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TOM TAT

Pit van dé: Pa u tiy (Multiple myeloma -
MM) la bénh Iy huyét hoc ac tinh dong té bao
lympho B déc trung bdi sy tang sinh twong bao
4c tinh dan dén tang globulin mién dich don dong
gay ton thuong va rdi loan chic ning cua cac co
quan. DU c6 nhiéu tién bo trong diéu tri nhung
van khdng thé tranh khoi bénh tai phat, chu yéu
la do su loai bo khong hoan toan tuong bao ac
tinh. Vi vy, danh gia bénh ton luu téi thiéu
(Minimal residual disease - MRD) sau diéu tri 1a
v cling quan trong. Trong nhitng nam gan day,
phuong phap té bao dong chay (Multiparametric
flow cytometry - MFC) tai Bénh vién Truyén
Méu Huyét Hoc (BV.TMHH) d3 duoc chuan hoé
theo tiéu chuan Euro Flow, hd trg cho qua trinh
khao sit MRD. Do do6, chung toi tién hanh
nghién ctu nhim danh gia MRD bang phuong
phap MFC sau tu ghép tuy (Autologous stem cell
transplant - ASCT) dé c6 céi nhin tong quét vé
vai trd cia MRD sau diéu trj.

Muc tiéu: Panh gia MRD sau ASCT trong
diéu tri MM bang MFC tai BV.TMHH.
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Poi twong va phuwong phip nghién ciru:
Nghién citu mé ta hang loat ca, hdi ctu voi ddi
tuong 1a 14 bénh nhan (BN) duoc chan doan MM
diéu tri tai BV.TMHH tir 06/2020 dén 06/2022.

Két qua: Panh gia dap ung sau 4 chu ki
VCD (Velcade - Cyclophosphamide -
Dexamethason) bang MFC ghi nhan truéc ASCT
ty 16 BN dat MRD am tinh chiém 42,9%. Sau
ASCT, s6 BN dat MRD am tinh ting 1én chiém
85,7%. Ty 1¢ BN dat dugc dap ing VGPR sau 4
chu ki VCD 1a 21,4% va sau ASCT ty 1€ nay dat
duoc 50%. Ngoai ra, ching t6i con ghi nhan
MFC con cung cép cac ddu 4n twong quan voi
tién lugng nhu CD27, CD28, CD81, CD117.

Két luan: Panh gia MRD trén BN MM sau
ASCT bing MFC cho thidy MRD & BN c6 ghép
t6t hon khong ghép. Bén canh d6, MFC con cung
cap cac diu an co vai tro tién lugng trong MM
méi chan doan gitp dinh huéng cho qua trinh
diéu tri.

Tir khod: bénh ton luu téi thiéu, tu ghép, da
u tuy, té bao dong chay.

SUMMARY
ASSESSMENT OF MINIMAL
RESIDUAL DISEASE AFTER
AUTOLOGOUS STEM CELL
TRANSPLANTATION IN THE
TREATMENT OF MULTIPLE
MYELOMA BY FLOW CYTOMETRY
Objective: Multiple myeloma (MM) is a B-
lymphocyte hematologic malignancy
characterized by malignant plasma cell
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proliferation leading to increased monoclonal
immunoglobulin, which causes damage and
organ dysfunction. Despite many advances in
treatment, relapse is still unavoidable, mainly due
to incomplete elimination of malignant plasma
cells. Assessment of minimal residual disease
(MRD) after treatment is extremely important. In
recent years, multiparametric flow cytometry
(MFC) has been standardized according to Euro
Flow standards at Blood Transfusion
Hematology Hospital, Ho Chi Minh City (BTH),
supporting the MRD survey process. Therefore,
we conduct a study to evaluate MRD by MFC
method after autologous stem cell transplantation
(ASCT) in order to have an overview of the role
of MRD after treatment.

Methods: To evaluate MRD after ASCT in
the treatment of 14 MM patients with MFC at
BTH.

Results: Evaluation of response after 4
cycles of VCD (Velcade - Cyclophosphamide -
Dexamethasone) by MFC recorded before
ASCT, the proportion of patients with MRD-
negative accounted for 42,9%. However, after
ASCT, the number of patients with MRD-
negative increased to 85,7%. Meanwhile, the rate
of patients achieving VGPR after 4 cycles of
VCD is 21,4% and after ASCT this rate changes
into 50%. In addition, MFC also applied few
prognostic markers as CD27, CD28, CD81,
CD117.

Conclusion: Evaluation of MRD in MM
patients after ASCT with MFC showed that
MRD in patients with transplant was better than
without transplant. Besides, MFC also provides
markers with prognostic role in newly diagnosed
MM to help guide the treatment process.

Keywords: ~ minimal residual  disease,
autologous stem cell transplantation, multiple
myeloma, flow cytometry.

I. DAT VAN DE

ba u tuy (MM) la bénh ly déac trung boi
su tang sinh don dong cua twong bao ac tinh,
chiém 1% tong bénh 1i ung thu toan thé gidi
va 10 — 15% trong téng sé bénh 1i 4c tinh
huyét hoc. Su ra doi caa céc thudc méi cling
v6i ASCT di lam ting dang ké thoi gian
séng trung binh caa bénh nhan MM. Tuy
nhién, MM van 13 bénh khong thé chira khoi
Vv6i kha ning tai phat 13 hoan toan khong thé
tranh khoi ngay ca sau khi dat dugc dap ang
sau. Nhiéu nghién ctu chi ra rang bénh tai
phat c¢6 lién quan dén MRD ciing nhu sy
twong quan cua MRD véi bénh sinh va dién
tién cua bénh. Chang han nhu trong nghién
ctu PETHEMA/GEM2012MENQOS65, MRD
duoc danh gia trong 1100 mau tiy xuong tir
397 BN, 61 BN khong c6 dir liéu MRD do da
ngimg diéu tri trong thoi gian khoi phat va
dugc coi a4 MRD duong tinh dé phan tich
diéu tri. Qua nghién ctiu nay, cho thay BN co
MRD &m tinh giam 82% nguy co tién trién
hoac tir vong va giam 88% nguy co tir vong,
so v61 BN c6 MRD duong. Bang chu vy,
MRD 4m tinh di pha nhan cac dic diém tién
luong xau khi chan doan, bao gém di truyén
té bao nguy co cao va phan loai R-ISS ban
dau. Cu thé, véi thoi gian theo dai trung binh
la 40 thang, tién trién bénh xay ra & 14 BN
(7%) vai MRD am tinh so véi 101 bénh nhén
(40%) v6i MRD duong tinh dai dang sau khi
cung ¢b (p < 0,001) [3].

Tur nim 2012, BVTMHH d trién khai sir
dung ky thuat té bao dong chay dé chan doan
tuong bao lanh tinh, 4c tinh bang k¥ thuat 5
mau; dén nam 2017 thi bat dau sir dung panel
8 — 12 mau theo tiéu chuan Euro Flow. Tir
nam 2020, da thuc hién danh gia MRD theo
doi két qua diéu tri trén bénh nhan MM.
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II. DOI TUQNG VA PHU'O'NG PHAP NGHIEN CU'U

Péi twong nghién ciu: Nguoi bénh
dwoc chan doan MM va diéu tri tai
BVTMHH tir thang 06/2020 dén 06/2022.

Tiéu chuan chon miu

- Bénh nhén nguoi Ién > 18 tudi, Mai
duoc chan doan MM theo tiéu chuan cua
IMWG.

- C6 sur dung k¥ that ddu 4n mién dich
ltc chan doan va theo déi MRD.

- Piéu trj theo phac d6 cua BVTMHH va
c6 tu ghép té bao gdc.

Tiéu chuan loai trir

- Bénh nhan dang diéu tri mot ung thu
khac di kém, khong tuan thi diéu tri.

- Ho6 so bénh 4n khong day du.

Phwong phap nghién ctru

Thiét ké nghién ciru

Nghién ctu m6 ta hang loat ca hdi ctu.

Phwong phip tién hanh

Vi day 1a nghién cau trén bénh khong
thuong gap va dac biét bénh nhan con dugc
tién hanh ASCT nén ldy tit ci cic nguoi
bénh thoa tiéu chuan chon bénh va tiéu
chuan loai trir tham gia nghién ciu. Thu thap
dix liéu dyua vao hdi ciu cac hd so bénh an,
cac thdng tin s& duoc ghi nhan vao phiéu thu
thap sé lieu. Co 14 truong hop thoa tiéu
chuén chon bénh va tiéu chuan loai trir. Bénh
dugc chan doan xac dinh va danh gia dap
ing bénh theo tiéu chuan caa Hiép hoi da u
tuy thé gisi IMWG).

Pinh nghia bién s chinh

e Pap tmg diéu tri: bién s6 khdng lién
tuc, ¢6 2 gia tri dap ung mot phan (PR), dap
rng mot phan rat tét (VGPR).

- Pap ung mot phan (PR): 1 trong cac
tiéu chuan sau

+ M-protein huyét thanh giam > 50% va
M-protein nudc tiéu 24 gid giam > 90% hay
con < 200 mg/24 gio.
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+ Ty 1& chudi nhe bénh Ii va khong bénh
I giam > 50%

+ Giam > 50% tuong bao véi diéu kién
tuong bao trong tily xwong ban dau > 30%.

+ Tong duong kinh cua cac sang thuong
phai giam > 50%

- Pap tng maot phan rat tét (VGPR): 1
trong céc tiéu chan sau

+ Protein don dong con phat hién trén
dién di ¢ dinh mién dich nhung (-) trén dién
di dam mau va nudc tiéu.

+ M-protein huyét thanh giam > 90% va
M-protein nudc tiéu con < 100 mg/24h.

e Danh gia MRD: bién s6 dinh tinh, am
tinh va duong tinh.

- MRD am tinh: ty I¢ twong bao ac tinh <
0,001% [13].

- MRD duong tinh: ty I€ tuong bao ac
tinh > 0,001% [13].

Phwong phap phén tich va xir Iy s6 liéu

Cac dir liéu dugc nhap vao phiéu thu thap
s6 liéu, tong hop va phan tich bang phan
mém Microsoft Excel va phan mém SPSS.

Cac bién s dinh tinh: thiéu mau, dau
xuong, gay Xxuong, u tuong bao.

Y duc

Nghién ctru da duoc thong qua Hoi dong
y duc truong Pai hoc Y Duoc TP. H6 Chi
Minh  s6  184/HPDPD-DHYD  ngay
21/02/2022.

Ill. KET QUA NGHIEN cU'U

3.1. Pic diém cia nguoi bénh

Nghién ctitu ¢6 14 bénh nhan MM duoc
diéu tri theo phac do c6 VCD va ASCT.

Tudi trung binh ldc chan doan bénh la
55,9. DB tudi trung binh tir 50 — 60 tudi c6 s6
lwong bénh nhan mai dugc chan doan chiém
nhiéu nhat (Hinh 1).

Thiéu mau va dau xwong 1a hai triéu ching
thudng gap nhat gap ¢ > 90% bénh nhan
MM Iic méi chan doan (Hinh 2).
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Biéu dé 2: Trigu chirng 1am sang lac chdn dodn

Bdng 1. Dic diém bénh nhan IGc chdn dodn (N = 14 BN)

Céc chi sb | Sé ca Ty lé %
Pic diém sinh hec

Hb < 10 g/dI 9 64,3%
S6 lwong tiéu cdu < 100 000 k/uL 2 14,3%

Albumin < 3.5 mg/dL 7 50%
LDH > 280 U/L 4 28,6%
B2M > 3.5 mg/L 11 78,6%
Creatinin > 177 umol/L 2 14,3%

Cé4c thé bénh

Thé toan tiét 13 92,9%

641




KY YEU CAC CONG TRINH NGHIEN C’'U KHOA HOC CHUYEN NGANH HUYET HOC - TRUYEN MAU

IgG 12 92,9%
IgA 1 7,1%
Thé tiét chudi nhe 1 7,1%
Thé khong tiét 0 0
Pic diém di truyén té bao
Nguy co cao:
del(17p), t(4;14), t(14;16) 2 14,3%
Nguy co chuan:
khong c6 céac bt thudng nhidm séc thé thudc nhém 12 85,7%
nguy co cao
Phan giai doan theo R — ISS
Giai doan | 3 21,4%
Giai doan 1l 7 50%
Giai doan Il 4 28,6%

Khoang 2/3 bénh nhan MM Ilic chan doan c6 thiéu mau tir trung binh dén nang. Bén canh
do, trén 3/4 trudong hop c6 B2-microglobulin (B2M) ting tai thoi diém chan doan. Bénh nhan

MM hau hét thudc thé toan tiét (92,9%).

Vé phan loai giai doan bénh, nguoi bénh lic chan doan hau hét & giai doan 11 (50%) va

giai doan 111 (28,6%) theo R — ISS.

Bdng 2. Dic diém bénh nhin trwéc ghép (N=14 BN)

Dic diém S6 lwong Ti 18 (%)
Tudi > 60 4 28,6
Nguy co cao theo di truyén té bao 2 14,3
Nguy co Il - I11 theo R- 1SS 11 78,6

Trong nghién ctru nay, c¢6 14 bénh nhan
duoc tién hanh tu ghép, hau hét 1a bénh nhan
dudi 60 tudi (chiém 71,4%) va phan nhom
nguy co II — 111 theo R — 1SS chiém ti 1& cao
78,6%. Truéc khi tién thanh ty ghép, bénh
nhan duoc diéu tri voi phac @6 VCD 4 chu
Ki.

3.2. Kiéu hinh twong bao lic chin
doan:

- 100% c6 CD38 P9 CD138* CD19™ -
CD56" va92,9% c6 CD45'.

-Ghi nhan c6 2 kiéu hinh
CD38"*CD138" CD19CD56" CD45
(92,9%), va CD38""CD138"CD19CD56"
CD45* (7,1%).
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- Trong d6 cyK+/cyL- chiém 71,4%; cy
L+/cyK- la 28,6%

- Bén canh do, ching t6i con str dung cac
diu 4n c6 gia tri tién lugng khac nhu: CD27,
CD28, CD81, CD117. Két qua lan luot la:
CD27- (4 BN, 28,6%); CD28+ (4 BN,
28,6%); CD117+ (7 BN, 50%) va CD81- (10
BN, 71,4%).

Chung t6i tién hanh xem xét mbi twong
quan cua cac dau 4n va MRD sau diéu tri voi
ddc diém can 1am sang (Hb, tiéu cau, LDH,
B2M, albumin, canxi, creatinin, protein niéu
24 gid), dic diém bénh giai doan, nguy co
lic chan doan va dap tmg sau diéu tri. Chlng
t6i ghi nhan dwoc cac mbi twong quan co ¥
nghia trong cac bang dudi day:
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Bdng 3. Méi twong quan gita MRD truwéc ghép va cdc diic diém ciia BN

e e MRD truéc ghép (N=14)
Dic diem Am tinh (N =6) Duwong tinh (N=8) P
Hb (g/L) 10£0,5 8,520,3 0,03
Albumin (mg/L) 37,518 31,7415 0,035

Nhan xét: Nhom BN ¢6 MRD am tinh truéc ghép c6 nong d6 Hb va albumin méu cao
hon nhém c¢6 MRD duong tinh c¢6 ¥ nghia véi p lan luot 1 0,03 va 0,035.
itta CD27 va cac dic diém cia BN

Bdng 4. Méi twong quan

Pic diém

CD27 (N=14)

Am tinh (N = 4)

Dwong tinh (N = 10)

P

Canxi (mmol/L)

2,640,1

2,3+0,1

0,045

Nhgn xét: Canxi mau & nhom CD27 am tinh cao hon c6 ¥ nghia théng ké (p = 0,045) so

v6i nhom CD27 duong tinh.

Bdng 5. Méi twong quan giiva CD117 va cdc dic diém ciia BN

Pic diém

CD117 (N=14)

Amtinh (N=7)

Duwong tinh (N =7)

p

p2M (mg/L)

8,2+1,5

5+0,8

0,03

Nhdn xét: p2M ¢ nhom CD117 4m tinh cao hon ¢ ¥ nghia théng ké (p = 0,03) so véi

nhom CD117 duong tinh.

Bdng 6. Méi fwong quan giia cyK hodc cyL va cdc dic diém ciia BN

Pic diém

Chubi nhe (CyK hoiic CyL)

CyK*/CyL" (N = 10)

CyL*/CyK™ (N = 4)

P

Tiéu cau (k/uL)

205,6+20,0

166+15,0

0,044

Nha@n xét: Nhém BN c6 biéu hién CyK duong tinh c¢6 s lugng tiéu cau tai thoi diém
chan doan cao hon nhém c6 biéu hién am tinh (p = 0,044).

3.3. Pap ung diéu tri

Trwoéc

78,6% _

Sau

EVGPR m PR
Biéu dé 3: Ty 1¢ bénh nhéin dat ddp itng PR va VGPR truwéc va sau ghép

50%

B VGPR

» PR
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2l Negative ™ Positive

85,7%

El Negative M Positive

Biéu do 4: Ty 1¢ MRD trwéc va sau ghép
Nhan xét: Ty 1é¢ BN dat duoc dap ung VGPR ting tir 21,4% ¢ thoi diém truéc ghép 1én
50% sau ghép (Biéu d6 3). Va ty Ié bénh nhan dat MRD &m sau ty ghép ting 1én dang ké tir

42,9% lén 85,7% (Biéu do 4).

IV. BAN LUAN

4.1. Pic diém bénh nhén truéc diéu tri

Hau hét bénh nhan cé biéu hién thiéu
mau trén 1am sang tai thoi diém chan doan
VGi C4c triéu chimg thuong gap nhu hoa mit,
chong mat, mét moi,... (100%). Theo sau la
triéu ching dau xwong chiém ty 1& 92,9%.
Céc triéu ching khéac c6 thé gap trén 1am
sang nhu u tuong bao, gay xuong.

Do tudi trung binh cua bénh nhan khi
dugc chan doan da u tuy 1a 559 twong tu
nghién ctru cua tac gia Nguyén Phuong Lién
tai BVTMHH cho thay tudi mic bénh trung
binh 1a 57 tudi nhung lai thiap hon so voi
nghién ctu cia nudc ngoai nhu theo
Kazandjian va cong su thi do tudi nay dao
dong trong khoang 66 — 70 va tai Hoa Ki
theo nghién ciu Landgren cong bd vao nam
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2021 thi d6 tudi bénh nhan trung binh Ic
chan doan 1a 69 [6][7][10].

Vi bénh hay gap trén nhing nguoi lon
tudi nén thuong c6 bénh nén di kém. Trong
khao sat nay, c6 57,1% bénh nhan tién hanh
diéu tri tu ghép c6 it nhat 1 bénh Ii nén trudc.
Trén thé giodi da dua ra qui chuan chung vé tu
ghép trong bénh 1i da u tuy 1 d6i twong < 65
tudi 1a tot nhat nhung van ¢ cac truong hop
ngoai 1& > 65 vé&i do tudi 1én dén 72 hay 75
tudi [1]. Trong nghién ciru nay ciing gap phai
nhitng bénh nhan tu ghép véi do tudi > 60
tudi chiém 28,6%. S6 bénh nhan tién hanh
ghép hau nhu dugc xép vao giai doan 11— 111
theo R-ISS chiém 78,6% cao hon so voi
nghién ctru cua tac gia Veronica Gonzéalez-
Calle 1a 68% [5].

Pinh gia chin doan va diéu tri
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Twong ty nhu nhiéu nghién ctu trén thé
gidi va nghién ctru gan day nhat & Viét Nam
cua tac gia Nghiém Ly Thanh Thao, kiéu
hinh gap hau hét trén bénh nhan da u tuy méi
chan doan qua khao sat la CD45CD19
CD56" chiém 92,6% [9].

Bén canh kiéu hinh mién dich c6 nhiing
déu 4n t& bao mang vai trd chan doan thi con
¢6 nhitng ddu 4n mang tinh chat tién lugng
cao.

Nghién ctru cua tac gia Philippe Moreau
trén 86 bénh nhan ciing nhan thay kiéu hinh
mién dich khong biéu hién CD27 trén twong
bao bénh nhan da u tay lam rat ngan thoi
gian séng con chung [8]. Cho thiy CD27
duong tinh 13 mot ddu an thuan loi & bénh
nhan da u tay. O khao sat ndy, ghi nhan duoc
bénh nhan méi chan doan co canxi mau &
nhom CD27 am tinh cao hon c6 y nghia
théng ké (p = 0,045) so véi nhom CD27
duong tinh. Piéu nay xuat hién twong tu
trong nghién ctru cua tac gid Bin Chu trén
165 bénh nhan da u tiy méi chan doan va
nhan thdy nhom CD27 am tinh c6 ty 1 tuong
bao trén tay dd, B2M, canxi, giai doan III
theo ISS cao hon so véi nhom CD27 duong
tinh. Theo do1 1au dai, tac gid nay cling nhan
thdy nhom CD27 am tinh c6 ty 1¢ dap tng
chung sau 4 dot héa tri, PFS va OS thap hon
so v&i nhém CD27 duong tinh [8].

V61 CD28, tac gia Nelly Robillard
khi nghién ctru trén 116 bénh nhan da u tay
cling da cho ra két luan: sy hién dién cua

CD28 lién quan dén sy lan rong cta khdi u

va thit bai véi diéu tri [12]. Nhiéu nghién
ctru khac ciling dua ra két luan réng biéu hién
CD28 trong MM twong quan dang ké véi tién
luong x4u va sy tién trién cia bénh [2].
Nghién ciru ctia ching t6i chua ghi nhén
dugc mbi trong quan ciia CD28 voi nhitng
dic diém khac caa bénh.

O khao sat ching t6i ghi nhan dwoc B2M
¢ nhom CD117 am tinh cao hon c6 y nghia
thong ké (p = 0,03) so véi nhom CDI117
duong tinh. Mot s6 tac gia trén thé gidi ciing
tim thdy mdi quan hé giita biéu hién CD117
v6i nong d6 B2M mau tuong ty nhu nghién
clru cta chung t6i. Cu thé, khi nghién ciru
trén dbi twong bénh nhan da u tiy méi chan
doan, tac gia Fundan Ceran va tac giad Regis
Bataille déu cho két qua nhoém c6 CD117 4m
tinh c6 néng d6 B2M cao hon c6 y nghia
thong ké so v6i nhom c¢6 CD117 duong tinh
va goi y CD117 duong tinh mang tién lugng
tbt [4].

Hau hét bénh nhan dat dugc dap ung tir
PR tr& 1én sau diéu tri 4 chu ki VCD, thoa
tiéu chuan bénh nhan dugc tién hanh ASCT
tai BV.TMHH. Sau ASCT da sé6 BN dat
duogc dap tng sdu hon vé mit xét nghiém
mau va nude tiéu. Cu thé 1a trudc ghép ty 1¢
bénh nhan dat dugec VGPR va PR lan luot 1a
21,4% va 78,6%. Sau ghép con sd nay la
50% cho VGPR va PR.

Bén canh d6, chung t6i ciing tién hanh
danh gia dap ung sau 4 chu ki VCD trén
bénh nhan MM bang MFC xem xét sy ton

luu con lai cta nhitng té bao ac tinh (MRD)
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va ghi nhan duoc trude khi tién hanh ASCT
ty 1€ bénh nhan dat dugc MRD am tinh <
50% (42,9%) va duong tinh chiém ty 1¢ cao
hon (59,1%). Tuy nhién, sau khi trai qua diéu
tri ASCT, BN dat dugc MRD am tinh ting
1én dang ké chiém 85,7% va giam ty 16 MRD
duong tinh con 14,3%. Piéu tuwong tu nay
cling dd duoc cong bd trong nghién ciru cia
Rawstron va cong sy trén 1114 bénh nhan
MM moéi chan doan. Diéu tri tin cong ban
dau cho cic BN nay la phic 46 CVAD
(cyclophosphamide, vincristine, doxorubicin,
and dexamethasone) (n = 556) va CTD
(cyclophosphamide, thalidomide, and
dexamethasone) (n = 555) tir 4 — 6 chu ki cho
dén khi dat dugc dap ung t6i da va tién hanh
ASCT sau d6. Ty 1¢ dat dap tng MRD am
tinh danh gia bang MFC sau khi hoan tat diéu
tri tin cong CVAD va CTD lan luot 1 13%
va 25%. Sau khi BN dugc tién hanh tu ghép
thi ty 1¢ MRD am tinh dat dugc trén nhom
diéu tri CVAD va VTD lan lugt 1a 54% va
71% vé1 p < 0,001. Ngoai ra, nghién clru nay
con dua ra két luan rang trén nhitng BN c6
MRD am tinh sau ty ghép cho gia tri tién
doan cao vé két cuc thuan loi cia BN (PFS, P
<0,001; OS, P <0,0183) [11].

V. KET LUAN

banh gia MRD trén bénh nhan MM sau
ASCT biang MFC cho thay MRD ¢ BN ¢
ghép tét hon khong ghép. Bén canh d6, MFC
con cung cap cac dau an co vai tro tién luong
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trong MM méi chan doan gitp dinh huéng
cho qué trinh diéu trj.

VI. LO1 CAM ON

Nghién ctu nay duoc tai trg boi Quy
Phat trién khoa hoc va cong nghé TP. Ho6 Chi
Minh, S& Khoa hoc va Cong nghé TP. Ho
Chi Minh.
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