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TOM TAT

Muc tiéu: Déanh gié thoi gian séng thém toan bé bénh nhan ung thuw biéu mé budng
trirng tai phét duoc héa tri phac dé pegylated liposomal doxorubicin - carboplatin.

DPéi twong va phwong phdp: Nghién ctru mé ta hdi ciru két hop tién ciu trén
62 bénh nhan UTBMBT tai phat nhay platinum duoc diéu tri phac dé carboplatin két
hop pegylated liposomal doxorubicin (CD) tai Bénh vién K tir thang 1/2015 dén théng
1/2022.

Két qua: Trung vj thoi gian séng thém toan bo la 40,2 thang (KTC 95%: 35,9 -
46,1), trung vi thoi gian séng thém khong tién trién la 10,2 théng, thoi gian séng thém
toan bo va séng thém khéng tién trién cé twong quan véi mirc dé nhay platinum.

Két luan: Phéc dé CD phu hop vé tinh hiéu qud cho cac bénh nhan UTBMBT tai
phat nhay platinum.

Ttr khéa: Ung thw budng trimg téi phat, nhay platinum, CD.

ABSTRACT
EVALUATION OF OVERALL SURVIVAL RESULTS ON RECURRENT
EPITHELIAL OVARIAN CANCERTREATED WITH CHEMOTHERAPY REGIMEN
PEG LIPOSOMAL DOXORUBICIN - CARBOPLATIN AT NATIONAL CANCER
HOSPITAL

Le Thanh Duc'*, Nguyen Thi Lan’

Objectives: Evaluating the overall survival results of the patients with received
pegylated liposomal doxorubicin plus carboplatin regimen on recurrent epithelial
ovarian cancer.

Methods: Retrospective and prospective study with 62 patients treated with
pegyalated liposomal doxorubicin - carboplatin regimen for platinum - sensitive
recurrent epithelial ovarian cancer at National Cancer Hospital from January 2015 to
January 2022.

Results: Median overall survival (OS) was 40.2 month (C1 95%: 35.9-46.1), median
duration of progression free survival was 10.2 weeks (95% CI: 5.4 - 15). Median overall
survival, progression free survival were correlated with platinum sensitivity.

Conclusion: The combined pegylated liposomal doxorubicin - carboplatin is the
appropriate regimen in term of efficacy on patients with platinum sensitive recurrent
epithelial ovarian cancer.

Key word: Recurrent epithelial ovarian cancer, platinum-sensitive, CD.
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I. PAT VAN PE

Ung thu biéu md budng tring (UTBMBT) la
ung thu thuong gap thu 6 va la nguyén nhan gay
tor vong dung hang thir 7 ¢ nit [1]. Méc du da duogc
diéu tri ban dau bang cac lidu phap nhu phiu thuat,
hoa tri, diéu tri dich, nhung da ) bénh nhan s€ tai
phat trong vong 3 ndm diu tién va can duoc didu tri
tiép [2, 3]. Nhitng bénh nhén c6 thoi gian tai phat tir
6 thang tré 1én sau diéu tri ban ddu véi phac d6 hoa
tri ¢o platinum dugc goi la nhém nhay platinum.
Trong d6 tai phat tir sau 6 dén 12 thang goi 1a nhay
mdt phan platinum, nhom tai phat trén 12 thang goi
1a nhay platinum. Bénh nhén tién trién trong khi
diéu tri budc dau hodc tai phat dudi 6 thang duoc
xép vao nhom khang platinum.

Diéu tri UTBMBT tai phat con gip nhiéu kho
khan. Nghién ctru Phase II cia Ferrero JM va CS
trén 104 BN UTBT tai phat nhay platinum dugc diéu
tri phac dd CD cho két qua rat dang khich 1& voi dap
{rng toan bd (OR) 13 63%, va séng thém toan bo (OS)
dat 32 thang [4]. Phan tich tong hop CALYPSO cua
Pujade - Lauraine E va CS trén 976 bénh nhan, dugc
thiét ké dé danh gia hiéu qua va sy an toan cua két
hop liposomal doxorubicin (PLD) véi carboplatin
(CD) so véi carboplatin va paclitaxel (CP) tiéu chuan
0 nhiing bénh nhan UTBMBT tai phat con nhay cam
platinum. Véi thoi gian theo doi trung binh la 22
thang, PFS & nhanh CD cao hon vé mat thong ké so
v&i nhanh CP (ty sut nguy co, 0,821, 95% CI, 0,72
dén 0,94, P = 0,005); trung binh PFS 14 11,3 so véi
9,4 thang. Mic du dit liéu cubi vé OS 1a khong hoan
chinh cho phan tich cudi cling, nhung tac gia da bao
c4o tong cong 334 ca tir vong [5].

Dbi véi cac nude phat trién, hoa tri UTBMBT
tai phat nhay platinum 1a phac dd c6 hodc khong
¢6 bevacizumab. Trong diéu kién kinh té & nudc ta
viée tiép can voi didu tri c6 bevacizumab con nhiéu
han ché. Pegylated liposomal doxorubicin két hop
carboplatin (CD) 1a mot phac dd hoa tri c6 hiéu qua
trong diéu tri UTBMBT tai phat nhay platinum.
Nhiéu nghién ciru trén thé gioi da ching minh vai
trd ngdy cang rd rang cta phac do trén. Hién nay
phac db nay da duoc st dung rong rii tai bénh vién
K. Vi vy chiing t6i tién hanh nghién ctru dé tai nay
muc tiéu: danh gia két qua thoi gian séng thém toan
bd ctia bénh nhan UTBMBT tai phat nhay platinum
dugc hoa tri phac d6 CD .
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I1. POI TUQONG VA PHUONG PHAP NGHIEN
cUU
2.1. Poi twgng nghién ciru

GOom 62 bénh nhan UTBMBT tai phat nhay
platinum duogc diéu tri bang phac d6 CD tir thang
1/2015 dén thang 1/2022 tai Bénh vién K théa man
cac tiéu chuan sau :

Tiéu chuin chon: Chan doan md bénh hoc ung
thu biéu mo budng trimg; Thoi gian tai phét trén 6
thang tinh tir thoi diém két thic phac dd héa tri co
platinum; Chan doan tai phat di cin dya vao chan
doan hinh dnh hodc md bénh hoc hodc té bao hoc;
Thé trang theo ECOG 0 - 1; Chirc ning gan thén,
huyét hoc trude diéu tri & gii han cho phép diéu tri;
C6 ho so ghi nhan thong tin day di.

Tiéu chuén loai trir: Di cin ndo hodc mang ndo.
Mic cic bénh man tinh khic c¢6 nguy co tir vong
gan. Mic ung thu thi hai.

2.2. Phwong phap nghién ciru

Thiét ké nghién ciru md ta hdi ctru két hop tién

ctru. Véi ¢& mau duoc tinh theo wdc tinh mot ty 1¢:

2

_ L anXpq
= =

n

Trong dé: n: ¢& mau tdi thiéu can dat duoc trong
nghién cuu; p: ty 1€ dap tng ctia nghién ctu tuong
tu trude d6; g =1 - p; d: B chinh xac mong mudn.
Z: Sai lam loai 1 ¢ muc 1 - o/2.

Voi ty I¢ dap ting ¢ cac nghién cuu Ferrero
JM va CS véi phac do CD trén bénh nhan nhay
platinum khoang 63% [4] ta ¢c6 p = 0,63, q = 0,37.
Vi o= 0,05 thi Z1 - /2 = 1,96. Dit luc mau 88%,
tacod=0,12.

Theo tinh toan, ¢& mau nghién ciru 1a 62 bénh nhan.
2.3. C4c buérc tién hanh

Thu thap théng tin hanh chinh va thong tin giai
doan bénh ban dau nhu: Tudi, chi s toan trang, giai
doan bénh ban dau, phuong phap diéu tri trude do;
Thoi gian tai phat; Phuong phap chan doan: 1am
sang, moO bénh hoc, chan doan hinh anh.

Qua trinh diéu tri: Bénh nhan thoa man cac tiéu
chuén trén duoc hoa tri phic d6 pegylated liposomal
doxorubicin 30 mg/m? va carboplatin AUC 5 truyén
tinh mach ngay 1, chu ky 28 ngay. Sau mdi 3 chu ky
diéu tri, bénh nhan dwgc danh gia dap ung va nghi
nhan thoi gian bénh tién trién, tir vong.

Chi tiéu dénh gia: Thoi gian song thém toan bo:
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Thoi gian tir khi bat dau diéu tri phac do cho toi
khi bénh nhan tir vong. Thoi gian song thém khong
tién trién: Thoi gian tir khi bénh nhan bat dau diéu
tri cho t6i thoi diém xéc dinh bénh tién trién hodc
bénh nhan tir vong. Danh gia dap ung diéu tri: theo
RECIST 1.1
2.4. Xir 1y s6 liéu

Céc thong tin dugc ma hoéa va xir Iy bang phan
mém SPSS 20.0. Cac thuat toan thong ké sir dung
trong nghién ctru: M6 ta: trung binh, do 1éch chuan,
khoang tin cay 95%, gia tri 1on nhat, gia tri nho nhét.
Udc tinh voi thoi gian sdng thém sir dung phuong
phép Kaplan - Meier.
2.5. Dao dirc nghién ciru

Thong tin vé bénh nhan duoc dao bao bi mat,
phac d va quy trinh déu do bac sy chuyén khoa cua
Bénh vién K thyc hién theo huéng din thuc hanh
diéu tri UTBMBT ctia B9 y té.
IIL. KET QUA
3.1. Pic diém l1am sang va cin lam sang

C6 62 bénh nhan du tiéu chuan vao nghién ciru

c6 céac dic diém.

Biang 1: Dic diém 1am sang va can 1am sang

Pic diém S6 benh | Ty 18
: nhan (n) | (%)

Giai doan
I 1 1,6
I 5 8,1
11 51 82,2
v 5 8,1
Thoi gian tai phat
6 - 12 thang 43 69,4
> 12 thang 19 30,6
Vi tri tai phat di can
Phtic mac 23 37,1
Gan 15 242
Phoi 4 6,5
Hach vung 22 35,5
Tiéu khung 22 35,5
Khacl 2 3,2
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s S6 bénh | Ty ¢
Pic dié : ¢
Jc diem nhan (n) | (%)

Tinh trang phau thuat khi
tai phat
C6 phau thuat 30 48,3
Khong phau thuat 32 51,7
Tén thuong dich truéec BT
Con ton thuong 23 37,1
Khoéng con ton thuong 39 62,9

Chu thich: 1: 1 bénh nhan di can hach thugng don,
1 bénh nhan di can hach trung that.
3.2. Panh gia dap tng ¢ bénh nhan con ton thuwong
Trong s6 62 bénh nhan nghién ciru ¢6 30 bénh
nhan duoc phﬁu thuat, trong nhom nay c6 7 bénh
nhén c6 ton thuong dich trude hoa tri, nhu vay c6 39
bénh nhan con ton thuong dich. Nhom bénh nhan
nay dugc danh gia dap tmg hoa tri phac d6 CD. C6
2 bénh nhan dap tng hoan toan, chiém 5,1%, 16
bénh nhan dap trng mot phﬁn, chiém 41,0%, ty 1&
dap tmg chung 12 46,1%. C6 10 bénh nhan chiém
25,7% bénh giir nguyén, 28,2% bénh tién trién, ty
1¢ kiém soét bénh (bao gdm dép tng hoan toan, dap
{mg mot phan va bénh giit nguyén ) 1a 72%.
Bang 2: Pap tmg diéu tri bénh nhan con ton
thuong do dugc trude diéu tri

Pap tng Bénh nhan (n) | Ty 1€ (%)
Hoan toan 2 5,1
Mot phan 16 41,0
Bénh giit nguyén 10 25,7
Tién trién 11 28,2
Téng 39 100,0

3.3. Panh gia thoi gian song thém khéng tién
trién (PFS)

1004

50

PFS

Biéu d6 1: Thoi gian song thém khong tién trién
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PFS trung binh 10,2 + 4,8 thang.

Survival Functions

PL nhayplatin

Cum Survival

T T T T T
oo 1000 20.00 30.00 4000
PFs

Biéu d6 2: Lién quan PFS véi mirc d6 nhay platinum
Thoi gian song thém khong tién trién nhom nhay

platinum mot phﬁn la 9,0 +£ 4,5 thang, nhém nhay

platinum la 13,1 + 4,1 thang véi p = 0,038

3.4. Panh gia thoi gian song thém toan b

Survival Function

Survival Function
4~ Censored
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Théi gian séng thém tean bé (thing)
Biéu d6 3: Thoi gian séng thém toan bo
Thoi gian song thém toan bo trung binh 40,2 + 3,5
thang. Thoi gian ngan nhét 4 thang, thoi gian dai nhat
66 thang. Trung vi thoi gian sdng thém toan bo la
41,0 thang (KTC 95% 35,9 - 46,1). Ty 1é séng thém
toan bo 1 nam, 3 nam lan luot 1 1a 94,1%, 52,6%

Survival Functions
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Biéu dd 4: Lién quan OS véi do nhay platinum
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OS nhém nhay platinum mét phéan 1a 36,2 + 5,1
thang, nhom nhay platinum 1a 50,1 + 4,6 thang véi
p=0,031
IV. BAN LUAN

Trong nghién ctu nay cua chung t6i, PLD la
mot héa chat phdi hop co hiéu qua véi carboplatin
trong diéu tri bénh nhan UTBMBT tai phat nhay
platinum. Trung vi thoi gian séng thém toan bo 1a
40,2 thang, day la két qua rat dang khich 1é trong bdi
canh diéu tri UTBMBT tai phat con gip nhiéu khé
khan. Nghién cuu ICON4/AGO - OVAR trén 802
bénh nhan UTBMBT tai phat nhay platinum dugc
hoa tri phac d6 paclitaxel két hop carboplatin véi
thoi gian theo ddi trung binh 42 thang cho két qua
OS 29 thang [7] . Nghién cuu J Pfisterer 1a nghién
ctru pha III trén bénh nhan UTBMBT tai phat nhay
platinum duoc phan ngau nhién lam 2 nhém, mot
nhom hoa tri phac dd carboplatin phdi hop véi
gemcitabin, mot nhom carboplatin don tri, muc
ti€u chinh cua nghién ctu 1a PFS, muyc tiéu phu la
08, két qua cho OS & nhom diéu trj paclitaxel két
hop carboplatin 1a 18 thang [8]. Phén tich tong hop
CALYPSO la nghién ctru phase III, ngau nhién, da
trung tam, cua Pujade - Lauraine E va CS trén 976
bénh nhan, dugc thiét ké dé kiém tra tinh hiéu qua
va su an toan cta két hop liposomal doxorubicin
(PLD) voi carboplatin (CD) so voi carboplatin
chuin va paclitaxel (CP) tiéu chuan ¢ nhiing bénh
nhan UTBT tai phat con nhay cam platinum véi thoi
gian theo di trung binh 22 thang, OS & nhém didu
trj v6i phac dd CD 1a 33 thang [5]. Nghién ciu
ctia ching t6i cho két qua OS cao hon & cac nghién
ctru trén co6 thé do bénh nhan trong nghién ctru cia
ching t6i chu yéu 1a tai phat lan thir nhét, chi c¢6 3
bénh nhan tai phat 1an thir hai. Va khoang thoi gian
khong platinum trén 12 thang 13 43 bénh nhén chiém
69%. Khoang thoi gian khong platinum c6 gia tri
tién doan vé thoi gian séng con toan bo, PFS va dap
{mg diéu tri cia bénh nhan ung thu budng trimg tai
phat, thoi gian nay cang dai tién lugng bénh cang tot
ca vé OS va PFS. AGO DESKTOP III 1a nghién ctru
pha III trén 407 bénh nhan ung thu biéu md budng
trimg tai phat nhay cam platinum tai phat lan dau,
phan nhom ngau nhién c6 kiém soat danh gia két
quéa phau thuat lay u tdi da, sau d6 duogc hoa tri phac
dd c6 platinum, két qua trung vi OS cao hon 7,7
thang & nhom duoc phau thuat véi p < 0.001 (53,7
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thang & nhém duge phiu thuat, 46,0 thang & nhom
khong dugc phau thuat [6]. Trong nghién ciu cua
chung t6i ¢6 30 bénh nhan duoc ph?lu thuat. C6 thé
day ciing la Iy do OS trong nghién ctru ctia chiing t6i
cai thién hon so v6i OS & cac nghién ctru hoa tri két
hop cé carboplatin khac.

Khi phan tich mdi twong quan giira OS va
khoang thoi gian khong platinum, OS & nhém nhay
platinum cao hon nhém nhay mét phan platinum
(50,1 £ 4,6 so voi 36,2 = 5,1), sy lién quan nay co
¥ nghia thong ké véi p = 0,031. Diéu nay ciing phu
hop véi cac yéu td tién luong trong ung thur biéu mo
budng trimg tai phat.

Trong nghién ctru cia chung toi trung vi thoi
gian séng thém khong tién trién 10,2 thang. Ung
thu biéu mé budng trimg tai phat nhin chung co tién
luong x4u. Céac phac do diéu tri cho thoi gian dap
trmg khong dai, muc tiéu diéu tri trong giai doan nay
cha yéu 1am cham su phat trién ciia bénh dong thoi
han ché tac dung phu khong mong muén cia hoa tri.
Nghién ctru ctia chung t6i bude dau danh gia duoc
thoi gian song thém khong tién trién va cho thay két
qua thap hon trong nghién ctru CALYPSO nhung
cao hon nghién ctru khac do 6 bénh nhan dugc lya
chon phau thuat va cac dic diém khi bénh tai phat &
cac nghién ctru khac nhau nén ¢6 su chénh 1éch nay.

Qua biéu dd 2 cho thdy trung vi thoi gian song
thém khong tién trién nhom nhay platinum mot
phan thap hon nhom nhay platinum (9 thang so voi
13 thang) véi p = 0,038. Khoang thoi gian khong
platinum twong quan véi thoi gian song thém khong
tién trién (PFS), séng con toan bo (OS) va dap tng
v6i diéu tri tiép theo [9]. Thoi gian diéu tri khong
platinum 13 yéu t6 tién lugng quan trong trong ung
thu biéu mo budng trimg, Khoang thoi gian khong
platinum c6 gié tri tién doan vé thoi gian sdng con
toan bo, PFS va dap tung diéu tri ciia bénh nhin ung
thu budng tring tai phat, thoi gian ndy cang dai tién
lugng bénh cang tot ca vé OS va PFS [10]. Két qua
tir nghién clru cia ching t6i cling phu hop voi cac
nghién ctru trudec.

V. KET LUAN

Nghién ctru tién hanh trén 62 bénh nhin ung
thu biéu mo budng tring tai phat nhay platinum
dugc diéu tri phac d6 liposomal doxorubicin két
hop voi carboplatin tai Bénh vién K tu thang
01/2015 dén thang 1/2022 cho thay: trung vi OS la
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40,2 thang, trung vi PFS 1a 10,2 thang va c6 mbi
tuong quan véi khoang thoi gian khéng platinim.
Qua nghién ctru cua ching toéi va cac nghién cuu
ngoai nudc cho thdy phac d¢6 CD 1a phac db phu
hop vé tinh hiéu qua trong diéu tri UTBMBT tai
phat nhay platinum.
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