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TOM TAT

Muc tiéu: dénh gia két qué hoa tri liéu cao va ghép té bao gbc tao mau tw than hé tro diéu tri ung thu
bubng tring giai doan mudn hodc téi phét.

Phwong phép nghién ciru: thir nghiém Iam sang, khéng déi chiing.

Déi twong nghién ciru: 11 bénh nhén ung thw bubng trirng giai doan muén hodc tai phét, duoc héa
tri liéu cao va hé tror voi ghép té bao gbc tao mau tw than (sau khi diéu tri dd 6 liéu trinh véi liéu co ban va
phéau thuat giam khéi), thoi gian theo dGi tir thang 10/2012 dén thang 5/2018

Két qua: suy tuy xuong ndng la bién chiing thuong gép nhét sau héa tri liéu cao. Liéu ghép té bao gbc
trung binh la 4,70 = 1,62 x 10° /kg. Thoi gian hdi phuc bach cau trung binh la 7,5 + 0,8 (6 - 9) ngay va thoi
gian héi phuc tiéu céu trung binh 13 9,5 + 2,1 (7 — 13) ngay. Ty 1é séng thém toan bé va séng bénh khéng
tién trién sau 3 ném lan lwot Ia 72,7% va 63,6%.

Két luan: Hoa trj lidu cao véi hé tro cla ghép té bao gbc tao mau tw than trong diéu tri ung thu bubéng
trirng giai doan muén hodc tai phat cé thé la phuong phép diéu tri an toan va hiéu qua.

Ttr khéa: ung thu budng triing, héa tri liéu cao, ghép té bao gbc tao mau tw than.

ABSTRACT

OUTCOMES OF HIGH DOSE CHEMOTHERAPY WITH THE SUPPORT OF
AUTOLOGOUS PERIPHERAL BLOOD STEM CELL TRANSPLANTATION IN THE
TREATMENT OF PATIENTS WITH ADVANCED STAGE OR RELAPSED OVARIAN CANCER
AT HUE CENTRAL HOSPITAL

Nguyen Duy Thang', Ton That Minh Tri’, Le Sy Phuong, Dong Si Sang’,
Phan Thi Thuy Hoa', Pham Thi Ngoc Phuong’

Objectives: To evaluate the outcomes of high dose chemotherapy (HDC) and autologous peripheral
blood stem cell transplantation (PBSCT) in patients with advanced stage or relapsed ovarian cancer.
Method: Uncontrolled clinical trial.
Subject: 11 patients with advanved stage or relapsed ovarian cancer that were treated by HDC in
support of autologous PBSCT, and followed up from October 2012 to May 2018.
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Results: Severe bone marrow failure was the most common complication after high dose chemotherapy
in patients with advanced stage or relapsed ovarian cancer. Stem cell transplantation dose was 4.70 *
1.62 CD34" cells x 10%kg. The mean time of recovery was 7.5 + 0.8 (6 - 9) days for white blood cells and
9.5+ 2.1 (7 — 13) days for platelets. The estimated rates of 3- year OS and DFS were 72.7% and 63.6%,

respectively.

Conclusion: High dose chemotherapy with the support of autologous PBSCT in the treatment of

patients with advanced stage or relapsed ovarian cancer could be safe and effective.

Keywords: ovarian cancer, high dose chemotherapy, peripheral blood stem cell transplantation.

* Pé tai thudc dé tai cdp nha nuéc BDTPL.2012-G/31 Nghién ctru st dung té bao gbc tao méu tw than

trong diéu tri ung thw vi va ung thw bubng trirmng

- Chud nhiém dé tai: PGS. TS. Nguyén Duy Théng

I. PAT VAN PE

Ung thu biéu mé budng trimg (UTBMBT) la
bénh li 4c tinh thuong gap trong phu khoa. Khoi phat
bénh thudng 4m tham va tién trién nhanh nén phan
16n bénh nhan duoc chan doan khi bénh da ¢ giai
doan muon 1am cho viéc diéu tri gap nhiéu kho khan
va két qua ciing khong nhu mong mudn [4], [5].

Nhiéu thir nghiém da duoc tién hanh nhu hoa chat
trong 6 phiic mac [2], héa tri liéu tang cudng [4], liéu
phap nhim trang dich [5] va dic biét 1a st dung hoa tri
liéu cao véi hy vong cai thién dugc thdi gian sdng con
cho bénh nhén [1]. Tuy nhién, héa tri liéu cao thudng
gdy ra nhiéu doc tinh trong d6 nguy hiém nhat 1a suy
tily xuong ning c6 thé dan dén tir vong [1].

Nhiam khic phuc bién ching suy tay xuong do
tang lidu hoa tri chung toi tién hanh dé tai nay véi
muc tiéu:

- Khao sat cac bién ching do hoa tri liéu cao

- Panh gia kha nang hoéi phuc cta tiy xuong sau
ghép té bao gbe tao méau tu than.

- Danh gia thoi gian song thém sau 3 nim

II. PHUONG PHAP VA DPOI TUQNG
NGHIEN CUU

2.1 Pé6i twong nghién ciru

11 bénh nhan ung thu biéu mé budng trimg giai
doan Illc, IV theo FIGO hodc tai phat dugc hoa tri
lidu cao va hd tro véi ghép té bao gbc tao mau ty
than tai Bénh vién TW Hué (sau khi hoan tit du 6
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liéu trinh diéu tri co ban va phau thuat giam khoi),
thoi gian theo di tir thang 9/2012 dén thang 5/2018.

Tiéu chuén chon bénh

- Cac bénh nhan UTBMBT giai doan III hoac IV
va UTBMBT tai phat.

- Do tudi 18 dén 60.

- Bénh nhén va gia dinh dong y tham gia nghién
ctlru.

Tiéu chuin loai trir

- Chéng chi dinh v&i diéu tri héa chat hodc phiu
thuat.

- Bénh nhan c6 kém theo ung thu khac.

- Bo diéu tri hodc bo theo ddi gilra churng, hoac
khong tuan thii phac do diéu tri

- Pé khang Platinum.

2.2. Phwong phap nghién ciu: Thi nghiém
lam sang, khong ddi chimg.

Cic budc tién hanh

Diéu tri héa chit liéu co bin (liéu chudn) va
phdu thudt giam khéi

- V&i bénh nhan khong giam khdi ngay dugc
s& chi dinh hoa tri tién phiu 3-6 litu (Paxus PM
230mg/m 2 da + Carboplatin AUC 6) tuy theo murc
d6 bénh va kha ning dap ung héa chat, sau d6 tién
hanh phiu thuat giam khéi.

- Véi bénh nhan c6 thé phiu thuat giam khoi
ngay tu déau s& dugc hoa tri 6 dot liéu chuan.

Huy dpng va thu thip, bio qudn té bao géc tw

thdn mdu ngoai vi
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- Huy dong té bao gbc bang Neupogen 10pg/kg/
ngay

- Thu thap té bao gdc mau ngoai vi bang may
Presenius. Muc tiéu thu duoc sb lugng té bao
CD34+ > 2,5x 10%kg can nang bénh nhan.

- Bao quan té bao gbc ¢ -196°C.

Héa tri liéu cao nhiéu dot két hop ligu phdp
nhim tring dich

- Paxus PM 300 mg/m?da.

- Carboplatin véi AUC = 12 dén 14 & dot dau
va tang lidu dan & cac dot sau (AUC 14, 16, 18) tuy
theo kha nang dung nap cua bénh nhan.

- Bevacizumab (Avastin) 7,5 mg/kg.

- Khoang cach gitra cac dot hoa tri liéu cao 1a 21
ngay. Bénh nhan khong tiép tuc dot héa tri liéu cao
tiép theo néu chirc ning gan, than va cac thong s6
mau ngoai vi chua hoi phuc trd lai.

- Panh gia doc tinh cua hoa tri liéu cao theo WHO.

Ghép té bao goc tao mdu tw thin

- Néu tiy xuong khong hoi phuc sau tdi da 7
ngay diéu tri hd tro bang Neupogen va cac ché phdm
mau, bénh nhan s& duoc ghép té bao gbe tao méau.

III. KET QUA NGHIEN CUU

- Theo ddi moc manh ghép, xuit vién khi tay
xuong da hdi phuc tbt.

Theo doi va tai kham sau ghép

Sau khi hoan tit qua trinh diéu tri, bénh nhan
duoc cho xuit vién, tai kham mdi 1 thang trong
vong 6 thang, sau d6 1a mdi 3 thang cho dén 2 nam,
va mdi 6 thang cho dén 5 nam.

M&i 1an bénh nhéan tai kham, dugc kham phu
khoa, cho cac xét nghi¢m: CA 125, HE4, siéu am
bung chau, cong thitc mau, SGOT, SGPT, Ure,
Creatinin.

Néu nghi ngo tai phat thi bénh nhan dugc thim
do thém nhdm chin doan xac dinh tinh trang tai
phat. CT scanner dugc chi dinh mdi 3 thang. Néu
chan doan xac dinh tai phat, bénh nhan dugc cho
nhap vién lai tai phong Phu khoa, khoa San dé tiép
tuc diéu tri.

Phéiu thudt néi soi Second - look

Bénh nhan ra vién sau 6 - 12 thang s€ dugc hen
vao vién lai tai khoa Phu san dé tién hanh ph?lu
thut nodi soi Second - look khao sat 6 bung danh
gia tai phat.

Bdng 1. Péc diém chung ciia nhém nghién ciru

Pic diém n=11
Tubi 50,9 + 4,8 (43 — 57)
. " , Ao Tai phat 6
Tinh h Lic nh .
inh trang bgnh lic nhap vien Phat hién ban dau 5
Giai doan bénh theo FIGO Iﬁ/C §

Trong 11 bénh nhan duoc chon dé hoa tri lidu cao, tudi trung binh 13 50,9 + 4,8 (43 — 57), ¢6 6 bénh nhan
tai phat, 8 bénh nhan giai doan FIGO IIIC, 3 bénh nhan giai doan FIGO IV.
Badng 2. Liéu carboplatin sir dung trong ung thuw buong trirng

Liéu carboplatin Pon vi Trung binh Cao nhit Thip nhit
Liéu AUC 12,2+0,6 14 12
Pot 1 =

(n M 11) Liéu mg 1213,6 £ 156,7 1500 1050
So v6i lidu co ban lan 2,7 3,3 23
Liéu AUC 16,5+ 1,0 18 16

(}z‘-’: j) Liéu mg 14625 1650 1200
So v6i lidu co ban lan 3,3 3,7 2.7
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C6 7 bénh nhan duge hoa tri lidu cao 1 dot va 4 bénh nhan dugc hoéa tri liéu cao 2 dot. Liéu Carboplatin
AUC 12,2 £ 0,6 twong duong 1200 mg ¢ chu ky 1 va AUC 16,5 + 1,0 tuong duong 1600 mg & chu ky 2,

déu cao gap 2 dén 3 lan so véi diéu tri co ban.

Bdng 3. Bién chirng cua hoa tri liéu cao o cdc co quan ngoai tuy xuong

Ml}’C Budn Pﬁn & Ti%u L.(:ét Pau Mét méi |Rung téc| Da Téang men
do non chay miéng : : gan
Do 0 3 10 9 8 3 0 9 6
bo1 8 1 2 3 8 0 2 3
b6 2 0 0 0 0 0 0 0 2
b6 3 0 0 0 0 0 11 0 0
Do 4 0 0 0 0 0 0 0 0
Tong 11 11 11 11 11 11 11 11
Bién chtng do hoa tri liéu cao & cac co quan ngoai tuy xuwong chu yéu & muc do nhe.
Bdng 4. Bién chimg ciia héa tri liéu cao trén tiy xwong
Mikc . Gidm Gidm Gidm Sot giam ; <
ih) GidmHb |5 BC hat tiéu cu BCghat Xuat huyet
Do 0 0 0 0 0 6 6
b1 1 0 0 0 2 5
Do 2 8 0 0 0 3 0
b6 3 2 5 0 0 0 0
Do 4 0 6 11 11 0 0
Téng 11 11 11 11 11 11

- Thiéu méau da s6 & mirc d6 2 (8 bénh nhan).

- Giam tiéu cau nang (d6 4) ¢ tit ca bénh nhan, tuy nhién chi 5 bénh nhan c6 biéu hién xuat huyét nhe.

- Giam bach cau hat nang (d0 4) & tat ca 11 bénh nhan trong d6 ¢6 5 bénh nhan co6 biéu hién sét nhe trong

giai doan giam bach cau hat.
Bdng 5. Liéu ghép té bao goc

I Liéu ghép té bao gbc
Chiso (x 10°TB/kg)
X +SD 47+ 1,62 (2,72 - 8,32)

Li€u ghép t€ bao goc cua cac bénh nhan trong
nghién ctru cao hon so voi li€u toi thieu dé moc
manh ghép thuan loi.

Bdng 6. Tdc dung phu sém sau ghép té bao goc

Tac dung phu n=11
M¢ét moi 9
Budn non 6
Noén 2
Kho thd 1
Nhip cham 3
Tang huyét ap 7
Tiéu do 11
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Tac dung phu sém sau ghép gip nhiéu nhit
1a tiéu do (11 bénh nhén), tiép theo 1a mét moi (9
bénh nhan), ting huyét 4p (7 bénh nhan), budn noén
(6 bénh nhan). .
Bang 7. Thoi gian hoi phuc tiuy xuwong
sau ghép té bao goc

Thoi gian hoi UT buong trirng (n = 11)
phuc (ngay) ; .
Bach cau Tiéu cau
X +SD 7,55+0,82 | 9,55+2,16
Nhanh nhét —
cham nhit 6-9 7-13

Thoi gian hdi phuc bach ciu 1a 7,55 + 0,82 ngay
(6 d&én 9 ngay), va tiéu cau 1a 9,55 + 2,16 ngay
(7 dén 13 ngay).
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Bang 8. Ty I¢ OF va PSF sau 3 nam

OF va PFS sau 3 nam UT buéng trimg
(n=11)
oS 8/11 (72,7%)
PFS 7/11(63,6%)

Ty 18 séng thém toan bo (OS) va séng thém bénh
khong tién trién (PFS) sau 3 nim ctia cac bénh nhan
trong nghién ciru cia chung toi lan luot 1a 72,7% va
63,6%.

IV. BAN LUAN

Vé dic diém chung ciia nhém nghién ciru

Tubi trung binh ctia cdc bénh nhéan trong nghién
clru cua chung t6i 1a 50,9 + 4,8 (43 — 57). PBay ciing
1a do tudi thuong dugc chon dé hoa tri liéu cao va
ghép té bao gdc.

Trong nghién ctru nay, chung t6i chi chon nhitng
bénh nhan giai doan FIGO Illc, IV hoac tai phat.
Chung t61 khong chon nhiing bénh nhan giai doan
som hon boi vi nhiing bénh nhan ¢ giai doan sém
thudng co tién lwong tdt sau khi hoan tit lidu trinh
diéu tri co ban, ty 1é song sau 5 ndm & nhing bénh
nhan nay tham chi trén 90% ngay ca khi khong diéu
tri hoa chat [2].

Vé diéu tri héa chit lidu cao cho bénh nhan
ung thw budng trirng

Trong 11 bénh nhan nghién ctru chi c6 4 bénh
nhan dugc hoa tri lidu cao 2 dot, 7 bénh nhan con
lai chi duoc hoa tri lidu cao 1 dot dd xay ra bién
ching suy tiy xwong ning phai hd tro bang ghép
té bao gdc.

Puoc goi 1a diéu tri hoa chit liéu cao néu liéu
hoa chét st dung cao gip 3 1an binh thudng [1].
Trong nghién cGu nay, ching t6i st dung
Carboplatin AUC 12 dén 14, sau d6 ting dan dén
AUC 14, 16 hoac 18, tuong duwong 1200 - 1600mg.
Theo Doroshow JH va Synold T thi khi ting liéu
platinum s& lam ting rat nhanh tac dung tc ché té
bao [6]. Con voi Paclitaxel, thi nhirng thudc thé
hé méi sau nay khi ting liéu s& lam ting rd rét tac
dung diét té bao [4].
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Veé céc bién chirng ciia héa tri liéu cao

Céc bién ching cua héa tri lidu cao xay ra tuong
d6i nhe & cac co quan ngoai ty xuong va cé thé hoi
phuc duoc.

Tai tiy xwong, tit ca bénh nhan déu co tinh trang
suy tiy xuong nang dac biét bach cAu hat va tiéu cau
giam rit nang nguy co nhiém trung hodc xuat huyét
de doa tinh mang bénh nhan.

Theo nghién ctru cua Salerno MG véi 55 bénh
nhan UTBT dugc diéu tri hoa chét liéu cao thi 100%
bénh nhan suy tiy mtrc d6 nang (d6 4) [10].

Vé liéu ghép té bao gbc cho bénh nhin ung
thu budng trirng

Liéu ghép TBG cho cac bénh nhan ung thu
budng trimg trung binh 1a 4,7 + 1,62 x10° /kg (2,72
— 8,32 x10°/kg) cao hon so véi liéu tdi thiéu dé moc
ménh ghép, day 1a mot trong nhiing yéu t6 thuan loi
gitip tity xuong hdi phuc nhanh sau ghép.

Veé tac dung phu sém sau ghép té bao gbc

Tac dung phy sém sau ghép gip nhidu nhit la
tiéu d6 (11 bénh nhan), tiép theo 1a mét moi (9 bénh
nhan), ting huyét 4p (7 bénh nhan), budn nén (6
bénh nhan).

Céc bién chung do truyén khéi TBG tu than
bao quan & -196°C hau hét co lién quan dén cac
tac dung phu ciia DMSO, cac chit nhidm trong tai
chira TBG va thé tich truyén tai thoi diém ghép. Cac
bién chirng nay bao gém: budn ndn, ndN, tang va ha
huyét ap, loan nhip tim, cac tac dung phu dudng tiéu
héa, tiéu do....

Vé thoi gian hdi phuc tiy xwong sau ghép té
bao goc

Trong nghién ctru cia ching toi, thoi gian hdi
phuc bach ciu sau ghép 1a 7,55 + 0,82 ngay (6-9
ngdy) va thoi gian hdi phuyc tiéu cau la 9,55 + 2,16
ngay (7-13 ngay).

Cac bénh nhan trong nghién ctru cia chiing toi
thugc nhom u dic, viée sir dung hoa tri liéu cao
khong nham muc dich diét tuy, hon nira licu té bao
gbc thu dugc dé ghép tuong dbi cao, day 1a nhirng
yéu to thudn loi gitp rit ngan thoi gian hoi phuc
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bach ciu va tiéu cau so v6i cac trudng hop ghép
TBG diéu tri cac bénh 4c tinh vé mau noi chung.

Vé ty 1é song thém toan bd (OS) va ty 1¢ song
thém khong bénh (PFS) sau 3 nim

Ty 1& sdng thém toan b (OS) va séng thém khong
bénh (PFS) sau 3 ndm cua cac bénh nhan trong
nghién ctru ciia chiing t6i 1an lugt 13 72,7% va 63,6%.
Pay 1a nhitng két qua déng khich 1¢ cho nhiing bénh
nhan UTBMBT giai doan mudn hodc tai phat. Theo

Nghién ciiu két qua héa tri liéu cao...

nghién ctru cua Chan S. va cdng sy trén 245 bénh
nhan UTBMBT t4i phat thi thoi gian séng thém trung
binh sau chan doan chi khoang 12 thang [3].

V. KET LUAN

Hoéa trj liéu cao véi hd tro cua ghép té bao goc
tao mau ngoai vi tu than 1a phuong phap diéu tri an
toan va budc dau c6 hidu qua ¢ nhitng bénh nhan

ung thu budng trimg giai doan mudn hoic tai phat.
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