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PIEU TRI PHOI HOP KHANG ANDROGEN THE HE MGI VA
UC CHE PARP TRONG UNG THU TUYEN TIEN LIET DI CAN
KHANG CAT TINH HOAN TAI KHOA TIET NIEU,
BENH VIEN CHG RAY: KINH NGHIEM BUGC PAU
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Muc tiéu: Ung thw tuyén tién liet (UTTTL) di can,
khang cat tinh hoan van 1a mét thach thie I&n trong 1am
sang, doi hdi cac chién lvgc didu tri méi. Phéi hop thude
khang androgen thé hé mai va thubc trc ché PARP gilp
cai thién sdng con rd rét nhat trong cac phac dd hién tai.
Chung t6i bao cdo nhitng trwdng hop dau tién dwoc
didu tri tai khoa Ngoai Tiét niéu, Bénh vién Cho Ray.
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Phwong phap nghién ctru: M6 ta loat trwong
hop. Nhirng bénh nhén UTTTL di can, khang cat tinh
hoan dwoc chan doan va diéu tri tai khoa Ngoai tiét
niéu, Bénh vién Cho Ray véi phac dd phdi hop khang
androgen thé hé ma&i va trc ché PARP tir thang 4/2024
dén 4/2025. Cac bién sb 1am sang, can |am sang va cac
bién cb béat loi trong qua trinh theo d&i ghi nhan lai.

Két qua: Tat ca 02 truong hop UTTTL di can,
khang cét tinh hoan dwoc chan doan va diéu tri voi
phac db phdi hop Abiraterone va Olaparib. Hai bénh
nhan déu dap (rng tét v&i didu tri, gidm triéu ching 1am
sang, khong tién trién thém trén hinh anh hoc. Bénh
nhan th&x nhat ghi nhan PSA gidm > 90% sau 6 thang
gidm triéu chirng. Thiéu mau mic d6 trung binh déu
gdp trén 2 treerng hop, xuét hién khoang thang thr 3 va
can phai di&u chinh liéu Olaparib d& gidam tac dung phu.
Sau khi didu chinh li&u 1-2 thang, ca hai bénh nhan déu
hdi phuc va tiép tuc didu tri da liéu Olaparib.
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Két luan: Bao cao nay cung cap nhirng dir liéu dau
tién v& viéc st dung két hop Abiraterone va Olaparib
trén bénh nhan ung thw tuyén tién liét di c&n khang cét
tinh hoan tai trung tdm chung t6i. Nhirng kinh nghiém
ban dau cho thdy sy phdi hgp Abiraterone va Olaparib
mang lai hiéu qua tét, dap trng didu tri sém va 6n dinh,
tuy thiéu mau 14 tac dung ngoai y thwéng gép nhung cé
thé quan ly dwoc bang diéu tri ndi khoa va thay déi lidu
dung hop ly.

Ttr khéa: Ung thw tuyén tién liét di can, khang cét
tinh hoan, khang androgen thé hé mai, (rc ché PARP.

SUMMARY

COMBINATION THERAPY WITH NOVEL
HORMONE AGENT AND PARP INHIBITORS
IN METASTATIC CASTRATION-RESISTANT
PROSTATE CANCER: INITIAL EXPERIENCE

AT THE UROLOGY DEPARTMENT, CHO RAY

HOSPITAL
Introduction: Metastatic castration-resistant
prostate cancer (mMCRPC) remains a significant

clinical challenge, necessitating innovative therapeutic
strategies. The combination of novel hormone agents
(NHAs) and PARP inhibitors (PARPI) has been proven
to have the longest survival for patients with mCRPC.

Methods: All patients with mCRPC were treated
with a combination regimen including NHAs and PARPI
at Cho Ray Hospital from April 2024 to April 2025.
Demographic, clinical, subclinical parameters, and
adverse events during follow-up time were recorded.

Results: Two patients with mCRPC treated with
Abiraterone and Olaparib improved clinical status
and had no progression in CT-scan imaging. The first
patients have PSA decrease of more than 90% after
6 months. Moderate anemia was observed in both
patients in the 3 month of treatment. After dosage
modification of Olaparib in 1-2 months, both patients
recovered and continued the full dose of Olaparib.

Conclusion: This report provides the first clinical
data on the use of a combination regimen including
Abiraterone and Olaparib in patients with mCRPC at our
institution. Initial results indicate that this combination
achieves strong efficacy with notable responses in
clinical and radiological measures, while adverse
effects remain manageable events.

Keywords: metastatic castration-resistant prostate
cancer, novel hormone agent, PARP inhibitors

I. DAT VAN PE

Ung thw tuyén tién liét (UTTTL) la bénh Iy ung
thw phd bién dirng thr hai & nam gi®i, chiém
14,1% tbéng s ca ung thw & nam gidi va 6,8%
sb ca tlr vong do ung thw.! Ung thw tuyén tién ligt
giai doan di can, khang cét tinh hoan c6 lién quan
véi nhédm dot bién gen stra chira tai td hop twong
déng va tién lwong kém. Sw ra ddi cha céac liéu
phap noi tiét thé hé maéi, hda tri, va xa tri da gidp
cai thién thoi gian séng va chat lwong séng, tuy
nhién UTTTL giai doan di can, khang cat tinh hoan
van la giai doan ¢ ty & t&r vong cao. Trong nhirng
nam gan day, lieu phap két hop khang androgen
thé hé maoi va e ché PARP dang dwoc nghién
ctvu va cho thdy nhirng tin hiéu rat kha quan.
Thang 5/2023 Co quan quan ly thudc va thuc
pham Hoa Ky da cap phép cho phac d6 phdi hop
Abiraterone va Olaparib trén nhi*rng bénh nhan
UTTTL di can, khang cét tinh hoan théng qua
nghién ctru PROpel.?

Chung t6i bao cdo nhirng trwdng hop dau tién
duwoc diéu trj voi phac d6 phdi hop nay tai khoa
Ngoai tiét niéu, Bénh vién Cho Ray dé danh gia
bwéc dau hiéu qua va an toan cda liéu phap nay
trén bénh nhan thuc té tai Vit Nam.

Il. PHUONG PHAP NGHIEN CcUU

M6 ta loat trwdng hop. Nhirng bénh nhan
UTTTL di can, khang cét tinh hoan dwoc chan
doan va diéu tri tai khoa Ngoai tiét niéu, Bénh vién
Cho Ray v&i phac d6 phdi hop khang androgen
thé hé mé&i va trc ché PARP tir thang 4/2024 dén
4/2025. Cac bién sb lam sang, can lam sang va
cac bién cb bét loi trong qua trinh theo ddi ghi
nhan lai.

. KET QUA
Trwong hop 1

Bénh nhan nam, 79 tudi, cé tién st bénh phoi
tac ngh&n man tinh nhém E di kham thang 10/2022
vi tiéu khé. Kham 1am sang ghi nhan tuyén tién
liét I&n 60 ml, nhan cirng thuy phai. PSA: 146 ng/
mL, sinh thiét tuyén tién liét: adenocarcinoma,
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Gleason 4+5. Hinh anh MRI cho thay tén thwong
ngoai vi hai bén, xam lan vé bao va tui tinh, di can
hach chau hai bén. Xa hinh xwong ghi nhan tdn
thwong di c&n xwong tai nhiéu vi tri tai dét séng
nguc, Xxwong swon, xwong vai, xwong don, xwong
chau va xwong dui hai bén. Bénh nhan dwoc chan
doan UTTTL cT3bN1M1b di can xwong da 6, nhay
ndi tiét, ganh ndng ung thw cao va dwoc don tri
liéu v&i liéu phap triét androgen bang thubc déng
van GnRH. Sau 10 thang diéu tri, b&nh nhan dat
nguwéng PSA cuc tiéu 1a 0.9 ng/mL sau 10 thang.
Dén thang 10/2023, tirc 1a sau 1 nam diéu tri, chi
s6 PSA téang dan va bénh nhan dwoc xac dinh tinh
trang khang cét tinh hoan véi PSA 13.6 ng/mL va
testosterone <13 ng/mL. Tuy nhién, tai thoi diém
nay bénh nhan cé nhidu dot viém phdi tai phat
trén nén bénh phdi tdc ngh&n man tinh nén bénh
nhan chi dwoc duy tri chich ddng van GnRH. Bén
thang 7/2023, khi bénh nhan 81 tudi, tinh trang hé
hép 6n dinh hon, bénh nhan bét du duoc diéu tri
phdi hop Olaparib va Abiraterone.

Céac triéu chirng dwong tiét niéu dwdi cai thién
hoan toan, khéng ghi nhan dau nhirc xwong. Chi
s6 PSA giam dan tir 35,6 ng/mL tai thoi diém bét
dau diéu tri phdi hop, sau 6 thang PSA gidm con
2,2 ng/mL. Khoéng ghi nhan tién trién trén hinh anh
hoc CT-scan ngwc — bung tai thoi diém 6 thang
sau diéu tri phdi hop. Bénh nhan dwoc xét nghiém
gene tai té hop twong ddng bang mau mau toan
phan khéng ghi nhan dét bién.

Khi bénh nhan bat dau diéu tri phac dé phdi
hop, ghi nhan mét mai, tiéu chdy mic dé nhe
va cai thién sau 2 tuan. Sau 2 thang diéu tri, xét
nghiém mau ghi nhan tinh trang thiéu mau muc
dé trung binh, HGB tr 12,4 g/dL gidm xubng 11,6
g/dL sau 1 thang va 8,3 g/dL sau 2 thang diéu tri.
Bénh nhan dwoc kiém tra khéng ghi nhan nguyén
nhan méat mau khac. Bénh nhan duoc bd sung sét
va vitamin B12, déng thdi tam ngwng Olaparib 2
tuan. Sau 2 tuan kiém tra lai HGB phuc hdi 10,7 g/
dL, bénh nhan dwgc dung tré lai Olaparib véi lidu
150mg x 2 lan/ngay. Sau 2 tuan gidm liéu thubc,
HGB phuc hdi 12,9 g/dL va bénh nhan dwoc dung
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trd lai liéu 300mg x 2 lan/ngay. Trong subt qua
trinh thay déi liéu Olaparib, bénh nhan van duy
tri thudc ddng van GnRH va Abiraterone du lidu.
Hién nay bénh nhan van dang tiép tuc diéu tri va
chwa ghi nhan thém bién cb bat loi nao.

Trwong hop 2

Bénh nhan nam, 80 tudi, dén kham vi tiéu
kho vao thang 12/2023. Két qua can lam sang
ghi nhan: PSA 67.6 ng/mL, sinh thiét tuyén tién
liét: adenocarcinoma, Gleason 4+5. Hinh &nh
MRI tuyén tién liét: tbn thwong ving ngoai vi lan
vao vung trung tdm — chuyén tiép, xam lan bang
quang va tui tinh hai bén, hach déng mach chau
trong va vach chau hai bén. Ghi nhan vai nét tén
thwong nghi ng® di c&n xwong tai than dét sbng
L2 va xwong cung S1. Bénh nhan dwoc chan
doan ung thw tuyén tién liét giai doan cT4bN1M1b
di can, nhay ndi tiét, ganh nang ung thu cao. Bénh
nhan dwoc diéu tri véi ddng van GnRH va khang
androgen thé hé th& nhat. Sau 4 thang diéu tri,
PSA dat nguwéng cwc tiéu 1.04 ng/mL. Sau diéu
tri sau 10 thang, PSA tdng dan 1én dén 16 ng/mL
v&i nguwdng testosteron 2,5 ng/dL, dwgc xac dinh
khang cét tinh hoan. Dén thang thir 13, PSA> 100
ng/mL, bénh nhan dwoc chi dinh diéu tri bd sung
thém Abiraterone va Olaparib tai thoi diém bénh
nhan 81 tubi.

Lam sang bénh nhan on dinh, khéng ghi nhan
triéu chirng dwdng tiét niéu dudi, khéng dau nhire
xwong. Xét nghiém hinh anh hoc CT-scan ngwc —
bung khoéng ghi nhan tién trién. Tuy nhién, chi s
PSA van con cao > 100ng/mL sau 5 thang diéu tri
liéu phap phdi hop.

Sau 2 thang diéu tri phdi hop, xét nghiém méau
ghi nhan HGB gidm con 9,7 g/dL so v&i luc béat
dAu tri 14 12 g/dL. Bénh nhan tiép tuc diéu tri du
liéu va kiém tra lai sau 2 tuan. Tai thdi diém 2,5
thang, bénh nhan ghi nhan mét méi, chan an,
HGB giam con 8,3 g/dL. Bénh nhan dwoc bd sung
séat va vitamin B12, déng thoi gidm liéu Olaparib
con 150mg x 2 lan/ngay dé danh gia kha nang
dung nap clia bénh nhan. Sau 1 tuan, bénh nhan
van con mét nhiéu, HGB duy tri mirc 8,3 g/dL nén
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duwoc tam ngwng Olaparib. Mét tuan sau ngung
thudc, bénh nhan cai thién triéu chirng mét, &n
ubng lai tét, HGB cai thién 9,6 g/dL, bénh nhan
dwoc chi dinh dung lai Olaparib 150mg x 2 lan/
ngay. Kiém tra lai HGB sau 1 thang gidm liéu,
HGB phuc héi 10,5 g/dL, khéng con mét maéi, van
doéng binh thweng, quyét dinh dung lai Olaparib da
liéu 300mg x 2 lan/ngay.

IV. BAN LUAN

Ung thw tuyén tién liét la mot trong nhirng bénh
ac tinh phd bién nhat & nam gidi trén toan thé gioi.
Day 13 ung thu phu thudc ndi tiét, do do diéu tri
triét androgen véi déng van hodc déi van GnRH
la nén tang. Tuy nhién, nhiéu nghién ctu trong
gan mot thap ki tré lai day cho thay nhirng thubc
khang androgen thé hé ma&i gidp cai thién dang
ké tién lwong tlr vong, do do6 két hop thubc khang
androgen thé hé mai véi liéu phap triét androgen
tré thanh tiéu chuan trong diéu tri. Trong giai doan
di c&n, con nhay noi tiét néu dwoc diéu tri tich cwc
sé gilp kéo dai thoi gian chuyén sang giai doan
khang cat tinh hoan. Trong nghién clru nay, ca hai
bénh nhan déu dwoc xac dinh 1a UTTTL mé&i chan
doan, di can, nhay noéi tiét, ganh nang ung thw
cao, phan loai vao nhém tién lwong xau nhwng chi
duoc diéu tri triét androgen don thuan, dan dén
thoi gian tién trién sang giai doan khang céat tinh
hoan khodng 10 — 12 thang, ngan hon nhiéu so
v&i cac nghién ctru khac®4.

Cac gene thudc con dwong tin hiéu théng qua
thu thé androgen gép phan quan trong trong viéc
chinh stra chudi d6i DNA, do do cac thubc khang
androgen thé hé méi ciing c6 thé tao ra tinh trang
twong tw thiéu hut gene tai t6 hop twong déng. Vi
vay, thuéc khang androgen thé hé mai va (e ché
PARP c6 tac dung hiép déng Ién té bao ung thw bat
ké tinh trang dot bién gene tai t6 hop twong déng.
Bang chirng cho ly thuyét nay chinh la két qua cla
nghién ctru PROpel2. Hai trwdng hop duoc didu tri
trong nghién ctu déu c6 dap (ng tét vé mat lam
sang va hinh anh hoc. M6t trwdng hop dap tng
vé mét sinh hoa réat tét, trwong hop con lai chua
dat dwoc mire dap wng ki vong. Tuy nhién, nhirng

khuyén céo diéu tri trén nhém UTTTL di can, khang
cat tinh hoan cho thay chi danh gia khéng dap tng
diéu trj hodc can thay ddi phac dé khi bénh nhan
phai cé it nhat hai trong 3 diéu kién 1a tién trién vé
ldm sang, sinh héa va hinh &nh hoc?.

Hai trwong hop trong nghién clru gap moét
sb tac dung ngoai y nhw mét mai, chan &n, tiéu
chdy va thiéu mau & mirc d6 nhe - trung binh,
phan loai theo Tiéu chuén thuat ngir vé bién cé
bét lgi (CTCAE) dd I-Il. TAt ca cac bién cb bat loi
nay déu dwoc didu tri ndi khoa, gidm hodc tam
ngung Olaparib. Khéng bénh nhan nao can truyén
mau hodc diéu tri véi Erythropoietin, c6 |18 do chat
lwong tdy xwong va chirc nang than hai bénh
nhan con twong dbi tot va do chwa tirng hoa tri
trwéc day nén bénh nhan cé kha nang hdi phuc
nhanh. Trong nghién ctru PROpel ciing ghi nhan
mét mai, chan an, budn nén va thiéu mau 1a tac
dung phu phd bién nhét, thuwéng xay ra trong vong
4 thang dau khdi tri va cé thé thuyén giam trong
vong 6 thang. Trong do, thiéu mau gap trong gan
50% bénh nhan vé&i khoang 16,1% mec d6 3 tré
lén va la nguyén nhan dan dén ngwng diéu tri
Olaparib 16-25%2°.

Theo thiét k& nghién ciu PROpel, hwéng
dan x tri tinh trang thiéu mau tuy thuéc mrec dd
nang theo Tiéu chuan thuat ngir vé bién cb bét loi
(CTCAEY".

Néu HGB < 8 g/dL can diéu tri bb sung, c6 thé
can truyén mau va tam nguwng Olaparib t6i da 4
tuan cho t&i khi HGB = 9 g/dL, sau d6 tuy theo
mic dd hoi phuc diéu tri lai v&i liéu gidam con
250mg x 2 lan/ngay va néu HGB gidm lan niva thi
giam liéu con 200mg x 2lan/ngay.

Néu HGB 8 — 10 g/dL lan dau tién thi co thé
diéu tri bd sung va duy tri thudc Olaparib hodc tam
ngwng tdi da 4 tudn. Olaparib c6 thé kh&i dong lai
khi HGB = 9 g/dL.

Néu HGB 8 — 10 g/dL 1an thir hai tré di:

HGB 9 — 10 g/dL: c6 thé diéu tri bb sung va tiép
tuc diéu tri Olaparib ho&c tam nguwng Olaparib téi
da 4 tuan, sau dé tuy theo mirc dd hoéi phuc diéu tri
lai v&i liéu gidm con 250mg x 2 lan/ngay la buéc
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thtr nhat va gidm liéu con 200mg x 2lan/ngay la
buwéc th 2.

HGB 8 — 9 g/dL: tam ngwng Olaparib téi da 4
tuan cho t&i khi HGB = 9 g/dL, sau d6 tuy theo
murc dd hdi phuc diéu tri lai voi lidu gidm con
250mg x 2 lan/ngay la budc thir nhat va giam liéu
con 200mg x 2lan/ngay la budc thi 2.

V. KET LUAN

Phéi hop Abiraterone va Olaparib mang lai hiéu
qua diéu tri va mirc do dap tng tbt trén bénh nhan
ung thw tuyén tién liét di can, khang cat tinh hoan.
Tac dung ngoai y |a diéu khong thé tranh khai, tuy
nhién da sé thwdng & mirc dd nhe - trung binh va
c6 thé quan ly dwoc bang cac diéu tri bd sung va
thay ddi liéu thubc linh hoat theo dién tién va tinh
trang bénh ly. Két qua nghién cru gép phan vao
kinh nghiém diéu tri liéu phap két hop nay trén
bénh nhan Viét Nam.
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