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KET QUA PIEU TRIUNG THU TUYEN TIEN LIET GIAI DPOAN
DI CAN KHANG CAT TINH HOAN BANG ABIRATERONE ACETATE
VA MOT SO YEU TO TIEN LWUONG

Nguyén Dinh Lgi', D6 Anh T2, Nguyén Xuin Hau'

TOM TAT

Muc tiéu: banh gia két qua diéu tri ung thu
tuyén tién liét giai doan di cin khang cat tlnh hoan
b&ng Abiraterone acetate va phan tich mot s6 yéu t&
anh hudng dén thdi gian that bai diéu tri. DO tugng
va phuong phap nghién ciru: Nghién ciu mo ta cat
ngang trén 65 bénh nhan ung thu tuyén tién I|et giai
doan di can khang cét tinh hoan, tai bénh vién K ti
01/2014 dén 5/2023. K&t qua: Tu0| trung vi la 70,0
(IQR: 64-76), PSA trung vi la 34,7 ng/ml (IQR: 13, 0-
106,8), hemoglobin trung vi la 126 g/l (IQR: 116,5-
132,0), Ti 1é di can xudng, hach, tang lan lugt la
87,7%, 38,5%, 16,9%. Ty lé PSA dap Ung dat 73,8%,
PFS sinh hoéa 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).
Cac yéu to Gleason (= 8), di can tang, PSA (> 80
ng/ml), thdi gian tu khi diéu tri ADT dén mCRPC (< 12
thang), va khong dat PSA dap (ng cd gia tri tién lugng
doc lap TTF. K&t luan: Abiraterone acetate dung nap
tot va hiéu qua trén bénh nhan mCRPC vdi PFS sinh
hdéa trung vi va TTF trung vi [an lugt la 10,5 thang va
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SUMMARY

OUTCOMES WITH ABIRATERONE ACETATE
IN METASTATIC CASTRATION-RESISTANT
PROSTATE CANCER PATIENTS AND SOME

PROSPECTIVE FACTORS

Objective: Evaluation of outcomes with
Abiraterone acetate in patients with metastatic
castration-resistant prostate cancer and analysis of
some factors affecting the time of treatment failure.
Patients and methods: A cross-sectional descriptive
study on 65 patients with metastatic castration-
resistant prostate cancer in Vietnam National Cancer
Hospital from January 2014 through May 2023.
Results: Median age was 70,0 years (IQR: 64-76),
median PSA was 34,7 ng/ml (IQR: 13,0-106,8),
median hemoglobin was 126 g/l (IQR: 116,5-132,0),
The rate of bone metastasis was 87,7%, lymph node
metastasis was 38,5%, and the rate of visceral
metastasis was 16,9%. The rate of PSA response was
73.8%, median PSA PFS was 10,5 months (95% CI:
7.4-13.6), median TTF was 15,0 months (95% CI:
11.1-18.9). In the multivariate analysis, only higher
Gleason score (= 8), higher time from ADT start to
AAP (= 12), PSA (> 80ng/ml), visceral metastases,
and PSA response (<50% PSA decline) were
associated with shorter time to TTF. Conclusion:
Abiraterone acetate was well tolerated and effective in
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mCRPC patients with median biochemical PFS and
median TTF of 10.5 months and 15.0 months.

Keywords: mCRPC, abiraterone
prospective factors

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 mdi 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 th(r 5 vé ti 1é mac va th 7
vé ti Ié tor vong véi lan lugt 6,248 trudng hdp
mac mdi va 2,628 trudng hgp tr vong trong nam
2020 [1]. Néu nhu & My, ngi cé ti 1€ 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 6%, do do ti I€
sOng sau 5 nam cua bénh nhan UT TTL dat gan
100%. Trong khi dé ty & bénh nhan UT TTL giai
doan 1V tai Viét Nam la trén 75%, diéu nay tao
ganh nang bénh tat cho bénh nhéan va ap luc chi
phi diéu tri cho gia dinh va xa hdi.

Liu phap ADT la phuong phap diéu tri
“xuong song” trong UT TTL giai doan di can,
nhitng tac dong khang u cla ADT cai thién chat
lugng cudc s6ng bang cach lam giam dau xucng
cling nhu ty Ié cac bién chdng. 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 s0 bénh nhan sé tif vong & giai
doan nay. Thur nghiém COU-AA 302, ti€én hanh
nghién cru trén 1088 bénh nhan mCRPC khong
hoac co triéu chirng mirc dé nhe va chua diéu tri
hoa tri trudc do, két qua cho thay hiéu qua cla
Abiraterone acetate (AAP) so v@i gia dugc gilp
cai thién thdi gian s6ng thém bénh khéng tién
tién[2]. Trong thuc hanh 1dm sang bénh nhan
mCRPC ¢ dic diém da dang, khdng déng nhat
V@i d6i tugng nghién cliu trong th nghiém COU-
AA 302. Tai Viét Nam, chua cé nhiéu nghién cltu
danh gid day du hiéu qua cia AAP trén nhom
bénh nhadn nay, do vay ching toi ti€n hanh
nghién cltu "Két qua diéu tri ung thu tuyén tién
liét giai doan di can khang cat tinh hoan béng
Abiraterone actetat va mot so' yéu to'tién luong”.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

acetate,

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 cdt tinh hoan.

- Chua dung cac phuang 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 cdng cu thu thap so liéu: hoi
ctu ho so bénh an sir dung mau bénh an nghién
cuu.

- Xu' ly va phan tich sé liéu: cac so liéu
thu thdp dugc ma hoa trén may vi tinh va x{r ly
bang phan mém thdng ké& SPSS phién ban 20.0.
INl. KET QUA NGHIEN cUU

Nghién clru cla chung toi dugc tién 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 sau 3 ndm diéu
tri, khong c6 bénh nao dirng diéu tri do tac dung
phu ctia AAP, 2 bénh nhan (3,1%) ti€p tuc diéu
tri v8i AAP. Tudi trung vi cGia bénh nhén tai thdi
diém chan doan mCRPC 1a 70 (IQR: 64-76),
43,1% bénh nhan cd bénh déng mac trong do6
bénh tim mach chiém 35,4%, bénh nhan cé diém
Gleason = 8 la 78,5%. Ti |é bénh nhan de novo
la 75,4%. Thd&i gian trung vi tU khi ADT dén
mCRPC 1a 16,0 thang (IQR: 11,0-23,0). Bénh
nhan cé thé trang ECOG PS > 2 1a 34,8%, bénh
nhan cé triéu chirng dau BPS — SF > 3 la 36,9%.
Ti & di cdn xuong, hach, tang lan lugt la 87,7%,
38,5%, va 16,9%. PSA trung vi la 34,7 ng/ml
(IQR: 13,0-106,8), hemoglobin trung vi la 126,0
g/l (IQR: 116-132).

TTF trung vi 16,0 thang (95% CI 11.1-18.9)

it )

2000
Thé&i gian thit bai didu tri (thang)

Biéu db 1. Thoi gian thét bai diéu tri vdi

Abiraterone acetate
Bang 1. Cac yéu té anh hudng dén két qua diéu tri
N (%) Univariate Multivariate
] HR (95% CI), p-value | HR (95% CI), p-value
Tuoi | <70 33 (50,2)
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>70 [ 32(49,8) | HR 2,148 (1,296-3,516) | HR 1,144 (0,636-2,057)
p = 0,003 b = 0,653
01 49 (75,2)
PS 23 16 (24,8) | HR 2,544 (1,416-4,605) | HR 1,907 (,931-3,004)
p = 0,002 p = 0,078
<8 14 (21,5)
Gleason >8 51(78,5) | HR 2,157 (1,159-4.014) | HR 2,931 (1,403-6,121)
p =0,015 p = 0,004
<3 41 (63,1)
BPI-SF >3 24(36,9) | HR 2,375 (1,393-4.038 | HR 0,699 (0,339-1,442)
p = 0,001 p = 0,333
< 80 46 (70,1)
PSA > 80 19(29,9) | HR 2,044 (1,178-3,547) | HR 2,315 (1,176-4,560)
p=0,011 p = 0,015
Khong 54 (83,1)
Di ciin tang o 11 (16,9) | HR 2,146 (1,068-4,321) | HR 2,640 (1,043-6,685)
p = 0,032 p = 0,041
Taiphat | 16 (24,6)
Chdndoén | Denovo | 49(754) | HR 1,350 (0,753-2,419) | HR 0,505 (0,237-1,075)
p=0,314 p =0,076
o > 12thang | 48 (73,8)
ng'ngr'r?gR’;?:T < 12thang | 17(26,2) | HR 6,787 (3,415-13,492) | HR 4,113 (1,693-9,992)
p <0,001 p = 0,002
- Bat 48 (73,8)
a4p g Khong dat | 17(26,2) | HR 10,762 (5,038-22,99) | HR 9,63 (3,425-27,075)
p <0,001 p <0,001

ThGi gian diéu tri trung vi la 15,0 thang
(IQR: 8,0-19,8). Ty I& PSA dép Ung dat 73,8%,
PFS sinh hda trung vi la 10,5 thang (95% CI:
7,4-13,6), TTF trung vi 1a 15,0 thang (95% CI:
11,1-18,9).

Tubi (= 70), diém Gleason (= 8), thé trang
(PS = 2) triéu chirng dau (BPI -SF > 3), PSA (>
80 ng/ml), di can tang, de novo, thdi gian tur khi
diéu tri ADT dén mCRPC (< 12 thang), khong
dat PSA dap Ung la nhitng yéu t6 gid tri tién
lugng TTF (p < 0,05). Tuy nhién, két qua phan
tich da bién cho thay chi c6 diém Gleason (= 8),
di cdn tang, PSA (> 80 ng/ml), thdi gian tUr khi
diéu tri ADT dén mCRPC (< 12 thang), va khong
dat PSA dap (Ung la nhiing yéu t6 tién lugng doc
lap vé6i TTF.

Trong thdgi gian diéu tri véi AAP, triéu chirng
thuGng gap nhat la phu (23,1%), ha kali mau cd
(15,4%), tang huyét ap (10,7%), tang enzyme
AST/ALT (7,7%) va tang dudng huyét (7,7%).
Pa s6 bénh nhan c¢b tac dung phu déu & mic do
nhe - vlra, khong cé bénh nhan nao phai ding
diéu tri do tac dung phu cua AAP.

IV. BAN LUAN

Thir nghiém COU-AA 302 [2] ti€én 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 d6 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 (rPFS 16,5 thang so
v@i 13,8 thang). Tuy nhién, thuc t€ Iam sang cho
thdy tai thai diém chan doan mCRPC bénh nhén
d3c diém khdng ddng nhat. Mau nghién clru cla
ching tdi c6 ddc diém da dang hon so vdi thir
nghiém COU — AA 302. Tudi trung vi la 70 (IQR:
64-76), 35,4% bénh nhan c6 bénh li tim mach,
75,4% bénh nhan de novo, diém Gleason > 8 la
78,5%, ECOG PS > 2 la 34,8%, bénh nhan co
triéu chirng dau BPS — SF > 3 la 36.9%, ti Ié
bénh nhan di can tang 16,9%, PSA trung vi la
34,7 ng/ml (IQR: 13,0-106,8), hemoglobin trung
vi la 126,0 g/l (IQR: 116-132). Nghién ctu cua
ching t0i, PSA dap Ung la 73,8% cao han so vdi
thir nghiém COU — AA 302 (62%) va PFS sinh
hoa trung vi la 10,5 thang (95% CI: 7,4-13,6)
thap hon véi so véi thir nghiém COU — AA 302
(11,1 thang) [2].

Theo Prostate Cancer Clinical Trials Working
Group 3 (PCWG3) [3], danh gia tién trién cua ton
thugng di can xudng trén xa hinh xuong theo
quy tac 2+2. Tuy nhién, diéu kién thuc hanh l1am
sang tai Viét Nam thudng déanh gia ton thuong di
can xuong khong day du. Ngoai ra, két qua thar
nghiém COU - AA 302 [2] cho thay 38% bénh
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nhan méc du tién trién 1dm sang nhung khéng c
bang ching tién trién trén hinh anh. Vi vay,
trong nghién c(u nay ching toi danh gia TTF
(TTF la thai gian diéu tri cho dén khi co 2 trong 3
yéu t8 tién trién 13 tién trién sinh hoa, tién trién
hinh anh, tién trién 1dm sang). Nghién citu cua
ching toi, TTF trung vi dat 15,0 thang (95% CI:
11,1-18,9) cao han so véi két qua thir nghiém
COU - AA 302 v@i TTF trung vi 13,8 thang va cac
nghién clu ddi thuc khac (10,0 thang va 6,8
thang) [2], [4], [5].

Két qua tlr thr nghiém COU — AA 302 va cac
nghién clru dgi thuc [2], [4], [5], cho thay dac
diém bénh nhdn mCRPC bao gém tudi, diém
Gleason, thé trang (PS), déc diém di cin, gia tri
PSA, PSA dap Ung la nhiing yéu 6 co gia tri tién
lugng PFS. Trong nghién cltu clia ching tdi, tudi
(= 70), diém Gleason (= 8), thé trang (PS = 2)
triéu chiing 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 to gia tri tién lugng TTF (p <
0,05). Tuy nhién, két qua phan tich da bién cho
thay chi c6 diém Gleason (= 8), di cin tang, PSA
(> 80ng/ml), thdi gian tUr khi diéu tri ADT dén
mCRPC (< 12 thang), va khéng dat PSA dap (ing
la nhitng yéu to6 tién lugng doc lap véi TTF.

Két qua tir thir nghiém CHAARTED va GETUG
-AFU 15 cho thay [6], [7], bénh nhan “tai phat”
dudc diéu tri triét can tai thdi diém chan doan c6
tién lugng tét hon so véi nhdm bénh nhan de
novo. Nghién clru cua Mikifumi Koura va cong su
[8], 28,4% bénh nhan dugc diéu tri triét can tai
thdi diém chan doan ban dau. K&t qua cho thdy
PFS khéng co su khac biét gilta nhdm bénh nhan
“tai phat” va nhdm bénh nhan de novo (HR 0.56,
95% CI: 0.33-0.93). Nghién clru cta chdng toi
c6 két qua tudng tu, 24.6% bénh nhan “tai
phat”, tuy nhién TTF khac biét khéng cé y nghia
thong ké so v8i nhom bénh nhan de novo (p =
0,076).

Abiraterone acetate (c ché CYP-170H lam
tdng téng hgp mineralocorticoid gay gitr mudi gilr
nudc, ha kali mau, lam tang huyét ap, phu, tang
cac bién ¢b tim mach. Ngoai ra, AAP con chuyén
hdéa qua gan cé thé gay tang enzyme gan thudng
gap trong 3 thang dau. Nghién cltu clia chiing t6i
co ti I& bénh nhan gap tac dung phu do AAP thap
hon so véi thir nghiém COU — AA 302, triéu
chitng phu thudng gdp nhat (23,1%), ha kali

mau cé (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 c6 bénh nhan nao phai diing
diéu tri do tac dung phu cua AAP.

V. KET LUAN

Nghién clu clGa chdng toi ti€n hanh trén 65
bénh nhan mCRPC véi déc diém da dang hon so
vGi thir nghiém COU — AA 302. Két qua cho thay,
AAP dung nap t6t va hiéu qua trén bénh nhan
mCRPC V@i PFS sinh hoda trung vi va TTF trung vi
lan lugt la 10,5 thang va 15,0 thang.
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