Ung dung phdc d6 “Graall 2005” diéu tri bach cdu cdp dong lympho Ph (+)

UNG DUNG PHAC DO “GRAALL 2005" DIEU TR
BACH CAU CAP DONG LYMPHO Ph (+)

Huynh Van Mén', Phi Chi Dang?, Nguyén Tdn Binh?

Tém tat

Muc tiéu: Danh gid hiéu qua va tinh an toan phéc dé Hyper-CVAD + imatinib (GRAALL 2005) diéu tri
bach céu cép dong lympho (BCCDL) ph+.

Phwong phéap nghién ctru: bénh nhan chan doén BCC lympho ph+ ttr 12/2009 dén 09/2013 tai
Bénh vién Truyén méu Huyét hoc TP HCM duoc diéu trj voi phdc dé GRAALL 2005; phuong phép mé
ta loat ca.

Két qua: 14 bénh nhén tham gia diéu trj G4y du phac dé, tubi trung binh 36, ty I€ lui bénh hoan toan
100%. Thoi gian sbéng khéng bénh trung binh 24 + 3 thang, thoi gian séng toan bé trung binh 27 + 3 thang.
Téc dung phy cla thude & mire c6 thé kiém soét duoc.

Két luan: Nghién ctru budc dau cho thdy phac d6 Hyper-CVAD + imatinib (GRAALL 2005) cai thién thoi
gian séng d6i véi BCCDL Ph+.

Tw khéa: Bach céu cép dong lympho Ph(+), GRAALL 2005

ABSTRACT
TREATMENT OF PHILADELPHIA CHROMOSOME-POSITIVE ACUTE LYMPHOCYTIC
LEUKEMIA WITH “HYPER-CVAD AND IMATINIB MESYLATE”
Huynh Van Man', Phu Chi Dung? Nguyen Tan Binh®

Objectives: To report the efficacy and safety of imatinib plus Hyper-CVAD (GRAALL 2005)
chemotherapy regimen in the treatment of patients with ph chromosome positive acute lymphocytic
leukemia (Ph(+)ALL).

Method and patients: Adult Ph(+)ALL patient was ftreated with GRAALL 2005 regimen at our hospital
since December 2009 to September 2013.

Results: Among 14 patients on chemotherapy, their average age was 36 years, the fotal response
rate 100% following induction chemotherapy and the median overall survival 27 + 3 months, disease free
survival 24 + 3 months.

Conclusions: Imatinib plus Hyper-CVAD chemotherapy regimen is associated with significantly
improved survival rates.
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Bénh vién Trung wong Hué

I. PAT VAN BE

Bach ciu cép dong lympho c6 nhiém sic thé
Philadelphia duong tinh (BCC lympho Ph+) thudc
nhém tién lrong x4u, thoi gian sdng ngén, ty 18 tai
phat cao [9]. Nhitng nam gan day, véi nhiéu tién
bd vé sinh hoc phén tr va céac thudc didu tri tring
dich ra doi gop phén cai tién phac d diéu tri BCC
lympho Ph+ [5]. Theo Adrienne va CS [1] diéu tri
BCC lympho ph+ (GRAALL 2003) ty 1¢ lui bénh
1a hoan toan 100%, thoi gian song khong bénh 1,5
nam la 51%, thoi gian séng toan bd 1,5 ndm 1a 65%.
Mot sb nghién ctru trén thé gidi [41, [7], [10] chimg
minh ring phac d6 HyperCVAD + Imatinib diéu trj
bach ciu cip lympho ngudi l6n Ph+ cho két qua
khé quan hon so v&i cac nghién ciru khac nén nhom
GRAALL vao nam 2005 da thay ddi phac d6 trong
dé giit nguyén phac dd diéu tri BCCDL Ph- va thay
phac dd BCC lympho ph+ bing HyperCVAD +
Imatinib.

Muc tidu: Danh gia hiéu qua diéu trj bach cau
cép dong lympho ngudi 16n Ph(+) (BCC lympho
ph+) bing phac 46 GRAALL 2005.

I. POI TUQGNG VA PHUONG PHAP
NGHIEN CUU

2.1. Péi tweng nghién ciru:

Tiéu chudn chon bénh: Bénh nhan duoc chin
doan BCC lympho ph+ tir 12/2009 dén 09/2013 tai
BV TMHH TP HCM théa céc tiéu chuan:

- Tudi 15 - 60, chic ning gan, than, tim, phoi
binh thudng: EF >50%

- Khéng c6 bénh 1y ndi khoa ning tién trién

- Bénh nhin co diéu kién theo dai trong sudt qua
trinh diéu tri.

Tiéu chudn logi trir:

- Tién sir ¢6 ung thu khéc; da duoc diéu tri trude
do boi hoa tri.

- Bach cu c4p Biphenotype, bach cdu man dong
tay chuyén cip; nir ¢6 thai.

- BCCDL thé L3, loan sinh tiy chuyén BCCDL

2.2. Phwong phap nghién ciru: mo ta loat ca

2.2.1. Phdc dé diéu tri: Hyper CVAD va imatinib
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(phac d6 GRAALL 2005)
PREDNISONE : 60 mg/m? N1 - N7(hay N10)
(trong khi ch&r két qua ph)

Dot 1/3/5/7:

Vincristine 2 mg TMC N4, N1l

Doxorubicine 50 mg/m*TTM N4

Cyclophosphomide 300 mg/m?/12g

TTM (3g) NI,N2,N3

Dexamethasone 40 mg, ung N1-> N4,
N8->NI11

Imatinib mesylate 600 mg udng chia lam 2 lan
sang va toi NI-=>N14

IT (tiém kénh tay) N1

G-CSF 300 UL TDD N15-> cho dén khi BC
phuc hdi > 1000/mm’ x 2 ngay lién tiép

Dot 2/4/6/8 :

Methotrexate 1g/m*TTM ding véi

Lederfoline N1

Aracytine 3g/m*/12g TTM N2, N3

Imatinib Mesylate 600 mg udng chia lam 2 lin
sang va t6i N1>N14

IT (tiém kénh tuy) N1; G-CSF 300 Ul TDD
N9-> cho dén khi BC phuc hdi > 1000/mm’* x 2
ngay lién tiép

Giai doan duy tri: 2 ndm

Vincristine 2mg TM / théng . Prednisone 200mg/
ngay N1-N5 /thang .

Imatinib Mesylate 600 mg ubng /ngay.

2.2.2. Tiéu chudn ddnh gid: danh gia lui bénh
dua vao tiéu chudn cua Hiép hoi chéng ung thu
qubc té —~UICC/WHO bing lim sang, huyét-
tiy db. Xét nghiém nhiém sic thé (FISH), va
RT-PCR.

2.2.3. Phuong phdp xir Iy s6 li¢u: phan mém vi
sinh SPSS 16.0

IIL. KET QUA NGHIEN CUU

3.1. Dic diém bénh nhin: Tdng sb 14 bénh
nhan, trong 6 9 nam, 5 nit. Tudi trung binh 38 (20-
58). Nong do Hb trung binh 8,3 g/d1(6,5-11,5), Sb
lwong bach ciu 104 x10%1 (18-221), S6 luong tiéu
cau 29x10%1 (8-112).
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Ung dung phic d6 “Graall 2005” diéu tri bach cdu cdp dong lympho Ph (+)

Bang 1. Bdc diém ldm sang

Tiéu chi n Y%
Thiéu méu 14 100
Xuét huyét 8 57
S6t-nhiém tring 11 79
Gan to 5 36
Léach to 7 50
Hach to 2 0

Bang 2. Ddc diém can lam sang

Tiéu chi ] Y%
FAB L1 1 7
L2 13 93
Déu an mién dich  Pre-B 5 36
Common B 9 64
Dich ndo tiy CNS1 14 100
FISH: Ph(+) 14 100
RT-PCR (BCR-ABL) (+) 14 100
Minor BCR-ABL: ela2 11 79
Major BCR-ABL: b3a2 1 7
b2a2 +ela2 2 14

3.2. Két qua diéu tri:

3.2.1 Ty I¢ ki bénh:

Ty 1 lui bénh hoan toan sau 1 chu ky 14 100%. S&
ngay bach cu >10%1: 20 ngay, tiéu cau > 100x10%1;
21 ngay.

Sau 4 chu ky diéu trj: 11/12 trudng hop FISH 4m
tinh, 1 truong hop FISH: Ph+ 17% (trudc diu tri
95%). 10/12 truong hgp RT-PCR am tinh, 2 truong
hgp con duong tinh.

Sau 8 chu ky: 10 bénh nhan ca FISH va RT-PCR
d8u 4m tinh va chuyén sang diéu trj duy tri. 2 bénh
nhan két qua FISH &m tinh, RT-PCR con duong tinh
ciing chuyén sang diéu tri duy tri. Tuy nhién 2 bénh
nhéin ndy tai phat sau 2 thang.

Cho dén thdi diém hién tai, ¢6 6 bénh nhan da tai
phat, trong d6 4 bénh nhan da tir vong, 2 bénh nhan
con séng; 8 bénh nhén con dang lui bénh va dang
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didu tri, trong d6 6 bénh nhan da hoan tit 8 dot diéu
tri, 1 bénh nhin dang diéu trj chu ki 3 va mét bénh
nhén diéu tri chu ki 2. Hai bénh nhén nay chwa déanh
gia vé FISH ciing nhu RT-PCR.

3.2.2, Thoi gian song khong bénh (DFS): trung
binh 24 + 3 thang. Thoi gian séng khong bénh sau
2 nam la 47%.
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Biéu dé 1. Thoi gian séng khéng bénh
3.2.3. Théi gian song toan b (0S): trung binh
27 + 3 thang. Thdi gian séng toan bd sau 2 nim
1a 58%.
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Biéu dé 2. Thoi gian séng toan bo
Bang 3. Bién chimg va dic tinh:

Bién chirng va ddc tinh n %
Lam |Sét-nhidm tring 14 100
Sang Dau thugng vi 8 57

Tiéu chay 5 36
Viém loét migng 3 21
Viém phdi 3 21
Cn lam | Giam bach cau hat 14 | 100
SN2 | Giam huyét shc 6 14 | 100
Giam tiéu cau 14 100
Téng men gan b 50
Ting dudng huyét ¥ 36
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Bénh vién Trung wong Hué

IV. BAN LUAN

- Céc dic diém bénh nhan twong ddng véi cac
nghién ctru khac [1], [4], [ 10]. Chua gip bénh nhin
nao x4m lan ndo-mang ndo. Theo FAB hau hét la
L2, kiéu BCR-ABL hau hét 1a minor BCR-ABL
(ela2). C6 mot bénh nhan biéu hién major BCR-
ABL (a2b3); hai bénh nhan biéu hién 2 kiéu ban
sao major BCR-ABL (a2b2) va minor BCR-ABL
(ela2). Vé nhiém sic thé dd, c6 gin 50% la ciy
khéng moc, nhitng trudng hop cdy mgc, phan tich
dugc thi két qua ciing cho thiy chuyén vi t (9;22).
Két qua nay ciing tuong dwong véi cac nghién ciru
khac [2], [5].

- Ti 1 lui bénh hoan toan theo phac d GRAALL
2005 cua nhom nghién ciru chung toi dat dugc
100%, tuwong dwong véi cac tac gia khac [1], [3],
[4], [ 10]. Khong c6 bénh nhén nao tir vong trong
qué trinh diéu tri.

- Thoi gian sdng: thoi gian sbng khong bénh,
thdi gian song toan bd lan lugt 1a 24 + 2 thang va
trung binh 27 + 3 thang ngan hon so véi tac gia Guo
Z thoi gian séng toan bo trung binh 13 28,8 thang
[4], nhung khéc biét khong c6 y nghia théng ké.
Theo Thomas [10] sau 2 nim thdi gian séng khéng
bénh 64%, thoi gian séng toan by 84%, cao hon
nghién ciru cua ching t6i (47% va 58%), nhung
khéc biét chua ¢6 y nghia théng ké. Tac gia Phu
Chi Diing nghién ciru trén toan bdé bénh nhin BCC
Lympho ty 1¢ lui bénh la 83%, DFS 19 thang, OS

25 thang [8]. Nghién ctru chiing t6i trén nhém bénh
nhén tién lugng xiu (Ph+) nhung két qua budc diu
ciing twong dwong véi két qua ctia Phii Chi Diing [8]
va Nguyén Pinh Vian [6].

- Céc bién chimg va dbc tinh cta thudc: trong
qué trinh diéu trj BCC lympho Ph+ bing phac dd
GRAALL 2005, chiing t6i ghi nhén nhing bién chimg
thuong gap va doc tinh cta thude tic dong 1én céc co
quan nhw: hau hét bénh nhan déu suy tiy sau hoa trj
liéu, budn ndn- ndn, rung toc, s6t - nhiém tring chiém
100%, tang men gan chiém 50%, ting duong huyét
36%, con lai cac biéu hién khéc chiém ti 18 thip hon.

Nhung nhin chung da s nhirg bénh nhén nay
duoc diéu tri triéu chung, nang d& thé trang hoic
diéu trj theo nguyén nhan nhu nhiém tring huyét,
viém phdi thi hiu nhu khéng cé truémg hop nao
phai ngung qua trinh diéu trj.

V. KET LUAN

» Hiéu qua diéu trj phac d6 GRAALL 2005
d6i véi BCC lympho ph+ budc du cho thiy c6 hiéu
qua cao dat ti 1§ lui bénh cao, doc tinh chip nhan
duoc, mat khac didu kién st dung va theo dg&i phac
5 khéng phire tap.

» Chiing t6i d& xudt tién hanh nghién ctru
thém vai s& mau 16n hon, thoi gian dai hon va thuc
hién diy du cac xét nghiém vé hinh théi hoc, hoa té
bao, ddu 4n mi&n dich va di truyén té bao, dé danh
gid toan bd phac dd mét cach chinh xéc va diy du.
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