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LIPOSOMAL DOXORUBICIN TRONG UNG THU BIEU
MO BUONG TRUNG KHANG PACLITAXEL-PLATIN

Nguyén Vé&n Cau', Phung Phudng'

TOM TAT

Nhan xét 19 bénh nhén ung thw budng tring tién trién sau hoa tri paclitaxel-platin d& duwoc diéu tri
bwéc 2 voi liposomal doxorubicin.

Muc tiéu: Xac dinh hiéu qua va dung nap cua liposomal doxorubicin trong diéu trj buéc 2 ung thw budng
trieng tién trién sau héa tri buéc 1 véi paclitaxel-platin

Déi twong va phwong phap nghién ciru: Nghién ciu hdi clru 19 bénh nhan ung thw budng trimg tién
trién sau héa tri budce 1 véi paclitaxel-platin giai doan 02/2010 dén 06/2014.

Két qua: V&i mire liéu liposomal doxorubicin 40mg/m? méi 3 tuén, déc tinh héa tri trén 90% & mdrc dé
1v4 2. Ty I8 do tinh d6 3 rét thap va tw hdi phuc. Khéng cé bénh nhén bj sw ¢é tim mach. Ty Ié dap tng
khodng 36%. Séng thém trung binh khodng 42 thang.

Két lugn: Liposomal doxorubicin véi liu 40mg/m? méi 3 tudn c6 hiéu qua céi thién séng thém khéng
tién trién va doc tinh dung nap tét trén bénh nhan ung thuw biéu mé budng trimg tién trién sau hoéa tri
buwdc 1 voi paclitaxel-platin.

Tir khéa: liposomal doxorubicin, ung thuw buéng trimg

ABSTRACT
LIPOSOMAL DOXORUBICIN IN OVARIAN CANCER RESISTANCE PACLITAXEL-PLATIN
Nguyen Van Cau’, Phung Phuong’

19 patients with recurrent ovarian cancer after being treated with first line paclitaxel-platin continued
receiving 40mg/m? liposomal doxorubicin each cycle for 6 cycles as a second line setting.

Objective: To determin the efficacy and tolerance of liposomal doxorubicin in second line setting for
recurrent ovarian cancer treated first line with paclitaxel-platin.

Methods: From 02.2010 to 06.2014, 19 patients with recurrent ovarian cancer treated with paclitaxel-
platin enrolled. The efficacy and toxicities were evaluated for patients received 40mg/m? liposomal
doxorubicin each cycle for total 6 cycles.

Results: The objective response rate is 36% with the overall survival about 42 months. The toxicities
are common in grades 1 and 2 and self-recovery. No palients had cardiovascuar events.

Conclusion: Liposomal doxorubicin with the dose of 40mg/m? for recurrent ovarian cancer after first line
treated with paclitaxel-platin is effective and toxicities is well tolerated.
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Bénh vién Trung wong Hué

[. PAT VAN DE

Ung thu budng trimg 1a ung thu phé bién thir 7
& phu n@r Viét Nam va thuong duoc chén doan &
giai doan tién xa [1]. Pa sb ung thu buéng trung
¢o ngudn gbe biéu md [2]. O giai doan tién xa,
ty 1¢ tai phat sau phau thudt 12 kha cao va doi hoi
hoéa tri hd trg. Mic dau gan day paclitaxel phdi
hop voi platin thuong duoc st dung cho hoa tri
budce 1, tuy nhién ty 1¢ tai bénh kha cao va doi hoi
phai c¢é diéu tri thém vao cho nhiing trudng hop
tai bénh nay. Mic dau nhiing trudng hop tii bénh
van con nhay véi platin dic biét tai bénh mudn sau
6 thang tuy nhién hiéu qua cua viéc st dung lai
cac hop chét platin vin con khiém tén. Cac nhom
thudc khac nhu ifosfamide, etoposide, topotecan
va gemcitabine cho thiy c6 hoat tinh trong hoéa tri
bude 2 tuy nhién dung nap doc tinh van con thap
va thuyén giam bénh kéo dai 1a khéng thuong
xuyén [3]. Vai trd cua hoa tri lidu cao vdi céc
cytokin va ghép té bao gdc tao mau tu thin dang
duwoc nghién ciru tuy nhién chi mot s it bénh
nhan dap ‘mg du tit ca céc tiéu chi dé co thé chi
dinh. Liposomal doxorubicin v&i cdng nghé Nano
gbm nhing tiéu phén liposome chua doxorubin
dugc bao boc bén ngoai lop polyethylene glycol
di tao ra duoc nhing lgi thé vé duge dong hoc
cling nhu ting thoi gian ban hiy 1én gip nhidu lin
so voi doxorubicin nén hi¢u qua cao nhung déc
tinh dung nap tdt hon.

Muc t1éu:

1. Xac dinh hié¢u qué cua liposomal doxorubicin
trong ung thu budng trimg tai phat

2. banh gia dung nap hoa tri liposomal
doxorubicin

11. POI TUONG VA PHUONG PHAP NGHIEN
cUU

2.1. Pdi twong nghién ciru

Tiéu chuén nhén bénh:

- Tudi tir 18 dén 70

- Mb bénh hoc 1a ung thu biéu mé budng trimg
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- Tién trién sau it nhat 2 chu ky hoa trj budc 1 véi
Paclitaxel va Platinum

- Chi sb hoat déng thé lwvc ECOG 0-1

- Ky vong sbng thém > 2 thang

- S6 Iuong bach ciu da nhan trung tinh > 1500/ ul,
s6 Tugng tiéu cdu >100.000/ul va hemoglobin >
8.0g/dl

- Trén 4 tun ké tr chu ky hoa tri gin nhat

- Phin suit tong mau that trai > 50% theo phuong
phap siéu 4m tim

- Khong c6 bénh man tinh de doa

- Khoéng ¢6 thai

2.2. Phuong phap nghién citu

2.2.1. Ké hoach diéu tri:

Lc nhéan vao, bénh nhin dugc chi dinh chup cit
16p vi tinh bung chiu dé danh gi4 mirc d6 lan rong
cta bénh. Hoa tri mot thude liposomaldoxorubicin
liéu 40mg/m? hoa trong 250ml dung dich dextrose
5% chuyén tinh mach 1 gid va lap lai chu ky sau
mdi 3 tudn.

Tét ca bénh nhan déu duoc du phong tang phan
ung trude hoa tri voi 20mg dexamethason tinh
mach, ranitidine 50mg TM va diphenhydramine
50mg tiém bip.

Trude mdi chu ky hoa tri, tdt ca bénh nhan
déu duge danh gia dap tmg va doc tinh bing cac
phuong phap [dm sang va cin ldm sang. Chup cit
16p vi tinh duoc chi dinh mdi 2 chu ky cho tit ca
cac bénh nhén.

Banh gia hoat dong thé luc theo tiéu chuin cua
ECOG (Eastern Cooperative Oncology Group)

Phan gian doan bénh trudc hda tri theo FIGO
dua trén chup cit 16p phéi hop véi siéu dm va chup
Xquang théng thudng.

Panh gi4 dap tmg diéu tri theo tiéu chuin
RECIST 2010.

Péanh gia déc tinh theo tiéu chuin cia WHO.

2.2.2. Phan tich théng ké: St dung théng
ké thong thudong va phan mém SPSS 18.0 dé v&
dudng cong sdéng thém toan bd va sdng khong
tién trién.
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L. KET QUA NGHIEN CUU

Bang 1. Ddc diém bénh nhan nghién ciu

Pic diém S6 bénh nhan
(n=19)
Tubi
Trung binh 52
Khoang tudi (36 —70)
Chi s6 ECOG
0 5
1 11
2 3
Giai doan FIGO
I 0
11
111 12
v 4
Mo bénh hoc
Thanh dich 9
Dang ndi mac 4
Té bao sing 2
Dang nhéy 3
Do mo hoc
I 3
II
111
D6 biét héa
Tot 5
Trung binh
Kém 6
Vi tri khéi u
Trong khung chéu
Lan dén 6 bung 7
Di cén xa ‘
Cac chu ky hoéa tri di
nhin
2 4
3
4 10
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Trong khoang thoi gian tir 02/2010 dén 06/2014,
c6 19 bénh nhan ung thu budng trimg dugc nhan
vao nghién ctru. Tt ca 19 bénh nhan deu co kha
nang danh gia dap ing diéu trj va danh gia doc tinh.
Dic diém bénh nhan da dugc md ta tom tht & bang
1. Tudi trung binh 13 52 va da s6 c6 chi s6 hoat dong
thé Iuc ECOG 0-2. Giai doan bénh theo FIGO phd
bién nhit 13 giai doan 11T va 2 loai m6 bénh hoc hay
gip nhét 12 ung thu biéu mo thé thanh dich va ung
thu bidu mo dang ndi mac. D§ ac tinh cua mo hoc
thuomg gap la d6 II va TIL Tét ca bénh nhan déu da
nhin 2 dén 4 chu ky hoa tri budc 1 véi paclitaxel
va carboplatin. 79% bénh nhan c6 khéi u tién trién
tai vang chdu va bung, 21% da co di cdn xa. Ty 1€
bénh nhan ¢6 dép Gng khach quan 12 36% (95% (I,
15-60%)

Bing 2. Pic tinh quan sdt thay trén 19 bénh nhén

Déc tinh Mirce doce tinh theo WHO
0 1 2 134
Thiéu mau 15 | 4|0]0]|0
Giam bach cau 4 715 13]0
Giam tiéu ciu 17 1 1 010
Budn non/ndn 6 {913 ]1]0
Viém miéng 8 9 2 010
Hoi ching ban tay 14 5 0010
chin
Su cd tim mach 19 0 0 010
Di ung 14 0 0010

Vé mat dong tinh, da s6 khéng cé doc tinh
hodc ddc tinh giam bach cau, gidm tiéu cau, budn
ndén/noén mura, viém miéng va hdi chung ban tay
chan chi & mic d6 1 va 2 va tat ca déu tu hoi phue
trong vong 2 tudn. Cé 3 trudng hop (15,7%) giam
bach ciu dd 3 nhung déu tu hoi phuc sau 2 tudn
vt khang sinh dudng uéng du phong sot giam
bach ciu ma khong s dung thudc nhém GCS-F.
Diéu ghi nhan 14 khong ¢6 bénh nhan nao bi sw b
tim mach, di (g va khong c6 truomg hop no can

phai chuyén mau.
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Bang 1. Song thém toan bg va song khong tién trién

IV. BAN LUAN

Liposomal doxorubicin 1a mot thude ¢é hidu
qua trén bénh nhan ung thu biéu md budng trimg
tién trién sau hoa tri bude 1 vdi hoa chét paclitaxel
va carboplatin véi ty 1é dap ung tr 10 dén 38%
[4]. Trong mdt sb nghién ctru di duge bao cdo, lidu
thudce liposomal thay ddi tir 40mg/m> mdi 4 tuln,
50mg/m? mbi 4 tuin. Tuy nhién, trude diy ching
t61 da cd ging voi lidu liposomal doxorubicin
50mg/m? mdi 4 tuin nhung bénh nhin khéng thé
dung nap véi liéu nay va phai tri hodn diéu tri.
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Ngoai ra, theo cac nghién ctru vdi liéu thap hon
40mg/m?, ching t6i nhan thiy hau nhu tit ca bénh
nhan déu khong c6 biéu hién cta déc tinh. Vay,
theo nguyén ly hoa tri la can tinh toan mot lidu
thubc hop 1y véi khoang cach gifra cac chu ky hoa
tri ngin hon ngay lic té bao binh thudng hdi phuc
sau chu ky hoa tri thi s& lam ting hoat tinh déc té
bao va lam ting dap Gmg néu bénh nhan dung nap
duge vai lidu thude nay nhu viy thoi gian song
thém va chit lugng séng ciing s& dugce ning 1én
ngay ca dbi voi hoa tri triéu ching. Trong nghién
ciu nay voi lidu liposomal doxorubicin 40mg/
m? thdp hon dugc cho theo liéu trinh chuin méi
3 tudn. Trong s6 19 bénh nhan nghién clru, ¢6 7
bénh nhin (36%) dat dugc dép Ung khach quan.
Tét ca cac dap tng khich quan duoc xac nhin
thong qua chup cit 16p. Mac diu sb lwgng bénh
nhin trong nghién ctru nay 1a nho nhung ty 1€ dap
img 1én dén 36% la rt c6 y nghia va phi hop
vO1 nghién curu cua tac gia Gehan [5], tuy nhién
nhitng nghién ctru ngiu nhién cin duoge tiép tuc
thuc hién dé so sanh vai cac muire lidu khac.

Céc doc tinh phd bién chi & mirc d6 1 va 2 bao
g6m giam bach ciu, giam tiéu cdu, budn ndn va
nén va viém miéng. Mot trudng hop giam bach
cdu do 3 tu hoi phuc sau 2 tudn. Khéng co ddc
tinh dd 4 cing nhu khong cé su cd tim mach va di
g trong nghién ciru nay. Liposomal doxorubicin
da cho thiy c6 hidu qua trong vai nghién ctru trude
diy [6], [7]. Lin diu tién doxorubicin don chét hay
két hop véi cisplatin va cyclophosphamide duoc ap
dung trong diéu tri budc modt ung thu budng trimg
da cho thiy ¢ hoat tinh trong ung thu budng trimg
tuy nhién doc tinh cao d4 han ché sir dung cac phdi
hop nay [8], [9].

V. KET LUAN

Liposomal véi liéu 40mg/m? mdi 3 tudn c6 hidu
qua cai thién séng thém khong tién trién va doc tinh
dung nap tét trén bénh nhan ung thu biéu mé budng
trimg tién trién sau hoa tri bude 1 v6i paclitaxel va
platin. Nghién ctru cén tiép tuc voi sé lwgng b{:.nh
nhan 1on hon.
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