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GIOI THIEU LUAN AN
1. Pit van dé

Bénh bach cau cip dong lympho (BCCDL) la bénh 1y ac tinh
thugc hé tao mau, co ngudn gdec tir t& bao tién thin cua t& bao
lympho B va lympho T. BCCDL ngudi 16n chiém khoang 20% cac
truomg hop bach cau cip (BCC) & nguoi 16n.

Hién nay, BCCDL ¢ nguoi 16n chi cho Kkét qua lui bénh hoan toan
80 - 90% va thoi gian song khong bénh 5 nam chi 30 - 40%. Trén thé
gi6i, nhiéu nghién ctru da lién tuc duoc thuc hién nham muc dich ning
cao ty 18 lui bénh va kéo dai hon thoi gian sdng cho bénh nhan. Nhiéu
nhém nghién ctru nhu My, Phap, Pirc, Nhat. ..da thay doi cac phac db
khéc nhau. Cac phac dd nay vé co ban diéu tri tin cong 1a gin twong
tu nhau. Nhdm GRAALL (Group for Research on Adult Acute
Lymphoblastic Leukemia) vao nim 2005 dé xuat phac d6 GRAALL
2005 bao gébm phac @6 GRAALL 2003 d6i voi nhom Ph- va phac db
HyperCVAD + Imatinib d6i véi nhém Ph+.

Dé gop phan tim hiéu hiéu qua diéu tri bing phac d6 GRAALL
2005 bénh BCCDL nguoi 16n ¢ Viét Nam, chung t6i thuc hién luan
an nay voi nhitng muc tiéu sau:

1. Nghién ctru dic diém 1am sang va can lam sang cia bénh

BCCDL nguoi 16n.
2. Nghién ctru hiéu qua cac yéu td anh hudéng dén hiéu qua
diéu tri theo phac d6 GRAALL 2005.

3. Nghién ctru doc tinh va mot s6 bién chimg qua céac giai doan
diéu tri phac d6 GRAALL 2005.

2. Tinh cép thiét caa dé tai

Hién nay bénh BCCDL ngudi 16n van dugce coi 1a bénh kho khin
diéu tri. Nhiéu phac d diéu tri bénh dang dugc ap dung. Cac phac dd
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can dugc danh gia va phat hién cac yéu t6 lién quan dén két qua dicu
tri. Phac 40 GRAALL 2005 d dugc cac nude chau Au st dung nhiéu.
Tuy nhién day 1a phac d6 kha phirc tap, doi hoi bac si diéu tri va bénh
nhan tuan thi. O Viét nam chua c6 nghién ctru danh gia mot cach co
ban két qua diéu tri cua phac d6 nay. Vi vdy nghién ciru dé tng dung
phac 46 GRAALL 2005 diéu tri bénh nhan BCCDL 1 can thiét.
3. Nhitng dong gop moi ciia luédn an

Theo ddi diéu tri BCCDL mét cach co hé thdng, day du véi thoi
gian 5 nam. Cho két qua ty 1¢ lui bénh cao, thoi gian song kha quan,
cac bién ching va doc tinh chép nhan duogc. Piac biét tim thfiy cac
yéu td lién quan dén thoi gian sdng.
4. B6 cuc ludin 4n: Lu4n 4n c6 116 trang, bao gom: dit van d& 2
trang, tong quan tai liéu 35 trang, dbi tuong va phuong phap nghién
ctru 11 trang, két qua 36 trang, ban luan 30 trang, két luan 1 trang va
kién nghi 1 trang. C6 26 bang, 37 biéu dd, 5 hinh, 2 so d6 va 144 tai
liéu tham khao (tiéng Viét 29, tiéng Anh 115).

Chuong 1: TONG QUAN TAI LIEU

1.1.Piéu tri BCCDL nguoi lén

Mic di cac thir nghiém 1am sang gan day cho thy riang co
khoang 65% dén 85% bénh nhan BCCDL nguoi I6n dat lui bénh sau
tan cong, tuy nhién su lui bénh dat duoc rat ngan, dic biét ¢ nhing
bénh nhan 16n tudi. Chién lugc didu tri méi tap trung vao viéc ting
cuong héa tri tin cong va sau tan cdng bang nhiéu thudc héa tri va
diéu tri dva vao yéu t tién lugng tim dugc trong cac phan tich da
bién. Mot s6 cac yéu t6 1am sang va sinh hoc da duoc chiang minh 1a
c6 gia tri tién lwgng quan trong ¢ bénh nhan BCCDL nguoi I6n la:
tudi, sé luong bach cau lic chan doan, diu 4n mién dich té bao ac



4

tinh, ton luu té bao 4c tinh sau diéu tri, nhidm sic thé bat thuong té
bao &c tinh va thoi gian dat duoc lui bénh hoan toan. Cho dén nim
1980, BCCDL ¢ nguoi 16n dugc cho la kho chira khoi. Hon 30 nam
qua, nhirng phat trién méi ndi bat da dugc cha y, voi su tién bo cua
nhitng ky thuat mién dich té bao va sinh hoc phan tir gidp chan doan
va phan loai BCCDL, nhiing tién bo vé diéu tri nhu hoa tri ligu liéu
cao va ghép té bao gdc da cai thién dang ké thoi gian song cho bénh
nhan BCCDL nguoi lon.

1.2.Tinh hinh nghién ciru diéu tri BCCDL ngui lon

Bang 1.1: Tém tat cac nghién ciru BCCDL nguoi lon ¢ nuwéc ngoai

Phac do Nim | CR | Tuvong 0S
Hyper CVAD+ 2008 | 93% 2% 49%
imatinib Ph+, Thomas (3 nam)
GRAALL 2003 Ph- 2009 | 935 6% 60%
Huguet F % (3,5 nam)
GRAALL 2003-2005 | 2011 | 92% - 58%
(T-ALL) Ben AR (3 nam)

Bang 1.2: Tom tat cac nghién citu BCCDL nguoi l6n trong nuréc

L aA < Tu vong/

Phac do Nam CR tn cong (ON)
LALAY%4, P.C.Diing 2006 | 83% 3.3% 25%
BV TMHH (3 ndm)
CALGB 8811 2010 | 87% 6% 45%
N.b.Van, BV TMHH (2 ndm)

Hyper CVAD, N.T.| 2010 | 80% 0% -
L.Huong, BV Bach Mai

Hyper CVAD, N.H.Thanh | 2011 | 58,6% 0% -
Vién HHTM TW




1.3.Phac d6 GRAALL 2005

Phac @6 GRAALL 2005 duoc ra doi trén nén tang cac két qua cua
nhiéu nghién ctru truée day. Nhitng hiéu biét gan day vé cac dot bién
lién quan dén bénh ciing nhu su xuat hién ngay cang nhiéu céc thudc
hoa tri dac hiéu da tao nén tién dé cho su tién b vuot bac trong diéu
tri bénh BCCDL nguoi 16n. Cac phac d6 gan day thuong két hop
nhiéu thudc hoa trj liéu khac nhau nham ngan chin su xuat hién cua
cac dong té bao khang thuéc, trong khi van d¢am bao sy hdi phuc binh
thudng cua tay xuong va tan diét cang nhiéu cac té bao &c tinh ton
lwu. Hau hét phac d6 trong d6 co6 GRAALL 2005 déu bao gom 4 giai
doan didu trj sau: tan cdng, cung cd / ting cuong sau tan cdng, duy tri
va phong ngira xdm 1an than kinh trung wong.

Chuwong 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. P6i twong nghién ciru
Tét ca cac bénh nhan dwoc chan doan BCCDL tir thang 09/2009

dén thang 02/2014 duoc diéu tri bang phac d6 GRAALL 2005 tai
Bénh vién truyén mau huyét hoc (BV TMHH) TPHCM va duoc theo
ddi dén thang 09/2014. Tong cong c6 60 bénh nhan duoc diéu tri theo
phac do. Bénh nhén theo ddi dai nhat 1a 56 thang, bénh nhan theo doi
ngan nhat 1a 8 thang.
2.2. Phuwong phap nghién ciru

Nghién ctru doc can thiép 1am sang, khong dbi ching
2.1.2. Tiéu chudn chon bénh:

- Bénh nhan maéi duoc chan doan BCCDL theo WHO 2008

- Tudi tir 16 dén 59 tudi, tién sir khong 6 ung thu khac

- Khong c6 chdng chi dinh anthracycline vi 1y do tim mach.
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- Bénh nhan ddng y diéu tri va duoc theo ddi cho t6i luc két thuc
nghién ctru hodc tr vong.
2.1.3. Tiéu chudn logi tric:

- Pa duoc diéu tri trude d6 béi héa tri.

- Bénh nhan khong dugc theo doi thuong xuyén.
2.3. Cac buéc tién hanh
2.3.1. Pdnh gid lim sang va xét nghiém liic chin dodn

- Chan doan xac dinh bénh bach cau cép theo WHO 2008

- Phan nhom nguy co theo nhom GRAALL

- Pidu tri phac d6 GRAALL 2005
2.3.2. Theo déi va danh gid két qua diéu tri
2.3.2.1. Theo doi diéu tri

Tham kham 1am sang, xét nghiém huyét d6, sinh hoéa: men gan,
ion d9, creatinin, LDH, acid uric, duong huyét, xét nghiém dong mau
2-3 1an mdi tuan. Giita ngdy 28 va ngay 35: huyét do, tay do, ton luu
té bao 4c tinh (Minimal Residual Disease - MRD) dé danh gia lui
bénh, xét nghiém FISH va PCR (néu liic chan doan c6 bién doi gen).
Trude mbi dot cung cd, ting cuong hodc duy tri: xét nghiém huyét do,
ion @b, men gan, chirc nang than va dinh luong fibrinogene, tiry do.
2.3.2.2. Pdnh gid két qua diéu tri

- Tiéu chuan danh gia lui bénh theo NCCN

- Panh gia t6n luu té bao 4c tinh tdi thiéu sau diéu tri tn cong
bang phuong phap may dém té bao dong chay (véi nhom khong co
bién d6i gen) va phuong phap sinh hoc phan tir (FISH, RT-PCR) (v6i
nhom c6 bién ddi gen)

- Panh gia doc tinh huyét hoc va khong huyét hoc theo NCI



2.3.3. Thu thép va xir Iy so ligu

Céc sb liéu duge ghi nhan trong hd so bénh an va dién vao phiéu
thu thap s6 liéu. St dung phan mém vi tinh SPSS 16.0 FOR
WINDOW dé xir Iy va phan tich s6 liéu. Véi do tin cay 95%, ngudng
p = 0.05 duoc chon c6 ¥ nghia thong ké. Khao sat thoi gian séng toan
bd (Overall Survival - OS) va thoi gian sdng khong bénh (Disease
Free Survival - DFS) bang test Kaplan-Meier. Khao sat mbi quan hé
giita cac bién bang cac test: Pearson Chi - Square, kiém dinh F qua
bang ANOVA, kiém dinh t doc lap, kiém dinh t ghép cap.
2.4. Khia canh dao dvc caa dé tai

Nghién ciru nay tién hanh tai BV TMHH TP HCM va phac do
GRAALL 2005 da dugc hoi dong dao dirc bénh vién chéap thuan.

Chuong 3: KET QUA NGHIEN CUU

3.1. Pic diém 1am sang va can Iam sang ciaa cac bénh nhan trong
nghién cau
3.2.1. Pdgc diém chung cia cac bénh nhan trong nghién cizu

Trong thoi gian nghién ctru chung t6i thu nhan dugc 60 bénh nhan
(32 nam, 28 nit) dugc diéu tri theo phac 40 GRAALL 2005. Ty 1¢
gitta nam va nir 1a 1: 0,9.Tudi trung binh 1a 35 tudi (16 — 59 tudi),
nhiéu nhit 1a nhom tir 20-24 tudi. i véi nhém BCCDL Ph+ (n=20):
tudi trung binh 1a 38 tudi (gi6i han: 20-58 tudi).
3.2.2. Pdc diém 1am sang cia cac bgnh nhan trong nghién citu

Ly do vao vién thuong gip nhat trong nghién ctru 1a thiéu mau 19
bénh nhan (chiém 31,7%) va gan- lach- hach to 14 bénh nhan (chiém
23,3%). Dic diém 1am sang biéu hién nhidu nhét vao thoi diém bénh

nhan duoc chin doan x4c dinh: thiéu mau 54 bénh nhan (chiém 90%),
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s6t nhiém tring 39 bénh nhan (chiém 65%). C6 16 trudong hop
(26,7%) u trung that déu thupc BCCDL-T. M6t bénh nhan bach cau
cap dong lympho T ¢6 xdm l4n mang tim, mang phoi.
3.2.3. Pdc diém c@n 1am sang cia cac bénh nhan trong nghién cizu

C6 40% bénh nhan trong nghién ctru c¢6 sd lugng bach cau ting
cao (>100 x 10%L) lic chan doan. Trong d6 c6 8 truong hop (chiém
13,3%) co ) lugng bach cau tang cao & muc do cép cuu (> 300 x
10%L). Bénh nhan c6 sb lugng tiéu cau < 20 x 10%L luc chan doan 1a
40%. C6 mot ph?m tu bénh nhan nhap vién trong tinh trang thiéu méau
ning (Hb< 6g/dL). Cac rdi loan vé sinh hoa thudng gip nhit lic chin
doan gdom: taing LDH 37 bénh nhan (chiém 61,7%), ting men gan 23
bénh nhan (chiém 38,3%).

Chén doén hinh thai BCCDL thé L2 theo phan loai FAB duoc ghi
nhan nhiéu nhét trong nghién ciu nay (chiém 93,3%). Vé dau 4n
mién dich, dang Common B-ALL chiém nhiéu nhat trong nhém
BCCDL-B (30/43 bénh nhan). Trong nhom BCCDL-T, dang
common T-ALL gap nhiéu nhat (14/17 bénh nhan). S truong hop ¢6
biéu hién diu 4n dong tay 1a 22 bénh nhan (chiém 36,7%).

V& di truyén té bao, trong nhém BCCDL Ph(-) (n=40) c6 3 bénh
nhan c6 t(4;11), 3 bénh nhan c6 t(1;19), 1 bénh nhan cé t(12;21), 5
bénh nhan da boi, 1 bénh nhan thiéu boi, cac bénh nhan khéac chua
thiy bat thuong vé di truyén té bao. Trong nhém BCCDL Ph(+)
(n=20), tit ca bénh nhan déu biéu hién chuyén doan t(9;22). Tuy
nhién, khi xét dén kiéu to6 hop gen BCR-ABL, phan I6n cac bénh
nhan biéu hién kiéu minor BCR-ABL: ela2. Pa sb c4c bénh nhan
trong nghién ciru c6 dic diém dich ndo tay CNS1 ldc chan doan
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(khdng cé blast trong dich ndo tay). Bénh nhén trong nghién ctru
thugc nhom nguy co cao chiém ty ¢ cao (68,3%).

3.2. Hiéu qua va mat sé yéu toé anh hwong dén hiéu qua diéu tri
3.2.1. Pdp g sau diéu tri tdn cong
3.2.1.1. Pdp iing sau diéu tri tan cdng cua tat ca bénh nhan trong
nghién cuu

C6 60 bénh nhan dugc diéu tri tAn cong theo phac d6 GRAALL
2005: 40 bénh nhan thuéc nhém BCCDL Ph(-) va 20 bénh nhan
thuéc nhém BCCDL Ph(+).

Ty 1& lui bénh hoan toan ké ca diéu tri ciu vot sau tan cong la
95% (bao gdm 91,7% dat lui bénh ngay sau 1 dot hda tri liéu va 3,3%
dat lui bénh sau bd sung hoa tri cru vét). Tét ca bénh nhan nhém
BCCDL Ph(+) déu dat lui bénh sau diéu tri tan cong. Trong khi do,
chi c6 87,5% bénh nh&n nhdm BCCDL Ph(-) dat dugc dap tng nay
va 5% truong hop dat lui bénh sau khi bo sung hoa tri liéu ciu vét.
Sau giai doan tin cong, khong cé bénh nhan nao thudéc nhém
BCCDL Ph(+) tir vong. Ty Ié tir vong trong nhdm BCCDL Ph(-) la
7,5%. C6 3 bénh nhan BCCDL Ph(-) tir vong trong giai doan tin
cong (chiém 7,5%).
3.2.1.2. Pdnh gid ton leu té bao ac tinh bang ky thugt té bao dong chay

Sau diéu tri tan cong, ky thuat t& bao dong chay dugc dung dé
danh gia ton luu té bao &c tinh & nhém bénh nhan BCCDL Ph(-) (37
bénh nhan). Sau diéu tri tin cdng bénh nhan BCCDL Ph(-) thudc
nhom nguy co rat thip tai phat bénh chiém 18,9%, nguy co thap
chiém 56,8%, nguy co trung binh va nguy co cao chiém 24,3%.
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Mot bénh nhan khong dat lui bénh hoan toan sau giai doan tan
cong, van con u trung that. Bénh nhan nay dugc tiép tuc diéu tri cau
V6t dé dua dén lui bénh, nhung ton luu té bao &c tinh tdi thiéu con
cao (1,056%) nén bénh nhan nay dugc ghép dong loai té bao gbc tao
mau tir em gai. Két qua manh ghép moc tét, tuy nhién bénh nhan nay
tai phat sau ghép 20 thang va tir vong sau 25 thang.
3.2.1.3. Pdnh gid ton luu té bao &c tinh bang kj thudt di truyén té
bao va sinh hoc phan ti sau diéu trj tdn cong.

Ky thuat di truyén té bao (FISH) va sinh hoc phan tir (RT-PCR)
dugc dung dé danh gia ton luu t& bao ac tinh sau diéu tri tin cong ¢
tat ca bénh nhan nhém BCCDL Ph(+) va mét sé bénh nhan BCCDL
Ph(-) c6 nhing dot bién dac hiéu nhu t(4;11), t(1;19), t(12,21). Sau
diéu tri tin cdng, tit ca bénh nhan déu dat dap ung di truyén té bao
hoan toan (FISH). Tuy nhién, chi c6 90% bénh nhan thudéc nhém
BCCDL Ph(+) va 66,7% bénh nhan thuoc nhoém dot bién t(1;19) véi
t6 hop gen EA2-PBX1 dat dap tng sinh hoc phan tir (RT-PCR).

3.2.2. Pdnh gid thoi gian séng con
Thoi gian séng caa tat ca bénh nhan trong nghién cuau:
1004

9 Biéu do 3.1:

60 Kaplan Meier biéu

dién thoi gian song

toan bé cua tat ca

204 bénh nhan trong
0S-3 nim: 49% nghién ciru
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Thoi gian song toan bo (OS) va thoi gian séng khdng bénh (DFS)
trung binh cua tat ca bénh nhan trong nghién cau lan luot I 35,6+
3,3 thang va 32,3+ 3,3 thang. Ty & sdng toan bo va ty 1& sbng khéng
bénh sau 3 nam lan luot 12 49% va 41%.
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Thoi gian séng toan bo va thoi gian séng khong bénh cua nhém
BCCDL-B va BCCDL-T, ciia nhém BCCDL Ph+ va Ph- 1a khéng khac biét.
3.2.3. Mgt S0 yéu to danh hwdng dén higu qud diéu tri ‘
3.2.3’.1. Anh huong cdc dac diém lUc chan dodn voi dap vmg sau dieu
tri tan cong

Cac dic diém lam sang nhu: gidi tinh, s6t nhiém trung, gan lach
hach to va c4c yéu té can 1am sang nhu: LDH, men gan, acide uric,
bach cau, tiéu cau, Hb, hinh théi, ddu 4n té bao, NST Ph(+) Idc chan
doan khdng anh huong dén ty I¢ lui bénh sau tan cong (p>0,05).
3.2.3.2. Anh hwéng cdc ddc diém lic chan dodn véi thoi gian song

Céc dic diém giai tinh, sét nhidm tring, gan lach hach to, LDH,
men gan, acide uric, tiéu cau, Hb, hinh thai, dau an té bao, dich ndo
tay lGc chan doan chua thiy anh huong dén thoi gian sdng cua bénh
nhan (p>0,05).

Céc yéu t6 tudi, s6 lwong bach cau ldc chan doan va MRD sau tan
cdng c6 anh huong dén thoi gian séng cua bénh nhéan (p < 0,05).
Bang 3.1: Thoi gian song toan bé va thoi gian seng khdng bénh theo

tudi, bach cau va MRD
Thoi gian song toan by | Thoi gian sdng khong

Pic diém bénh
: Trung (ON] p Trung DFS p
binh |3 nim binh 3 nim
Tuéi | <30 (n=24) | 43théang | 59% 002 |40 thang | 59% | 0,009
>30 (n=36) | 27 thang | 36% | 23thdng | 28%
>30XL0% | 57 thang | 36% 25thang | 35%
Bach (n=39)
cau | <30x10%I . . S . . RS
(n=21) 41 thang | 60% 37thang | 50%
MRD| <0,01% 51thang | 82% | 0,01 | 48thang | 82% | 0,01
sau (n=7)
tan | 0,01-0,1% | 44théang | 68% 42thang | 67%
cong (n=21)
>0,1% (n=9) | 18thang | 0% 14 thang 0%
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3.3. Poc tinh va mét sé bién chiing ciia phac d6
3.3.1. Hoa tri ligu ¢ nhém BCCDL Ph(-)
3.3.1.1. Péc tinh vé huyét hoc

Thiéu mau d6, giam bach cau hat, giam tiéu cau do I11-1V do hoa
tri liéu thuong gap nhat & giai doan tin cong va ting cuong.
3.3.1.2. Béc tinh khong phai huyét hoc

Bién chimg ting men gan, suy than, st giam bach cau hat
(BCH), di tng, viém tuy cap thuong gap nhit ¢ giai doan tan cong.
Bién chung viém loét niém mac miéng thuong gip nhit ¢ giai doan
cung cd. Bién chung tang duong huyét thudng gap nhat ¢ giai doan
tang cuong muon.
3.3.2. Héa tri ligu ¢ nhém BCCDL Ph(+)
3.3.2.1. Dgc tinh vé huyét hoc

Hoa tri lisu BCCDL Ph(+) bao gom giai doan tan cong (gom dot
1 va 2), sau do 1a 6 dot cung ch (Céac dot 3/5/7 va dot 4/6/8 1a tuong
tu nhau). Giai doan duy tri gom vincristine va prednisone. T4t ca cac
giai doan hoa tri liéu déu duoc két hop vai imatinib.

Bién chting thiéu mau, giam bach cau hat, giam tiéu cau do 111-1V
thudng gap nhét ¢ giai doan tan cong.
3.3.2.2. Béc tinh khéng phdi huyét hoc

Bién chimg ting men gan, suy than, sét giam BCH, viém loét
niém mac thuong gap nhit & giai doan tin cong. Bién chimg ting

duong huyét thuong gap nhit & giai doan cang cb dot 3/5/7.
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3.3.3. Thdt bai diéu tri

Trong nghién ctu ndy c6 ba bénh nhan (5%) tr vong trong diéu
tri tin cong, hai bénh nhan khéng lui bénh. Hai bénh nhan nay duoc
diéu tri thém dot cuu vot véi aracytine licu cao két hop véi
mitoxantrone va dat duoc lui bénh hoan toan sau do.

Tai phat xay ra ¢ 20 (35%) bénh nhan trong nghién ctu véi ti 1€
tai phat tay 1a 26,3% (15 bénh nhén), tai phat tay va ndo mang néo la
5,3% (3 bénh nhan) va 3,5% (2 bénh nhéan) tai phat nao mang ndo
don doc.Trong cac bénh nhan tai phat c6 17 bénh nhan da tir vong, 3
bénh nhan con séng. Thoi gian séng trung binh caa cac bénh nhan tai

phét 12 19 thang, ti I& sdng udc tinh tai thoi diém 36 thang la 20%.

Chuwong 4: BAN LUAN

Tur thang 09/2009 dén thang 09/2014, sau khi tién hanh nghién
ctu trén 60 bénh nhan BCCDL duoc diéu tri voi phac 6 GRAALL
2005 tai BV TMHH TP.HCM, chling t6i c6 mét s6 ban luan sau day:

4.1. Pic diém 1am sang va can 1am sang caa cac bénh nhan trong
nghién cau
4.1.1. Pic diém chung ciia cdc bénh nhén trong nghién ciru

Trong nghién ctru caa chang tdi, sé lwong bénh nhan nam va nir 1a
tvong duong nhau (ty 1& nam : nir 12 1:0,9) cho thiy khéng cé su
khac biét voi nghién ciu trude day 6 BV TMHH trén nhom BCCDL
nguoi 16n va khéng khac biét so vai cac nghién ciru ¢ bénh vién
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Bach Mai va Vién Truyén mau Huyét hoc trung wong (VHHTMTU)
cling nhu y van thé gigi.

Két qua cho thdy sb luong bénh nhan dudi 30 tudi chiém 40%
chua thy sy khéc biét vai cac nghién ctu khac.
4.1.2. Pic diém 1am sang cia cac bénh nhan trong nghién cru

Trong y van biéu hién gan, lach, hach to ¢ bénh nhan BCCDL
nhiéu hon so véi BCC dong tay, chiém khoang 40-50% bénh nhan.
Ti 18 gan, lach, hach to ldc chan doan trong nghién ctu cua chung toi
lan Tuot 1a 41,7%, 43,3% va 46,7% cho thay twong dong Vvéi y vin
thé gioi ciing nhu cic nghién ctu tai Viét Nam. Nghién ctu cua
ching téi c6 16 bénh nhan (26,7%) c6 biéu hién u trung that. Nghién
ctru cua Larson cho két qua ti 1& hién dién u trung thét 1a 15% va chi
giap ¢ nhém lympho T. Trong nghién ciru nay c6 mot bénh nhan
(1,7%) bi xam lan mang phéi mang tim véi biéu hién 1am sang kho
thd, nhip tim nhanh. Theo y vian ty 1¢ bénh nhan c¢6 xam 1am mang
tim, mang phdi it gap. Toan bo bénh nhan khong cé biéu hién triéu
chang than kinh IGc nhap vién.
4.1.3. Dic diém cgn 1am sang

Da s6 bénh nhan bénh nhan IGc nhap vién c6 thiéu mau & mic do
nhe (Hb trung binh 1a 8,7g/dl), giam tiéu cau (sé lwong tiéu cau trung
binh 1a 31 x10%L), tang bach cau (s6 lwong bach cau trung binh 12 63
x10%L). Két qua nay tuong ddng véi cac nghién ctru trong nudc
truéc day nhu P.C.Ding, N.DB.Van, N.T.L.Huong (59,6x10°L) va
B.Q.Khanh (63,3x10%L). Ti Ié¢ bénh nhan c6 s lwong bach ciu
>30x10%L la 65%, khong khac biét so voi nghién ctu cua P.C.Diing
(47%) va N.D.Van (53%). S6 luong bach cau trung binh Idc nhap
vién trong nghién ctru chiing t6i cling cao hon nghién ctru cua Huguet
(63 x10%L so véi 11.8 x10%L, p<0,05). Ti I& bénh nhan cé sb lugng
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tiéu cau luc nhap vién <50 x 10%L ciing tuong dong véi nghién ciu
N.DB.Vian va P.C.Diing (75% so vai 66% va 53%, p>0,05).

Ti I¢ BCCDL nhom T cua chdng t6i khoang 28,3% cao hon so véi
nghién ctru N.D.Vin (17%) va P.C.Diing (6,3%). Két qua caa ching
toi trong duong véi nghién cuau cta N.T.Van (27,1%) va cac nghién
ctru khac duoc ghi nhan la khoang 25% - 35%.

Trong nghién ctu caa ching t6i c6 ba bénh nhan cd biéu hién
t(4;11) va MLL-AF4+ (e9e4) (5%), ba bénh nhan c6 t(1;19) va E2A-
PBX1+ (5%), mot bénh nhan cé t(12;21) va TEL-AML+(1,7%). Két
qua chdng t6i thip hon so vai nghién ciu cia N.T.V.An (10,6%:;
12,1% va 15,2%). Tuy nhién nghién cau cia N.T.V.An trén nhdm
bénh nhan 1-75 tudi nén két qua t(12;21) cd thé cao hon chung ti.
So véi cac nghién ctru trén nguoi 16n cua cdc tdc gia Faderi,
Marchesi (t(4;11) la 10%) va Huguet (t(4;11) 1a 9,5% va t(1;19) la
3,2%) thi két qua chiing t6i khéng co khac biét dang keé.

Ty Ié bénh nhan c¢6 biéu hién nhiém sic thé Ph+ chiém 33,3% cao
hon so vai nghién ciru N.D.Van (11%) va N.T.V.An (13,6%). Nhitng
nghién ctru nudc ngoai va y vin ghi nhan ty 1é Ph+ chiém tir 25-30%)
khong khac biét dang ké so vai két qua cua ching tdi. 2 bénh nhan
(3,3%) thuéc nhém CNS2, khéng cé bénh nhan nao trong nhom
CNS3 (c6 cham mach ting t& bao non é&c tinh). Két qua nay ciing
tuong ty nhu nghién ctu ciia Huguet 13 4% va y van trén thé gioi.

4.2. Hiéu qué va mot s6 yéu t6 anh hwéng dén hiéu qua diéu tri
4.2.1. Pdp irng sau diéu tri tdn cong

Nghién ctru ctia chdng t6i cho thay phac d6 GRAALL 2005 cho ti
1& lui bénh cao nhét so vai nhing phac do diéu tri BCCDL trudc nim
2009 tai BV TMHH.
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Bdng 4.1: So sanh ti 1é lui bénh véi cdc phdc do trong nude

S6bénh  Tudi  Til¢ lui bénh

Nghién ciru Phac do nhan  trung binh (%)
P.Q.Trong VAMP 17 - 77
T.V.Bé BGMT 25 - 80
P.C.Diing LALA 94 30 29 83
N.D.Van CALGB 8811 30 30 87
B.Q.Khéanh V,P,D,C 71 29 82,6
N.T.L.Huong  Hyper CVAD 20 33 80
N.H.Thanh Hyper CVAD 26 58,6
H.V.Man va CS GRAALL 2005 60 35 91,7

Bdng 4.2: So sanh ti I¢ lui bénh cdc tac gia nuwdc ngoadi

Nghién ciru 86 bénh  Tuoi CR

nhan (%)

LALA94 (Thomas, 2004) 922  33(18-79) 84
MD Anderson (Kantarjian, 2004) 288 40 (15-92) 92

International trial ALL (Rowe, 2005) 1521 (15-59) 91

PETHEMA ALL-93 (Ribera, 2005) 222 27 (15-50) 82

GRAALL-2003 (Huguet, 2009) 225  31(15-60) 94

H.V.Maén va CS 60  35(16-59) 91,7
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So véi cac tac gia nudc ngoai, ty 1€ lui bénh cia chiing t6i cling
tuong tu vai cac nghién clru gan day.

C6 37 truong hop duge khao sét ton Iuu tdi thiéu &c tinh bang ky
thuat té bao dong chay cho thay 18,9% thudc nhém nguy co rat thap;
56,8% thudc nhom nguy co thap; 24,3% thudc nhom nguy co trung
binh va cao, khdng khac biét so vai cac nghién ctiru khac. Tuy nhién,
so véi nghién ciru cua Beldjord K ap dung phac ¢6 GRAALL 2005
thi ty 18 bénh nhan nhém nguy co rat thp, nguy co thap, nguy co
trung binh va cao lan luot 13 46,3%, 16,3% va 37,4%. Két qua nay tét
hon so va&i nghién ciru ching t6i (p<0,05).

Badng 4.3: So sanh ti 1¢ lui bénh BCCDL Ph+ khi c6 imatinib

Nghién ciru S6 BN Tubi brl;”e);lnlllé(l‘;:)
Hyper CVAD Thomas 2004 20 42(19-75) 93
Lee 2005 19  37(15-67) 95
GMALL: Wassmann 2006 92 43,5 (19-65) 95
GRAAPH 2003 De Labarthe A, 2007 45  45(16-59) 96
JALSG ALL 202 Hatta 2009 103 45(15-64) 97,1
Hyper CVAD Thomas 2010 54 51 (17-84) 93
H.V.Man va CS 20  38(20-58) 100

Nghién ciru caa ching toi cho thay ty 18 lui bénh & nhém BCCDL
Ph+ 12 100% va khong c6 bénh nhan tir vong trong diéu tri tan cong.
Sau diéu tri tin cong, tit ca cac bénh nhan déu dwoc lam xét nghiém
FISH va RT-PCR: 18 bénh nhan ca FISH va RT-PCR déu am tinh va
chuyén sang diéu tri cang cb, 2 bénh nhan két qua FISH am tinh, RT-
PCR con duong ciing chuyén sang diéu tri cang ¢. Tuy nhién 2 bénh
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nhan nay tai phat sém: mot bénh nhéan tai phat sau 2 thang diéu tri
duy tri vd mot bénh nhan tai phat sau 3 thang diéu tri duy tri.
4.2.2. Theoi gian séng con

Bdng 4.4: Bang thoi gian song BCCDL cdc tdc gid trong niedc

Nghién ciru Niam DFS (ON)
VAMP P.Q.Trong (n=17) 2000 1 nam: 15%

BGMT T.V.Bé (n=25) 2000 2 nam: 35%

LALA94 P.C.Diing (n=31) 2006 14% (3 nam) 25% (3 ndm)

CALGB 8811 N.D.Van (n=30) 2010 39% (2 nam) 45% (2 nam)

GRAALL 2005 H.V.Ménva CS 2014 41% (3 nam) 49% (3 nam)

Ty 18 séng khong bénh va sdng toan bd 3 nam uéc tinh trong
nghién ctu nay cao hon so vadi nghién cuu cia P.C. Ding va
N.b.Vin.

Bdng 4.5: Bang thoi gian song BCCDL cdc tdc gid nude ngodi

Nghién ciru n Tuoi DFS
% (nam)
LALA94 (Thomas, 2004) 922 33(18-79) 37 (3)

International trial ALL (Rowe, 2005) 1521  (15-59) 38 (5)
PETHEMA ALL-93 (Ribera, 2005) 222 27 (15-50) 35 (5)
GRAALL-2003 (Huguet, 2009) 225 31(15-60) 59 (3.5)
H.V.Man va CS 60 35(18-59)  41(3)
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Bdng 4.6: cdc nghién ciru diéu tri BCCDL Ph+ véi imatinib

Nghién ciru SO BN  Tudi CR% DFS

JALSG ALL 202

103 45(15-64) 97,1 3 nam: 56,8%
Hatta 2009
GMALL:

92 435(19-65) 95 2 nam: 36-43%
Wassmann 2006
Hyper CVAD

54 51(17-84) 93 3 nam: 49%
Thomas 2010
GRAAPH 2003

) 45 45(16-59) - 4 nam: 25%

Tanguy Schmidt, 2009
H.V.Manva CS 20 38(20-58) 100 3 nam: 43%

4.2.3. Mgt 56 yéu té danh hwéng dén higu qud diéu tri

Gidi tinh khéng anh huéng Ién ti 1€ lui bénh, ti ¢ tai phat cling
nhu khong anh huéng dén thoi gian sdng cua bénh nhan BCCDL.
Két qua nghién ctru cho thy, nhitng bénh nhan < 30 tudi c6 thoi gian
sbng toan bo va thoi gian séng khéng bénh kéo dai hon so véi nhém
Ié6n tudi (43 thang so vai 27 thang va 40 thang so vai 23 thang), su
khéc biét c6 y nghia théng ké (p=0,02 va p=0,009). Diéu nay ciing
phd hop véi nghién ctu cua Huguet. Yéu td tudi trong y van duoc
ghi nhan 1 anh huong rat 16n Ién thoi gian séng cua nhiing cia bénh
nhan BCCDL. Sy khac biét vé tién luong nay c6 thé lién quan dén
mot s6 dot bién gen thir phat két hop, giai doan phét trién ciia nhiing
té bao dang trong qua trinh dot bién, va nhiing gen lién quan dén
duoc dong hoc cua thudc trén bénh nhan. Nhitng nghién ciu 16n déu
tim thay tudi 1a yéu té tién lwong xau cho thoi gian sbng.
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Trong nghién ciu cua Larson diéu tri voi phac dd CALGB 8811
va Huguet diéu tri v6i phac ¢ GRAALL 2003 nhan thay tudi anh
huong 1én ti 18 lui bénh trong ca phéan tich don bién va da bién.
Nguoc lai, nghién ctu cta chiing t6i va N.D.Van thi chua tim ra sy
khac biét nay, co I& do c& mau nho.

Bach cau cao lic chan doan 1a mot yéu t6 tién lugng xau cho két
qua diéu tri tin cdng. Mot s6 nghién ciu cho thay bach cau trén 30 x
10%L twong quan véi that bai cua diéu tri sau tan cong. Tuy nhién,
mot s6 nghién ciu khac thi khéng ghi nhan duoc diéu ndy, twong tu
nghién ctru cta chung t6i ciing khong c6 su khac biét vé ti 1é lui bénh
gitta nhdm bach cu cao va nhoém bach cau thap.

Trong nghién ciru nay ching téi nhan thay nhitng bénh nhan cé
bach cau trén 30 x 10%L lic chan doan c6 thoi gian séng khdng bénh
va thoi gian séng toan bo ngan hon so véi nhirng bénh nhan ¢é bach
cau dudi 30 x 10%L IGc chan doan. Két qua nay ciing dugc ghi nhan
& nhiéu nghién ciu vé yéu té tién luong. Piéu ndy c6 thé duoc giai
thich rang s6 lugng té bao ung thu cang 16n thi kha nang ¢ nhiing
dot bién khang thudc hoa tri cang cao. Hon nita, mot s6 bat thuong
nhiém sac thé co tién lugng xau thuong di chung véi s6 lwong bach
cau cao lic chan doan nhu thiéu boi, chuyén doan t(4:11), t(1;19).

Sy dong hién dién véi dau an dong tay timg duoc xem I3 tién
lwong xdu & BCCDL, hoic duoc cho rang c6 thudc tinh khang héa tri.
Tuy nhién qua nghién ctru nay ching t6i chua thay sy anh huéng cia
su ddng hién dién dau 4n dong tiy ¢ anh hudng Ién ti 1¢ lui bénh, tai
phat ciing nhu khéng anh huéng Ién thoi gian séng cua bénh nhan.
Nhiing nghién ctru gan day cho thay vai hda tri manh c6 thé vuot qua

duogc sy khang thudc cua té bao 4c tinh.
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Nghién ctru cua chung toi ciing nhan thay ring bénh nhan c6 ton
Iwru t6i thiéu &c tinh cao thi tai phat nhanh va thoi gian séng ngén hon.
Trong nghién ctiu chling tdi cho thiy nhitng bénh nhan c6 MRD sau
diéu tri >0,1% bi tai phat som va c6 thoi gian séng ngan hon nhom
bénh nhan c6 MRD <0,01% rd rét. Két qua nay ciing tuong tu nhu
cac nghién ctru khéc.

4.3. Poc tinh va mdt s6 bién chirng
4.3.1. Péc tinh va mgt sé bién chieng qua cdc giai doan diéu tri

Trong qua trinh diéu tri BCCDL bang phac 6 GRAALL 2005,
chdng t6i ghi nhan nhiing bién ching thudng giap va doc tinh quan
trong cua thudc 12 hau hét bénh nhan déu suy tay sau hoa tri liéu,
nhiém trung, ting men gan, ting duong huyét, viém loét niém mac,
tuong tw cac nghién ctru khac. Nhin chung, da sé nhitng bénh nhan
nay duoc diéu tri triéu chung, nang d& tong trang hoic diéu tri
theo nguyén nhan nhu nhidm trung huyét, viém phdi va khong cé
trudng hop nao phai ngung qua trinh diéu tri ma chi cham lai tién

trinh diéu tri.
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4.3.2. Thit bai trong diéu tri
Trong nghién cau caa ching toi cd ba bénh nhan (5%) tir
vong trong giai doan tan cong twong ty nhu nghién ciu cua
Huguet.

Bdng 4.7: Ti Ié tir vong trong diéu tri tdn cong

Tudi trung  Ti I¢ tir vong trong
Nghién ciu

binh tin cong(%)
Larson (CALGB 8811) 32 9
P.C.Diing (LALA94) 29 3,3
Annino (GIMEMA 0288) 28 7
N.D.Van (CALGB 8811) 30 6,6
N.T.L.Huong (HyperCVAD) 20 0
N.H.Thanh (HyperCVAD) 26 0
Huguet (GRAALL 03) 224 6

H.V.Maén va CS 60 5
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KET LUAN

Qua 60 truong hop BCCDL & bénh nhan ngudi 16n diéu tri voi
phac 6 GRAALL 2005 tai bénh vien TMHH, ching t6i rt ra mot s6
két luan nhu sau:

1. Pic diém bénh nhan: tudi trung binh 1a 35 tudi, nam chiém 53%,
biéu hién 1am sang chu yéu Ia thiéu mau, sdt, xuat huyét, gan, lach
hay hach to. Ti 16 BCCDL B la 71,7%, ti ¢ BCCDL c6 Ph+ la 33,3%.
Ti 1& bénh nhan c6 té bao non é4c tinh trong dich ndo tay lic chan
doan 1a 3,3%.

2. Két qua diéu tri: ti 1¢ lui bénh sau tan cong 1a 91,7%, ti 1& lui
bénh ké ca diéu tri ciru vot 1a 95%. Ti 1é séng khong bénh va song
toan bo sau 3 nam lan luot 12 41%va 49%. Thoi gian séng khong
bénh va toan bo trung binh lan luot 1a 32,3 thang va 35,6 thang.

3. Cac yéu t6 anh huwong dén hiéu qua diéu tri: Chua phat hién
thiy céc yéu t6 gi6i tinh, gan lach to, ting men gan, acide uric, LDH,
hinh théi té bao, dau 4n mién dich, dich no tay anh huong dén két
qua diéu tri tAn cong va thoi gian song.

Phat hién thiy mot sb yéu té c6 anh hudng dén thoi gian séng
d6 1a: s6 luong bach cau >30x10%L, trén 30 tudi, MRD sau tin cong
>0,1%c0 thoi gian séng ngan hon nhitng bénh nhan c6 bach cau
<30x10°%/L, dudi 30 tudi, va MRD < 0,01%.

4. Bién chirng va dgc tinh: doc tinh trong giai doan tan cdng chu
yéu 1a trén huyét hoc (72-100%), nhiém tring (84,5-100%), doc tinh
trén gan (37,5-50%), ting duong huyét (5-45%), loét niém mac
(17,5-60%).Dac tinh trong giai doan sau tin cong bao gom doc tinh
trén huyét hoc (53-95%), nhiém tring (40-85%), doc tinh trén gan
(27,5-45%), tang duong huyét (14,7-50%), loét niém mac (29,7-55%).
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KIEN NGHI

Véi két luan trén ching t6i c6 mot sb kién nghi nhu sau:

Phac d6 GRAALL 2005 c6 thé ap dung duoc tai cac co s
diéu tri bénh Iy huyét hoc 4c tinh.

Trong qua trinh diéu tri luu y bién chung nhiém trang la
nang né nhat, nguyén nhan gay tir vong hang dau.

Nh6m bénh nhén c6 ton luu té bao ac tinh > 0,1% sau diéu tri
nén xem xét ghép té bao gdc hoic thay doi chién luoc diéu tri.

Ngoai viéc phan nhém theo nguy co nhu tudi, bach ciu, di
truyén hoc phan tir can bd sung khao sat thém céc bit thuong vé
gen, dac biét 1a nhom BCCDL T dé tir d6 c6 thé phan chia nhém
diéu tri thy thudc vao yéu tb nguy co.

Hoan thién hon k¥ thuat nhidm sic thé do, trién khai ky thuat
real time PCR dé dénh gi4 ton luu té bao 4c tinh chinh xac hon.

Can thyc hién nghién ciu & quy mo 16n hon, sé mau nghién
ctru nhiéu truong hop va thoi gian kéo dai dé danh gia dung hiéu
qua cua phac do.
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ABOUT THE THESIS
1. Introduction

Acute Lymphoblastic Leukemia (ALL) are malignancies of
hematopoietic system, derived from precursor cells of B lymphocytes
and T lymphocytes. Adults ALL accounted for 20% of cases of acute
leukemia (AL) in adults.

Currently, adult ALL results show complete remission 80-90%
and the 5-year disease-free survival (DFS) is only 30-40%.
Worldwide, many studies have been performed continuously aims to
improve the remission rate and prolonged survival time for patients.
Many research groups such as the US, France, Germany, Japan ... to
change the various regimens. The protocol is basically aggressive
treatment is almost similar. In 2005, GRAALL Group recommended
regimens GRAALL 2005 including GRAALL 2003 regimen for Ph-
ALL and HyperCVAD + Imatinib therapy for Ph+ ALL.

To evaluate effective treatment adult ALL patients with
GRAALL 2005 regimens in Vietnam, we perform this thesis with the
following objectives:

1. To study the clinical characteristics and laboratory adults ALL.
2. To study the effectiveness and the factors affecting the effectiveness
of GRAALL 2005 regimen.
3. To study the toxicity and complications of GRAALL 2005 regimen.
2. Urgency of topics
Currently adult ALL is still considered difficult disease treatment.

Many treatment regimens are being applied. The regimen should be
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evaluated and found the factors related to treatment outcome.

GRAALL 2005 regimen have been using in many European
countries. However this is quite complicated regimen, requires
physician and patient compliance. In Vietnam, no study has
evaluated the basic result of this treatment regimen. So this research
to application GRAALL 2005 regimen to treat ALL patients is
necessary.

3. Contributions new threads

Subscribe to treat ALL a systematic, complete with a 5 year
follow up. Result in higher remission rate, survival time is quite long,
complications and toxicity are acceptable. Especially find some
factors related to survival time.

4. Layout thesis:

Thesis include 116 pages: Introduction (2 pages), chapter 1:
Overview (35 pages), chapter 2: Subjects and Methods (11 pages),
chapter 3: Research results (36 pages), chapter 4: Discussion (30
pages), conclusions (1 page) and suggestions (1 page). There are 26
tables, 37 charts, 5 Figures, 2 diagrams and 144 references
(Vietnamese 29, English 115).

Chapter 1: OVERVIEW
1.1. Treatment of adult ALL
Although recent clinical trial showed that about 65% to 85% of
adults ALL patients achieved complete remission (CR) after

induction therapy, but the remissions achieved very short, especially
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in elderly patients. New treatment strategies focus on enhancing

chemotherapy intensive after induction and many chemotherapy
drugs and treatments based on prognostic factors found in the
multivariate analysis. A number of clinical factors and biology have
been shown to have important prognostic value in patients adults
ALL: age, white blood cell count at diagnosis, immunophenotype,
minimal residual disease (MRD) after treatment, chromosomal
abnormalities and time achieving complete remission. Until 1980,
adults ALL is difficult to cure. Over the past 30 years, the striking
new development has been noted, with the advancement of
immunophenotype and molecular diagnosis and classification ALL,
advances in treatment, such as high doses chemotherapy and stem
cell transplantation has significantly improved survival time for
adults ALL patients.

1.2. Situation study treatment adults ALL

Table 1.1: Summary of abroad research adults ALL

) Dead/
Regimens Year CR . (ON)
Induction

Hyper CVAD+ imatinib | 2008 | 93% 2% 49%
Ph+, Thomas (3 year)

GRAALL 2003 Ph- 2009 | 93.5% 6% 60%

Huguet F (3,5 year)

GRAALL 2003-2005 (T- | 2011 | 92% - 58%

ALL) Ben AR (3 year)
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Table 1.2: Summary of domestic research adult ALL

. Dead/
Regimens Year CR i 0S
Induction
LALA94,P.C.Dung | 2006 | 83% 3.3% 25%
BTH (3 year)
CALGB 8811 2010 | 87% 6% 45%
N.b.Van, BTH (2 year)
Hyper CVAD 2010 | 80% 0% -
N.T.L.Huong
Bach Mai Hospital
Hyper CVAD, 2011 | 58,6% 0% -
N.H.Thanh, NIHBT

1.3. GRAALL 2005 regimen

GRAALL regimen was published in 2005 on the basis of the
results of several previous studies. The recent understanding of the
mutation-related diseases as well as the appearance of more and more
specific chemotherapy drugs has created a prerequisite for the
significant progress in the treatment of adult ALL. Recent regimens
often combine many different chemotherapy drugs to prevent the
emergence of drug-resistant cell lines, while still ensuring the
recovery of normal bone marrow and eradicate as many cells residual
malignant. Most regimens including GRAALL 2005 consist of the
following four treatment phases: induction, consolidation /

intensification, maintenance and prevent invasive CNS.
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Chapter 2: SUBJECTS AND METHODS

2.1. Study subjects

All patients were diagnosed ALL from 09/2009 to 02/2014 were
treated with regimens GRAALL 2005 at BTH in Ho Chi Minh City
and is monitored until 09/2014. A total of 60 patients were treated
according to the protocol. Patients with the longest follow-up of 56
months, the shortest track patients is 8 months.
2.2. Methodology

Prospective study of clinical intervention, uncontrolled
2.1.2. Inclusion criteria

- Newly ALL diagnosed according to WHO 2008

- Age between 16 and 59 years old, have no history of other cancers

- There are no contraindications to anthracycline with cardiac reasons.

- The patient agreed to treatment and followed up until study end or death.
2.1.3. Exclusion criteria

- Age <16 or age> 59.

- Heart disease is contraindicated use of anthracycline.

- History of other cancers, have been previously treated by chemotherapy.

- Patients are not followed up regularly.
2.3. Steps
2.3.1. Evaluation of clinical and laboratory diagnosis

- Diagnosis of acute leukemia defined according to WHO 2008

- Grouping risk group according to GRAALL

- Treatment regimens GRAALL 2005
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2.3.2. Folow up and evaluating treatment outcomes
2.3.2.1. Folow up treatment

Clinical examination, blood count, biochemistry: liver enzymes,
electrolyte, creatinine, LDH, uric acid, glucose, coagulation tests 2-3
times per week. Between day 28 and day 35: blood count, bone
marrow aspiration, MRD to assess remission, cytogenetic (FISH) and
PCR (if positive at diagnosis). Before each cycle of consolidation,
intensification or maintain: blood count, electrolyte, liver enzymes,
coagulation, kidney function and bone marrow aspiration.
2.3.2.2. Assess treatment outcomes

- Criteria for evaluation of remission according to NCCN

- Assessment of MRD by flow cytometry method (with normal
cytogenetic groups) and molecular biological methods (FISH, RT-
PCR) (with abnormal cytogenetic group)

- Evaluation of hematological toxicity and nonhematologic
according to NCI
2.3.3. Collecting and processing data

The data were recorded in the medical records and fill out the data
collection. Using computer software SPSS 16.0 FOR WINDOW to
process and analyze the data. With 95% confidence, the threshold p =
0.05 selected statistical significance. Overal survival (OS) and
disease-free survival (DFS) with Kaplan-Meier test. Examined the
relationship between the variables in the test: Pearson Chi - Square,
across the ANOVA F inspection, independent t-test, paired t-test.
2.4. Ethical aspects of the subject

This study conducted at BTH in Ho Chi Minh City and
GRAALL 2005 regimen was approved by the hospital ethics board.
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Chapter 3: RESEARCH RESULTS

3.1. The clinical and laboratory features of patients in the study
3.2.1. General characteristics of the patients in the study

During the study we obtained 60 patients (32 male, 28 female)
were treated with GRAALL 2005 regimen. The ratio between men
and women is 1: 0,9. The average age was 35 (16 - 59), most are 20-
24 age group. For Ph+ ALL group (n = 20): mean age 38 years
(range 20-58 years).
3.2.2. Clinical characteristics of the patients in the study

The most reason hospitalized in the study was 19 anemic patients
(accounting  for 31L.7%) and hepatospleenomegaly  and
lymphadenopathy was 14 patients (23.3%). Characteristics of clinical
manifestations at the time diagnosed are anemia of 54 patients (90%),
fever of 39 patients (65%). There are 16 cases (26.7%) T ALL with
mediastinal mass. One patient T ALL has invasive pericardium, pleura.

3.2.3. Laboratory characteristics of the patients in the study

40% of patients in the study had white blood cell count higher
than 100 x 10%L at diagnosis. Including 8 cases (accounting for
13.3%) had a high white blood cell count increases in the level of
emergency (> 300 x 10° / L). Patients with platelet counts <20 x
10%L at diagnosis was 40%. There are a quarter of patients
hospitalized with severe anemia (Hb <6 g / dL). These disorders are
the most common biochemical diagnosis include: increased LDH 37
patients (accounting for 61.7%), 23 patients with elevated liver

enzymes (up 38.3%).
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Most morphology diagnosis were type L2 according to FAB

classification (accounting for 93.3%). About immunophenotype,
common B accounts for most of B-ALL group (30/43 patients).
Among T ALL, common T form is seen most frequently (14/17
patients). Number of cases with myeloid markers coexpression of 22
patients (accounting for 36.7%).

About cytogenetic, among Ph(-) ALL (n = 40) had 3 patients with
t(4; 11), 3 patients with t(1; 19), 1 patient with t(12; 21 ), 5 patients
with hyperdiploidy, one patient with hypodiploidy, other patients show
no genetic abnormalities. Among Ph(+) ALL (n = 20), all patients
were expressed t(9; 22) translocation. However, when considering
BCR-ABL type, the majority of patients expressed minor BCR-ABL.:
ela2. The majority of patients in the study had CNS1 in CSF (no blast).
Patients in the study group at high risk were high percentage (68.3%).

3.2. Efficiency and some factors affecting the effectiveness of
treatment

3.2.1. Response after induction therapy

3.2.1.1. Response after induction therapy of all patients in the study

A total of 60 patients received induction therapy regimen
GRAALLZ2005: 40 patients in Ph(-) ALL group and 20 patients in
Ph(+) ALL group.

Complete remission (CR) rate including salvage therapy after
induction was 95% (including 91.7% achieved CR after the first

cycle of induction therapy and 3.3% achieved CR after salvage
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therapy). All patient Ph (+) ALL are achieved CR after induction

therapy. Meanwhile, only 87.5% of patients Ph(-) ALL to achieve
CR and 5% of cases achieve CR after salvage therapy. No patient in
Ph(+) ALL group died in induction therapy. Mortality among Ph(-)
ALL was 7.5% (3 patients).

3.2.1.2. Evaluated minimal residual disease with flowcytometry.

After induction therapy, flowcytometry techniques are used to
assess minimal residual disease (MRD) in Ph(-) ALL patients (37
patients). The results showed that patients in very low risk group

were 18.9%, low risk were 56.8%, medium and high risk were 24.3%.

One patient achieved CR after induction phase, still mediastinal
mass. This patient continued salvage therapy to achieve CR, but
MRD was still higher (1.056%). This patient had been under gone
hematopoietic stem cells transplantation from his sister. The result
was graft growing well, but patients relapsed after transplantation 20
months and death after 25 months.
3.2.1.3. Evaluated MRD with cytogenetic and molecular techniques

Cytogenetic techniques (FISH) and molecular biology (RT-PCR)
was used to assess MRD after induction therapy in all patient Ph(+)
ALL with specific mutations such as t(4; 11), t(1; 19), t(12.21). After
induction therapy, all patients achieved cytogenetic response
completely (FISH). However, only 90% of patients in Ph(+) ALL
group and 66.7% of patients with mutations t(1; 19) with EA2-PBX1

rearrangement achieved molecular response (RT PCR).
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3.2.2. Evaluation of survival time

The survival time of all patients in the study:
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The OS and DFS average of all patients in the study was 35.6 £
3.3 months and 32.3 £+ 3.3 months, respectively. The proportions of
OS and DFS after 3 years were 49% and 41%, respectively.

OS and DFS of B-ALL and T-ALL, the Ph+ ALL and Ph- ALL
were no different.

3.2.3. Several factors influence the effectiveness of treatment
3.2.3.1. The influence of characteristics at diagnosis with treatment
response after induction

The clinical characteristics such as gender, fever, infections, liver,
spleen, lymph nodes and laboratory factors such as LDH, liver
enzymes, uric acid, white blood cells, platelets, hemoglobin,
morphology, cell markers , Ph chromosome at diagnosis did not
affect the remission rate after induction (p> 0.05).

3.2.3.2. The influence of characteristics at diagnosis and survival time

The gender, infectious fever, hepatosplenomegaly and

lymphadenopathy, LDH, liver enzymes, uric acid, platelets,
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hemoglobin, morphology, cell markers, CSF at diagnosis did not
affect OS and DFS (p> 0.05).

MRD after induction affect the survival time of patients (p <0.05).

The factors of age, white blood cell (WBC) count at diagnosis and

Table 3.1: OS and DFS according to age, WBC and MRD

Characteristics (O] DFS
average (OK] p average DFS p
3 year 3 year
<30 43 months | 59% 0,02 | 40 months | 59% 0,009
(n=24)
Age
>30 27 months | 36% 23 months | 28%
(n=36)
>30x10%/
| (n=39) 27 months | 36% 25 months | 35%
WBC _ 0,03 0,04
<30x10%
41 months | 60% 37 months | 50%
| (n=21)
<0,01% | 51 months | 82% 0,01 | 48 months | 82% 0,01
(n=7)
0,01-0,1% | 44 months | 68% 42 months | 67%
MRD
(n=21)
>0,1% | 18 months 0% 14 months 0%
(n=9)
3.3. Toxicity and complications of therapy
3.3.1. Chemotherapy in Ph(- JALL group
3.3.1.1. Hematologic toxicity
Anemia, neutropenia, thrombocytopenia grade 1lI-IV  after

chemotherapy is most common in induction and intensification phases.
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3.3.1.2. Nonhematologic toxicity

Liver enzymes increasing, kidney failure, fever, neutropenia,
allergies, acute pancreatitis were the most common in induction
phase. Oral mucositis is most common in consolidation phase.
Hyperglycemia is most common in intensification phases.

3.3.2. Chemotherapy in Ph (+) ALL group
3.3.2.1. Hematologic toxicity

Chemotherapy Ph (+) ALL including induction phase (including phase
1 and 2), then the sixth cycles of consolidation (cycle 3/5/7 and cycle 4/6/8
alternative). Maintenance phase included with vincristine and prednisone.
All phases of chemotherapy are associated with imatinib.

Anemia, neutropenia, thrombocytopenia grade HI-IV is most
common in induction phase.
3.3.2.2. Nonhematologic toxicity

Liver enzymes increasing, kidney failure, neutropenic fever,
mucositis is most common in induction phase. Hyperglycemia is
most common in the cycle 3/5/7 of consolidation.

3.3.3. Treatment failure

In this study, three patients (5%) died during induction therapy,
two patients without remission. Two patients were treated salvage
therapy with aracytine plus high-dose mitoxantrone and achieved CR.

Relapse occurred in 20 patients (35%) in studies with bone
marrow relapse was 26.3% (15 patients). CNS relape and both was
5.3% (3 patients) and 3.5% (2 patients), respectively. A mong them,
17 patients died, 3 patients alive. The average OS of the relapsed
patients was 19 months and the estimated OS at 36 months was 20%.
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Chapter 4: DISCUSSION

From 09/2009 to 09/2014, after conducting research on 60 ALL
patients treated with GRAALL 2005 regimens at BTH in Ho Chi
Minh City, we had some discussion following:

4.1. The clinical features and laboratory of patients in the study
4.1.1. General characteristics of the patients in the study

In our study, the number of male and female patients was similar
(ratio of male: female was 1: 0.9) showed no difference with previous
adult ALL studies at BTH and no big difference compared with
studies at Bach Mai Hospital and NIHBT and world literature.

Results showed that the number of patients under age 30
accounted for 40% did not see the difference with other studies.
4.1.2. Clinical characteristics of the patients in the study

In the literature the symstoms of hepatospleenomegaly and lymph
nodes were uasually seen in ALL patients than that of AML,
accounting for 40-50% of patients. The rate of hepatomegaly,
spleenomegaly, lymph nodes at diagnosis in our study was 41.7%,
43.3% and 46.7%, respectively. These results showed similarities
with the international literature and some researches in Vietnam. In
our study, there were 16 patients (26.7%) had mediastinal mass.
Larson's research results present mediastinal mass was seen in 15%
and T-ALL group only. In this study, one patient (1.7%) were
invasive pericardium and pleural with symstoms dyspnea and

tachycardia. According to the literature the proportion of patients
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with invasive pericardium and pleura is rare. All patients in this study

had no neurological symptoms at admission.

4.1.3. Laboratory characteristics of the patients in the study

Most patients had mild anemia (average Hb 8.7g / dl),
thrombocytopenia (platelet count average 31 x10° / L) and
leukocytosis (WBC average 63 x 10° / L) at admission. The results
were consistent with previous studies in Vietnam such as P.C.Dung,
N.D.Van, N.T.L.Huong (59.6x10° / L) and B.Q.Khanh (63.3x10° / L).
The proportion of patients with WBC count> 30x10° / L was 65%, no
different with P.C.Dung (47%) and N.D.Van study (53%). Average
leukocyte count at admission in our study is higher than in study of
Huguet (63 x10° / L compared with 11.8 x10° / L, p <0.05). The
proportion of patients with platelet counts at admission <50 x 10°/ L
is similar to research of P.C.Dung and N.D.Van (75% versus 66%
and 53%, p> 0.05).

T-ALL group was about 28.3% of ALL in this study. This result
was higher than that result of N.D.Van (17%) and P.C.Dung (6.3%)
studies. The results of our research equivalent of N.T.Van (27.1%)
study and other studies is recorded as approximately 25% - 35%.

In the study we have three patients with t(4; 11) and MLL-AF4+
(e9e4) (5%), three patients with t(1; 19) and E2A-PBX1+ (5%), one
patient with t(12; 21) and TEL-AML+ (1.7%). Results of our study
were lower than that of N.T.V.An study (10.6%, 12.1% and 15.2%).
However, studies on patients N.T.V.An include 1-75 years old

patients, so that the rate of t(12; 21) may be higher than us.
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Compared with studies on adults of the author Faderi, Marchesi (t(4;

11) is 10%) and Huguet (t(4; 11) is 9.5% and t(1; 19) is 3, 2%), the
results we have no significant difference.

The proportion of patients with Ph chromosome positive accounted
for 33.3% higher than N.D.Van study (11%) and N.T.V.An (13.6%).
The research literature abroad showing the rate Ph+ is about 25-30%)
did not differ significantly from our results. 2 patients (3.3%) belong to
CNS2 group, no patient in group CNS3. This result is similar to the
study of Huguet (4%) and the literature of the world.

4.2. Efficiency and some factors affecting the effectiveness of treatment
4.2.1. Response after induction therapy

Our study shows that GRAALL 2005 is the best regimen for ALL

compared with previous regimens at BTH.

Table 4.1: Compare remission rate with other regimens in Vietnam.

Studies Regimens n Age CR (%)
P.Q.Trong VAMP 17 - 77
T.V.Be BGMT 25 - 80
P.C.Dung LALA 94 30 29 83
N.D.Van CALGB 8811 30 30 87
B.Q.Khanh V,P,D,C 71 29 82,6
N.T.L.Huong Hyper CVAD 20 33 80
N.H.Thanh Hyper CVAD 26 58,6

H.V.Manetal = GRAALL 2005 60 35 91,7
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Table 4.2: Compare remission rate with foreign authors

Studies n Age CR (%)

LALA94 (Thomas, 2004) 922 33(18-79) 84

MD Anderson (Kantarjian, 2004) 288 40 (15-92) 92

International trial ALL (Rowe, 2005) 1521 (15-59) 91

PETHEMA ALL-93 (Ribera, 2005) 222 27 (15-50) 82

GRAALL-2003 (Huguet, 2009) 225 31(1560) 94

H.V.Man et al 60  35(1659) 91,7

Compared with foreign authors, the rate of remission of us is
similar to recent studies.

There are 37 cases were evaluated MRD by flowcytometry
techniques showed 18.9% of very low risk groups; 56.8% of the low-
risk group; 24.3% of the average and high risk group, no different from
other studies. However, compared to the study of Beldjord K which
applied GRAALL 2005 regimen, the proportion of patients with very
low risk, low risk, medium and high risk were 46.3%, 16.3% and

37.4%, respectively. This result is better than our study (p <0.05).

Table 4.3: Compare Ph+ ALL remission rate with imatinib

Studies n Age CR (%)
Hyper CVAD Thomas 2004 20 42 (19-75) 93
Lee 2005 19 37(15-67) 95
GMALL: Wassmann 2006 92  43,5(19-65) 95
GRAAPH 2003 De Labarthe A, 2007 45 45(16-59) 96
JALSG ALL 202 Hatta 2009 103 45(15-64) 97,1
Hyper CVAD Thomas 2010 54  51(17-84) 93

H.V. Man et al 20 38 (20-58) 100
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Ph+ ALL remission rate in our study were 100% and no patients

died during induction therapy. After induction therapy, all patients
were tested FISH and RT-PCR: 18 patients with both FISH and RT-
PCR were negative and switch to consolidation therapy, 2 patients
with negative FISH but RT-PCR was still positive also moving to
consolidation therapy. However, 2 patients relapse early: one patient
relapsed after 2 months of maintenance therapy and another relapsed
after 3 months of maintenance therapy.

4.2.2. Survival time
Table 4.4: Compares the OS, DFS with authors in Vietnam

Studies Year DFS (O]
VAMP P.Q.Trong (n=17) 2000 1 year: 15%

BGMT T.V.Be (n=25) 2000 2 year: 35%

LALA94 P.C.Dung (n=31) 2006  14% (3 year) 25% (3 year)
CALGB 8811 N.b.Van (n=30) 2010 39% (2 year) 45% (2 year)

GRAALL 2005 H.V.Manetal (n=60) 2014 41% (3year) 49% (3 year)

Disease-free survival and overall survival 3 year in this study

were higher than the study of P.C.Dung and N.D.Van.
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Table 4.5: Compares the DFS with foreign authors

Studies n Age DFS
% (year)
LALA94 (Thomas, 2004) 922  33(18-79) 37(3)

International trial ALL (Rowe, 2005) 1521 (15-59) 38 (5)

PETHEMA ALL-93 (Ribera, 2005) 222 27 (1550) 35 (5)

GRAALL-2003 (Huguet, 2009) 225 31(15-60) 59 (3.5)

H.V. Man et al 60 35(1859)  41(3)

Table 4.6: Compared DFS of Ph+ ALL with other studies when

combining imatinib

Studies n Age CR% DFS

JALSG ALL 202

103  45(15-64) 97,1 3 year: 56,8%
Hatta 2009
GMALL.:

92 435(19-65) 95 2 year: 36-43%
Wassmann 2006
Hyper CVAD

54 51(17-84) 93 3 year: 49%
Thomas 2010
GRAAPH 2003

) 45  45(16-59) - 4 year: 25%

Tanguy Schmidt, 2009
H.V.Man et al 20 38(20-58) 100 3 year: 43%

4.2.3. Several factors influence the effectiveness of treatment
Gender did not influence the CR, relapse rates and also did not

affect the survival time of ALL patients in this study. Results of the
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study showed that patients < 30 years of age have OS and DFS

longer than the older group (43 months versus 27 months and 40
months versus 23 months), the difference was statistically significant
(p =0.02 and p = 0.009). This is consistent with research by Huguet.
The age factor in the literature to be recognized as a great influence
on the OS of ALL patient. The difference in prognosis may be related
to a number of secondary mutations, the development stages of the
cells are in the process of mutation, and the genes involved in the
pharmacokinetics of the drug in patients personnel. Large studies
have found older of age was a bad prognostic factor for survival time.

In the study by Larson treatment with CALGB 8811 regimen and
Huguet treatment GRAALL 2003 regimen found that the age effect
on the CR in both univariate and multivariate analysis. In contrast,
our study and N.D.Van was not find this difference, probably due to
the small sample size.

High WBC at diagnosis was an adverse prognostic factor for
treatment outcome. Some studies have shown that WBC over 30 x
10°%/L correlate with treatment failure after induction. However, some
other studies did not recognize this, similar to our study no
differences in the rates of remission between the high WBC group
and low WBC group.

In this study we found that patients with WBC more than 30 x
10°%/L at diagnosis with the OS and DFS shorter than those with WBC
less than 30 x 10%L at diagnosis. This result was also observed in

many studies on prognostic factors. This can be explained that the
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more number of cancer cells, the greater the possibility of drug-

resistant mutants. Moreover, some chromosomal abnormalities have
usually poor prognosis with a high WBC at diagnosis such as
hypodiploid, t(4; 11) and t(1; 19) translocation.

The co-expression with myeloid markers had been considered a
poor prognosis in ALL, or was thought to have chemotherapy
resistance properties. However, through this study we had not seen
the impact of the co- expression myeloid markers effect on remission
rate, relapse and no effect on survival time of patients. Recent studies
show that with strong chemotherapy can overcome the resistance of
malignant cells.

Our study also found that patients with MRD were high, faster
relape and shorter survival time. In our study showed that patients
with MRD after induction> 0.1% were earlier relapse and shorter
survival time than that of patients with MRD <0.01%. This result is
similar to other studies.

4.3. Toxicity and complications
4.3.1. Toxicity and complications over the treatment period

During treatment adults ALL with GRAALL 2005 regimen, we
recorded the common complications and significant toxicity of the
drug that most patients after chemotherapy myelosuppression,
infection, elevated liver enzymes, hyperglycemia, mucosal ulceration,
similar to other studies. Overall, the majority of these patients are

treated symptomatically, supportive care or treatment causes such as
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sepsis, pneumonia, and no case to stop the treatment, but only slowed

the process treatment.
4.3.2. Failure of treatment

In our study of three patients (5%) died in the induction phase
similar study by Huguet.

Table 4.7: Mortality in the induction phase

Studies Age Induction death(%o)
Larson (CALGB 8811) 32 9
P.C.Dung (LALA94) 29 3,3

Annino (GIMEMA 0288) 28 7

N.D.Van (CALGB 8811) 30 6,6
N.T.L.Huong (HyperCVAD) 20 0
N.H.Thanh (HyperCVAD) 26 0

Huguet (GRAALL 03) 224 6

H.V.Man et al 60 5
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CONCLUSION

Over 60 adult ALL cases treated with GRAALL 2005
regimen at BTH, we draw some conclusions as follows:
1. Characteristics of patients: mean age 35 years, 53% male,
clinical manifestations mainly anemia, fever, bleeding, liver, spleen,
or lymphadenopathy. The rate of B- ALL was 71.7% and Ph+ ALL
was 33.3%. The proportion of patients with blasts in the CSF at
diagnosis was 3.3%.
2. Results of treatment: remission rate was 91.7% after the
induction, the rate of remission including salvage therapy was 95%.
The rate of disease-free survival and overall survival after 3 years
were 41% and 49%, respectively. Disease-free survival time and
overall survival average were 32.3 months and 35.6 months,
respectively.
3. Several factors influence the effectiveness of treatment: Never
found the sex, splenomegaly, elevated liver enzymes, uric acid, LDH,
cell morphology, immune markers, CSF affect complete remission
and survival time. Found a number of factors that affect survival time
were: WBC count> 30x10° / L, 30 years old, MRD> 0.1% had a
shorter survival time compare to patients with WBC <30x10° / L,
under 30, and MRD <0.01%.
4. Complications and toxicity: toxicity in induction phase mainly on
hematology (72-100%), infection (84.5 to 100%), hepatotoxicity
(37.5 to 50%), hyperglycemia (5-45%), mucosal ulcers (17.5 to 60%).
Toxicity in the consolidation including hematologic toxicity (53-
95%), infection (40-85%), hepatotoxicity (27.5 to 45%),
hyperglycemia (14, 7-50%), mucosal ulcers (29.7 to 55%).
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PROPOSALS

With this conclusion we have some recommendations as follows:

7.

10.

11.

12.

Regimen GRAALL 2005 can be applied at the base of the
treatment of malignant hematological diseases.

In the process of treating infectious complications note is the
heaviest, the cause of death.

The group of patients with residual malignant cells> 0.1%
after treatment should consider stem cell transplantation or
change treatment strategies.

In addition to the risk as classified by age, white blood cells,
molecular genetics to examine more additional genetic
abnormalities, especially BCCDL T group so that the group
can split treatment depends on risk factors.

Complete technical than chromosome map, implementing
real-time PCR technique to assess residual malignant cells
more accurately.

Need to conduct research on a larger scale, the number of
sample cases and prolonged time to properly assess the
effectiveness of therapy.
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