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TOM TAT

Dat van dé: Ung thw biéu mé bubng trimg (UTBMBT) la bénh &c tinh cda té bao biéu mé budng tring.
Bénh c6 tién luong xdu. Mac du diéu tri ban dau téi uu, UTBMBT sé téi phat va cén duoc diéu tri. Diéu tri
UTBMBT téi phat con gép nhiéu khé khan. Nghién ciru ndy nham danh gigé mét sé déc diém Iam sang, cén
1am sang UTBMBT tai phét khéng platinum va két qua diéu tri phac dé paclitaxel nhém bénh nhén nay.

Phwong phép nghién cteu: Chung téi dura vao nghién ctru 65 bénh nhan duoc diéu tri phac dé paclitaxel
cho ung thw biéu mé budng trimng tai phat khangplatinum, théa man céc tiéu chuén lya chon va tiéu chuén
loai trir. V&i phurong phép nghién ctru moé ta cét ngang.

Két qua: Cac vj tri tai phat thuong gép nhét la hach (54,3%), phiuc mac (50%), gan (23,9%). Tang
CA125 & thoi diém tai phét (77,8%) ty 1é dap tng chung la 22,5%. Ty I1é kiém soat bénh (bao gébm dép (ing
hoan toan, dép tng mét phan va bénh giir nguyén) dat 62,5%. Trung vi thoi gian séng thém khoéng tién trién
26,1 tuén (Cl 95%: 20,9 - 28,4). Doc tinh trén hé tao huyét la gidm bach céu da nhan trung tinh d6 1,2. Béc
tinh trén gan 9,3% chi yéu tdng men gan d6 1,2. Khéng cé doc tinh trén than. Céc tac dung khéng mong
mudn khac nhuw rung téc dé 2: 2,7%, viém miéng gép & 2,1% bénh nhén, than kinh cam giac 15%, chi gép
& dé 1. C6 méi lién quan gitka dap tng diéu tri va néng do CA 125.

Két luan: Phéc dé paclitaxel st dung diéu tri UTBMBT téi phat khéang platinum la phac dé phu hop vé
tinh hiéu qua va an toan cho céc bénh nhén UTBMBT d4 tréi qua phéc dé héa trj truée dé.

Tor khéa: Ung thuw budng tring tai phat, khang platinum, paclitaxel.

ABSTRACT
OUTCOMES OF RECURRENT EPITHELIAL OVARIAN CANCER
PATIENTS TREATED WITH PACLITAXEL REGIMEN AT K HOSPITAL

Nguyen Thi Lan™, Le Thanh Duc’

Introduction: Epithelial ovarian cancer is a malignant abnormality of the epithelial cell of the ovary.
The disease has a poor prognosis. Despite optimal initial therapy, the majority of patients will relapse
and require further treatment. Treatment of recurrent ovarian cancer is still challenging. This study aims
to describe clinical and subclinical characteristics of patients with platinum - resistant relapsed ovarian
carcinoma and evaluate the treatment results of the paclitaxel regimen on these patients.
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Methods: We enrolled 65 patients with platinum - resistant recurrent epithelial ovarian cancer treated
with paclitaxel regimen, met the inclusion and exclusion criteria.

Results: The most common recurrent sites were lymph nodes (64.3%), peritoneum (50%), and liver
(23.9%). CA125 increased at the time of recurrence (77.8%), the overall response rate was 22.5%.
Disease control rates (including complete response, partial response, and stable disease) were achieved
at 62.5%. Median progression - free survival was 26.1 weeks (95% ClI: 20.9 - 28.4). Hematopoietic system
toxicities include neutropenia of grade 1, 2. Hepatotoxicity occupied 9.3%, mainly liver enzymes elevation
of grade 1, 2. No renal toxicity was observed. Other undesirable effects include hair loss of grade 2 (2.7%),
stomaititis(2.1%), sensory nerve 15% but only grade 1. There was a relationship between treatment

response and CA 125 levels.

Conclusion: The paclitaxel regimen used to treat platinum - resistant recurrent epithelial ovarian cancer

is the appropriate regimen in terms of efficacy and safety. After several lines of chemotherapy regimens.
Keywords: Recurrent epithelial ovarian cancer, platinum - resistant, paclitaxel.

I. PAT VAN PE

Ung thu budng trimg (UTBT) 14 ung thu thudng
gip thir 8 & nit. Mic du chi chiém 5% céc loai ung
thu ¢ ni gidi nhung 1a nguyén nhan gay tir vong
hang dau trong sd cac ung thu phu khoa & céc
nuéc Au - My [1, 2]. Tai Viét Nam, theo ghi nhan
Globocan 2020, UTBT dtng thu 19, Viét nam co
khoang 1404 trudng hop mdi méc va 923 ca tir vong
mdi nam. UTBT thuong xuét hién ¢ tudi man kinh
v6i trén 80% céc truong hop duoc chin doan sau
tudi 50. Ung thu biéu mo budng tring (UTBMBT)
chiém t6i 80 - 90% céc trudng hop UTBT [3].

P6i v6i UTBMBT tai phat, bénh nhan duoc
phén loai thanh hai nhém chinh dua vao thoi gian
tai phat tir khi két thuc diéu tri. Nhirng bénh nhan co
thoi gian tai phat dudi 6 thang sau diéu tri ban dau
v6i hoa tri ¢o platinum dugc goi 1a nhom “khang
platinum”. C6 mot s6 Iwa chon diéu trj tich cuc danh
cho bénh nhan khang platinum va phuong phap diéu
tri Iy twong van chua dugc biét dén. Piéu tri don
chat tudn tu wu tién hon 1a diéu tri két hop [4]. Do
d6, lya chon uu tién la paclitaxel don chit nhu 1a
phuong phap diéu tri du tay cho nhirng bénh nhan
khang platinum.

Paclitaxel 1a mot phac dd héa tri c6 hiéu qua
trong diéu tri ung thu budng tring tai phat khang
platinum. Nhiéu nghién ctru trén thé giGi da ching
minh vai trd ngdy cang rd rang cua phac do trén
. Nghién ctru ctal. Ezcurdia va cong su trén 37
bénh nhan UTBMBT tai phat khang platinum cho
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két qua ty 1& dap tmg 51,3% va PFS 1a 10 thang [4].
Thu nghiém lam sang pha II voi paclitaxel hang
tuan 80 mg/m?* da trong ung thu biéu md budng
tring khang platinum va paclitaxel cho két qua
ty 1€ dap ung 1a 20,9% vdi tac dung khong mong
mudn nghiém trong hiém gip [5]. Hién nay phac
dd nay da duoc st dung rong rai tai bénh vién K.
Chung t6i tién hanh nghién ctru d¢ tai nay véi hai
muc tiéu: Nhan xét mot s6 dac diém 1am sang, can
lam sang khi bénh tai phat & nhom khang platinum
va danh gia két qua diéu tri phac do paclitaxel &
cac bénh nhan nay.

II. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. Doi twgng nghién ciru

Déi twong nghién ciru: Chung t6i dua vao nghién
clru 65 bénh nhan dugc diéu tri phac dd CD cho ung
thu UTBMBT tai phat khang platinum théa man cac
tiéu chudn lya chon va tiéu chuin loai trur.

Tiéu chuén lya chon: (1) Bénh nhan nit, 18 < tudi
<70, Piém toan trang PS = 0 - 1. (2) C6 chan doan
mo bénh hoc ung thu biéu mo buéng trung tai bénh
vién K. (3) Thoi gian tai phat trudc 6 thang tinh tur
thoi diém két thac phac do hoéa trj c6 platinum trude
d6. (4) Xét nghiém danh gia chic nang gan than,
huyét hoc trude diéu tri & gidi han cho phép diéu
tri, bénh nhan dugc diéu tri paclitaxel 80mg/m? da,
hang tuan.
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Tiéu chuén loai trir: (1) Phy nit c¢6 thai hoac
dang cho con bi. (2) Chan doan c6 di can ndo hoic
mang ndo. (3) Bénh nhian mic cic bénh man tinh

khac ¢6 nguy co tir vong gan. (3) Bénh nhan mic

ung thu thu 2.

Thoi gian va dia diém nghién ciru: thang 1/2020

dén thang 07/2021 tai Bénh vién K, Ha Noi.
2.2. Phuong phap nghién ciru

Phuong phéap nghién ctru: mo ta 1am sang.

IIL. KET QUA

Cd& mau va chon mau nghién ctru

n=

dZ

Voi ty 1€ dap tmg ¢ cac nghién ctru trudc & phac

d6 nghién ciru trén bénh nhan connhay cam platinum

khoang 21%. Tur cong thuc n = 42. Trong qué trinh
lya chon bénh nhan chiing t6i lya chg 65 bénh nhan
du tiéu chuén lua chon dua vao nghién cuu.

3.1. Pic diém 1Am sang va cin 1am sang khi tai phat di cin
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Biéu d6 1: Cac vi trf tai phat di can

Trong nghién ctru cac vi tri tai phat tai hach, phiic mac mac ndi, gan la cac vi tri thuong gap nhét, chiém
ty 1& twong g 1a 54,3%, 50% va 23,9%.

Bang 1: Chi s6 CA 125 sau diéu tri (U/mL)

3.2. Két qua diéu tri

) Bang 2: Lién quan giira dap tmg voi nong do CA125
Gia tri SO lugng | Ty 1€ % -
. Dép ung dicu tri .

. A Loai té ba h T6
Giam so trude diéu tri 27 42,5 0ai 1€ bao ung thu Co Khong ong
Khéng giam 38 57,5 Nong do Giam 40 13 53

: CAL25 Khong
Téng 65 100 sau didutri | giam 4 8 12

Két qua cho thy c6 42,5% sé bénh nhin c6 ndng Tong 44 21 65

d6 CA125 giam so voi trude diéu tri.
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CA 125 giam. C6 su tuong quan chit ché giita nong
d6 CA 125 va dap ung diéu tri.
Bang 3: S6 tuan diéu tri

S tuan diéu tri Tuan
Tong 6 tudn 1696
Trung binh 26,1
Gi4 tri nho nhat 12
Gid tri 16n nhét 42

Téng s6 tudn BT 1696, S6 CK trung binh: 26,1;
DT it nhat 12 tuan, nhiéu nhit 42 tuan
Bang 4: Dap tng diéu tri
(thoi diém xac dinh bénh tién trién hodc tir vong)

Dap ung (n) %
Hoan toan 0 0
Mot phan 26 41
Bénh gilt nguyén 17 25,7
Tién trién 22 28,3
Tong 65 100
Tilé
# Kiém soatbénh
66,75 B Tién Trién

Biéu do 2: Ty 18 kiém soat bénh
33,3% bénh tién trién, ty 1& kiém soat bénh (bao
gom dép g hoan toan, dap ing mot phan va bénh
giir nguyén) la 66,7%.
Danh gia thoi gian song khong tién trién (PFS):
Thoi gian tir khi bt ddu didu trj cho dén khi bénh
tién trién hodc tir vong.
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Biéu d6 3: Thoi gian séng thém khong tién trién
C6 41/65 bénh nhin con séng bénh khong
tién trién tai thoi diém két thuc nghién ctu chiém
62,5%. Trong nghién ctru thoi gian khong tién trién
ngan nhat 12 tudn, dai nhat 42 tuan. Thoi gian song
khong tién trién 26,1 tuan. (CI 95%: 20,9 - 28,4).

3.3. Péc tinh ciia phac do
Bang 5: Mot s6 doc tinh trén hé tao huyét

S6 tua
d?é u?r? BN
u
Dac tinh i =65
et (n = 1696) (n((y) )
(%) ’
Bach ciu hat
Khéng giam 1392 (82,1) | 39 (59,6)
Hado1-2 304 (18,8) | 26(40,4)
Hado 3 -4 0 0
Tiéu ciu
Khéng gij 1592
onﬂg giam 592 (93,9) 51(79)
Hado1-2 104 (6,1) 14 (23)
Hado 3 -4 0
0
Thiéu mau
Khéng thiéu mau 1037 (61,2) | 35 (56,4)
Thiéu mau truée BT | 419 (38,8) | 10(16,1)
Thiéu mau do 1 -2 659 (35,9) | 20 (45,5)
Thiéu mau do 3 - 4 0 0

Ty 1& giam bach cau do 1,2;0% do 3,4. Ty 1é
giam tiéu cau do 1 1a 33,3%, d6 2 1a 3,7%, 0% giam

tiéu cau do 3 - 4.
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Bang 6: Mot sb doc tinh ngoai hé tao huyét

S6 tuan diéu S6 BN
Ddc tinh tri (n = 1696) (n=165)
(%) (%)
Men gan
Khoéng tang 1578 (93,1) 49 (75)
Tang do 1 -2 391 (6,9) 16 (25)
Tang do 3 -4 0 0
Creatinin
Khong tang 1696 (100) 65 (100)
Tangdo1-2,3,4 0(0) 0(0)
TK ngoai vi
boo 1673 (85) 47 (72,5)
bo1-2 296 (15) 18 (27,5)
bo3-4 0 (0) 0(0)

Tac dung khong mong mudn trén than kinh ngoai
vi d6 1(15%), khong gap do 3,4 trén gan gap voi ty
1¢ 18,5%, trong d6 chi quan sat thay doc tinh do 1,
2 khong c6 truong hop nao ting men gan dé 3, 4.

IV. BAN LUAN

Vi trf tai phat: Cac vi tri tai phét thuong gip nhét 1a:
Hach, phic mac mac ndi, gan, chiém ty 1¢ tuong ting la
54,3%, 50% va 23,9%. Trong mot nghién ctru da trung
tam cuia Phap do tac gia Amate P va cong su (2013) ghi
nhan chu yéu tai phat tai tiéu khung, 40% gi6i han &
phtic mac, 12% di can hach 6 bung, di cin xa chiém ty
18 8% [6]. Nghién ctru ctia chiing toi ciing cho thay ty
1€ tai phat cao tai phiic mac, mac ndi, di can hach va di
can gan, ty I€ di can xa cao hon so v&i nghién ctru trén.

Nong d6 CA125 ¢ thoi diém tai phat, tién trién:
Trong nghién ctru cia ching t6i bénh nhén co tang
CA 125 tai thoi diém phat hién tai phat, tién trién
chiém 77,5%, 9 bénh nhan c6 chi s6 CA 125 trong
gi6i han binh thuong chiém 22,5%.

Két qua cho thiy sé bénh nhan c6 nong do CA
125 huyét thanh giam sau khi bénh nhéan dugc diéu
tri hoa chat 1a 42,5%, 57,5% s6 bénh nhan c6 ndng
d6 CA 125 khong giam so véi trudce diéu tri, két qua
nay phu hop khi nghién ctru ciing c¢6 toi 37,1% s6
bénh nhan tién trién sau diéu tri.

Tap Chi Y Hoc Lam Sang - S6 74/2021

Dua trén két qua nghién ctru cho thiy cac bénh
nhan dap tng véi dicu tri 6 nong do CA125 sau
diéu tri giam so véi trudce diéu tri co ¥ nghia théng
ké véi P < 0,001. Nhu vay co su tuong quan chat
ché gitra nong d6 CA125 va dap tng diéu tri, CA
125 ¢6 thé duoc sir dung nhu mot déu hiéu dai dién
cuia dap mg diéu tri thay vi chi dua vao chan doan
hinh anh.

Panh gia thoi gian danh gia dap ung tai thoi
diém xac dinh bénh tién trién hodc tir vong.

Két qua nghién ctru cta chung t6i khong c6 bénh
nhan nao dat dugc dap tng hoan toan tuy nhién co
15 bénh nhan dap tmg mot phan chiém 22,5%, 26
bénh nhan bénh gilt nguyén chiém 40%, con lai
37,5% bénh tién trién. Ty 1¢ kiém soat bénh (bao
gom dép mg hoan toan, dap img mot phan va bénh
gilt nguyén) dat 62,5%.

Thir nghiém giai doan II ddi voi paclitaxel hang
tuan (80 mg/m>) trong ung thu budng tring va ung
thu phuc mac nguyén phat va khang paclitaxel cho
két qua ty 1é dap ung 1a 20,9% va tic dung khong
mong mudn hiém gip [5], ty 1¢ dap Gmg trong nghién
cuu cua chung t6i twong duong véi nghién ctiru nay

Mot thir nghiém tién ctru danh gi paclitaxel
hang tudn trén 48 bénh nhan khang platinum di bao
céo ty 1é dap tmg 21%. Bénh 6n dinh duoc thiy ¢
46% [7]. Két qua nghién ctru cua ching toi tuong
duong véi két qua ngoai nude di dugc bao céo.

Nghién ctru Ezcurdia L va cong su cé ty 1€ dap
ung 1a 51,3% [4], cao hon so véi nghién cuu cia
chung t61 22,5%.

Nghién ctru ciia ching t6i cho két qua tuong tu
cac nghién ciru trén vé ti 16 kiém soat bénh.

Thoi gian sdng bénh khong tién trién dugc tinh
tir thoi diém diéu tri voi phac d6 dén thoi diém xac
dinh bénh tién trién hodc tir vong.

Trong nghién ctru cua ching t6i thoi gian bénh
khong tién trién ngan nhat 12 tuan, dai nhét 42 tuan.
Trung vi thoi gian séng thém khong tién trién 26,1
tuan (CI 95%: 20,9 - 28,4).

Nghién ctru tai vuong quéc Anh trén 155 bénh
nhan cho két qua trung vi thoi gian sdng thém khong
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tién trién 1a 244 ngay( 34,8 tudn) [8] cao hon trong
nghién ciru ciia chiing t6i, do ¢& mau cia chung toi
con nho nén ¢6 thé c6 su khac biét nay.

Mot nghién ctru Ezcurdia L va cong su trén 38
BN UTBT tai phat khangplatinum két qué thoi gian
song thém khong tién trién (PFS) 10 thang [4].

Nghién ctru cua ching t6i budc ddu danh gia
dugc thoi gian séng thém khong tién trién (PFS)
26,1 tuan va cho thy két qua thap hon két qua cua
nghién cuu cua Eire va Ezcurdia L va cong su (PFS)
10 thang. Mic du vy do c¢& mau nghién ctru nho
hon va thoi gian nghién ctru chua dai nén c6 su khac
biét giita cac két qua trén.

Céc doc tinh cha yéu anh huong dén gii han
lidu dung 1a giam s6 luong tiéu cau, bach cau va
bach cau hat.

Tac dung khéng mong mubn ngoai hé tao huyét
thudng gap nhét 1 trén than kinh ngoai vi nhung chii
yéu do 1, khéng co trudong hop nao phai dimg diéu tri
do ddc tinh nay, trén gan, lam gidm chic nang gan, tac
dung khong mong muén khién bénh nhan budn nén va/
hodc nén duoc kiém soét rat tét trong nghién ctru ny.
Céc tac dung khong mong muén khéc gip it hon, véi
mirc d6 nhe hon so v6i mot sb phac dd hoa chét khac,
c6 thé hdi phuc va dung nap duoc. Két qua nay cho
thy tinh an toan cia phac db nghién ctru.

V. KET LUAN

Phac d6 paclitaxel sir dung diéu tri UTBMBT tai
phat khang platinum 1a phac @6 phit hop vé tinh hiéu
qua va an toan cho cac bénh nhan UTBMBT da trai
qua phac do hoa tri trude do.
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