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TOM TAT
Diit vin dé va muc tiéu: Téi wu hod diéu tri noi tiét trong ung thir tuyén tién liét dién tzén
xa con nhiéu diém ban cdi trong dé cé van dae dzeu tri lién tuc hay cach quang. Bai vzet
nay héi ciru mot truong hop ung thuw tuyén tién liét di cin xwong dwoc diéu tri ndi tiét
cach quang de ddanh gid hiéu qud, cdc tiéu chudn dwa vao va tiéu chudan ding lai thudc
diéu tri ngi tiét.
Tu ligu va phwong phdp nghién ciru: Nghién ciiu hoi ciru mot bénh nhdn ung thur tuyén
tién liét di cdn xuong dwoc diéu tri ndi tiét cach qudng tai Khoa Niéu B bénh vién Binh
Dan, nham danh gid két qua diéu tri, tham khdo Y van vé cdc tiéu chudn nhdn vao diéu
tri, cdc két qua cua cac thw nghiém lam sang, cac nhdn dinh cua cac Huong dan diéu tri
mai nhat vé van dé nay.
Ket qua: Bénh nhdn nam, 73 tuéi, ung thuw tuyén tién liét giai doan ¢T3b Nx M, nguy co
rat cao (NCCN 2.2014), ¢6 di can xwong. Kham ldm sang: tham truc trang thdy tuyén
tién liét tham nhiém ciing ca hai thiyy, tii tinh bén trdi so thdy cimg. Céan lam sang: PSA
madu = 45,65 ng/mL, US=4mmol/L, creatinin huyét thanh=102 umol/L, xa hinh xwong:
thuong ton thir phat tai xuong don P, ba vai P, khung swon P. Sinh thiét tuyen tién liét 6
mdu. adenocarcinoma tuyén tién liét, diém so Gleason = 4+5. Dleu tri: cdt dot néi soi
budu dé dé di tiéu. Két qua mé hoc buéu: adenocarcinoma, diém sé Gleason=>5+3. Diéu
tri ngi tiét: chen androgen t6i da (MAB): goserelin acetate (Zoladex® 3,6 mg TDD) +
bicalutamide (Casodex® 50mg,u), cach quing. Két qua: thé trang bénh nhan duy tri tot,
sau gan 6 nam bénh nhan dwoc diéu tri 3 chu ky (MAB - ngung thuoc) ma chia phat sinh
tinh trang ung thw khdng cat tinh hodn, ton thwong di can khéng phdt trién thém. Mikc
PSA ngung thudc (tiéu chudn nhdn vao) va mirc PSA dimg lai thuéc ¢ bénh nhan nay la
de dat hon so voi cdc khuyen cdo. Tham khao y van dwong dai thay co 3 thir nghiém lam
sang chinh vé diéu tri ngi tiét cach quang, véi 2 thir nghiém co két qua thién ve diéu tri
néi tiét cach quang va 1 thir nghiém c6 két qua thién vé diéu tri néi tiét lién tuc. Cdc
Huéng dan diéu tri ung thu tuyen tién liét phién ban méi nhdt ciing da bwde dau dé cdp
va khuyen cdo ding diéu tri ngi tiét cich quang.
Két lugn: Liéu phdp irc ché androgen cdch quang cing co hiéu qua tuwong tu liéu phap
e ché androgen lién tuc dong thoi c6 loi thé vé kha néing dung nap va chdt lwong cudc
song. Truwong hop lam sang nay la mot bang chitng hop Iy daé khuyen cdo sir dung liéu
phadp cdach quéng véi diéu kién bénh nhan dap ung mot so tiéu chudn. Liéu phdp ngi tlet
nay da dan dwoc dwa vao cdc phién ban Huéng dan diéu tri méi nhdt cua Hiép héi Tiét
niéu chdu Au va NCCN, tuy van con dé ddt.
Tir khéa: Ung thuw tuyén tién liét dién tién xa, Liéu phdp triét androgen, Chen androgen
16i da, Piéu tri néi tiét cach quing i
* Khoa Niéu B, bénh vién Binh Dan ** Khoa Niéu A, bénh vién Binh Dan, TP H6 Chi Minh
ABSTRACT
INTERMITTENT ANDROGEN DEPRIVATION IN ADVANCED PROSTATE CANCER:
A REPORT OF ONE CASE.
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Introduction and objectives: Optimal androgen deprivation therapy (ADT) in advanced
prostate cancer has many controversial issues including those of intermittent therapy vs
continuous therapy. This paper reviews one case of metastatic prostate cancer treated
with intermittent androgen deprivation (IAD) to assess the efficacy, inclusion criteria,
and ADT-resuming criteria.

Patients and methods: We review one case of metastatic prostate cancer treated with
intermittent androgen deprivation at the Department of Urology B, Binh Dan hospital to
assess the treatment outcome. We consulted the current literature concerning this issue in
terms of the inclusion criteria, PSA levels for retreatmen, the outcome of the newest
clinical trials, the considerations mentioned in the latest versions of the Guidelines.
Results: Male patient, 73 years old, with cT3b Nx MI, very high risk prostate cancer
(NCCN 2.2014), with bone metastasis. Clinical examination: DRE: prostate with
palpable diffuse induration, hard left seminal vessical. PSA=45.65 ng/mL, serum urea= 4
mmol/L, serum creatinin=102 umol/L, bone scan: secondary lesions noted in the clavicle,
right scapula, right rib cage. Sextant transrectal prostate biopsy: adenocarcinoma of
prostate, Gleason score = 4+5. Management: Transurethral resection of prostate for
urination. Histology of specimen: adenocarcinoma of prostate, Gleason score = 5+3.
ADT with maximal androgen blockade (MAB): goserelin acetate, (Zoladex® 3.6 mg, SC)
+ bicalutamide (Casodex® 50mg, P.O), intermittently. Treatment outcomes. patient
maintained good performance status, after nearly 6 years the patient had 3 treatment
cycles (ADT on - ADT off) withoutprogression to castration resistance status, metastatic
lesions remained stable. The PSA levels for ADT-off (inclusion criteria) and for
retreatment applied for this patient were more reserved than those recommended by the
guidelines. Current literature cited 3 key studies on IAD vs CAD, with 2 studies favoured
IAD and 1 study favoured CAD. The latest versions of the guidelines for prostate cancer
initially recommended the IAD  for advanced  prostate cancer.
Conclusion: IAD had similar outcomes as those of CAD, with advantages of better
patient tolerance and quality of life. This clinical case is an evidence for recommendation
of IAD if the patient meets some criteria. This kind of therapy is now introduced into the
latest versions of EAU Guidelines and NCCN guidelines, with some reservation.
Keywords:  Advanced prostate cancer, Androgen deprivation therapy, Maximal
androgen blockade, Intermittent androgen deprivation

I. DAT VAN DE

Téi wu hoa diéu tri noi tiét trong ung thu tuyén tién liét (UT TTL) dién tlen xa con
nhiéu diém ban cii trong d6 c6 van d& diéu tri lién tyc hay cach quang. Bai viét nay hoi
ctru mot trudng hop UT TTL di cin xuwong dugc diéu tri ndi tiét cach quang dé danh gia
hiéu qua, cac tiéu chuan dwa vao va tiéu chuan dung lai thudc diéu tri ndi tiét cach quéang
IL. TU LIEU VA PHUONG PHAP NGHIEN CUU

Nghién ctru hdi ctru mot bénh nhan UT TTL di cin xuong dugc diéu tri noi tiét cach
quang tai Khoa Niéu B bénh vién Binh Déan nham danh gia két qua diéu tri, tham khao Y
vin vé cac tiéu chuan nhan vao diéu tri, cac ket qua cua cac thir nghiém lam sang, cac
nhén dinh cta cac Hudng dan diéu tri m&i nhat vé van dé nay.
III. KET QUA
1. Bénh nhan: Phan Vin D. Nam SN 1935 (73 tudi)
SO HS luu trit : 208/15418
Vao vién : 30/11/2008



Ly do vao vién: Bi tiéu cip

Kham thyc thé: Thim kham tuyén tién liét qua nga tryc trang: tuyén tién liét thim nhiém
cting ca hai thuy, tdi tinh bén T so thy ctng.

Xét nghiém: NGFL: WBC=9630 ; RBC: 4.67 M/uL; Hct=44,6%, Hb=14,9 g/DI,
US=4mmol/L, creatinin huyét thanh =102 umol/L

PSA mau = 45,65 ng/mL

X-quang phdi: phdi binh thuong, ton thuong cii khung xwong suon (Hinh 1)

Xa hinh xwong (31/10/2008): Thuong ton thir phét tai xwong don P, ba vai P, khung suon
P (Hinh 2)

Sinh thiét TTL 6 méiu (30/10/2008): adenocarcinoma TTL, diém sb Gleason = 4 + 5
(Hinh 3)

2. Chan doan: UT TTL, giai doan 1am sang: c¢T3b Nx M1

1

Hinh 2. Xa hinh xwong Hinh 3. Mé bénh hoc mAu mé sinh thiét

Hinh 1. X quang phoi
3. Piéu tri
* Phiu thuit TURP ngay 3/11/2008. M6 hoc budu: adenocarcinoma TTL, biét hoa
kém, Gleason=15 +3
* Piéu tri ndi tiét: Chen androgen téi da (Maximal androgen blockade-MAB):
goserelin acetate (Zoladex® 3,6 mg, TDD) + bicalutamide (Casodex® 50mg, u.),
cach quang (Intermittent androgen Deprivation- IAD) (Hinh 4)

Hinh 4. Biéu db thay ddi PSA va diéu tri ndi tiét cAch quéing ciia bénh nhin Phan Vin D.
IV. BAN LUAN
1. Phan tang nguy co' UT TTL theo NCCN phién ban 2.2014 [6] : 5 nhém
= Nguy co rat thap: Tlc va diém Gleason <6 va PSA<10 va <3 mau sinh thiét (+)
va ti trong PSA <0,15ng/mL/g
Nguy co thip: T1-T2a va diém Gleason < 6 va PSA < 10ng/ml
= Nguy co trung binh: T2b -T2¢ hay diém Gleason=7 hay PSA tir 10-20 ng/ml



= Nguy co cao: T3a hay diém Gleason tir 8-10 hay PSA > 20ng/ml

= Nguy co rat cao: T3b -T4 hay N1 hay M1
Bénh nhén nay thuéc nhom nguy co rat cao (c6 di cin xwong)

2. Huéng diéu tri nhém bénh nhin nguy co rit cao/di cin,theo NCCN 2.2014[6]
Bénh nhan nay thuoc nhom nguy co rat cao, ¢6 di can, theo NCCN diéu tri chu
yéu 1a liéu phap triét androgen (androgen deprivation therapy-ADT) hoic xa tri

két hop ADT.
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Chen androgen t6i da (MAB) nham tc ché toan bd androgen cta ca tinh hoan 1an
tuyén thuong than. Tuy nhién, hdu qua 1a cc tac dung phu gip trong da s6 bénh nhan sau
3 — 6 thang.

Khi triét tiéu androgen lién tuc (continuous androgen deprivation-CAD) diéu tri ung thu
tuyén tién liét sau khoang 24 thang c6 su gia ting PSA trd lai va phat sinh hién tuong
khang cét tinh hoan (castration resistant prostate cacer - CRPC). Dung noi tiét cach quang
trén thue nghiém co thé kéo dai thoi gian dan dén tinh trang khang cit tinh hoan [9]

4. Cac nghién ciru pha 111

4.1. Cac nghién ciru chii yéu so sanh IAD véi CAD: c6 khoang 11 thtr nghiém pha
III nhung trong do6 chi ¢6 3 nghién curu chu lyc 1a cua Crook [2], Calais da Silva [1] va
Hussain [3,4]

Population No. of pts  Study Coordinator

NCIC/PR7/SWOG ‘ PSA relapse after RT Crook

EC 507 PSA relapse after RP Tunn

ICELAND PSA relapse/locally advanced Schulman

Yamanaka Advanced PCa Yamanaka

De Leval T3-4,M+ De Leval, Boca

SEUG Advanced PCa Da Silva

AP 17/95 Advanced PCa and M + Miller
Hussain

Mottet
De Rijke
FinnProstate VIl , Salonen

4.2. Cac nghién ctru so sanh IAD véi CAD vé ti 1¢ sdng con toan b (OS) va ti 18
song khong tien trién bénh (PFS) [10]

Nghién ciru Bénh Tién trién oS
Miller Di can = =
Tunn Tai phat sau RP = NR
Mottet Di can = =
Calais da Silva Hon hop = =
(SEUG 9401)

Crook/Klotz Tai phat MO + =
(SWOG JPR.7)

Hussain Di can NR Kém hon
(SWOG 9345)




4.3. Trong UT TTL tién trién tai chd / di cin: Thir nghiém SEUG 9401 (South
European Urooncology Group) [1]
626 bénh nhan T3-4 M0-1. Khéi dau 3 thang diéu trj noi tiét theo kibu MAB. Cac BN ¢6
PSA < 4 ng/mL hodc giam hon 80% so véi tri s6 ban ddu s& dugc chia ngiu nhién 1am 2
nhom: IAD hoic CAD. O nhom IAD: phan nhém c6 PSA < 4 ng/mL s& bit dau diéu tri
lai khi PSA > 10 & BN ¢6 tri€u chiing hodc PSA > 20 & BN khong tri¢u chung; phan
nhom c6 PSA giam hon 80% s& bat dau diéu tri lai khi PSA gia ting > 20% so véi nadir
Két qua: khong khac biét vé ti 18 sdng con toan bo (OS) ¢ hai nhom. (Hinh 6)

Time to Any Death

Proportion Alive

312 266 230 205 178 121 84 41 17 Cont
004314 285 235 193 163 131 88 39 13 Int
T L] T T T T
0 20 40 60 80 100 120

Months on Study

Hinh 5. Thir nghiém SEUG 9401: Khong khac biét vé song con toan b giira IAD va CAD trong ung
thw TTL dién tién xa

4.4. Trong tai phat sinh héa: Thu nghiém SWOG JPR.7 [2]
Crook phan ngau nhién 1386 BN ¢6 PSA > 3 ng/mL sau xa tri thanh nhom dung IAD hay
CAD.
Sau 6,9 nam: nhoém diéu tri cach quang tuong duwong nhom diéu tri lién tuc vé séng con
toan bd (8,8 so v4i 9,1 nam; HR=1,02, 95% CI, 0,86-1,21) (Hinh 7)
Nhiéu BN chét vi K TTL & nhém diéu tri IAD hon nhung c¢6 nhiéu BN chét vi nguyén
nhan khac hon & nhom diéu tri CAD. O nhom diéu tri IAD: triéu ching yéu mét, réi loan
chirc niang dudng tiéu, con bing mit, wdc mudn tinh duc, chirc ning cuong cai thién hon
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Years sindé Randomization

No. at Risk
CAD 696 652 561 1L ] 125 15 ]
IAD 690 651 571 LY 140 34 ]

Hinh 6. Thir nghiém SWOG JPR.7. IAD khong thua kém CAD vé séng con toan bd
4.5. Trong UT TTL ¢6 di can: Thir nghiém SWOG 9346 [3.,4]



Hussain va cs danh giad IAD so voi CAD. Sau 7 thang dung ADT, 1535 BN c6 PSA <4
ng/mL dugc phan ngiu nhién thanh didu tri cach quang hay lién tuc. Sau 9,8 nam: OS 1a
5,1 nam so véi 5,8 nam, HR=1,10, 95% CI, 0,99-1,23.

Két luan: khong két ludn dugce vé OS va khong loai trir duge nguy co tir vong cao hon
20% & nhom diéu tri cach quang. O nhom IAD: chirc ning cuong va sitc khoe tinh than
t6t hon sau diéu tri 3 thang nhung sau d6 khong con rd nita. (Hinh 8)

No. of Median
Deaths  Survival (yr)

Continuous therapy 445 5.8

Intermittent therapy 483 s.1

HR for death with
intermittent therapy™:
1.10 ( Cl, 0.99 to 1.23)

0 5 10

Years since randomization
o. at Risk

ontinuous therapy 765 325 64
Intermittent therapy 770 201 52

Hinh 7. Thir nghiém SWOG 9346: Nguy co tit vong ciia nhém IAD: 1,10

4.6. Uéc tinh £g0p Vé ti sf') nguy co (HR) d6i véi (A) Song con toan bd (0S), (B)
Thoi gian din dén tién trién bénh (TTP), (C) Song con dic hiéu ddi véi ung thw
(PCaSS): IAD so véi CAD [7]

A Ty 56 nguy cor Ty 56 nguy cor
. ) . Phuong sai nghich dao (Iv), Phurong sai nghich dao (IV),
MNhom nghién clu . . Ngu nhién, Mgau nhién
hodc phan nhom C& mau Trong s8.% Knodng tin cy (C1) 95% Khodng tin cdy (CI) 95%
daSilva (2011) 626 224 1,04 (0,87-1,24) — =
Hussain (2012) 1.635 355 1,09 (0,95-1,25) T
Crook {2012) 1.386 243 1,02 (0,86-1,21) b
Salonen {2012} 554 17,9 0,87 (0,71-1,08) —_—
Téng s6 (Cl 95%) 100,0 1,02 (0,93-1,11)
Khang déng nhat % = 3,35, df=3 (P = 0,34); I = 10% ; . | —
Kiém dinh hiéu qua téng thé: =0,42 (P = 0,67) 05 07 1,0 1,5 20
Thiénvé |AD Thién vé CAD
B Ti 86 nguy cor Ty 50 nguy co
i L Phueng sai nghich dao (Iv), Phurong sai nghich dao (IV),
MNhém nghién clru L . Mgau nhién, Mgau nhién,
hodc phan nhom Cd& mau Trong s6  Khoang tin cay (C1) 95% Khodng tin cdy (Cl) 95%
Crock {2012) 1386 355 0,80 (0,67-0,96) -
Salonen {2012} 554 351 0,93 (0,77-1,11)
daSilva {2011) 656 20 4 1,23 (0,96-1,58)
Téng s6 (Cl95%) 100,0% 0,96 (0,76-1,20)
Khong déng nhét: x” = 7.65, df=2(P=0,02); I" = 74% S —
Kiém dinh hiéu qua tdng thé: Z = 0,39 (P = 0,69) 05 07 10 1520
) Thién vé |AD Thiénvé CAD
Ty 86 nguy cor T 86 nguy cor
Phueng sai nghich dao (V) Phwong sai nghich dao (1V),
Nhém nghién ciru - T ) [Ngau nhién Ngdu nhién,
hodc phan nhém C& mau ong S0 Khoangtin cay (C1) 95% Khoang tin cdy (CI) 95%
daSilva {2011} 626 334 1,27 (0,98-1,65)
Crook {2012) 1.386 323 1,18 (0,90-1,55)
Salonen (2012) 554 34,2 0,85 (0,66-1,10)
Téng sé (Cl 95%) 100,0% 1,08 (0,85-1,38
Khang déng nhét: ¥’ = 5,24, df=2(P=007); I = 62% i — .
Kiém dinh hiéu qua tdng thé: Z = 0,64 (P = 0,52) 02 05 10 20 50
Thién vé IAD Thién vé CAD

5. C6 thé diéu tri ni tiét cach quing ¢ nhirng bénh nhén nao ?



Theo Mottet va cs, 2011 [5], bénh nhan c6 dap tmg voi ADT voi PSA giam vé tri s6 binh
thuong: & bénh nhan chua diéu tri trudc d6: PSA < 4 ng/mL, & bénh nhén ti phat PSA
sau xa tri hodc phau thuat : PSA < 0,5 ng/mL.
6. Khi nao dung lai ADT ?

Céc trj s6 PSA kich hoat dung lai ADT [10]

BN ung thw TTL PSA [ng/ml]

Khong diéu tri trwde dé MO: 6-10

M+: 10

Sau RP >3 ng/ml
Sau RT > 8-10 ng/ml

7. Nhan xét két qua diéu tri trén bénh nhén nay
Chan doan: UT TTL, giai doan cT3b Nx M1 , hguy co rat cao, c6 di cin xuong.
Tir thang 11/2008 dén 7/2014: trong thoi gian gan 6 ndm bénh nhan da duoc diéu tri 3
chu ky (MAB-ngung thudc) va chua phat sinh tinh trang khang cit tinh hoan. Pdy 6 thé
diege xem la thang loi ciia IAD vi d3 kéo dai thoi gian din dén tinh trang kéng cét tinh
hoan.
Mirc PSA dé ngung thuéc ¢ bénh nhan nay (ung thu di cin, chua diéu tri) chi can 4
ng/mL nhung t6i dd qud dé ddt (ngung thudc & khoang 0,1 ng/mL). Piéu nay lam thoi
gian ding thudc ctia bénh nhén 1a khoang 1 niam, dai hon so véi thoi gian khuyén céo 1a
6-9 thang (thoi gian hang dinh twong dbi) [10]. Twong tu, mirc PSA dé dung lai MAB &
bénh nhan nay 1a khoang 8 ng/mL, khd dé dit so v6i khuyén céo 1a 10 ng/mL.
8. Nhan dinh hién nay ciia Hwéng din diéu tri ciia Hoi Tiét niéu chau Au, 2013 [8]
= IAD chua duoc chirng minh 1am kéo dai tinh trang nhay vé6i diéu tri noi tiét hay
lam tang OS
= Mic du ich lgi vé chat luong cudc song 1a it hon su ky vong (ngoai trur mot s it
nghién ctru), IAD duwrgc dung nap tot hon va cé ich loi vé chirc nang tinh duc.
= Cac loi ich 1au dai khac, tuy chua dugc chimg minh 13 rang, c6 thé 13 giup bao vé
xuong va / hodc gitp tranh hoi chimg chuyén hoéa.
= Trong hau hét cic nghién ciru, co sy phuc hoi testosterone nén day ciing 1 cach
diéu tri thién cach quéng.
V. KET LUAN
Liéu phap trc ché androgen cach quang cho thdy ciing ¢6 hiéu qua nhur 1igu phap trc
ché androgen lién tuc dong thoi c6 loi thé vé kha ning dung nap va chat luong cudc song.
Truong hop 1am sang nay la mot bang chimg hop 1y de khuyén céo st dung liéu phap
cach quing voi didu kién bénh nhan dap Gmg mot s tidu chuan. Liéu phéap tc ché
androgen cach quing da dan duoc dua vao cac phién ban hudng dan diéu tri mdi nhét cua
Hiép hoi Tiét niéu chau Au va NCCN 2.2014, tuy van con dé dt.
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