of transplantation and the relationship between clinical
characteristics, laboratory tests and transplant results
3.2.1. Genaral results

Table 3.2. Evaluate the growth of the graft using blood cell recovery (day)

Standard medium min-max
Neutrophil > 0,5 G/L 194+6 13-37
Platelet > 20 G/L* 23,8+16,9 11-79

Poor graft function: 04 patients, accounting for 16%;
Failure graft function: 01 patient, accounting for 4%.

* Can not depend transfuse platelet

Comment:

White blood cells have a mean time earlier than platelets (19,4 versus
23,8 days); In the study, there were 4 patients with poor graft function and 1
patient failure graft function.

Table 3.3. Evaluate the growth by chimerism test

Characteristic of chimerism D+30 number | Ratio %
Donor chimerism: 22 patients  |good graft function 19 86,4
(accounting for 88%) poor graft function 3 13,6
Mix chimerism: 3 patients good graft function 1 33,3
(accounting for 12%) poor graft function 2 66,7
Comment:

Most patients achieved complete donor chimerism at 30 days post-
transplant (22/25 patients), in which the majority were patients with good
graft function; In three patients with mixed chimerism, 1 patient good graft
function, 2 patients poor graft function.

Table 3.4. Survival rate to the end of the study

Time Number (n=25) Ratio (%)
Patient living at D+100 22 88
Patient alive at the end 15 60
of the study

Comment:
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At the time of 100 days post-transplantation, 22/25 of the patients
(accounting for 88%) were alive; With an average follow-up of 34,2 months
(11-50 months), to the end of the study: 15 patients were alive (accounting for
60%).

Table 3.5. Characteristics of relapse post-transplantation

Disease relapse Number Ratio (%)
(n=25)
Before 6 months 04 16
Time 6-12 months 02 8
>12 months 01 4
L ocation In bone marrow 05 20
Outside bone marrow 02 8
Comment:

Of the 7 patients with post-transplant relapse, 3 patients relapsed early
after the 3-month transplant but these patients were transplanted at CR2; Two
patients relapse after 6-12 months and one patient relapse after 33 months;
relapse location: Two patients with relapse outside bone marrow (palatal and
central nervous system).

Table 3.6. Mortality characteristics of transplant patients

Causes of death in transplant patients Sé lwgng | Ty 18 (%)
Patients died within the | Relapse of disease 01 4
first 100 days after Failure graft function 01 4
transplant CMV pulmonary infection 01 4
Patient died at the end of the study 10 40
Death due to relapse of disease 07 28
Mortality related to Chronic GVHD progressive 01 4
transplantation Other* 02 8

* Other include: graft failure, infection, cerebral hemorrhage, organ damage

Comment:

At the time of D+100: 3 patients died, one patient with relapse disease,

one patient Failure graft function with complication was cerebral hemorrhage,
one patient with pulmonary CMV respiratory distress; Up to the end of the
study, 10 patients died, mainly due to relapse (7 out of 10 patients).
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Figure 3.1. Overall survival time
Comment:
The study's overall survival was 25,3 £ 2,8 (95% CI: 19,8-30,9 months).
The rate of patients with OS for 3 years was 53,3+12,6%.

Cuniulative survival rate

Figure 3.2. Disease free survival time
Comment:
Disease free survival (DFS) of the study group was 24,4 + 3,1 (95% CI:
18,3-30,4 months). The proportion of patients with DFS at 3 years was 54,9 +
11,8%.

3.2.2. Relationship between clinical and laboratory characteristics and
results of transplant
a. Condition at transplant and relapse, death, OS, DFS

- Although the number of patients receiving transplants at CR2 was less
than CR1, the number of patients with post-transplant recurrence was higher
(5 patients vs 2 patients or 62,5% vs 11,8% ).

- Post-transplant mortality in post-transplant recipients was higher for the
second time after complete remission (7 patients vs 3 patients).
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Figure 3.3. Overal survival time under CR1, CR2

Comment:

The estimated mean overall survival time of the transplant recipients was
48,3+3,7 months (95% CI: 41,0-55,6 months). Patient group who underwent
at CR2 were 16,7+6,0 months (95% ClI: 5,0-28,4 months). The percentage of
patients who lived 3 more years of the CR1 and CR2 was 88% and 0%,
respectively, and the difference was statistically significant (p = 0,001).
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Figure 3.4. Disease free survival time under CR1, CR2

Comment:

The mean estimated disease free survival time of the transplant recipients
CR1 was: 32,0+2,6 months (95% CI: 26,9-37,2 months); transplant recipients
CR2 was: 14,7+6,7 months (95% CI: 1,6-27,8 months). The percentage of
patients have DFS 3 years was 88% and 0% respectively, the difference was
statistically significant (p = 0,001).

b. Prognostic factors and relapse, mortality, OS, DFS

- Patients with relapse met in all 3 groups and there was no difference
between prognostic groups.

- Patients died in all 3 groups and there was no difference between the
groups.
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Figure 3.5. Overal survival time according to prognostic factors

Comment:

The mean overal survival time of the transplanted group with good
prognosis was 22,8+7,2 months (95% CI: 8,5-37,0 months); with average
prognosis group was 25,8+3,4 months (95% CI: 19,1-32,6 months); with poor
prognosis group was 26,0£5,8 months (95% CI: 14,5-37,4 months). The
proportion of patients who have OS for 3 years in the group of good
prognosis, mean prognosis, poor prognosis was 60%, 57,1% and 66,7%,
respectively. Differences are not statistically significant (p>0,05).
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Figure 3.6. Disease free survival time under prognosis

Comment:

Mean disease free survival time of the transplanted group with good
prognosis was 27,7+7,1 months (95% CI: 13,7-41,7 months); with average
prognosis group was 28,0+3,6 months (95% CI: 20,0-35,0 months); with poor
prognosis group was 24,5+6,6 months (95% CI: 11,4 to 37,5 months). The
proportion of patients who have OS for 3 years in the group of good
prognosis, mean prognosis, poor prognosis was 80,0%, 71,4% and 66,7%,
respectively. Differences are not statistically significant (p> 0,05).
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c. The sources of stem cells and relapse, death, OS, DFS

- All 7 relapse patients were transplanted from peripheral blood stem
cells. Transplants from umbilical cord blood did not recur relapse (one patient
graft failure). Thus, post-transplant relapse only in patients receiving stem cell
transplants from peripheral blood stem cells, the number of patients receiving
cord blood stem cell transplants was low so there was no significant
difference.

- 8 out of 10 deaths were transplanted from peripheral blood stem cells of
siblings, while umbilical cord blood transplants had two deaths.
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Figure 3.7. Overal survival time by sources of stem cells

Comment:

The estimated mean overal survival time of patients were transplanted
from peripheral blood stem cells were 26,6+£2,9 months (95% CI: 20,9-32,2
months); group of patients were transplanted from umbilical cord blood stem
cells was 14,3+6,1 months (95% CI: 2,4-26,2 months). The 3 year overal
survival rate of the peripheral blood group and umbilical cord blood group
was 57% and 50%, respectively, and the difference was not statistically

significant (p=0,313).
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Figure 3.8. Disease free survival time under sources of stem cells
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Comment:

The percentage of disease free survival at 3 years after transplantation
from peripheral blood was 61,2%, but the difference was not statistically
significant (p = 0,37).

d. HLA matching with relapse, death, OS, DFS

- Relapse and death occur in both completed and not completed HLA
matching groups between donor and recipient.
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Figure 3.9. Overal survival time under HLA matching

Comment:

The mean estimated overal survival of HLA 6/6 fully-matched transplant
patients was 27,1+3,0 months (95% CI: 21,3-33,0 months); not fully group was
16,2+5,2 months (95% CI: 6,0-26,4 months). The percentage of patients who
survived for 3 years in the HLA 6/6 matched group and the not fully group was
58,6% and 50%, respectively, and the difference was not statistically significant

(p = 0,262).
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Figure 3.10. Disease free survival time under HLA matching
Comment:
The mean disease free survival time of HLA 6/6 patients was 27,2+3,3
months (95% CI: 20,8-33,7 months); not fully group was 22,5+5,5 months
(95% ClI: 11,6-33,3 months). The 3 year disease free survival rate for the HLA
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6/6 group and the not fully group were 63,2% and 75%, respectively, and the
difference was not statistically significant (p = 0,855).
d. Discrimination with relapse, death, OS, DF'S

- Relapse post-transplantation occurs only in patients without
disagreement between patient and donor; Of the eight patients with
disagreement with no patient relapse.

- Post-transplantation mortality in patients without disagreement between
patients and donors was higher than patients with disagreement (8 patients vs
2 patients).
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Figure 3.11. Overal survival time under disagreement

Comment:

The mean estimated overal survival time of disagreement patients was
36,645,8 months (95% CI: 25,1-48,0 months); in patients without
disagreement was 31,3+6,0 months (95% CI: 19,4-4,1 months). The 3 year
overal survival rate for the disagreement and without disagreement patients
was 73% and 43%, respectively, and the difference was not statistically
significant (p=0,11).
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Figure 3.12. Disease free survival under the disagreement
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Comment:

Mean disease free survival of the disagreement patients was 32,5+3,3
months (95% CI: 26,0-39,0 months); The without disagreement group was
23,6%4,3 months (95% CI: 15,3-31,9 months), and the difference was not
statistically significant (p=0,11).

e. GVHD with relapse, death, OS, DFS

- Patients with post-transplant GVHD experienced a lower incidence of
relapse compared with patients without GVHD (1 patient vs. 6 patients).

- Post-transplant mortality in patients without GVHD is higher than that
of patients with GVHD (8 patients vs. 2 patients).
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Figure 3.13. Overal survial time under GVHD

Comment:

The mean estimated overal survival time of patients with GVHD was
35,940,7 months (95% CI: 34,6-37,3 months); The group without GVHD was
34,046,2 months (95% CI: 21,9-46,1 months). The 3 year Overal survival rate
for the group with GVHD and without GVHD was 50% and 57%,
respectively, and the difference was not statistically significant (p=0,13).
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Figure 3.14. Disease free survival time under GVHD
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Comment:

Mean disease free survival of the patients with GVHD was 35,1+0,6
months (95% CI: 33,9-36,3 months); The group without GVHD was 22,4+4,3
months (95% CI: 14,0-30,7 months). The 3 year disease free survival rate for
the group with GVHD and without GVHD was 50% and 58%, respectively,
and the difference was not statistically significant (p=0,14).

Chapter IV: DISCUSSION
4.1. Features change in clinical and test post-transplant
4.1.1. Clinical change

At day 30 after transplant, the majority of patients (92%) showed mild to
moderate anemia. Cause is due to the in the course of chemo-kill the red
blood cells are suppressed and not timely recovered. Fever characteristics of
patients: within 30 days post-transplant were 19 cases (mainly due to
neutropenia). Symptoms of hemorrhage occurred in 5 patients with platelet
decreased with the expression of hemorrhage under the skin from dips,
nodules to hollows, tooth root bleeding, blood red urine. These symptoms
disappear when the patient is exposed to platelet transmissions and when the
platelets of the patient gradually recover. In the relapse and graft failure
groups we encountered two cases of hemorrhagic in brain for
thrombocytopenia. Our follow-up was 1 patient with splenomegaly after 6
months of transplantation, while the tests at this time also revealed a relapsed
patient. One patient showed large lymphadenopathy at 10 months and was
also the time when the patient was diagnosed with relapse.

4.1.2. Change on tests
a. General blood cell assay assay

The average white blood cell counts and neutrophil counts of pre-
transplanted recipients were within normal limits. Rapid reduction after day of
conditioning, spontaneous rise again on D+1, caused by transfusion stem cell
mass, but then decreased quickly, lowest on D+9, then gradually increase.
Return and reach a stable level above 0,5G/L from D+13 onwards. The time
neutrophil drops below 0,5G/L on average from D+5 to D+13, which is a time
when the patient is very susceptible to infection and therefore needs intensive
care. And use of widespread antibiotics to prevent infection. Our result is
similar to the report on allo-HSCT treat to malignant blood disease by Nguyen
Thi Nhung (2013).

The mean pre-transplant hemoglobin was low (112,8 g/L on average), the
hemoglobin decreased after day D-1, the lowest on D+7, then increased again.
Gradually and maintain an average of 100G/L since D+17. Reticulocyte pre-
transplant increased slightly, decreasing gradually after day of conditional
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infusion, lowest at D+7 (0,1%) and then gradually increased back to above 0,5%
After D+12. Our result is similar to the results of Nguyen Thi Nhung (2013).

The mean pre-transplant platelet counts of the study group were within
the normal range. The platelet count decreased following the conditioning D-
7, the lowest at D+9 (37,5 G/L average). After that, the average platelet count
increased to over 50G/L after D+13. Our result is similar to the results of
Nguyen Thi Nhung (2013).

b. Characteristics of genetic-molecular tests

Chromosomal formulas

After the transplant, there were 3 cases of multiple lesions of
chromosomal formulas: 45, XX, -5, t (8; 21); 45, X, -Y, t (8; 21) and 46, XY,
9p-, 17p +), in which two chromosome formulations were completely normal pre-
trasnplant. According to Pollyea D A (2007), in 20 cases of abnormal postnatal
chromosomal abnormalities, there were eight cases of new mutations.
Conclusions: Abnormalities in the chromosomal form after transplantation of
allo-HSCT (especially new abnormalities) will have a poor outcome in patients
with AML and MDS.

Leukemia genes

Most patients (9 out of 10 cases) of the leukemia gene were negative after
transplantation of allo-HSCT, including some of the poorly prognostic genes
such as FLT3-ITD, p210. In a Manish Sharma (2011) study, there were 16
cases of AML with FLT3-1TD gene positive and early relapse after transplant.
Based on the results of our study and the authors in the world, there are some
cases of AML with FLT3-ITD gene after transplantation of allo-HSCT and
often relapse after transplant.

4.2. Results of transplantation and the relationship between clinical
characteristics, laboratory tests and transplant results

4.2.1. Features of grafting

a. Based on peripheral blood cells

Of the 24/25 patients who developed the graft, four patients developed
poor grafts (two of whom had poorly grafted transplantation from umbilical
cord blood). Our study found that there was one case where graft failure. The
mean recovery time for neutrophils was 19,4 days and the mean time to
platelet recovery was 23,8 days. According to the study by Nguyen Hanh Thu
(2014), 100% of patients with AML were leukocyte recovery after allo-
HSCT, with a mean recovery time of 11 days. 83,9% of platelets recovered,
the mean platelet recovery time was 12,5 days. According to the results of the
study at the National Institute of Hematology and Blood Transfusion (2016),
the mean time to recovery of neutrophils and platelets was 18,1 days and 14,3
days, respectively. The neutrophil recovery time of Bensinger and Blaise
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(2001) was 16 days and 17 days, respectively. Neutrophobic recovery is
faster, the risk of infection is lower and the mortality from this complication
will also decrease.
b. Based on the chimerism test

There were 22 patients achieving complete donor chimerism, but 3 cases
of poorly developed grafts. In these three patients, two patients achieved good
post-transplant after 3-7 months (except in the case of relapse). Three patients
tested mixed chimerism, one of whom had a good graft and two with poor
graft. According to Choi SJ (2000), different results from studies that can be
interpreted based on the biological basis of acute leukemia are short-term
relapse and no transient phase, leading to the contrary results. According to
Bader P. (2005), there have been several reports showing mixed chimerism
uncertainty associated with an increased risk of relapse in post-transplanted
AML.
c. Blood group conversion

Blood group conversion in patiens post-transplant is one of the most
common signs of donor grafting in the patient. Our research has 8/25 (32%)
cases of blood group disagreement between donor and recipient. The results
showed that 7 out of 8 patients had complete conversion of donor blood
group, one patient had incomplete conversion until the end of the study.
According to Bui Thi Mai An (2015), there were 11/12 patients with blood
goup conversion, blood group conversion in patients with miner conversion
occurred earlier than patients with main and two-way conversion. Garrett S.
Booth's (2013) study found that nearly half of all cases of allo-HSCT have
disagreements between donors and patients, which can lead to acute
hemolytic reactions. And slow down the red blood cell engraftment. In
addition, differences in blood type are also related to issues such as overall
survival time, risk of relapse, rates of acute and chronic GVHD and ability
engraft leucocyte and platelet.
4.2.2. Discuss some transplant results
a. Overall results

At the time of the first 100 days post-transplantation, 22/25 patients
(88%) were alive. Three patients died on days 30, 62 and 97 after
transplantation with corresponding causes of graft failure, no achieved
remission and CMV infection with pulmonary respiratory failure. Then
continue to monitor patients from 11 months - 50 months. By the end of this
study (11/2016), 15 patients (60%) were alive and 10 patients (40%) died.
According to Nguyen Tan Binh (2013), the median DFS was 70 months, with
a median overall survival of 74 months. Meanwhile, the disease-free survival
after 5 years was 40% and the total survival time after 5 years was 42%.
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According to a study at the National Institute of Hematology and Blood
Transfusion (2016) at 3 years of follow-up, the survival rate was 57,1% and
42,9%, OS rate was 43,2% and DFS rate was 58,7%. According to data from
MRC (2009) AML underwent allo-HSCT, the survival rate of 5 years after
grafting is 55%.

b. Relapse post-transplant

Our study included 7 patients with post-transplant relapse, of which:

- Time of transplantation and relapse: 2 patients transplant after CR 1,
The remaining 5 patients were transplanted at the CR2. These patients had a
mean relapse time after transplantation of 9,5 months (the shortest was 2
months and the longest was 33 months).

- Relapse location: 1 patient with bone marrow and palate, 1 patient with
CNS and 5 patients with bone marrow.

- Relapse time: 3 patients relapse early within 3 months, average duration
of these 4 patients was 3,6 months; Three patients relapse within 6-12 months
post-transplant; these 3 patients died at 5, 7 and 11 months; One patient
relapse in 30 months and died in 31 months.

According to a study at the National Institute of Hematology and Blood
Transfusion (2016), the relpase rate in patients with AML underwent allo-
HSCT was 7/14 (50%). Of which, relapse before 6 months was 3 patients, 6-
12 months was 3 patients and 1 patient recurred after 12 months. Relapse
location: 1 patient outside bone marrow and 6 patients at bone marrow.
According to Nguyen Hanh Thu (2014), the relapse rate in patients with AML
underwent allo-HSCT was 35,5%. A CIBMTR (2016) study evaluating the
results of allo-HSCT in patients with AML showed that relapse rates in
patients with FLT3-positive were higher than those with the remaining
patients, statistical significance (38% vs 28%, p <0,05).

c. Post-transplant mortality

At the time of transplantation of 100 days, we had 3 deaths (12%)
including 2 deaths due to relapse of early disease and 1 death due to graft
failure causes brain hemorrhage. The Nadjanara study DB (2011) Mclver ZA
(2013) mortality within 100 days after transplantation was 20%. According to
Roni Shouval (2013), the number of deaths per 100 days after transplantation
was 3,936 (13,9%).

At the end of the study, the number of deaths was 10/25 (40%), of which
the major cause of death was (1) relapse of 7 patients, (2) graft failure causes
brain hemorrhage leading to death, (3) respiratory distress due to CMV lung
disease and chronic GVHD progression in the lung (although post-transplant
remission) have 2 patients; We have no other causes such as organ damage...
According to Nguyen Hanh Thu (2014) this rate is 41,9% (13/31 patients).
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The cause of death was relapse (29%) and treatment-related (12,9%).
According to Gratwohl A (2005), complications such as: toxicity due to
conditioning, infection, GVHD and relapse are the main causes of mortality
when allo-HSCT.

d. Overal survival and disease free survival time.

By the end of the study, the proportion of patients with OS at 3 years was
53,3% and the rate of patients with DFS at 3 years was 54,9%. According to
Nguyen Tan Binh (2013), the OS rate was 42%, the five-year OS was 40%.
According to a study at the National Institute of Hematology and Blood
Transfusion (2016), the OS three years was 43,2% and the two-year DFS was
58,7%. Khoan Vu (2015) monitored from 2006-2013 with results for OS was
49%, DFS was 45%.

4.2.3. Relationship between clinical and laboratory characteristics and
homozygous TBG homology in patients with acute myeloid leukemia.
a. Clinical characteristics:

- In AMI, clinical symptoms manifest as the result of proliferation
disorders and differentiation of hematopoietic cells. Our study did not find the
patient's clinical characteristics (anemia, fever, haemorrhage, splenomegal
spondylosis, etc.) were associated with the outcome of transplant. This may be
due to the heterogeneous clinical manifestation.

b. Characteristics of the test:

Pre-transplant situation and transplant rusults

Patients who received transplant at CR1 performed better than those who
received transplant at the CR2 in relapse rate, mortality, OS, DFS. The
difference at two time points of transplantation was statistically significant
(p=0,001) with OS and DFS. According to a study by Gassas A (2008), the
related transplant mortality in the two groups at CR1 and CR2 was 38% and
11% respectively (P=0,01). OS three-year at CR1 transplanted patients was
better than those transplanted at CR2 (74% vs. 51%, P=0,05).

Prognostic factors and transplant results

The results showed no difference in relapse, mortality, OS and DFS in the
three transplant groups: good, mean, and poor prognosis. By Jan JC (2016),
relapse rates in patients with AML were transplanted by good, mean, and poor
progeny groupings of 15-20%, 20-25% and 30-50%. Results of our study
showed that the overall survival was 80,0%, 71,4% and 66,7%, respectively.
This difference is due to the small sample size of our study, which does not
represent the three groups of study prognostic factors.

Source stem cells and transplant results

Our study included all 7 patients with relapse who were transplanted by
peripheral blood stem cells. Although no relapse was obtained from umbilical
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cord blood, our sample size for cord blood transplantation was very low (4
cases), so it was not possible to conclude that there was a difference in relapse
rates when transplanted from different stem cell sources. For patients who
were transplanted from peripheral blood stem cells, the cause of death was
mainly relapsed (7 out of eight patients), and the remaining patients died from
complications of chronic GVHD in lung. In two cases of cord blood
transplantation, there was one graft failure causing cerebral haemorrhage. One
patient developed CMV pulmonary dysfunction causing respiratory failure.
We found no difference in overall survival and disease-free survival between
the two groups receiving stem cell transplants from the peripheral blood of
siblings and umbilical cord blood. According to Karen K. Ballen (2013), the
results are not significantly different from those obtained from other stem cell
transplant recipients.

Transplant results and matching HLA

Relapse rate and mortality not related to the HLA level between patients
and stem cell donors; OS and DFS 3-year follow-up were not significantly
different in the completed match HLA group and the other group. According
to Claudio Anasetti (2008), the unmatching HLA between patients and donors
was the first factor identified to predict mortality in patients underwent allo-
HSCT. In fact, an analysis by the International Center for Transplantation and
Transplantation (2012) shows that in patients with malignant blood diseases,
transplants from not completed matching HLA increased the risk GVHD and
treatment-related mortality.

Transplant results and gender disagreement

There were 8 gender disagreement transplant between the donor and the
patient without relapse. Seven patients with relapsing onset were transplanted
from donors ono-disagreement. Meanwhile, post-transplant mortality occurred
in both disagreement and non-disagreement groups, but the proportion of
patients in the non-disparity group was higher; OS and DFS 3-year follow-up
were not significantly different in the 2 patient groups. According to Claudio
Anasetti (2008), gender has an impact on the OS of transgendered sisters for
male patients. In these cases, the risk of decreasing relapse , but the incrising
risk of death associated with RTM such as GVHD. Allo-HSCT in female
patients, gender of siblings did not significantly affect transplant results.
Piyanuch Kongtim (2015) compared the results of a group of male patients
with AML who were transplanted with femal donor and the other grous.
Results showed that the relapse rate after one year in male patients receiving
stem cell transplants was significantly lower than that of the other group
(34,1% versus 41,3%, P=0,044). ), While non-relapse mortality was higher
(23,2% vs. 15,7%, P=0.004). Although there was no significant improvement
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in OS, allo-HSCT from female donors to male patients was associated with
lower relapse rates.

Transplant results and GVHD

Relapse mainly occurs in patients without GVHD; On the other hand,
mortality was mainly due to relapse, so the mortality rate among patients
without GVHD was higher than that of patients with GVHD. According to
Steven Z Pavletic (2010), several studies have demonstrated that patients with
mild to moderate GVHD expression will reduce the risk of relapse, and
patients with severe GVHD, despite the effect of graft vesus leukemia but
high mortality associated with transplant. According to Horowitz (1990),
transplantation of allo-HSCT in patients with chronic GVHD or
concomitantly with acute and chronic GVHD, relapse rate was lower than that
without GVHD. Monitoring for a mean of 3 years showed that the OS of the
group with GVHD was longer than those without GVHD, but not statistically
significant. According to Baron F (2012) the first 100-day period following
the survival of patients affected by acute GVHD severity, mortality-related
transplant did not differ between levels of GVHD levels | and Il, but the risk
of mortality-related transplant increases in patients with levels Il and 1V
GVHD. According to Shabnam S (2015), there was a significant correlation
between GVHD and relapse rates, mortality and overall survival. Patients with
chronic GVHD have lower rates of relapse and OS than the rest. For patients
with acute and chronic GVHD, mortality was lower than that of those without
GVHD.

Evaluation of GVHD with transplant results, our research is equivalent to
other authors in the world. Patients with GVHD, especially those with both
acute and chronic GVHD, had lower rates of relapse and mortality than
patients without GVHD. OS and DFS in patients with GVHD were better than
those without GHHD, although not statistically significant.

CONCLUSION

Study on 25 patients with acute myeloid leukemia underwent allo-HSCT
at the National Institute of Hematology and Blood Transfusion from 09/2012-
10/2015. We draw the following conclusions:

1) There are some changes in clinical characteristics, testing before,
during and after allo-HSCT in patients with AML:

- Clinical: As in the root disease (acute myeloid leukemia) the symptoms
of anemia, fever and hemorrhage are very common in the post-transplant and
post-transplant stages. By using strong antibiotic therapy, blood products (red
blood cells, platelets) and donor stem cells so that rate of anemia, fever, and
haemorrhage within 30 post-transplant respectively 92%; 76%; 20% and
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completely return to normal on the days of 30th to the third month after
transplant;

- Laboratory:

+ hemoglobulins, red blood cells, white blood cells and platelets decrease
after conditioning, decrease severely on days D+7 to D+9, then gradually
increase and return to normal values after transplantation on days 99, 12, 34
and 81, respectively;

+ While there are normal or unchanged cytogenetic lesions, there are also
new lesions after transplantation (02 lesions);

+ There has been a genetic change in the genes involved in prognosis
during transplants: 9 out of 10 cases were negative after transplant and no
positive cases returned during follow-up.

2) Treatment results and some related factors:

a) Most of the patients engraftment when evaluated at 30 days post-
transplant (accounting for 96%), in which 80% of patients had good graft
function.

b) The mean OS was 25,3+2,8 months; the OS rate was 53,3% for 3
years; The median DFS was 24,4+3,1 months with a DFS rate of 3 years
(54,9%).

¢) Some of the relations between clinical symptoms, test results and
outcome of transplatation as follows:

- Gender: initially showed, when gender disagreement transplantation,
there is a lower incidence of relapse and death, better OS and DFS compared
to patients without disagreement;

- GVHD: the occurrence of GVHD reduces mortality and relapse
compared to patients without GVHD. OS and DFS are also better;

- Pre-transplant status: Patients who received the transplant at the CR1
had better outcomes than those who received transplantation at the CR2 in
relapse rate, mortality, OS and DFS;

- Matching HLA between patients and donors: completed match HLA had
better OS and DFS than those who did not, but does not affect the rate of
relapse and death.

RECOMMENDATIONS

1. Keep expanding of allo-HSCT in patients with acute myeloid leukemia.

2. Extend the search for other stem cell sources (haplotypes, unrelated) to
select appropriate stem cell units to response the increasing need for allo-
HSCT in patients with acute myeloid leukemia.





