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KET QUA PIEU TRI BENH NHAN UNG THU TUYEN TIEN LIET GIAI POAN
DI CAN KHANG CAT TINH HOAN BANG ABIRATERONE ACETATE:
THO'T GIAN SONG CON TOAN BQ VA MOT SO YEU TO TIEN LUONG

TOM TAT

Tong quan: Trong thuc hanh lam sang, bénh
nhan ung thu tuyén tlen liét giai doan di cdn khang cat
tinh hoan (MCRPC) cd déc diém da dang han so VGi
thtr nghiém COU — AA 302. Nghién ctru cua ching toi
danh gia thdi gian s6ng con toan bd cla bénh nhan
mCRPC diéu tri budc mot bang abiraterone acetate
(AAP) va mét s6 yéu t6 anh tdi thai gian sGng con
toan bo. POi tugng va phu’dng phap nghlen clru:
Nghlen ciu mo ta, hGi clru trén bénh nhan mCRPC
diéu tri budc mot bang AAP tai bénh vién K tir thang
1/2014 dén 5/2023. Udc tinh thdi gian that bai diéu tri
va thgi gian s6ng con toan bd theo phucng phap
Kapan — Meier. Phan tich cac yéu td anh hudng dén
thdi gian song con toan bo st dung phudng phap hoi
qui Cox V@i do tin cay 95% (p = 0,05). K&t qua: Két
qua nghlen cltu trén 65 bénh nhan cho thay, tudi
trung vi la 70 tudi (khoang t&r phan vi [IQR] 64-76).
Bénh nhan cé ECOG PS > 2 13 24,6%, triéu chiing dau
(BPS - SF > 3) la 36,9% va di can tang la 16,9% la
nhitng tiéu chi loai trir trong thir nghiém COU-AA 302.
Ty |é bénh nhan dat PSA dap Ung la 73,8%, PFS sinh
héa trung vi la 10,5 thang (95% CI: 7,4-13,6), TTF
trung vi la 15,0 thang (95% CI: 11,1-18,9) va OS
trung binh la 24,9 thang (95 %CI: 18,9-30,9). Cac yéu
to tien lugng doc lap vGi thdi gian song con toan bo la
diém Gleason (= 8), thdi gian tu khi bat d&u ADT dén
AAP (<12 thang), di can tang va khong dat PSA dap
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Ung (p <0,05). K&t luan: Abiraterone acetate két hgp
prednisone dung nap t6t va hiéu qua cao trén bénh
nhan mCRPC.

Tir khoa: Ung thu tuyén tién liét di can khang cat
tinh hoan (mCRPC), abiraterone acetate, thdi gian
song con toan bo.

SUMMARY
OVERALL SURVIVAL OUTCOME AND
PROGNOSTIC FACTORS IN PATIENTS
WITH CHEMOTHERAPY-NAIVE
METASTATIC CASTRATION — RESISTANT
PROSTATE CANCER TREATED WITH
ABIRATERONE ACETATE
Background: In real - life, metastatic castration
— resistant prostate cancer patients (mCRPC) had
more complex clinical presentation than patients in the
COU - AA 302 trial. This study primarily aimed to
describe overall survival of chemotherapy-naive
mCRPC treated with abiraterone acetate plus
prednisone (AAP). Other relevant outcomes, baseline
characteristics of these patients were also evaluated.
Methods: This retrospective, observational study
collected data from chemotherapy-naive mCRPC
patients treated with AAP in Vietnam National cancer
hospital. Kaplan-Meier curves were used to estimate
time to treatment failure (TTF), and overall survival
(0S). The impact of baseline characteristics on OS was
explored using univariate and multivariate Cox
proportional hazard models. Results: Data from 65
eligible patients were analyzed. At AAP initiation, the
median age of patients was 70 years (interquartile
range [IQR]: 64-76). Patients had ECOG PS > 2 was
24,6%, pain symptoms (BPS - SF > 3) was 36,9% and
visceral metastases were 16,9%; exclusion criterion in
the COU-AA-302 trial. The rate of PSA response was
73,8%, median PSA PFS was 10,5 months (95% CI:
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7,4-13,6), median TTF was 15,0 months (95% CI:
11,1-18,9), and median OS was 24,9 months (95% CI:
18.9-30.9). Shorter OS was significantly associated
with higher Gleason score (= 8), shorter the time from
ADT start to AAP (<12 months), visceral metastases,
and < 50% PSA decline (p < 0.05). Conclusion:
Abiraterone acetate plus prednisone is well tolerated
and effective for chemotherapy-naive mCRPC patients
in clinical practice.

Keywords: Metastatic castration-resistant
prostate cancer, abiraterone acetate, overall survival.

I. DAT VAN DE

Ung thu tuyén tién liét (UT TTL) la mot trong
cac ung thu phé bién nhat & nam gidi, ddc biét
tai cdc nudc phat trién, Theo udc tinh cula
GLOBOCAN 2020, trén thé gigi, UT TTL ding
hang thr 2 vé ti 1é mdc méi véi 1,414,259 ca va
thir 5 vé ti |é t&r vong vd&i 375,304 ca [1]. Tai Viét
Nam, UT TTL ding thr 5 vé ti Ié mac va th 7
vé ti Ié tor vong vdi lan lugt 6,248 trudng hdp
mac mdi va 2,628 trudng hgp tir vong trong nam
2020 [1]. N&u nhu & M§, ndi ¢6 ti 1é UT TTL cao
va bénh nhan dugc chdn doan sdm do viéc sang
loc PSA va sinh thiét tuyén tién liét thuc hién tot
thi ti 16 UT TTL giai doan IV la 8%, do do ti I€
sOng sau 5 nam cua bénh nhan UT TTL dat gan
100% [1]. Trong khi do ty Ié bénh nhan UT TTL
giai doan 1V tai Viét Nam la trén 75%, diéu nay
tao ganh nang bénh tat cho bénh nhan va ap luc
chi phi diéu tri cho gia dinh va xa hoi.

Liu phap ADT la phuong phap diéu tri
“xuong song” trong UT TTL giai doan di can,
nhirng tac dong khang u cta ADT cai thién chat
lugng cudc s6ng bang cach lam giam dau xuong
cling nhu ty Ié cac bién ching. Tuy nhién, sau
khoang trung binh 18 dén 24 thang, bénh sé tién
trién téi giai doan di c&n khang cit tinh hoan
(mCRPC) va da s6 bénh nhan sé tif vong & giai
doan nay. Th& nghiém COU-AA 302[2], tién
hanh nghién cltu trén 1088 bénh nhan mCRPC
khong hodc c¢d triéu chifng mirc d6 nhe va chua
diéu tri hda tri trudc do, két qua cho thdy hiéu
qua cla abiraterone acetate (AAP) so vdi gia
dugc gilp cai thién thgi gian séng con toan bo.
Trong thutc hanh 1dam sang bénh nhan mCRPC cd
d3c diém da dang hon so véi thir nghiém COU-
AA 302. Nhiéu bénh nhdn mCRPC c6 thé trang
kém, bénh dong mac, triéu chirng dau xuong
muc do trung binh-ndng hodc di can tang khong
nam trong d&i tugng nghién cfu cla thir nghiém
COU-AA 302. Do d6, chuing t6i ti€n hanh nghién
clru nay nhdm danh gid hiéu qua cta AAP trén
bénh nhan mCRPC chua hoa tri tai Viét Nam.

Il. DPOI TUONG VA PHUONG PHAP NGHIEN CUU
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2.1. P6i tugng nghién ciru: Cac bénh
nhan UT TTL di cdn khang cat tinh hoan tai bénh
vién K t&r 01/2014 dén 5/2023.

- Tiéu chuén chan doan khang cét tinh hoan.

- Chua dung cac phuong phap diéu tri nao
cho giai doan mCRPC trudc d6 (Docetaxel,
Enzalutamide, Radium 223).

2.2. Phuong phap nghién ciru:

- Thiét k& nghién clru: m6 ta cat ngang,

- C8 mau nghién cru: chon mau thuan tién.

- Ky thuat va cong cu thu thap s6 liéu: héi clru
ho sa bénh an sir dung mau bénh an nghién clu.

- XU ly va phan tich s6 liéu: cac s6 liéu thu
thap dudgc ma hoa trén may vi tinh va x& ly bang
phan mém thdong ké SPSS phién ban 20.0.

- Udc tinh thgi gian that bai diéu tri va thoi
gian s6ng con toan bd theo phuang phap Kapan
— Meier.

- Phan tich cac yéu t6 anh hudng dén thdi
gian séng con toan bo s dung phucng phap hoi
qui Cox V@i do tin cay 95% (p = 0,05).

Ill. KET QUA NGHIEN CU'U

Nghién clru ctia chdng téi dugc ti€n hanh
trén 65 bénh nhan mCRPC diéu tri budc mot vai
AAP tir thang 1/2014 dén thang 5/2023 tai Bénh
vién K. Tai thdi diém phan tich két qua sau 3
nam diéu tri, khong cé bénh nao dirng diéu tri do
tac dung phu cua AAP, 2 bénh nhan (3,1%) ti€p
tuc diéu tri vGi AAP, 14 bénh nhan (21,5%) con
song. Sau khi that bai véi AAP, 40 bénh nhan
(61,5%) diéu tri budc 2 vdi docetaxel va 10 bénh
nhan (15,4%) diéu tri budc 3 véi enzalutamide.
86,4% bénh nhan diéu tri vai thudc chong huy
xuong (zoledronic acid hodc denosumab).

Bang 1. Bac diém bénh nhin

N (%)
Tubi trung vi (IQR) 70 (64-76)
Bénh déng mac, n (%) 28 (43,1)
Tim mach 23 (35,4)
Pao thao duadng 6 (9,2)
Bénh khac 4 (6,2)
Gleason n (%)
<8 14 (21,5)
>3 51 (78,5)
Chan doan ban dau n (%)
Tai phat 16 (24,6)
De novo 49 (75,4)
Thai gian tr khi ADT tdi
mCRPC (thang), trung vi (IQR) 16,0(11,0-23,0)
ECOG PS n (%)
0 18 (27,7)
1 31 (47,7)
>2 16 (24,6)
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BPI — SF n (%)

BPI — SF 0-3

41 (63,1)

BPI-SF >3

24 (36,9)

Di can n (%)

Di can xuang

57 (87,7)

Di can hach

25 (38,5)

Survival probability

Di cdn tang

11 (16,9)

PSA trung vi (IQR)

34,7(13,0-106,8)

Hemoglobing trung vi (IQR)

126,0(116-132)

Tubi trung vi cta bénh nhan tai thdi diém
chdn doan mCRPC 1a 70 (IQR: 64-76), 43,1%
bénh nhan c6 bénh dong méac trong d6 bénh tim
mach chi€ém 35,4%. Ti |é bénh nhan de novo la
75,4%, Gleason > 8 la 78,5%. Thgi gian trung vi
tur khi ADT dén mCRPC la 16,0 thang (IQR: 11,0-
23,0). Bénh nhan cé thé trang ECOG PS > 2 Ia
34,8%, bénh nhan cd triéu chirng dau BPS — SF
> 3 1a 36,9%. Ti |é di cdn xuong, hach, tang lan
lugt la 87,7%, 38,5%, 16,9%. PSA trung vi la
34,7 ng/ml (IQR: 13,0-106,8), hemoglobin trung

vi 13 126,0 g/l (IQR: 116-132).

Survival probability

00 1500 E
TTF (menths) a

nnnnn

2000
Survival time (months)

Biéu db 1. (a) Thoi gian thét bai diéu tri va

(b) thoi gian séng con toan bo

Bang 2. Phan tich cac yéu té anh hudng dén thoi gian séng con toan bo

N (%) Univariate Multivariate
HR (95% CI), p-value | HR (95% CI), p-value
<70 33 (50,2)
Tudi > 70 32(49,8) 2,595 (1,466-4,595) 1,253 (0,629-2,494)
p = 0,001 p=0,512
Thé trang 0-1 49 (754)
PSS 2-3 16 (24,6) 2,764 (1,465-5,216) 1,707 (0,775-3,736)
p = 0,002 p=0,715
<8 14 (21,5)
Gleason > 8 51 (78,5) 2,506 (1,209-5,197) 3,136 (1,373-7,136)
p=0,014 p = 0,007
- <3 41 (63,1)
Mggp‘g?sg?” >3 24 (36,9) 3,118 (1,817-5,701) 1,067 (0,522-2,184)
p < 0,001 p = 0,858
<80 46 (70,1)
PSA > 80 19 (29,9) 1,999 (1,097-3,642) 1,957 (0,906-4,227)
p = 0,024 p=0,88
Khong 54 (83,1)
Di cin tang co 11 (16,9) 3,355 (1,650-6,842) 2,735 (1,09-6,593)
p = 0,001 p = 0,032
Ché&n doan ban Tai phat 16 (24,6)
Ha De novo 49 (75,4) 1,297 (0,689-2,440) 0,439 (0,217-1,123)
p = 0,412 p = 0,092
Thai gian t&r | > 12 months | 48 (73,8)
khi ADT t6i | < 12 months | 17 (26,2) 7,746 (3,728-16,098) 3,883 (1,556-9,441)
mCRPC p <0,001 p = 0,003
boA Dat 48 (73,8)
dép (ng Khong dat 17 (26,2) 11,002 (5,063-23,909) 6,425 (2,115-19,520)
p < 0,001 p = 0,001

Ti 1€ bénh nhan dat PSA dap Ung la 73,8%,
PFS sinh héa trung vi la 10,5 thang (95% CI:
7,4-13,6), thai gian that bai diéu tri trung vi la

15,0 thang (95% CI: 11,1-18,9), va thgi gian
s6ng con toan bd trung vi la 24,9 thang 95% CI:
18,9-30,9). Cac yéu té anh hudng dén thdi gian
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sdng con toan bd la tudi (= 70), thé trang ECOG
PS (=2), diém Gleason (> 8), triéu chirng dau
xuong BPI — SF (> 3), PSA (> 80), di can tang,
de novo, thai gian tir khi ADT dén mCRPC (<12
thang), va khong dat PSA dap (ng. Trong do,
diém Gleason (= 8), di can tang, de novo, thdi
gian tor khi ADT dén mCRPC (<12 thang), va
khong dat PSA dap (ng la nhitng yéu t6 co gia
tri tién lugng doc lap vdi thdi gian sdng con toan
bo (bang 2).

Trong thdi gian diéu tri véi AAP, triéu chirng
thudng gap nhat la phu (23,1%), ha kali mau cé
(15,4%), tang huyét ap (10,7%), tdng enzyme
AST/ALT (7,7%) va tang dudng huyét (7,7%).
Pa s6 bénh nhan co tac dung phu déu & mic do
nhe - vira, khong cé bénh nhan nao phai diing
diéu tri do tac dung phu cua AAP.

IV. BAN LUAN

Th& nghiém COU-AA 302 [2], ti€n hanh trén
1088 bénh nhan mCRPC chua diéu tri hda chat
trudc do, thé trang PS 0-1, khdng hodc cd triéu
chirng dau mdc do nhe trén lam sang, khéng co
bénh ly tim mach va khong di can tang két qua
cho thdy hiéu qua cua AAP gilp cai thién tién
lugng bénh so vdi placebo (OS 34,7 thang so véi
30,3 thang). Tuy nhién, thuc t€ Idam sang cho
thdy tai thai di€m chan doan mCRPC bénh nhén
ddc diém khdng ddng nhat. Mau nghién clru cla
ching tdi c6 ddc diém da dang hon so véi thir
nghiém COU — AA 302. Tudi trung vi I3 70 (IQR:
64-76), 35,4% bénh nhan c6 bénh li tim mach,
75,4% bénh nhan de novo, Gleason > 8 la
78,5%, ECOG PS > 2 la 24,6%, bénh nhan co
triéu ching dau BPS — SF > 3 la 36,9%, va ti lé
bénh nhan di can tang 16,9%. PSA trung vi la
34,7 ng/ml (IQR: 13,0-106,8), va hemoglobin
trung vi la 126,0 g/l (IQR: 116-132). Nghién cliu
cla chung t0i, PSA dap Ung la 73,8% cao han so
V@i thr nghiém COU — AA 302 (62%) nhung PFS
sinh hda trung vi thap han véi so véi thr nghiém
COU — AA 302 (10,5 thang (95% CI: 7,4-13,6) so
vGi 11,1 thang).

Theo Prostate Cancer Clinical Trials Working
Group 3 (PCWG3), danh gia tién trién cua ton
thugng di can xudng trén xa hinh xudng theo
quy tac 2+2. Tuy nhién, diéu kién thuc hanh l1am
sang tai Viét Nam thudng danh gia ton thuong di
can xuong khong day da. Ngoai ra, két qua thar
nghiém COU - AA 302 [2] cho thay, 38% bénh
nhan méc du tién trién 1dm sang nhung khdng cd
bang chlng ti€n tri€n trén hinh anh. Vi vay,
trong nghién ctu nay ching t6i danh gia TTF
(TTF la thai gian diéu tri cho dén khi cé 2 trong 3
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yéu t6 tién trién la tién trién sinh hda, tién trién
hinh anh, tién trién 1dm sang). K&t qua cho thay,
TTF trung vi dat 15,0 thang (95% CI: 11,1-18,9)
cao haon so vGi két qua thr nghiém COU — AA
302 [2] v@i TTF trung vi 13,8 thang va cac
nghién clu ddi thuc khac (10,0 thang va 6,8
thang) [3], [4].

Trong th(r nghiém COU — AA 302 [2], 67%
bénh nhan sau that bai v&i AAP tiép tuc diéu tri
budc hai, trong dé chd yéu la docetaxel (48%)
va ti Ié bénh nhan diéu tri budc 3 la 36%. Két
qua cho thay, bénh nhan mCRPC sau that bai vai
AAP diéu tri budc hai véi docetaxel gitp cai thién
thién tién lugng so véi diéu tri triéu ching.
Nghién clfu cua chung t6i, sau that bai vdi AAP,
40 bénh nhan (61,5%) diéu tri budc 2 vdi
docetaxel va 10 bénh nhéan (15,4%) diéu tri budc
3 vdi enzalutamide. Két qua cho thdy, OS trung
vi 13 24,9 thang (95% CI: 18,9-30,9) tuong déng
vGi cac nghién cru ddi thuc khac (27,1 thang va
23,7 thang) [4] nhung thap han so véi két qua
thir nghiém COU — AA 302 vdi OS trung vi 34,7.

Két qua tir th&r nghiém COU — AA 302 [2] va
cac nghién ctu ddi thuc cho thdy déc diém bénh
nhdn mCRPC bao gdbm [5], [6] tudi, diém
Gleason, thé trang (PS), déc diém di cin, gia tri
PSA, PSA dap (ng la nhimng yéu t6 cb gia tri tién
lugng OS. Trong nghién cliu cla chdng toi, tudi
(= 70), diém Gleason (= 8), thé trang (PS = 2)
triéu ching dau (BPI -SF > 3), PSA (> 80), di
can tang, de novo, thdi gian tir khi diéu tri ADT
dén mCRPC (< 12 thang), khong dat PSA dap
Ung la nhitng yéu t6 gia tri tién lugng OS (p <
0,05), Tuy nhién, két qua phan tich da bién cho
thdy chi c6 diém Gleason (= 8), di can tang, thdi
gian tur khi diéu tri ADT dén mCRPC (< 12
thang), khéng dat PSA dap Ung la nhitng yéu t6
tién lugng doc Iap vai OS.

Két qua tur thir nghiém CHAARTED cho thay
[7], bénh nhan “tai phat” dugc diéu tri triét can
tai thsi diém chan dodn cd OS t6t hon so Vi
nhom bénh nhdn de novo. Nghién clu cua
Mikifumi Koura va céng su’ [8], 28,4% bénh nhan
dudc diéu tri triét cin tai thoi diém chan doan
ban dau, Két qua cho thay OS cai thién & nhém
bénh nhan “tai phat” so vdi nhom bénh nhan de
novo (HR 0,56, 95% CI: 0,33—0,93). Nghién cru
cla ching toi, 24,6% bénh nhan “tai phat”, tuy
nhién OS khac biét khong cé y nghia thong ké so
véi nhdom bénh nhan de novo (p = 0,092).

Abiraterone acetate (c ché CYP-170H lam
t&ng tdng hap mineralocorticoid gay gitr mudi git?
nudc, ha kali mau, lam tang huyét ap, phd, tang
cac bién cd tim mach. Ngoai ra, AAP con chuyén
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hdéa qua gan cé thé gay tang enzyme gan thudng
gap trong 3 thang dau. Nghién ctu cla chung toi
cd ti Ié bénh nhan gap tac dung phu do AAP thap
hon so véi thir nghiém COU — AA 302, triéu
chirng phu thudng gdp nhat (23,1%), ha kali
mau co (15,4%), tang huyét ap (10,7%), tang
men gan (7,7%) va tang dudng huyét (7,7%).
Pa s6 bénh nhan co tac dung phu déu & mirc do
nhe - vlra, khong cé bénh nhan nao phai dirng
diéu tri do tac dung phu cua AA.

V. KET LUAN

Nghién clfu cta chung t6i ti€n hanh trén 65
bénh nhdn mCRPC véi ddc diém da hon so vdi
thir nghiém COU — AA 302. Két qua cho thay,
AAP dung nap t6t va hiéu qua trén bénh nhan
mCRPC vdi TTF trung vi 13 15,0 thang va OS
trung vi la 24,9 thang.
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DAC PIEM LAM SANG, CAN LAM SANG BENH NHAN €O TRIEU CHUNG
COVID-19 KEO DAI TAI PHONG KHAM HO HAP - BENH VIEN TAM ANH

TOM TAT

Pat van de COVID-19 la dai dich toan cau gay
ton hai nang né cho tinh mang, stic khoe con ngu‘d|
Mot s6 ngudi sau khi khoi bénh COVID-19 xuat hién
cac triéu chu‘ng dai ddng hodc méi kéo dai hang tuan
hoac hang thang dudc goi 1a “COVID kéo dai”. Cac
nghién clfu trén thé& gidi bao cao ty Ié COVID-19 kéo
dai dao dong tlr 10 — 30% va c6 thé kéo dai trén 1
nam. Hlen nay, 8 Viét Nam chua ¢ nhiéu nghlen ctru
Idm sang va can lam sang cla cac bénh nhan cé triéu
chitng COVID-19 kéo dai. Vi vay, chung toi tién hanh
ngh|en cu’u nay nham danh gia mét sd dac diém lam
sang, can lam sang bénh nhan COVID-19 kéo dai.
Muc tiéu: Mo ta dac diém Iam sang, can lam sang
ctia bénh nhan c6 triéu chimg COVID-19 kéo dai. Poi
tugng va Phuong phap: Mo ta cdt ngang 172 bénh
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Nguyén Vin Ngan!, Phan Thu Phwong!,
Ngo Quy Chau?, Chu Thi Hanh?

nhan COVID-19 kéo dai tai phong kham khoa H6 hap -
Bénh vién Tam Anh tir 2/2022 dén 10/2022. Két qua:
1. Lam sang: Triéu chi’ng 1dm sang COVID-19 kéo
dai hay gap: mét méi (57%), kho thd, hut hgi
(51,2%), ho (43,6%), dau nguc (27,3%), mat ngu
(25%) va r6i loan tap trung hay gidam kha nang tap
trung, chl y (25,3%). 2. Can lam sang: Xét nghiém
méu: AST > 40 U/ (2,9%), ALT > 40U/l (4,1%), CRP
> 0,5 mg/dl (10,1%), Ferritin >300 ng/ml (19,6%), D-
dimer > 0,5 ug FEU/mI (9, 9%) X-quang tim phéi
(n=152): Day thanh phé quan (13,2%) déng dac
(3,9%), kinh m& (3,9%), noét m& (2,6%). Chup CT
nguc (n= 56): dai xd, dai m& nhu mo (37,5%), Gian
va day thanh phé quan (33,9%), kinh ma (21, 4/0),
nét mg (19, 6%) va dong dac (10,7%), xd ph0|
(8,9%); Chirc nang thong khi: 18,02% hudng t&i roi
loan thong khi han ché, 5,81% i loan théng khi tac
nghén; Test di bo 6 phut (n = 93): 87,1% giam quang
dudng di dugc sau test, quang dudng di dudc trung
binh: 468,05 + 61,12 (m). K&t luan: COVID-19 kéo
dai 1a bénh Iv bi€u hién da cc auan qav ra cic van dé
siic khoé dai dang. Cac triéu chiing thudng gap: Mét
moi, khé thd, hut hdi, gidm guana dudng di dudc sau
test di b6 6 phit...Can theo d6i va quan lv lau dai cac
bénh nhan cé triéu chiing COVID-19 kéo dai.
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