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TOM TAT

Nhitng bénh nhén bj ung thuw tuyén tién liét khédng cét tinh hoan khéng di can
(nonmetastatic castration resistant prostate cancer: nmCRPC) ¢é nguy co cao tién
trién dén ung thw tuyén tién liét khang cét tinh hoan di cdn (metastatic castration
resistant prostate cancer: mCRPC), v&i rét it Ira chon trong lich stv dé ngén chédn qué
trinh nay. Trong thap ky qua, hiéu qué cta céc liéu phap nhdm muc tiéu vao con duong
thu thé androgen da duoc nghién ctu. Ba thubc khang androgen khéng steroid méi
diéu tri nmCRPC ¢é nguy co cao da duoc nghién ciru. Céc thir nghiém PROSPER,
SPARTAN, ARAMIS la thir nghiém lam sang giai doan Ill, ngéu nhién, cé déi chimg
gid duwoc 1an lwot nghién ctru tinh hiéu qua va an toan cta enzalutamide, apalutamide
va darolutamide. Vé mat théng ké, ca ba diéu tri déu cho thdy cai thién dang ké séng
con khéng di cdn (MFS), va khi phén tich cubi cung, ty 1é séng con toan b6 (OS) da
duoc cai thién dang ké. So sénh hiéu qua va s an toan cta cé ba tac nhan van chua
duoc nghién ctru trong mét thte nghiém 1am sang toan dién, nhung sw chap thuén cta
céc loai thudc nay béi FDA va cac co quan quan ly khac cé nghia la cac nha cung cap
hién ¢6 ba Iwra chon diéu tri hiéu qua dé tang cuong ADT cho bénh nhdn nmCRPC.

Bai téng quan nay c¢6 muc dich cép nhét céac diéu tri méi nhét da duoc duwa vao
trong cac hueng dan quéc té (tir Hoi Tiét niéu Hoa Ky AUA, Héi Tiét niéu Chéau Au
EAU, va Mang Iuéi Quan ly toan dién Ung thur Hoa Ky NCCN) vé diéu tri ung thuw tuyén
tién ligt khang cét tinh hoan khéng di can.

Ttr khéa: Ung thu tuyén tién liét, ung thu tuyén tién liét di can, ung thu tuyén tién
liét khéng cét tinh hoan, ung thu tuyén tién liét khédng cat tinh hoan khéng di can, ung
thu tuyén tién liét khéng cét tinh hoan di can (mCRPC).

ABSTRACT
TREATMENT FOR NONMETASTATIC CASTRATION-RESISTANT PROSTATE
CANCER (NMCRPC)

Ngo Xuan Thai'*

Men with nonmetastatic castration resistant prostate cancer (nmCRPC) are at a
high risk of progression to mCRPC, with historically few options to halt this process. In
the past decade, the efficacy of androgen receptor pathway - targeting modalities has
been investigated. Three novel nonsteroidal antiandrogen agents for treating high - risk
nmCRPC have been investigated; the PROSPER, SPARTAN and ARAMIS trials were
phase I, randomized, placebo - controlled clinical trials that investigated the efficacy
and safety of enzalutamide, apalutamide and darolutamide, respectively. All three
therapeutics showed statistically significant improvements in metastasis - free survival,
was lengthened and at final analysis, overall survival was significantly improved. The
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comparative efficacy and safety of all three agents has not yet been investigated in a
comprehensive clinical trial, but approval of these medications by the FDA and other
regulatory agencies means that providers now have three effective therapeutic options
to augment ADT for patients with nmCRPC.

This overview aims to update the latest treatments that have been included in
international guidelines (from American Urological Association (AUA), European
Association of Urology (EAU) and National Comprehensive Cancer Network NCCN)
for the treatment of non-metastatic castration resistant prostate cancer.

Key words: Prostate cancer, metastatic prostate cancer, castration resistant
prostate cancer (CRPC), nonmetastatic castration resistant prostate cancer (hmCRPC),
metastatic castration resistant prostate cancer (mCRPC).

I. PAT VAN DE

Ung thu tuyén tién liét di can c6 ty 1€ mic bénh
va tir vong dang ké. Liéu phéap loai trir androgen
(Androgen Deprivation Therapy: ADT) la diéu trj
tiéu chuan cho ung thu tuyén tién liét khong di can,
dé ngan chan sy tién trién di can; tuy nhién, nhiéu
bénh nhan cudi cung sé& phat trién ung thu tuyén tién
liét khang cét tinh hoan (CRPC), giai doan nay gay
nhiéu thach thirc cho diéu tri. Gitra cac giai doan
bénh nhay cét tinh hoan khéng di can (nonmetastatic
castration sensitive prostate cancer: nmCSPC) va
khang cit tinh hoan di can (mCRPC) la mot trang
thai bénh trung gian dugc goi 1a ung thu tuyén tién
liét khang cit tinh hoan khong di cin (nmCRPC),
day 1a mot giai doan khong dong nhét xay ra sau
khi mot bénh nhan khong ¢ bang chimg chan doan
hinh anh cta di can; diéu nay cho thay bang chiing
vé sy tién trién ciia ung thu ngay ca sau khi da diéu
tri ADT [1 - 3].

Nhiing bénh nhan c6 PSA ting nhung khong co
di cin c6 thé nhin thay trén phuong tién chan doan
hinh anh thong thuong mic du di diéu trj cat tinh
hoan noi khoa hozc phau thuat, dai dién cho mot
trang thai bénh khac biét duy nhat. Sy ra doi cia
cac ky thuat chan doéan hinh anh dugc cai thién bao
gom chuyp cét 16p phat xa positron thé hé¢ méi (PET
- CT) da cho phép phat hién ra cac di can thé tich
nhoé ma trude day khong bi phat hién bang hinh anh
lam sang tiéu chuan nhu xa hinh xwong, cat 16p vi
tinh (CT) va cong huong tir (MRI). Tuy vay, van
con mot nhom nho bénh nhan c¢6 bénh van duogc xac
dinh boi sinh hoa khi chi tang PSA [1].

Cho dén gan day, khong c6 thudc cu thé nao
dugc Cuc quan 1y Thyc pham va Duoc pham Hoa
Ky (FDA) chap thuan dé diéu tri cho bénh nhan
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nmCRPC. Tuy nhién, ba chit khang thu thé androgen
(AR) di kéo dai thanh cong séng con khong di cin
(MFS), dugc dinh nghia la sy phat trién cua di can
hoic tir vong do bét ky nguyén nhan nao, khi so sanh
v6oi ADT cong voi gid duge ¢ bénh nhan nmCRPC.
Viéc sir dung MFS thay vi séng con toan bo (OS)
nhu mot két cuc thudng ding 1a cach danh gia méi
trong theo ddi didu tri cac khdi u dic [1].

Hoi Tiét nidu chau Au da tong két cho thdy co
27 - 53% cac bénh nhan dang diéu trj cat TTL tan
géc hodc xa tri roi s& tién trién tang PSA (tai phat
PSA) [2]. Xét nghiém PSA thuong xuyén & bénh
nhan duoc diéu tri bing ADT gitp phat hién sém
tién trién sinh hoa. Khoang 1/3 nhimg ngudi bénh
nay, s& phat trién di cin xuong trong vong 2 nam,
dugc phat hién bdi cac chin doan hinh anh thong
thuong [4].

Thép ky vira qua chimg kién rat nhidu thay doi
trong chan doan va diéu tri dbi v6i ung thu tuyén
tién liét khang cit tinh hoan (& ca hai giai doan
khong chan doan va di can).

II. CAC THUAT NGU VA PINH NGHIA

Mot s thuat ngtr va dinh nghia chinh can duoc
xem xét khi giai thich huéng dan ctia Hoi Tiét nigu
Hoa Ky (AUA), Hoi Tiét niéu chau Au (EAU) va
Mang ludi Quan 1y toan dién Ung thu Hoa Ky.

Dau tién, tai phat sinh hoa 1a sy gia ting PSA &
bénh nhan ung thu tuyén tién liét sau khi diéu tri
b::ing phﬁu thuat hoac xa tri (PSA 0,2ng/mL va gia
tri xac nhan 0,2ng/mL tré 1én sau phau thuat cét
bo tuyén tién liét triét dé va nadir + 2,0ng/mL sau
xa tri). Piéu ndy c6 thé xay ra & nhitng bénh nhan
khong c¢o triéu ching [1].

Ung thu tuyén tién liét nhay noi tiét (Hormone
sensitive prostate cancer: HSPC) dé cap dén ung thu
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tuyén tién liét chua duoc diéu tri bﬁng ADT hodac
van dap Gng v6i ADT, biéu hién bang viéc khong
tién trién 1am sang, tién trién chan doan hinh anh
hodc PSA ting > 2,0 ng/mL trén nadir. Diéu nay
cling c6 thé duge goi 1a ung thu tuyén tién liét nhay
cit tinh hoan (castrate - sensitive prostate cancer:
CSPC), ung thu tuyén tién liét nhay voi noi tiét
(endocrine - sensitive prostate cancer) va ung thu
tuyén tién liét chua diéu tri noi tiét (hormone - naive
prostate cancer: HNPC) [1]. That ra thi HSPC va
CSPC ciing c6 khéc biét (chung toi s& dé cap trong
bai viét khac).

Ung thu tuyén tién liét khang cit tinh hoan
(CRPC) dugc xac dinh boi su tién trién ctia bénh du
diéu tri ADT va testosterone & mirc cit tinh hoan (<
50 ng/dL). Xét nghiém hién dai chi ra rang nong do
testosterone giam xudng con < 20ng/dL sau khi cat
b6 tinh hoan [5]. Sy tién trién c6 thé 1a su gia ting
lién tuc nong d6 PSA huyét thanh (cac gia tri duoc
xéac dinh ¢ khoang thoi gian t6i thiéu 1 tuan véi gia
tri tbi thiéu 1a 2,0ng/mL, v&i udc tinh thoi gian nhan
d6i PSA (PSADT) v6i it nhit 3 gia tri duoc do cach
nhau >4 tuf?m), su tién trién cua bénh trén chan doan
hinh dnh méi va/hodc tién trién 1am sang véi cac
triéu chimg [1].

Theo Hudng din NCCN vé ung thu tuyén tién
liét phién ban 4.2022: viét tat ung thu tuyén tién liét
khang cat tinh hoan khong di can 1a MOCRPC, va
khang cat tinh hoan c6 di can 1a MICRPC [3].

Trong khi EAU, c6 dinh nghia tuong tu AUA,
nhung cho rang tién trién triéu ching mot minh
phai dugc dat cau hoi va phai diéu tra thém, va chi
tién trién tridu chung 1a khong du dé chan doan
CRPC [2].

Dinh nghia ung thu tuyén tién liét khang cit tinh
hoan ciia EAU: Nong d9 testosterone huyét thanh
& mirc cat tinh hoan < 50 ng/dL hogc 1,7 nmol/L
cong voi:

a. Tién trién sinh hoa: 3 lan ting PSA lién tiép
cach nhau it nhat mot tuan dan dén hai lan tang 50%
so v6i nadir va PSA > 2 ng/mL hodc

b. Tién trién trén chan doan hinh anh: Xuat hién
ctia cac ton thwong méi: 2 hodc nhiéu tén thuong
xuong méi trén xa hinh xwong hoic tén thuong mo
mém bang cach sir dung RECIST (Tiéu chi danh gia
dap Gmg trong khdi u dic).

Bénh di can khéi lugng 16n dugc st dung trong
tinh trang mHSPC va duogc dinh nghia theo dinh
nghia CHAARTED vé su hién dién cua di can noi
tang va/hodc > 4 di can xwong véi it nhat 1 di can
ngoai cot song va xwong chau. [6] Bénh di cin khdi
lwong thdp mo ta bénh di can khong dap tmg céc tiéu
chi khdi lwong 16n. Nhing dinh nghia nay c6 thé
hiru ich khi Iya chon diéu tri mHSPC, dac biét 1a xa
tri kh6i budu nguyén phat va cé lién quan dén tién
luong tot hon (khdi lwong thap) hodc kém hon (khdi
lugng 16n) trong tinh trang bénh mHSPC [6, 7].

Bénh di can nguy co cao dugc xac dinh theo dinh
nghia LATITUDE cho mHSPC c6 tién lugng x4u
hon khi ¢6 2 trong s6 3 dic diém nguy co cao sau
day: Gleason > 8, > 3 ton thuong xuong hoic di cin
ndi tang co thé do luong duoc [8]. Bénh di can de
novo md ta bénh di cin c6 mit tai thoi diém ban dau
chan doan ung thu tuyén tién liét thay vi tai phat
sau khi diéu tri ung thu khu tra trude d6. Diéu nay
¢6 lién quan dén tién lugng xau hon so voi bénh tai
phat [9].

Thoi gian nhén déi PSA (PSA doubling time:
PSADT) la s6 thang can thiét cho gia tri PSA dé ting
gip d6i. Co mot sb cong cu dua trén web c6 sin dé
tinh PSADT, bao gom cé cong cu dugc cung cap boi
Trung tam Ung thu Memorial Sloan Kettering [1].

Cac phuong tién ky thuat chan doan hinh anh
thong thuong duoc dinh nghia [a CT, MRI va xa hinh
xuong bang 99mTc - methylene diphosphonate.

Céc thuat ngir ndy duoc tom tit trong Bang 1.

Bang 1: Thuat ngir chinh theo Hoi Tiét niéu Hoa Ky (2022) [1].

Tinh trang bénh

Tai phat sinh héa ma
khong co6 di can

« Su gia ting PSA ¢ bénh nhéan ung thu tuyén tién liét sau khi diéu tri bang
phau thuat hoac xa tri (PSA 0,2ng/mL va gia tri xac nhan 0,2ng/mL tr¢ 1€n
sau khi cat bo tuyén tién liét triét d€ va nadir + 2,0ng/mL sau xa tri); diéu
nay co thé xay ra & nhiing bénh nhan khong c6 triéu chung.

Ung thu tuyén tién liét

nhay cam véi noi tiét ADT.

« Ung thu tuyén tién liét chwa duoc diéu tri bang ADT hodc van dap tng voi
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Tinh trang bénh

Ung thu tuyen tién liet
khang cit tinh hoan

« Bénh tién trlen du dang diéu tri ADT va testosterone O mic cit tinh hoan
(<50 ng/dL) tién trién c6 thé 1a su gia tang lién tuc nong do PSA huyet
thanh (cac gia tri dugc xac dinh ¢ khoang thoi glan t6i thiéu 1 tuan voi gia
tri. t6i thiéu 1a 2 ng/mL, v6i ude tinh PSADT véi it nhat 3 gla tri dugc do > 4
tuan cach nhau), tién trién bénh trén chan doan hinh anh méi hodc tir trude,
va/hoac tién trién 1am sang voi cac tri€u chung.

Bénh di cin khéi luong
16n (High-volume
metastatic disease)

* Co di can ndi tang va/hodc ¢6 > 4 di can xuong vai it nhat 1 di can bén ngoai
cOt song va xuong chau.

Bénh di can nguy
co cao (High-risk
metastatic disease)

* Bénh c6 tién lugng x4u hon khi co 2 trong s6 3 dic diém nguy co cao sau
day: diém Gleason > 8, > 3 ton thwong xwong, hodc di cin tang c6 thé do
duoc.

Bénh di can de novo
(De novo metastatic
disease)

« Bénh c6 di can tai thoi diém chan doan ung thu tuyén tién liét ban dau thay
vi tai phat sau khi diéu tri ung thu khu tra trude do.

Quan ly theo d6i bénh

(Conventional imaging)

methylene diphosphonate.

Thoi gian nhan d6i PSA | | oz . . A AL 2R s = £ - 1A

(PSA doubling time) S6 thang can thict dé gia tri PSA tang gap hai lan.

Chan dodn hinh - Cht 16p vi tinh (CT), Cong huéng tir (MRI), va xa hinh xuong 99mTe-
anh thong thuong P ’ :

III. TIEN LUQNG CUA UNG THU TUYEN
TIEN LIET KHANG CAT TINH HOAN
KHONG DI CAN

Trong huéng din 19 ciia AUA ddi véi bénh nhan
nmCRPC, xét nghiém PSA nén do tiép tuc trong mdi
3 - 6 thang va tinh thoi gian nhan d6i PSA (PSADT)
bat dau tai thoi diém phat trién ciia khéng cat tinh
hoan (Nguyén tic 1am sang) [1].

Theo dbi bénh nhdn nmCRPC nén bao gdm
cac xét nghiém PSA ndi tiép, cho du bénh nhan
dang nhan dugc ADT mot minh hodac ADT véi bd
sung mot liéu phap hudng thy thé androgen (AR)
(apalutamide, darolutamide, enzalutamide). biéu
nay cho phép theo dai tinh trang bénh va nén dugc
thuc hién 3 - 6 thang mdt lan. PSADT nén dugc
tinh toan cho nhiing bénh nhan c6 PSA tang trong
khivin dang diéu tri ADT (khang cit tinh hoan)
dang dién ra vi PSADT rét hitu ich trong viéc xac
dinh bénh nhan nao c6 nguy co cao nhat phat trién
cac ton thuong di can hodc chét vi ung thu tuyén
tién liét. [14] PSADT < 10 thang da duoc sir dung
dé x4c dinh dan s6 c6 nguy co cao nhat dé dua vao
3 thir nghiém dan dén su chép thuan cua cac thude
khang AR cho bénh nhan nmCRPC va duoc khuyén
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nghi xem xét khi thém mot trong céc loai thude vao
ADT ¢ bénh nhan bi nmCRPC [10 - 12]. Tuy nhién,
su chép thuan ctia FDA ddi vé6i cac thude nay khong
qui dinh thoi gian ting gap doi.

Huéng dan 20 cia AUA: Panh gid bénh nhan
nmCRPC phat trién bénh di cin bang cach sir dung
chan doan hinh anh qui wéc thong thuong trong
khoang thoi gian tir 6 - 12 thang (Y kién chuyén
gia) [1]. 7

Ngoai viéc theo ddi PSA, su dung chan doan
hinh 4nh thong thuong duoc ding dé theo ddi tinh
trang cua bénh nhan nmCRPC. Khoang thoi gian
dé xuét cua chan doan hinh anh thong thuong 1a
6 - 12 thang, v6i khoang thoi gian chinh xac duoc
xac dinh boi tinh toan PSADT, sy phat trién cua
cac triéu chung va sd thich ctia bénh nhan/bac
si. PSADT < 10 thang c6 lién quan dén nguy co
cao phat trién di cin xa hodc tir vong do ung thu
tuyén tién liét [14]. Tiép tuc theo ddi voi chan doan
hinh 4nh thong thuong dugc khuyén cdo cho bénh
nhan diéu tri ADT mdt minh va bénh nhéan diéu trj
ADT cong v6i mot thube khang AR (apalutamide,
darolutamide, enzalutamide). O nhitng bénh nhan bi
mCRPC duoc diéu tri béng enzalutamide trude khi
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hoa tri trong thir nghiém PREVAIL, tién trién chan
doén hinh anh xay ra & 24,5% bénh nhan khong cé
tién trién PSA, cho thdy hinh anh théng thuong co
thé xac dinh mot phﬁn dang ké bénh nhan tién trién
trén hinh anh hoc ma néu khong 1am s& khong duoc
xac dinh. [15] Céc tac gia viét huéng dan cia AUA
ngoai suy nguyén tic nay cho dan s6 nmCRPC, dic
biét 1a d6i v6i bénh nhan duogc diéu tri khang AR bo
sung [1].

Mot khi dd bat dau diéu tri nhdm dich AR cho
bénh nhan nmCRPC, thoi gian lam chan doan hinh
anh c6 thé dugc mo rong dén hang nam trong truong
hop khong co cac biéu hiénbénh tién trién [1].

IV. PIEU TRI UNG THU TUYEN TIEN LIET
KHANG CAT TINH HOAN KHONG DI CAN

Hudng dan 21 cia AUA: Béc si nén chi dinh
apalutamide, darolutamide hodc enzalutamide cung
voi tiép tuc diéu tri ADT cho bénh nhan nmCRPC c6
nguy co cao phat trién di cin (PSADT < 10 thang)
(Khuyén nghi manh; Bang chtng cap do A) [1].

Trong qua khu, bicalutamide dugc chi dinh
& bénh nhan nmCRPC nhu mot phuong phap dé
gidm PSA ma khong c6 tht nghi¢m ching minh
lgi ich [am sang. Nam 2018, apalutamide tré thanh
phuong phap diéu tri dau tién dugc FDA chip
thuan cho bénh nhankhéng di can; ngay sau do,
enzalutamide va darolutamide cling da dugc phé
duyét cho nhom bénh nhan nay. Hién tai c6 ba
thudc duoc FDA chép thuan thé hién su vuot troi
trong viéc kéo dai MFS gan 2 nam. Bicalutamide
khong con 1a mot chién lwgc kha thi dé didu tri
cho dan sb bénh nhan nay. Ciing can luu ¥ rang
khong cé thir nghiém 1am sang ddi dau dé ching
minh su vuot troi cua bt ky mot thudc nao trong
s6 nhitng thudc nay (apalutamide, darolutamide,
enzalutamide) so voi hai tac nhan con lai [1].

Apalutamide

Trong thtt nghiém SPARTAN giai doan 3 mu
doi, d6i chung gia dugc, Smith va cong sy da phan
ngau nhién 1.207 bénh nhan theo ty 18 2: 1 dé nhan
apalutamide (240 mg mdi ngay) hoic gia duoc [11].
Tét ca cac bénh nhan déu duge chan doan nmCRPC
v6i PSADT < 10 thang va tiép tuc ding ADT. Tai
thoi diém phan tich chinh theo ké hoach, MFS trung
binh 1a 40,5 thang trong nhom apalutamide so voi
16,2 thang & nhom gia dugc (HR = 0,28; 95% CI
0,23 dén 0,35; P < 0.001), gitip giam 72% nguy co
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di cin xa hodc tir vong. Song con toan b (OS) trung
binh khong dat duoc trong nhom apalutamide so véi
39 thang ¢ nhom gia dugce (HR = 0,70; 95% C1 0,47
dén 1,04; p = 0,07). Cac két cuc thir cip bao gom
thoi gian tién trién triéu ching (HR = 0,45; 95% CI
0,32 dén 0,63; P< 0,001) va thoi gian di can (HR =
0,27; 95% CI1 0,22 dén 0,34, p < 0,001) dai hon dang
ké & nhom apalutamide so voi gia duge. PFS trung
binh la 40,5 thang 6 nhém apalutamide so voi 14,7
thang ¢ nhom gia duge (HR = 0,29; 95% CI 0,24
dén 0,36, P< 0.001). Nhin chung, 10,6% bénh nhan
dung apalutamide d4 ngimg diéu tri do céc tac dung
phu so véi 7,0% bénh nhan dung gia dugc. Cac tac
dung phu xdy ra & > 15% bénh nhan ¢ ca hai nhém
(apalutamide so v&i gia dugc) bao gdm mét moi,
tang huyét ap, phat ban, tiéu chay, budn nén, giam
can, dau khép va té nga.

Theo NCCN: Mot nghién ctru giai doan III trén
nhiing bénh nhan MOCRPC va PSAD < 10 thang
cho thdy apalutamide (240mg/ngay) di cai thién
két cuc chinh ctia nghién ctru 13 thoi gian song con
khong di can (MFS) so voi gia dugc (40,5 thang
so voi 16,2 thang). Thoi gian theo doi trung binh
52 thang: Phan tich OS cubi cing cho thay diéu tri
apalutamide gitp cai thién OS so voi gia dugce (73,9
thang so voi 59,9 thang). Bién c6 nghiém trong gdbm
c6 phat ban (24% vs. 5%), gdy xuong (11% so voi
6,5%), va suy giap (8% so v&i 2%). Nén diéu tri hd
trg xuong cho bénh nhan dung apalutamide [3].

Darolutamide

ARAMIS 1a mot nghién ctru giai doan 3, ngau
nhién, mu ddi, ddi chung gia duogc, danh gia sy an
toan va hi¢u qua cua darolutamide ¢ bénh nhan
bi nmCRPC [12]. T4t ca bénh nhdn nmCRPC véi
PSADT < 10 thang va PSA > 2ng/mL (trung binh
9,0 va 9,7 ng/mL trong darolutamide so voi nhom
gia duogc, tuong Ung). Nghién ciru da ghi danh
1.509 bénh nhan dugc chon ngﬁu nhién theo ti 1€
2: 1 gdm nhom ADT véi darolutamide hodc nhom
ADT voi gia dugce, véi két cuc chinh 1a séng con
khong di can (MFS). MFS trung binh dai hon 22
thang voi darolutamide so véi gid dugce (40,4 thang
véi darolutamide so véi 18,4 thang véi gia dugc,
HR = 0,41; 95% CI 0,34 dén 0,50; P < 0.001. Song
con toan bd (OS) trung binh khong dat dugc ¢ ca hai
nhom, nhung cé nguy co tir vong voi darolutamide
thip hon nhom diéu tri gia duoc (HR = 0,71; 95%
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CI 0,50 dén 0,99; P = 0,045). Thoi gian trung binh
dé tién trién PSA 13 33,2 thang ¢ nhom darolutamide
so vdi 7,3 thang ¢ nhom gia duge, (HR =0,13; 95%
CI 0,11 dén 0,16; P < 0.001). Ngimng diéu tri do
cac tdc dung phu xdy ra ¢ 8,9% bénh nhan dung
darolutamide so v¢i 8,7% ¢ nhom dung gia duogc.

Darolutamide, ¢4 cdu tric hoa hoc doc dao
bao gdm hai diastereomer hoat dong. Thtr nghiém
giai doan III ARAMIS co thiét ké rit gidng véi
SPARTAN va PROSPER, c6 1& v6i lgi thé tham
nhap hang rao mau nio thap hon [13], v&i két qua 1a
giam cac biéu hién hé than kinh trung uong so véi
cac chét trc ché AR khéc.

Enzalutamide

Thut nghiém PROSPER la mét thir nghiém
giai doan 3, ngdu nhién, mu d6i, d6i chimg gia
duoc, danh gia hiéu qua va kha nang dung nap
ctia enzalutamide ¢ bénh nhan nmCRPC [10]. Tat
ca bénh nhan déu bi nmCRPC véi PSADT < 10
thang. 1.401 bénh nhan dugc chon ngiu nhién (2:
1) dé diéu tri enzalutamide 160 mg mdi ngay hodc
gia duoc. Ca hai nhom tiép tuc dung ADT. Trong
phan tich tam thoi dau tién cta OS, 103 bénh nhan
(11%) trong nhom enzalutamide va 62 (13%) trong
nhom gia duoc da chét. OS trung binh khong dat
dugc trong ca hai nhom. Tinh dén thang 6 nim
2017, tong cong 219 bénh nhan (23%) trong nhom
enzalutamide da di can hodc da chét, so v&i 228
(49%) ¢ nhom gia dugc. MFS trung binh dai hon
khoang 22 thang trong canh tay enzalutamide ¢ murc
36,6 thang so vdi 14,7 thang ¢ nhom gia dugc (HR
=0,29; 95% CI 0,24 dén 0,35; P <0.001). Ngoai ra,
thoi gian trung binh dé tién trién PSA dai hon khoang
33 thang ¢ nhiing bénh nhan dung enzalutamide so
v6i nhitng nguoi dung gia duoc (37,2 thang & nhom
enzalutamide so véi 3,9 thang & nhém gia dugc; HR
=0,07; P <0.001). Sau khi hoan thanh danh gia co
hé thdng cho hudng dan nay, dir liéu bd sung vé
OS da dugc bao cao tu thang 10 nam 2019. Trong
nhom enzalutamide, OS trung binh la 67,0 thang
(95% CI 64,0 chua dat dugc) va 56,3 thang (95%
CI 54,4 dén 63,0) trong nhom gia duogc. biéu tri
bang enzalutamide + ADT c6 nguy co tir vong thip
hon 27% so véi gia duge + ADT (HR = 0,73; 95%
CI 0,61 dén 0,89; P = 0.001) [16]. Tac dung phu
1a 1y do chinh dé nging diéu tri xay ra & 87 bénh
nhén (9%) nhan enzalutamide so v6i 28 (6%) dung
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gia dugc. Co 32 bénh nhan (3%) to vong do cac
tac dung phu trong thtr nghiém nhan enzalutamide
va 3 bénh nhan (1%) nhén gia dugc. Cac tac dung
phu dugc ghi nhan xay ra thuong xuyén hon voi
enzalutamide bao gdm co gidt, ting huyét ap, giam
bach ciu trung tinh, rdi loan suy giam tri nhé va cac
bién cb tim mach 1on.

Ditliéu tir cac thir nghiém STRIVE va TERRAIN
[17, 18] cho thiy bicalutamide khong phai 1a mot lwa
chon hop 1y dé diéu tri cho bénh nhan bi nmCRPC.
Trong STRIVE, Penson va cong su chia ngau nhién
(1: 1) mot dan s6 hdn hop gdm nhimg bénh nhan
khéng cat tinh hoan (CRPC) khong di cin (n = 139)
hoic di cin (n =257) dé nhan enzalutamide 160 mg
moi ngay hodc bicalutamide 50 mg mdi ngay. Ca
hai nhém van con diéu tri ADT. Hiéu qua diéu tri
cuia enzalutamide déi véi PFS ludn thuén loi trén tat
ca cac quan thé bénh nhan va PFS trung binh khong
dat duoc voi enzalutamide trong dan s6 khong di
can so voi 8,6 thang voi bicalutamide (HR = 0,24;
95% CI 0,14 dén 0,42; p < 0,001). PSA giam, dugc
dinh nghia 1a > 50% va > 90% giam so v&i PSA
co ban ban dau, nhom enzalutamide c6 wu thé hon
(twong ung enzalutamide: 91% so vé&i bicalutamide:
42% va enzalutamide: 76% so voi bicalutamide:
12%). Phén tich cac két cuc thir cap khac, chang
han nhu giam nguy co tién trién trén chan doan hinh
anh hoac tor vong, nhém enzalutamide uu thé hon
voi gidm 76% nguy co (HR = 0,24; 95% CI 0,10
dén 0,56). Trong thir nghiém TERRAIN, nhiing
bénh nhan mCRPC duoc chon ngiu nhién dé diéu
tri bang ADT + enzalutamide 160 mg mdi ngay
hoic bicalutamide 50 mg mdi ngay, va dugc theo
ddi dé danh gia két cuc chinh 1a PFS. PFS trung
binh kéo dai dang ké & bénh nhan duoc diéu trj bang
enzalutamide khi so sanh vdi bicalutamide (15,7
thang so véi 5,8 thang dbi voi enzalutamide so véi
bicalutamide, twrong tng, HR 0,44, 95% CI 0,34 -
0,57; p<0,0001) [18].

AUA khéng khuyén céo s dung abiraterone
acetate + prednisone cho bénh nhan nmCRPC vi
céc lya chon khac va thiéu chi dinh duge FDA chép
thuan cho giai doan 1am sang nay. Tuy nhién, trong
mot nghién ctru trén mdt nhanh duy nhét & 131 bénh
nhan nmCRPC c6 nguy co cao di can xa dugc xac
dinh boi PSADT <10 thang, bénh nhan dugc diéu
tri bang abiraterone acetate + prednisone c6 PSA
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giam dang ké > 50% trong 86,9% truong hop (p <
0,0001) [19]. Ngoai ra, thoi gian trung binh dé tién
trién PSA 1a 28,7 thang (95% CI 21,2 dén 38,2). Dix
li¢u la khong du dé xac nhan lgi ich 1am sang cho
dan s6 nmCRPC, nhat 1a trong bdi canh ba lya chon
diéu tri thay thé da duoc FDA phé duyét.

Huéng dan 22: Bac si c6 thé dé nghi theo ddi
v6i tiép tuc diéu tri ADT cho bénh nhan nmCRPC,
ddc biét 1a nhirng nguoi co nguy co thip phat
trién di cin (PSADT > 10 thang). (Nguyén tic
lam sang) [1].

AUA khuyén cao tiép tuc diéu tri ADT cho bénh
nhan c6 PSADT > 10 thang. Nhitng bénh nhan nay
c6 nguy co phat triéndi cin xa thap hon so véi bénh
nhan c6 PSADT < 10 thang [20]. Tuyén b nay dua
trén nguyén tic 1am sang cht khong phai la bing

chung vi bénh nhan bi PSADT >10 thang khong
duoc dua vao cac thir nghiém 1am sang dan dén
su chép thuén cua apalutamide, darolutamide hoac
enzalutamide cho nmCRPC; va ty 1€ lgi ich/rui ro
chinh x4c cho mot bénh nhan cu thé nén duoc béc si
diéu tri xac dinh.

Hudng dan 23. Béc sikhong nén cung cp hoa tri
toan than hodc li€u phap mién dich cho bénh nhéan
nmCRPC ngoai bdi canh thir nghiém ldm sang.
(Nguyén tic 1am sang) [1].

AUA khuyén cao manh mé chéng lai viéc su
dung hoa tri, li€u phap mién dich hodc cac thude
khac khong duge FDA chap thuan trong truong hop
nmCRPC. Thiéu bang ching cho thiy loi ich cua
cac liéu phap nay, va cic tic nhan nay, giéng nhu
bat ky loai thubc nao, c6 doc tinh lién quan [1].

Bang 2: Thir nghiém ngau nhién giai doan III ¢6 kiém soat - nmCRPC [2].

Ngl’nen th,ll can So sanh Tiéu chi lwa chon Két qua chinh
curu thiép : :

Giam 59% di can xa hodc tir vong
ARAMIS nmCRPC; MFS trung binh: darolutamide
2019, 2020 ADT + ADT + PSA ban dau > 2 ng/mL | 40,4 so v&i gia duoc 18,4 thang;
[23, 24] darolutamide | placebo | PSADT < 10 thang. Giam 31% nguy co tir vong

HR =0.69 (95% CI: 0.53 - 0.88)

p=0.003

Giam 71% di can xa hodc tir vong
PROSPER nmCRPC; MEFS trung binh: enzalutamide
2018, 2020 ADT + ADT+ | PSA ban dau > 2 ng/mL | 36.6 so v6i gia duoc 14,7 thang;
[21, 25] enzalutamide | placebo | PSADT < 10 thang. Giam 27% nguy co tir vong

HR =0.73 (95% CI: 0.61 - 0.89)

p=10.001

Giam 72% di can xa hodc tir vong
SPARTAN nmCRPC; MEFS trung binh: apalutamide 40,5
2018, 2021 ADT + ADT+ | PSA ban dau > 2 ng/mL | so vdi gia dugc 16,2 thang;
[22, 26] apalutamide placebo | PSADT < 10 thang. Giam 22% nguy co tir vong

HR =0.78 (95% CI: 0.64 - 0.96)

p=0.0161

ADT = androgen - deprivation therapy; CI = confidence interval; HR = hazard ratio; MFS = metastasis -
freesurvival, nmCRPC = non - metastatic castrate - resistent prostate cancer; PSA - DT = prostate - specific

antigendoubling time.

Hudng dan diéu tri ndm 2022 cho ung thu tuyén tién liét khang cit tinh hoan khong di cincia EAU
khuyén cdo: Diéu trj apalutamide, darolutamide hodc enzalutamide cho bénh nhan MO CRPC va c6 nguy
co cao phat trién di cin (PSA - DT < 10 thang) dé kéo dai thoi gian di cin va sdng con toan bg. (Khuyén

cdo manh) [2].
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V. KET LUAN

BOi canh didu tri cua ung thu tuyén tién liét
khang cit tinh hoan khéong di cin (nmCRPC, MO
CRPC) da nhanh chong phat trién chi trong vai nam
qua, voi sy ra doi cta cac thue khang androgen
(antiandrogens) moi dwoc phé duyét bao gom
apalutamide, enzalutamide va darolutamide. Cac
thudc nay da chimg minh dugc hiéu qua kéo dai thoi
gian song con khong di can (MFS) va sdng con toan
bo (0S), dac biét la ¢ nhitng bénh nhan nmCRPC
c6 nguy co cao di can xa dugc xac dinh boi PSADT
< 10 thang. AUA va NCCN khuyén cao khong nén
héa tri toan than hodc dung liéu phap mién dich cho
bénh nhan nmCRPC ngoai bbi canh thir nghiém 1am
sang [1, 3].
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