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trong viéc diéu tri bénh ung thu tuyén tién liét két hop véi cac lua chon tri liéu khac va
trong viéc di€u tri cac bénh hoac cac tinh trang bénh ma cé thé tuan theo dé dicu tri bang
chat di€u bién thu thé androgen, cling nhu cac dugc pham va thuéc ma bao gom hop chat
nay.
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Linh vue ky thuat dwec dé cap

Sang ché d& cap dén viée st dung chét diéu bién thu thé androgen 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit trong diéu tri bénh ung thu tuyén tién liét, ung thu vii, chimg rim 16ng phu
thudc androgen, ching rung téc androgen, u xo tir cung, u mém co tron, ung thu ndi mac tr
cung hodc bénh lac ndi mac tir cung, mot minh hoac két hop vdi cac chét diéu tri khac.
Tinh trang ky thuit cia sang ché

Thu thé androgen (“androgen receptor - AR”) 1a protein diéu hoa phién ma kich hoat
phéi tir ma lam trung gian cam ng mét loat hiéu tng sinh hoc qua su twong tac cua nd béng
céc androgen ndi sinh. Cac androgen ndi sinh bao gom cic steroit nhur testosteron va
dihydrotestosteron. Testosteron dugc chuyén héa thanh dihydrotestosteron boi enzym 5
alpha-reductaza trong nhidu mé.

Céac hoat dong cua cac androgen véi cac thy thé androgen da lién quan dén mot sd
bénh hoac tinh trang bénh, nhu ung thu tuyén tién liét, ung thu v, ching ram 16ng phu thudc
androgen, ching rung téc androgen, u xXo tir cung, u mém co tron, ung thu ndi mac tir cung
hoic bénh lac ndi mac tir cung. Chit diéu bién thu thé androgen 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl1]-2-flo-N-
metylbenzamit phat hién viéc st dung trong diéu tri cac bénh hodc tinh trang bénh nay trong
d6 cac thu thé androgen déng mot vai tro.

Ban chét k§ thuét ciia sang ché

Do do, dé giai quyét cac van dé néu trén day, muc dich cua sang ché 1a dé xuit hop
chét 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-
2-flo-N-metylbenzamit v&i lidu ndm trong khoang tir 30 dén 480mg mdi ngay cho nam gi6i
méc ung thu tuyén tién liét nghiém trong. Theo mét s6 phuong 4n, tuyén tién liét nghiém
trong 1a ung thu tuyén tién 1iét man cam do cit bo ung thu, ung thu tuyén tién liét khang cat
tinh hoan, hoic ung thu tuyén tién liét thé khu trd nguy co cao. Theo mét s6 phuong an, ung
thu tuyén tién liét khang cét tinh hoan 14 ung thu tuyén tién liét khang cat tinh hoan di can.

Theo mét sé phuong an, ung thu tuyén tién liét khang cit tinh hoan di can 13 ung thu tuyén



31502

tién liét khang ct tinh hoan di can d& didu tri bing héa tri liéu hodc ung thu tuyén tién liét

khéng cét tinh hoan di cin duoc didu tri trude bang abirateron axetat.
4-[7-(6-Xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-

y1]-2-flo-N-metylbenzamit c6 thé 1a ciu tric ¢ cong thire (I), va c6 thé duogc sit dung hoic

¢6 san nhu hoac lam muodi duge dung cia ching.
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Theo khia canh khéc, sang ché d& xuit hop chét 4-[7-(6-xyano-5-triflometylpyridin-
3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dé lam giam cac
murc khang nguyén dic hiéu tuyén tién liét & nam gidi méc chimg ung thu tuyén tién liét
nghiém trong v&i liéu nam trong khoang tir 30 dén 480mg mdi ngay cho nam gidi mic ung
thu tuyén tién 1iét man cam cit tinh hoan, ung thu tuyén tién liét khang cit tinh hoan, hoic
ung thu tuyén tién liét thé khu tri nguy co cao. Theo mdt s6 phuong 4n, cic mirc khang
nguyén dic hiéu tuyén tién liét & nam giéi dugc giam it nhét 1a 50% tir lvong chuan sau
khoang 3 thang dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dya trén phac d6 lidu hang ngay lién tuc.

Theo mot khia canh, sang ché mé ta hop chét co cong thirc 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yI]-2-flo-N
metylbenzamit dé 1am ting su ton tai khong duoc di can (MFS) & nam gidi mic ung thu tién
liét tuyén vé6i lidu nam trong khoang tir 30 dén 480mg mdi ngay cho nam giéi mic ung thu
tuyén tién liét nghiém trong. Theo khia canh khéc, séng ché mb ta phuong phép tao ra loi
ich séng s6t ddi v6i nam giéi méc ung thu tuyén tién liét nghiém trong bao gom viéc ding
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl1]-2-
flo-N metylbenzamit véi liéu ndm trong khoang tir 30 dén 480mg mdi ngay cho nam gidi
méc ung thu tuyén tién liét nghiém trong. Theo khia canh khac nita, sang ché @& xuat phuong

phdp tao ra sy tri hodn cac triéu chimg lién quan deén su tién trién bénh & nam gidi mac ung
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thu tuyén tién liét nghiém trong bao gém viéc dung 4-[7-(6-xyano-5-triflometylpyridin-3-
yl)-8-ox0-6-thi0xo-5,7—diazaspiro[3 AJoct-5-y1]-2-flo-N-metylbenzamit véi liéu nim trong
khoang tir 30 dén 480mg mdi ngay cho nam giéi mic ung thu tuyén tién liét nghiém trong.
Theo mot s phuong an, tuyén tién 1iét nghiém trong 13 ung thu tuyén tién liét man cam do
cét bo ung thu, ung thu tuyén tién liét khang cét tinh hoan, hodc ung thu tuyén tién liét thé
khu tra nguy co cao. Theo mot sé phwong 4n, ung thu tuyén tién liét khang cét tinh hoan 13
ung thu tuyén tién liét khang cit tinh hoan di can. Theo mot s6 phuong an, ung thu tuyén
tién liét khang cit tinh hoan di can 12 ung thu tuyén tién liét khang cit tinh hoan di cin dé
diéu tri bang héa tri lidu hodc ung thu tuyén tién liét khang cit tinh hoan di can dugc didu
trj trude bang abirateron axetat.

Theo khia canh khéc, sang ché mé ta phwong phap hop chét c6 cong thirc 4-[7-(6-
xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit dé diéu tri ung thu v, chiig rdm 16ng phu thudc androgen, chiing rung téc
androgen, u X0 tir cung, u mém co tron, ung thu ndi mac tr cung hodc bénh lac n1 mac tr
cung & ngudi vé6i lidu nim trong khoang tir 30 dén 480mg mdi ngay cho ngudi mic ung thu
vi, chimg rdm 16ng phu thudc androgen, chimg rung téc androgen, u xo tir cung, u mém co
tron, ung thu ndi mac tur cung hodc bénh lac nd1 mac tur cung.

Theo mét s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua dudng miéng cho nguoi
& dang vién nang gel mém.

Theo mét sé phuong &n, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl1]-2-flo-N-metylbenzamit dugc dung qua dudong miéng cho nguoi
& dang vién nang gel mém véi lidu khoang 180mg mdi ngay dén 480mg mdi ngay.

Theo mét s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua dudng miéng cho nguoi
¢ dang Vién nang gel mém véi lidu khoang 180mg mdi ngay, khoang 240mg mdi ngay,

khoang 300mg mdi ngay, khoang 390mg mdi ngay, hoic khoang 480mg mdi ngay.
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Theo mét sé phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua duong miéng cho nguoi
& dang vién nang gel mém vdi lidu khoang 240mg mdi ngay.

Theo mot sb phuong én; 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung qua dudng miéng cho ngudi
dwra trén phéac d6 lidu hang ngay lién tuc.

Theo mét khia canh, sang ché mé ta hop chit ¢6 cong thirc 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro|3,4]oct-5-yl]-2-flo-N-
metylbenzamit dé didu tri ung thu tuyén tién liét & nam giéi v6i lidu nam trong khoang tir
30 dén 480mg mdi ngay cho nam giéi mic ung thw tuyén tién liét khang cat tinh hoan di
can, ung thu tuyén tién 1iét khang cit tinh hoan khéng di can, ung thu tuyén tién 1iét man
cam cét tinh hoan di can, ung thu tuyén tién 1iét man cam cét tinh hoan khong di can hodc
ung thu tuyén tién liét thé khu tri nguy co cao két hop véi chat rc ché phosphoinositit 3-
kinaza (PI3K), chit e ché TORC, hoic chét trc ché PI3K/TORC kép. Theo mot s6 phuong
an, phuong phap didu tri ung thu tuyén tién liét con bao gém viéc ding lugng c6 hiéu qua
didu tri ctia chat chu van hoac chat d6i khang hormon giai phong gonadotropin cho nam gidi.
Theo mot sé phuong 4n, chit trc ché phosphoinositit 3-kinaza (PI3K), chit e ché TORC,
hoac chat wc ché PI3K/TORC kép la everolimus, BEZ-235, BKM120, BGT226, BYL-719,
GDC0068, GDC-0980, GDC0941, GDC0032, MK-2206, OSI-027, CC-223, AZD8055,
SAR245408, SAR245409, PF04691502, WYE125132, GSK2126458, GSK-2636771,
BAY806946, PF-05212384, SF1126, PX866, AMG319, ZSTK474, Call01, PWT33597,
LY-317615 (enzastaurin hydroclorua), CU-906, hoac CUDC-907. Theo mot ) phuong an,
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-
flo-N-metylbenzamit duoc ding qua dudng miéng véi lidu ndm trong khoang tir 120 dén
240mg mdi ngay. Theo mot s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-
6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung qua duong miéng
v6i lidu khoang 240mg mdi ngdy. Theo mét sé phuong an, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-

metylbenzamit duoc ding qua dudng miéng & dang vién nang gel mém. Theo mét s6 phuong
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an, chat wc ché TORC la everolimus. Theo mot sé phuong an, everolimus dugc dung voi
lidu ndm trong khoang tir 5 &n 20mg mdi ngay. Theo mot sé phuong 4n, everolimus dugc
dung vé6i lidu khoang Smg mdi ngay hodc khoang 10mg mdi ngdy.

Theo khia canh khac nira, sang ché mé ta hop chét ¢6 cong thirc 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl1]-2-flo-N-
metylbenzamit dé didu tri ung thu tuyén tién liét & nam gidi véi liéu nam trong khoang tir
30 dén 480mg mdi ngay cho nam giéi méc ung thu tuyén tién liét khéng cit tinh hoan di
cdn, ung thu tuyén tién liét khang cit tinh hoan khéng di cin, ung thu tuyén tién liét man
cam ct tinh hoan di cin, ung thu tuyén tién 1iét man cam cét tinh hoan khoéng di can hodc
ung thu tuyén tién 1iét thé khu tri nguy co cao két hop v6i chét tre ché CYP17. Theo mét sb
phuong an, phwong phap diéu tri ung thu tuyén tién 1iét con bao gom viéc ding lugng c6
hiéu qué diéu tri cua chit chu van hodc chét d6i khang hormon gii phong gonadotropin cho
nam gi6i. Theo mot sb phwong an, chit &rc ché CYP17 1 abirateron axetat (Zytiga), TAK-
700 (orteronel), TOK-001 (galeteron) hoac VT-464. Theo mot s6 phwong an, 4-[7-(6-xyano-
5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc dung qua duong miéng voi lidu nam trong khoang tir 120 dén 240mg
moi ngay. Theo mot s& phuong é&n, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua duong miéng
véi lidu khoang 240mg mdi ngdy. Theo mot s6 phuong 4n, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl1]-2-flo-N-
metylbenzamit dugc dung qua dudong miéng ¢ dang vién nang gel mém. Theo mét sé phuong
an, chat e ché CYP17 1 abirateron axetat (Zytiga). Theo mét s6 phuong 4n, abirateron
axetat (Zytiga) duoc ding véi liéu khoang 500mg mdi ngay dén 1000mg mdi ngay. Theo
mot s phuong an, abirateron axetat (Zytiga) dugc dung véi lidu khoang 1000mg mdi ngay.
Theo mot sé phuong an, abirateron axetat duge dung két hop v&i prednison. Theo mot s6
phuong an, abirateron axetat duge ding mot 1an mot ngay va prednison dugc dung hai lan
mdt ngay. Theo mot s6 phuong an, chat (rc ché CYP17 1a TAK-700 (orteronel). Theo mot
s6 phuong an, TAK-700 (orteronel) dugc dung véi 1idu nam trong khoang 300mg 2 1dn mdi

ngay dén 600mg 2 1an mdi ngay. Theo mét s6 phuong an, TAK-700 (orteronel) dugc dung
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v6i lidu ndm trong khoang 300mg 2 1dn mdi ngay dén 600mg 2 1an mdi ngay, cling véi
prednison khoang 5mg 2 1an mdi ngay

Theo mot khia canh, sang ché mé ta hop chat c6 cong thic 4-[7-(6-xyano-5-
triflometylpyridin-3-y1)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dé didu tri didu tri ung thu tuyén tién liét & nam gi6i véi liéu nam trong
khoang tir 30 dén 480mg mdi ngay cho nam gidi mic ung thu tuyén tién liét khang cét tinh
hoan di cin, ung thu tuyén tién liét khang cét tinh hoan khéng di can, ung thu tuyén tién ligt
mAn cam cét tinh hoan di cin, ung thu tuyén tién liét man cam cat tinh hoan khong di can
hodc ung thu tuyén tién liét thé khu trd nguy co cao két hop v6i chat chi van hodc chat doi
khang hormon giai phong gonadotropin. Hormon giai phéng gonadotropin (GnRH) cling da
biét nhu hormon giai phéng hormon luteni hoa (Luteinizing-hormone-releasing hormone -
LHRH).

Theo mét s6 phuong an, chat cha van hoic chat d6i khang hormon giai phéng
gonadotropin 1a Lupron, Zoladex (Goserelin), Degarelix, Ozarelix, ABT-620 (Elagolix),
TAK-385 (Relugolix), EP-100 hoac KLLH-2109. Theo mot s6 phwong 4n, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit dugc dung qua duong miéng véi lidu ndm trong khoang tir 120 dén 240mg
mdi ngay. Theo mét sé phuong 4n, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua dudong miéng
v6i lidu khoang 240mg mdi ngdy. Theo mot s6 phuong 4n, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc dung qua duong miéng & dang vién nang gel mém. Theo mot s6 phuong
4n, chit chu van hoic chat d6i khang hormon giai phong gonadotropin 12 Lupron. Theo mot
) phuong an, Lupron dugce dung dé tiém luu trix v6i lidu khoang 7,5mg 4 tudn mot lan, hodc
22,5mg 3 thang mot 1an, hodc khoang 30mg 4 thing mot lan, hoac khoang 45mg 6 thang
mét 1an. Theo mot sb phuong an, chét chu van hodc chét dbi khang hormon giai phong
gonadotropin 1a Zoladex (Goserelin). Theo mot s6 phuong an, Zoladex (Goserelin) dugc
ding dé cdy duéi da vdi lidu khoang 3,6mg 4 tudn mot lan hoic khoang 10,8mg 12 tuan mot

lan. Theo mot sb phuong an, chit chu van hoic chat d6i khang hormon giai phéng
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gonadotropin 1a Degarelix. Theo mot s6 phuong 4n, Degarelix dugc ding dé tiém duéi da
v6i lidu khoang 240mg sau d6 1a khoang 80mg dugc ding mdi 4 tuan.

Theo mot khia canh, sang ché mé ta hop chit c6 cong thic 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit diéu tri ung thu tuyén tién liét & nam gidi véi lidu nam trong khoang tir 30
dén 480mg mdi ngay cho nam gi¢i mic ung thu tuyén tién liét khang cét tinh hoan di can,
ung thu tuyén tién liét khang cit tinh hoan khong di can, ung thu tuyén tién liét man cam cét
tinh hoan di can, ung thu tuyén tién 1iét man cam cat tinh hoan khéng di cin hodc ung thu
tuyén tién liét thé khu tri nguy co cao két hop v&i chét bao vé xuong. Theo mot s6 phuong
an, phuong phap diéu tri ung thu tuyén tién 1iét con bao g@)m viéc dung luong co6 hiéu qua
didu tri cia chét chi van hodc chat d6i khang hormon giai phong gonadotropin cho nam gidi.

Theo mdt s6 phuong an, chit bao vé xuwong la Denosumab, AMG-0007, CEP-37251,
ALX-0141, Axit zoledronic, Natri alendronat (Fosamax), Pamidronat dinatri (Aredia), Axit
neridronic (Nerixia), Axit minodronic (Recalbon) hodc Risedronat natri (Actonel). Theo mot
5O phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung qua duong miéng véi lidu nam
trong khoang tir 120 dén 240mg mdi ngdy. Theo mot s6 phuong an, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc dung qua duong miéng voi lidu khoang 240mg mdi ngay. Theo mét s6
phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung qua duong miéng ¢ dang vieén
nang gel mém. Theo mot sé phwong 4n, chat bao vé xwong 1a Denosumab. Theo mot s6
phuong an, Denosumab dugc dung béng cach tiém dudi da véi liéu nam trong khoang tir 60
dén 120mg 4 tudn mot 1an dén 6 thang mot 1an. Theo mot sé phuong 4n, chét bao vé xuong
1a axit zoledronic. Theo mét s6 phuong an, axit zoledronic 1a dugc dung bing cach tiém
trong tinh mach véi liéu khoang 4mg 4 tudn mot 1an dén 12 tuan mot lan.

Theo mét khia canh, sdng ché mé ta hop chét c6 cong thirc 4-[7-(6-xyano-5-
triflometylpyridin-3-y1)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-

metylbenzamit dé diéu tri diéu tri ung thu tuyen tién liét & nam gidi véi lieu nam trong
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khoang tir 30 dén 480mg mdi ngay cho nam gii mic ung thu tuyén tién liét khang cit tinh
hoan di cdn, ung thu tuyén tién liét khang cat tinh hoan khong di cin, ung thu tuyén tién liét
mAn cam cét tinh hoan di can, ung thu tuyén tién liét man cam cat tinh hoan khong di cin
hodc ung thu tuyén tién liét thé khu tra nguy co cao két hop véi xa tri. Theo mot sé phuong
an, phuong phap diéu tri ung thu tuyén tién 1iét con bao gém viée ding lwong cé hidu qua
didu tri cta chét chii van hodc chat d6i khang hormon giai phong gonadotropin cho nam giéi.
Theo mét s6 phuong an, xa tri 1a Alpharadin, '7’Lu-J591, xa tri bing tia ngoai (bao gom tia
proton), hodc liéu phap phéng xa. Theo mot s6 phuong an, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit dugc dung qua duong miéng voi lidu ndm trong khoang tir 120 dén 240mg
mdi ngdy. Theo mét sé phwong &n, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung qua dudng miéng
v6i litu khoang 240mg mdi ngay. Theo mot s6 phuong an, | 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc dung qua duong miéng ¢ dang vién nang gel mém. Theo mot s6 phuong
4n, xa tri 1a Alpharadin. Theo mét s6 phuong an, Alpharadin dugc dung bang cach tiém
trong tinh mach v&i lidu ndm trong khoang tir 25 dén 50 kBq/kg 4 tuan mot lan. Theo mot
sé phuong é4n, xa tri 1a 7"Lu-J591. Theo mét sé phwong an, ""Lu-J591 1a duoc ding bing
cach tiém trong tinh mach véi lidu nim trongkhoang tir 30mCi/m2 dén 70 mCi/m2.

Theo mot khia canh, séng ché mé ta hop chit c6 cong thirc 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit dé didu tri phuong phép didu tri ung thu tuyén tién liét & nam gidi véi lidu
nim trong khoang tir 30 dén 480mg mdi ngay cho nam gidi méc ung thu tuyén tién liét
khang cét tinh hoan di cin dwoc diéu tri trude bang abirateron axetat, ung thu tuyén tién liét
khang cét tinh hoan di cin, ung thu tuyén tién liét khang cit tinh hoan khong di can, ung thu
tuyén tién liét man cam cat tinh hoan di can, ung thu tuyén tién liét man cam cit tinh hoan
khéng di cin hoic ung thu tuyén tién liét thé khu trii nguy co cao két hop véi chit trc ché
kinaza. Theo mét sb phwong an, phuwong phép diéu tri ung thu tﬁyén tién 1iét con bao gdbm

viéc dung lugng c6 hiéu qua diéu tri cua chat chu van hodc chat doi khang hormon giai



31502

phong gonadotropin cho nam gi6i. Theo mot s6 phuong 4n, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-

metylbenzamit dugc dung qua duong miéng véi lidu ndm trong khoang tir 120 d&én 240mg
mdi ngay. Theo mot s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc ding qua dudng miéng
véi lidu khoang 240mg mdi ngdy. Theo mot s6 phuong 4n, 4-[7-(6-xyano-5-
tr}iﬂometylpyridin-3-yl)-8-0x0-6-thioxo-5,7—diazaspiro[3 ,4]oct-5-yl1]-2-flo-N-

metylbenzamit dugc dung qua dudong miéng & dang vién nang gel mém. Theo mét s6 phuong
an, chit (e ché kinaza muc tiéu 12 hinh thanh mach hoic di cin xwong. Theo mot s6 phuong
an, chat ac ché kinaza 1a chét tc ché MET hoic VEGFR kinaza. Theo mot sb phuong an,
chdt Gc ché kinaza la Cabozantinib (XL184), PF-2341066 (Crizotinib), ARQ-197
(Tivantinib), MK-2461, JNJ-38877605, MK-8033, INCB-28060, BMS-777607, AMG-208,
LY-2801653, EMD-1214063, EMD-1204831, AMG-337, HMPL-504 (Volitinib), SAR-
125844, 1.Y2875358, ABR-215050 (Tasquinimod), CHIR-258 (Dovitinib), EXEL-7647,
0SI1-930, BIBF-1120, BAY-73-4506 (Regorafenib), BMS-582664 (Brivanib), JNJ-
26483327, AZD-2171 (Cediranib), Sorafenib, Aflibercept, Enzastaurin, AG-013736
(Axitinib), OSI-632, hodc GSK-786034 (Pazopanib). Theo mot s§ phuong an, chét trc ché
kinaza 1a Cabozantinib. Theo mét s6 phuong an, Cabozantinib duge ding qua dudong miéng
v6i lidu nim trong khoang tir 40 d&én 100mg mdi ngay. Theo mot s6 phuong an, chét e ché
kinaza 14 chét tc ché EGFR, MEK, hodc SRC kinaza. Theo mdt ) phuong an, chét trc ché
kinaza 1a Erlotinib, Cetuximab, Gefitinib, Canertinib, Panitumumab, Nimotuzumab,
Lapatinib, Vandetanib, Afatinib, MP-412, AEE-788, Neratinib, XL-647, AC-430,
Dacomitinib, AZD-8931, CUDC-101, AP-26113, CO-1686, Trametinib, Selumetinib,
MEK-162, Refametinib, TAK-733, RO-5126766, BI-847325, AZD6244, GSK1120212, PF-
5208763 (Bosutinib), hoic AZD-0530 (Saracatinib). Theo mot sb phuong an, chat tc ché
kinaza 1 Erlotinib. Theo mét s6 phuong an, Erlotinib dugc dung qua dudng miéng voi lidu
nim trong khoang tir 100mg dén 150 mg. Theo mot s6 phwong an, chit tic ché kinaza 1a
Gefitinib. Theo mét s6 phuong 4n, Gefitinib dugc ding qua dudong miéng véi lidu khoang

250 mg. Theo mét s6 phuong an, chat (e ché kinaza 14 Trametinib. Theo mot sd phuong an,
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Trametinib dugc ding qua dwdng miéng vdi lieu khoang tir Img dén 2bmg. Theo mét sé
phuong éan, chét e ché kinaza 1a chit e ché AKT, RAF, FGER, hoic CDK4/6 kinaza. Theo
mot s6 phuong 4n, chét e ché kinaza 12 GDC0068, MK-2206, AT7867, GSK2110183,
GSK2141795, GSK690693, Vemurafenib (PLX4032/RG7204), GSK2118436, Dabrafenib
(GSK208436), LGX818, RAF265, LY2780301, Dovitinib (TKI258), BGJ398, AZD4547,
PD-0332991 hodc LEEO11.

Theo mot khia canh, sang ché mé ta hop chit co cong thirc 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit dé didu tri ung thu tuyén tién liét & nam gidi véi lidu ndm trong khoang tir
30 dén 480mg mdi ngay cho nam gisi méc ung thu tuyén tién liét khang cit tinh hoan di
can, ung thu tuyén tién liét khéng cét tinh hoan khong di cin, ung thu tuyén tién liét man
cam cét tinh hoan di cdn, ung thu tuyén tién liét man cam cét tinh hoan khong di cin hodc
ung thu tuyén tién liét thé khu trd nguy co cao két hop v6i Provenge, Prostvac, Ipilimumab,
hodc chat e ché PD-1. Theo mdt s6 phwong an, phwong phap didu tri ung thu tuyén tién liét
con bao gém viéc dung luong c6 hiéu qua diéu trji cia chat chl van hoic chét ddi khang
hormon giai phong gonadotropin cho nam gidi. Theo mot s6 phuong 4n, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc dung qua dudong miéng véi lidu ndm trong khoang tir 120 dén 240mg
mdi ngay. Theo mét sé phuong 4n, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung qua dudng miéng
véi liu khoang 240mg mdi ngay. Theo mét s6 phuong 4n, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc ding qua duong miéng ¢ dang vién nang gel mém. Theo mét s6 phurong
4n, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-
2-flo-N-metylbenzamit dugc ding két hop vé6i Ipilimumab. Theo mot s6 phuong 4n,
Ipilimumab duge ding bang cach tiém trong tinh mach véi lidu nam trong khoang tir 1,5
mg/Kg dén 3,0 mg/kg IV 3 tuan 1 1an trong khoang tong s6 4 liéu. Theo mot s6 phuong an,
4-[7-(6-Xyano-5-triﬂometylpyridin-3-yl)-8-0x0-6-fhioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit duoc ding két hop véi chat e ché PD-1. Theo mét s6 phuong an, chat

-11-



31502

tic ché PD-1 1a BMS-936558. Theo mot sb phwong an, chat (e ché PD-1 1a BMS-936558 va
duoc dung bang cach tiém trong tinh mach v6i lidu ndm trong khoang tir 1,0 mg/kg dén 10
mg/kg vao ngay thir 1, 15 va 29 cua chu ky tuan thir 6. Theo mot s6 phuong an, 4-[7-(6-
xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[ 3,4 ]oct-5-yl]-2-flo-N-
metylbenzamit dugc ding két hop v6i Provenge. Theo mot sé phuong 4n, 3 lidu Provenge
dugc dung trong khoang thoi gian 1a 2 tudn. Theo mdt sé phuong an, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc ding két hop véi Prostvac. Theo mét s phuong an, Prostvac dugc
dung bing cach tiém dudi da.

Theo mét khia canh, sang ché md ta hop chat co6 cong thue 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dé diéu tri ung thu tuyén tién liét & nam gi6i voi liéu nim trong khoang tir
30 dén 480mg mdi ngay cho nam giéi mac ung thu tuyén tién liét khang cét tinh hoan di
can, hodac ung thu tuyén tién liét thé khu tra nguy co cao Kkét hop voi chét rc ché taxan hodc
tubulin. Theo mét s8 phuong 4n, phwong phap diéu tri ung thu tuyén tién liét con bao gdbm
viée dung lugng c6 hiéu qua didu tri cia chét chu van hodc chit dbi khang hormon giai
phéng gonadotropin cho nam giéi. Theo mot s6 phwong 4n, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit dugc dung qua duong miéng voi lidu nim trong khoang tir 120 dén 240mg
mdi ngay. Theo mdt sd phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung qua dudng migng
véi lidu khoang 240mg mdi ngdy. Theo mot s6 phuong 4n, 4-[7-(6-xyano-5-
triflometylpyridin-3-y1)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc dung qua duong miéng ¢ dang vién nang gel mém. Theo mot s6 phuwong
an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-
2-flo-N-metylbenzamit dugc dung két hop v&i Docetaxel. Theo mot s phuong an,
Docetaxel duoc dung bang cach tiém trong tinh mach véi lidu ndm trong khoang tir 35 dén
75mg/m? trén 3 tudn 1 1an. Theo mot s6 phuong &n, 4-[7-(6-xyano-5-triflometylpyridin-3-
y1)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung két hop
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v6i Cabazitaxel. Theo mét sé phuong 4n, Cabazitaxel dugc ding bang cach tiém trong tinh
mach v6i lidu ndm trong khoang tir 13 dén 25mg/m? trén 3 tuén 1 lan.

Theo mot khia canh, sang ché mé ta phwong phap diéu tri ung thur tuyén tién liét &
nam giéi hop chét c6 cong thirc 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit v6i lidu nim trong khoang tir 30 dén
480mg mdi ngay cho nam gidi mic ung thu tuyén tién liét khang cét tinh hoan di cin, ung
thu tuyén tién liét khang cét tinh hoan khéng di can, ung thu tuyén tién liét man cam cat tinh
hoan di can, ung thu tuyén tién liét man cam cit tinh hoan khong di can hodc ung thu tuyén
tién liét thé khu trG nguy co cao két hop véi thé tiép hop cuia dugce chat khang thé khang
STEAP-1. Theo mét s phuong 4n, phuong phap didu tri ung thu tuyén tién liét con bao
gdm viée ding lugng c6 hiéu qua diéu tri cta chat chi van hodc chat d6i khang hormon giai
phong gonadotropin cho nam giéi. Theo mot s6 phwong 4n, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc dung qua dudng miéng véi lidu nim trong khoang tir 120 dén 240mg
mdi ngay. Theo mét sé phuong &n, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung qua duong miéng
véi lidu khoang 240mg mdi ngay. Theo mot s6 phuong 4an, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit dugc dung qua duong miéng ¢ dang vién nang gel mém. Theo mét s6 phuong
an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-
2-flo-N-metylbenzamit dugc dung két hop véi thé tiép hop ctia dugc chat khang thé khang
STEAP-1 . Theo mot s phwong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dwoc ding két hop véi RG7450
(DSTP3086S).

Theo mot khia canh, sang ché mé ta phwong phép didu tri ung thu tuyén tién liét &
nam gi6i hop chét c¢6 cong thic 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct=53-yl]-2-flo-N-metylbenzamit véi liéu nim trong khoang tir 30 dén
480mg mdi ngay cho nam giéi mic ung thu tuyén tién liét khang cit tinh hoan di cin, ung

thu tuyén tién liét khang cét tinh hoan khong di can, ung thu tuyén tién liét man cam cat tinh
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hoan di can, ung thu tuyén tién 1iét man cam cét tinh hoan khong di can hodc ung thu tuyén
tién liét thé khu tra nguy co cao két hop v6i chit diéu bién qua trinh protein séc nhiét 90
(HSP90) hodc protein sdc nhiét 27 (HSP27). Theo mét s6 phwong an, phuong phép diéu tri
ung thu tuyén tién liét con bao gdm viée dung lwgng c6 hiéu qua didu tri cua chat chu van
hodc chit dbi khang hormon giai phéng gonadotropin cho nam gi¢i. Theo mot s6 phuong
an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-
2-flo-N-metylbenzamit duoc ding qua dudng miéng véi lidu nim trong khoang tir 120 dén
240mg mdi ngay. Theo mot s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-
6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung qua duong miéng
v6i liu khoang 240mg mdi ngdy. Theo mot s6 phuong an, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit dugc dung qua duong miéng ¢ dang vién nang gel mém. Theo mot s6 phuwong
an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-
2-flo-N-metylbenzamit dugc ding két hop v6i OGX-011 (Custirsen), OGX-427, AUY922,
HSP990, PF-04928473, PF-04929113 (SNX-5422), Retaspimycin hodc AT13387. Theo
mot s6 phuong 4an,  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl1]-2-flo-N-metylbenzamit duoc dung két hop véi OGX-011
(Custirsen). Theo mét sé phuong an, OGX-011 (Custirsen) dugc ding bing cach tiém trong
tinh mach véi lidu ndm trong khoang tir 320mg dén 640mg mdi tudn mot 1an. Theo mot sb
phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung két hop v6i OGX-427. Theo
mot sé phuong an, 0GX-427 duge ding bang cach tiém trong tinh mach véi lidu tai nim
trong khoang tir 300 dén 600mg sau d6 1 lidu nam trong khoang tir S00mg dén 1000mg mdi
tuan mot lan.

Theo mot khia canh, dugc md ta ¢ day la dugce phém bao gém dung dich trén co s&
lipit, khan, chtra 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit & dang vién nang gel mém. Theo mét s6
phuong an, dung dich trén co s¢ lipit, khan, chtra 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-
8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit bao gém:  4-[7-(6-
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xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit, vitamin E d-a-tocopheryl polyetylen glycol 1000 sucxinat NF (Vitamin E
TPGS), polyetylen glycol 400 NE/EP (PEG 400), glyxerol monocaprylocaprat EP va
caprylocaproyl macroglyxerit EP/NF. Theo mdt s6 phuong an, dung dich dwa trén lipit khan
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit bao gém khoang 3% 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-
6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit. Theo mot s6 phuong an, vo
nang dang gel mém bao gom gelatin NF/EP, hon hop sorbitol/glyxerin ¢ ty 1€ 50:50 USP/EP,
va nudce tinh khiét USP/EP. Theo mot sb phuong an, mot liéu don vi cua duoc phém bao
gdbm  khoang  30mg  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit.

Theo bit ky phuong an trong sé cac phwong an diéu tri duge mo ta & day, cdc phuong
phap diéu tri con bao gdm viéc dung chét chu vén hodc chat d6i khang hormon giai phéng
gonadotropin (GnRH). Theo mét s6 phuong 4n, chét chu van hoic chat ddi khang GnRH 1a
leuprolit, buserelin, nafarelin, histrelin, goserelin, hodc deslorelin.

Theo bat ky trong sb cac khia canh néu trén lugng c6 hiéu qua diéu tri ciia 4-[7-(6-
xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl1]-2-flo-N-
metylbenzamit 1a: (a) dugc dung toan than cho nam gidi; va/hodc (b) duoc ding qua duong
miéng cho nam gidi; va/hoic (¢) duge dung trong tinh mach cho nam gidi; va/hoac (d) dugc
ding bang cach tiém cho nam gidi.

Theo bét ky trong s6 cac khia canh néu trén, luong cé hidu qua diéu tri cua 4-[7-(6-
xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc dung (i) mot 1an moét ngay; hodc (i) nhiéu 1an trong khoang thoi gian
1 ngay. Theo mét s6 phuong &n, lugng cé hiéu qua didu tri cia 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro|3,4]oct-5-y1]-2-flo-N-
metylbenzamit dugc dung mot 1an mot ngay, hai 1an mot ngay, ba lan mot ngay hodc bdn
lan mot ngay. Theo mot sé phuong an, lwong c6 hidu qua diéu tri cua 4-[7-(6-xyano-5-

triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
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metylbenzamit dugc ding theo thoi gian khac, hai 1in mét tuan, mgt 1an mot tuan, hodc hai
tudn mot lan.

Theo bét ky trong sd cac khia canh néu trén lugng c6 hidu qua diéu tri cua 4-[7-(6-
xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc dung lién tuc hodc khong lién tuc. Theo mot ) phuong an, lugng cé
hiéu qua didu tri cua 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung lién tuc. Theo mot s6 phuong
an, luong c6 hiéu qua diéu tri cta 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung hang ngay.

Theo mét sé phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0xo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua dudng mi€ng.

Theo mét s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-
5,7-diazaspiro[3.4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua dwong miéng cho nguoi
dwa trén phac db lidu hang ngay lién tuc.

Theo mdt s6 phuong an, sang ché mé ta phwong phap diéu tri bénh ung thu & dong
vét ¢6 vi bao gém viée ding cho dong vat c6 vi lugng c6 hiéu qua diéu tri cta 4-[7-(6-
xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit. Theo mot s6 phuong 4n, ung thu 12 ung thu phu thudc hormon. Theo mot 56
phuong an, ung thu phy thuge hormon la ung thu phu thudc thu thé androgen. Theo mét sd
phuong 4n, ung thu 1a ung thu tuyén tién liét nghiém trong. Theo mot s6 phuong an, ung thur
13 ung thu tuyén tién liét khang hormon. Theo mot sé phuong 4n, ung thu 1a ung thu tuyén
tidn liét man cam cét tinh hoan. Theo mét s phuong 4n, ung thu 1a ung thu tuyén tién ligt
khang cét tinh hoan. Theo mét sé phwong an, ung thu 13 ung thu tuyén tién liét khu trd nguy
co cao. Theo mot sé phwong 4n, ung thu 1a thu thé androgen positive ung thw vii. Theo mot
sé phuong 4n, phuong phap diéu tri ung thu con bao g6m viéc ding cho dong vat c6 vi it
nhat mét chét diéu tri bd sung. Theo mot ) phuong an, chét diéu tri bd sung la chét khang
ung thu. Theo mét sé phwong 4n, mot hodc nhiéu chat hoat tinh diéu tri bd sung ma khong
phai 1a 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit duoc chon tir: Chét trc ché TORC, chit tic ché PI3K, chét trc ché
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CYP17, chét chi van hoic chét ddi khang GNRH, chit bao vé xuong, chét trc ché Syk ; chét
e ché RANKL, chit trc ché MET, chét tre ché VEGFR, chét trc ché EGFR, FGFR, chét trc
ché MEK, chét tc ché Src, chét e ché AKT, chét trc ché RAF, chit (rc ché CDK4, chét e
ché CDKG6, chét wrc ché mTOR; va cac khang thé (vi duy, rituxan), corticosteroit, chét khang
gdy non, chit 1am thuyén giam, taxan, chat (rc ché tubulin, chit chéng viém, chét trc ché
HSP90, chit trc ché histon deacetylaza (HDAC) hodc cht hoa tri liéu khac bat k.

Céc vat dung san xudt, ma bao gém nguyén liéu bao géi, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit trong nguyén liéu bao goi, va nhan hi¢u ma chi ra rang 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit hodc chét phém ctia né, hoac mudi duoc dung, chét chuyén héa hoat duoc,
duoc st dung dé 1am thuyén giam, giam bt hodc loai bo cac anh huodng cua céc thu thé
androgen, hodc dung dé diéu tri, ngan chan hoac lam thuyén gidam mdt hoac nhiéu triéu
ching bénh hodc tinh trang bénh ma s& ¢6 1oi tir viéc gidm hodc loai bo hoat tinh thu thé
androgen dugc tao ra. Theo mot s6 phuong an, bénh hodc tinh trang nay bénh bao gém,
nhung khong gidi han dén, ung thu tuyén tién liét khang c4t tinh hoan di can, ung thu tuyén
tién liét khang cét tinh hoan khéng di cin, ung thu tuyén tién liét man cam ct tinh hoan di
can, ung thu tuyén tién 1iét man cam cét tinh hoan khong di cin, ung thu tuyén tién liét thé
khu trd nguy co cao, ung thu vi, chung ram 16ng phu thudc androgen, ching rung toc
androgen, u xo to cung, u mém co tron, ung thu ndi mac tr cung hodc bénh lac ndi mac tir
cung.

Muc dich, d4u hiéu, wvu diém khéc cua hop chit, cac phuong phép va cac ché pham
duoc mo ta & day sé& trd nén 1 rang tir phan mo ta chi tiét sau day. Tuy nhién, nén hiéu rang,
phﬁn mo ta chi tiét va cac vi du cu thé, trong khi xac dinh cac phuong an cu thé, duoc dua
ra chi bing cach minh hoa, vi c4c thay d6i hodc cac bién dbi khac nhau trong pham vi va
tinh than clia sang ché s& tré nén rd rang béi ngudi ¢6 hiéu biét trung binh trong linh vuc k§
thuét tir phan mé ta chi tiét nay.

M0 ta chi tiét sang ché
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Thu thé androgen (Androgen receptor -AR) 1a thanh phin cua thu thé steroit va hat
nhan 1ién ho. Trong s6 ho 16n ndy ctia cac protein, chi nam thu thé steroit c6 xwong séng da
biét va bao gém thu thé androgen, thu thé estrogen, thu thé progesteron, thu thé
glucocorticoid, va thu thé mineralocorticoid. AR 14 protein c6 thé hoa tan dugc ma céc chirc
nang nhu yéu t§ chuyén ma noi bao. Chirc ning AR dugc didu chinh bang cach lién két cac
androgen, ma bat diu thay d6i hinh dang bén ngoai lién tyc cua thu thé ma anh huong cac
twong tac thu thé protein va cic twong tic thu thé ADN.

AR duoc biéu hién chit yéu trong cac mo dich androgen, nhu myén tién liét, co xuwong,
gan, va hé than kinh trung uong (central nervous system - CNS), c¢6 mirc do biéu hién cao
nhét duoc quan sat trong tuyén tién liét, tuyén trén than, va mao tinh hoan. AR cé thé duoc
hoat héa bing cach lién két cac androgen ndi sinh, bao gdm testosteron va Sa-
dihydrotestosteron (Sa-DHT).

Thu thé androgen (AR), ndm trén Xq11-12, 1a thu thé hat nhan 110 kD ma nho su
hoat hoa boi cac androgen qua trung gian sy phién mé cua gen dich ma diéu bién sy sinh
truong va su biét hoa cta cac té bao biéu md tuyén tién liét. Tuong ty véi cac thu thé steroit
khac, AR khong dugc lién két dugc nam chu yéu trong bao tuong va dugc Kkét hop véi phue
ctia c4c protein sb¢ nhiét (heat shock proteins -HSPs) thong qua su twong tic véi mién lién
két phéi tir. Khi chit chit van lién két, thi AR trai qua mot loat thay dbi vé hinh dang bén
ngoai: cac protein soc nhiét phan ly tir AR, va AR duge bién dbi trai qua su nhi trung héa,
su photphary héa, va chuyén vi dén hat nhan, ma qua trung gian béi tin hiéu dinh vi hat
nhan. Sau d6 thu thé dugc chuyén vi lién két v6i yéu té dép tmg androgen (androgen
response element -ARE), ma ddc trung boi trinh tur lién tng tai nira vi tri tai squ nucleotit 5'-
TGTTCT-3' dugc cach nhau bing ba nucleotit ngau nhién va duoc nim trong ving hoat héa
hoac ving khuéch dai ciia cac dich gen AR. Tuyén chon cac chit ddng diéu hoa sy phién ma
khac (bao gdm cac chit dong hoat héa va cac chét ddng trc ché) va may phién ma con dam
bao su chuyén hoat héa cta biéu hién gen duoc didu hoa AR. Tt ca qua trinh nay dugc bat
dAu béi sy thay déi hinh déng bao gdm phéi tir trong mién lién két phdi tir.

Su truyén tin hiéu AR rat quan trong cho su phat trién va duy tri clia cac co quan sinh

san nam gidi bao gdm tuyén tién liét, nhu tén that chira gen giéng duc ctia dot bién AR chirc
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ning va chudt duoc tao ra bang cac khiém khuyét AR khéng phat trién cac tuyén tién liét
hodc ung thu tuyén tién liét. Su phu thudc nay cua cac té bao tuyén tién liét trén su truyén
tin hidu AR lién tuc ngay ca khi bién déi khéi u. Sw suy giam androgen (nhu bing cach sir
dung chét chi van GNRH) lién tuc chii yéu diéu tri ung thu tuyén tién liét. Tuy nhién sy suy
giam androgen thuong c6 hiéu qua trong khoang thoi gian giéi han va ung thu tuyén tién liét
tién trién dé thu hoi kha ning sinh truong mic du mirc d6 androgen tuan hoan thip. Ung thu
tuyén tién liét khang cat tinh hoan (Castration resistant prostate ung thu - CRPC) 1a kiéu
hinh gy chét va gan nhu toan bd bénh nhan sé tir vong vi ung thu tuyén tién liét. Pang quan
tam 13, trong khi phén thiéu s6 rat nhé cia CRPC bo qua su yéu cdu vé6i su truyén tin hidu
AR, phén 16n CRPC, mic di thudng xuyén duge goi la “ung thu tuyén tién ligt doc lap
androgen” hoic “ung thu tuyén tién liét khang hormon,” thi gitt lai sy phu thudc di truyén
vVao su truyén tin hi€u AR.

Ung thu tuyén tién liét 1a nguyén nhan chung tht hai giy ra tr vong do ung thu &
nam gi6i & My, va khoang mdt trong s6 sau ngudi dan ong My s& duoc chuin doan 1a mic
bénh trong sudt cude doi ciia minh. Viéc didu tri nhim loai bo khdi u khong thanh cong &
30% nam gidi, ma phat trién bénh tai phat thuong biéu hién dau tién nhu tang trong khéng
nguyén dac hi¢u tuyén tién liét huyét twong (PSA) tiép theo 1a lay lan dén cac vi tri tir xa.
Cho réng c4c t& bao ung thu tuyén tién 1iét phu thudc vao thu thé androgen (AR) d6i véi su
tang sinh va séng s6t cuia ching, cac nam gi6i ndy dugc didu tri bang cac chat ma chan san
sinh testosteron (vi du chat chu van GNRH), mdt minh hoac két hop v6i cac chét khang
androgen (vi du bicalutamit), ma chéng lai sy anh hudng cua testosteron con sot lai bét ky
trén AR. Phuong phap nay 1a c¢6 hiéu qua nhu dugce chimg minh bang giot PSA va su thoai
héa ctia khéi u c6 thé nhin thdy duge (néu c6) & mot sé bénh nhén; tuy nhién, cu thé 1a sau
d6 su t4i sinh truong khi ung thu tuyén tién liét khang cat tinh hoan (CRPC) ma hau nhu cac
bénh nhan cudi cing 14 déu ngimg khang. Céc nghién ciru gin dy dwa trén co s phan tir
ctia CRPC da dugc chimg minh rang CRPC tiép tuc phu thue vao sur truyén tin hiéu AR va
co ché chu yéu cia st dé khang ¢ duoc 1a mirc cao ctia AR protein (Nat. Med, 2004, 10,
33-39). Céc chat dich AR c6 hoat tinh ung thu tuyén tién liét khang cat tinh hoan va man

cam cét tinh hoan da dam bao chic chin trong viéc diéu tri bénh gy chét nay.
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Tién trinh ctia ung thu tuyén tién liét tir khi chuan dodn dén khi tir vong tot nhat 1a
dugc phan loai nhu mét loat cac tinh trang 1dm sang dua trén mirc do cua bénh, tinh trang
hocmon, va ¢6 hoac khong c6 cac di can co thé phat hién ra: bénh khu trl, cdc muc tdng 1én
ctia khang nguyén dic hicu tuyén tién liét (prostate-specific antigen - PSA) sau khi xa tri
hodc phiu thudt khong c¢6 cac di can c6 thé phat hién ra, va céc di cin 1dm sang & trang thai
khong cit bo hodc cét bo. Mic di phiu thudt, birc xa, hodc két hop ca hai c6 thé tri bénh cho
bénh nhan mic bénh khu trt, ty 16 déng k& ciia cac bénh nhan nay mac bénh tai phat nhu
dwoc ching minh bang cac mirc ting 1én cua PSA, ma c6 thé dan dén phat trién cac di can,

“cu thé 12 & nhoém c6 nguy co cao — qué trinh chuyén dbi thanh kiéu hinh gy chét ctia bénh.

Su suy giam androgen 12 viéc didu tri chuan véi két qua c6 thé du doan thong thuong:
suy giam PSA, giai doan 6n dinh trong d6 khéi u does khong phat trién, tiép theo 14 1am tang
PSA va tai sinh truéng khi bénh khang cat tinh hoan. Céc nghién ctru dinh hinh phan t cua
ung thw tuyén tién liét khang cét tinh hoan thuong thé hién tang biéu hién thu thé androgen
(AR), ma c6 thé xay ra théng qua su khuéch dai gen AR hodc cac co ché khac.

Céc chat khang androgen 13 hitu dung ding dé didu tri ung thu tuyén tién liét trong
giai doan dau cua né. Tuy nhién, ung thu tuyén tién liét thuong thuc day trang thai ‘khang
hormon’ ma bénh tién trién v6i su c6 mit cia lidu phap cit bo androgen lién tuc hoic liéu
phép khang androgen. Truong hop cta hdi chimg khang androgen rut cling da duoc bao cao
sau khi diéu tri kéo dai bang cac chat khdng androgen. Hoi chirng khang androgen rut thuong
duoc quan sat 1am sang va dugce xéac dinh li€én quan dén sy thoai héa khdi u hodc 1am giam
triéu chirng dugce quan sat khi ngimg li¢u phap khang androgen. Céc dot bién AR dan dén
su khong phén biét thu thé va kha ning cic chit khang androgen nay biéu hién hoat tinh ctia
chét chu van c¢6 thé it nhat mot phﬁn giai thich cho hién tugng nay. Vi du, hoat dong cua
hydroxyflutamit va bicalutamit lam céac chat chi van AR trong 1an luot dot bién T877A va
W741L/W741C AR.

Theo su thiét 1ap vé cac té bao ung thu tuyén tién liét dugc tién hanh su khang cat
tinh hoan théng qua sy qué biéu hién cta AR, di dugc chimg minh rang mot vai hop chat
khang androgen, nhu bicalutamit, c6 mau chét ddi khe’mg/chét chu van dugc tron (Science,

2009 c6 thé 8;324(5928): 787-90). Hoat tinh ctia chat chi van ndy gilp giai thich sy quan
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sat 1am sang, duoc goi 1a hdi chirng khang androgen rut, do d6 khoang 30% nam giéi ma
tién trién dya trén cac chét déi khéang AR bidu hién su giam PSA huyét thanh khi liéu phéap
bi gian doan (J Clin Oncol, 1993. 11(8): p. 1566-72).

Céc giai doan ung thu tuyén tién liét

Trong cac giai doan du ciia ung thu tuyén tién liét, ung thu nim trong tuyén tién liét.
Trong giai doan ddu nay, viée diéu tri thudng bao gdm phau thuét cit bo tuyén tién liét hodc
xa tri tuyén tién 1iét hoac viéc quan sat duy nhét khong c6 li€u phap can thi€p hoat tinh ¢
mot s6 bénh nhan. Trong céc giai doan dau, trong d6 ung thu tuyén tién liét nim trong va
can can thiép, ph?lu thuat hodc xa tri chira bénh béng cach tiéu diét cac té bao ung thu.
Phuong thirc nay mat khoang 30% thoi gian, va ung thu tuyén tién liét tiép tuc tién trién,
nhu thuong duoc chimg minh bang mirc PSA ting 1én. Nam gidi méc ung thu tuyén tién liét
da tién trién theo cac chién luge didu tri sém nay duogc cho la méc ung thu tuyén tien liét -
nghiém trong hodc tai phat.

B&i vi cac té bao ung thu tuyén tién liét phu thudc vao thu thé androgen (AR) cho sur
tang sinh va sdng sot ctia ching, nam gisi méc ung thu tuyén tién liét nghiém trong dugc
diéu tri bang céac chit ma chin su san sinh testosteron (vi du, chit chu vin GNRH), mot
minh hodc két hop véi cac chét khang androgen (vi du, bicalutamit), ma chéng lai sy anh
hudng cua testosteron con sot lai bét ky trén AR. Viéc didu tri nay lam giam huyét thanh
testosteron xudng cac mirc cit bo, ma thuong lam cham sy tién trién bénh trong mot khoang
thoi gian. Phuong phap nay ¢ hiéu qua nhu duogc chirng minh béang giot PSA va su thoai
hoéa ctia khdi u ¢6 thé nhin thdy duge 6 mot s bénh nhan. Tuy nhién, cudi cing didu nay 1a
su t4i sinh truéng lién quan dén ung thu tuyén tién liét khang cét tinh hoan (CRPC), ma hau
hét céc bénh nhén cudi cing 1a déu ngimg khang.

Ung thu tuyén tién liét khang cat tinh hoan (CRPC) dugc phan loai 1a khong di cin
hodc di can, phu thude vao viéc méc hay khong méc ung thu tuyén tién 1iét da di can dén
cac phan khéc cua co thé.

Theo mét sé phuong an, trude khi diéu tri bang chat khang androgen thé hé thir hai
(vi du 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-diazaspiro|3,4]oct-5-
y1]-2-flo-N-metylbenzamit) & nam gi¢i mic CRPC khong di cin dugc dic trung nhu sau:
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1. Ung thu biéu mé tuyén duoc xac nhan v& mit mé hoc hodc té bao hoc
clia tuyén tién liét, c6 nguy co cao dbi véi su phat trién cua cac di can.

2. Ung thu tuyén tién liét khang cit tinh hoan dwgc chimg minh trong khi
didu tri trc ché androgen lién tuc (ADT)/sau thu thuat cit bo tinh hoan. Vi du duge
x4c dinh 12 3 mirc ting lién tiép ciia PSA, 2 1an 1 tuin, dan dén tang 2 1dn 50% so véi
diém thip nhit, véi PSA cudi cing > 2 ng/mL, v&i mirc cét bo testosteron (< 50 ng/dL
[1,72 nmol/L]).

3. Khéng c6 di cin xa bing cach chup xwong, chup CT hodc MRI.

Theo mét sé phuong an, true khi didu tri bing chat khang androgen thé hé thir hai
(vi du 4-[7-(6-Xyano-5—triﬂometylpyridin-3-yl)-8-ox0-6-thibxo-5,7-diazaspiro[3,4]0ct-5-
y1]-2-flo-N-metylbenzamit) & nam gidi méc di can CRPC duoc dic trung nhu sau:

1. Ung thu biéu md tuyén duogc xac nhan vé mat mo hoc hoic té bao hoc
cta tuyén tién liét, v6i bénh di cin tién trién duya trén bang ching PSA hogc chup X
quang vé su tién trién xuong, chup CT hoic MRL

2. Ung thu tuyén tién liét khang ct tinh hoan dwgc chimg minh trong khi
diéu tri @e ché androgen lién tuc (ADT)/sau thu thuat cit bo tinh hoan. Vi du dugc
x4c dinh 1a 3 muc tang lién tiép cia PSA, 2 1an 1 tudn, dan dén tang hai lan 50% so
v6i mirc thip nhat, véi PSA cudi cing > 2 ng/mL, véi mitc cit bo testosteron
(<50 ng/dL [1,72 nmol/L]).

Theo mot s§ phuong an, trude khi diéu tri bang chét khang androgen thé hé thir hai
(vi du 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
yl]-2-flo-N-metylbenzamit) & nam giéi méic CRPC di can duoc diéu tri sau bang abirateron
axetat dugc dac trung nhu sau:

1. Ung thu biéu mo tuyén duogc xac nhan vé mit méd hoc hoic té bao hoc
cua tuyén tién liét, voi bénh di can tién trién dya trén béng chung PSA hodc chup X
quang vé sy tién trién trén xwong, chup CT hoic MRI, sau d6 it nhét 6 thang diéu tri
bang abirateron axetat

2. Ung thu tuyén tién liét khang cit tinh hoan dugc ching minh trong khi
diéu tri e ché androgen lién tuc (ADT)/sau thu thuat cit bo tinh hoan. Vi du duge
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xé4c dinh 1a 3 muc tang lién tiép cia PSA, 2 lan 1 tudn, dan dén tang hai lan 50% so

v6i diém thip nhat, véi PSA cudi cing > 2 ng/mL, mitc cét bo testosteron (< 50 ng/dL

[1,72 nmol/L]).

Theo mot sé phuong an, trude khi didu tri bang chat khang androgen thé hé thi hai
(vi du 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit) nam gi6i méc ung thu tuyén tién liét man cam cit tinh hoan di
can dugc dac trung nhu sau:

I. Ung thu biéu mo tuyén duoc xac nhan vé mit md hoc hodc té bao hoc
clia tuyén tién liét, v6i bénh di cin dya trén bang ching chup X quang vé xuong,
chup CT hodc MRI.

2. Ung thu tuyén tién liét van dap tng dén liéu phap e ché androgen
(androgen deprivation therapy - ADT).

Theo mét sb phuong an, trude khi didu tri bang chét khang androgen thé hé tht hai
(vi du 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit) nam gioi méc ung thu tuyén tién liét man cam cit tinh hoan
khong di can dugc ddc trung nhu sau:

1. Ung thu biéu mé tuyén duoc xac nhan vé& mit md hoc hoic té bao hoc
ctia tuyén tién liét, c6 nguy co cao dbi véi su phat trién cta cac di can.

2. Khéng c6 di cin xa bang cach chup xuong, chup CT hodc MRL

3. Ung thu tuyén tién liét vin dép tmg dén lidéu phap e ché androgen
(androgen deprivation therapy - ADT).

Theo mot sb phuong an, trudce khi didu tri béng chét khang androgen thé hé tht hai
(vi du 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
yl1]-2-flo-N-metylbenzamit) nam gisi méc ung thu tuyén tién liét thé khu tri nguy co cao
duoc déc trung nhu sau:

1. Khong c6 di cin xa bang cach chup xuwong, chup CT hodc MRL

2. Ung thu tuyén tién liét viing cuc bd ma c6 nguy co cao tai phat bénh
sau khi diu tri cuc bd bang cach phau thuat hoic xa tri.

Céc chat khang androgen
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Nhu dugc sir dung ¢ day, thuat ngit “khéng androgen™ nham dé chi nhom hop chét
d6i khang thy thé hormon ma c6 kha ning ngan chin hodc e ché cac anh huong sinh hoc
cua cac androgen dya trén cac mo dap ing thong thuong trong co thé. Theo mét sé phuwong
4n, khang androgen 1a phén tir nho. Theo mét s6 phuwong 4n, khang androgen 1a chat d6i
khang AR. Theo mot sé phuong 4n, khéang androgen 12 chét d6i khang diy di AR. Theo mot
s6 phuong 4an, khang androgen la chat d6i khang thé hé thir nhat. Theo mot sé phuong 4n,
khang androgen 14 chit khang androgen thé hé thir hai.

Nhu duge st dung & day, thuat ngit “chit ddi khang AR” hodc “chat trc ché AR”
duoc sir dung c¢6 thé hoan doi cho nhau trong ban mé ta ny va nham dé chi chat ma e ché
hodc 1am giam it nhit mot hoat tinh cta polypeptit AR . Céc hoat tinh AR minh hoa bao
gdm, nhung khong gioi han dén, lién két chit dong hoat hoa, lién két ADN, lién két phdi i,
hoac su chuyén vi hat nhan.

Nhu duge st dung & ddy, "chat ddi khang day di" nhim dé chi chat d6i khang ma &
ndng d6 c6 hidu qua, e ché hoat tinh cia polypeptit AR hoan toan vé co ban. Nhu duoc sir
dung & day, “chat déi khang cuc b6” nhim dé chi chit d6i khang ma c6 kha ning tc ché
tirng phan hoat tinh cta polypeptit AR, nhung thim chi & ndng do cao nhat thi khon c¢6 chat
d6i khang day du. Bang cach te ché hoat tinh polypeptit AR ‘hoan toan vé co ban’ nghia la
it nhit khoang 80%, it nhat khoang 90%, it nhat khoang 95%, it nhat khoang 96%, it nhét
khoang 97%, it nhét khoang 98% it nhat khoang 99%, hodc 16n hon.

Nhu duge st dung & day, thuét ngit “chat khang androgen thé hé thw nhit” nham dé
chi chit ma biéu hién chit dbi khang hoat tinh chéng lai AR polypeptit kiéu hoang di. Tuy
nhién, cac chit khang androgen thé hé thir nhét khac so véi cac chat khang androgen thé hé
thtr hai trong d6 cac chat khang androgen thé hé thtr nhat c6 thé hoat dong tiém nang lam
cac chat chu van trong ung thu tuyén tién liét khang cit tinh hoan (CRPC). Cac chat khang
androgen thé hé thit nhat minh hoa bao g@)m, nhung khong gidi han dén, flutamit, nilutamit
va bicalutamit. _

Nhu duge st dung & ddy, thuat ngit “chit khang androgen thé hé thtr hai” nhim dé
chi chit ma biéu hién chit dbi khang ddy di hoat tinh chong lai AR polypeptit kiéu hoang
da. Céc chét khang androgen thé hé thir hai khac so v6i cac chat khang androgen thé hé tha
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‘nhat trong d6 cac chit khang androgen thé hé thi hai hoat dong 1am céc chat dbi khang day
dii trong cac té bao biéu hién cac mirc cao cia AR, nhu vi dy, ¢ ung thu tuyén tién liét khang
cét tinh hoan (CRPC). Cac chat khang androgen thé hé thtr hai minh hoa bao gom 4-[7-(6-
xyano-5-triflometylpyridin-3-y1)-8-o0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit (cling da biét nhu ARN-509; CAS sé 956104-40-8); 4-(3-(4-xyano-3-
(triflometyl)phenyl)-5,5-dimetyl-4-ox0-2-thioxoimidazolidin-1-yl)-2-flo-N-metylbenzamit
(cling d4 biét nhu MDV3100 hodc enzalutamit; CAS sé 915087-33-1) va RD162 (CAS sb
915087-27-3). Theo mot s6 phwong an, khang androgen thé hé thit hai lién két v&i polypeptit
AR tai hodc gan vi tri 1én két phoi tir ciia polypeptit AR.

Theo mét s6 phuong an, khang androgen dugc du tinh theo cac phuong phap duoc
mb ta & day tre ché chuyén vi hat nhan AR, ADN lién két véi cac yéu té dap ting androgen,
va tuyén chon d@)ng hoat héa. Theo mot ) phuong an, khang androgen dugc dy tinh theo
cac phuong phép dugc mo ta ¢ day bidu hién khong c6 hoat tinh ctia chit chi van & cac té
bao tuyén tién liét qua biéu hién ung thu AR.

4-[7-(6-Xyano-5-triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
yl1]-2-flo-N-metylbenzamit (I) 1a khang androgen thé hé thir hai ma lién két truc tiép véi
mién lién két phéi tir cua AR, 1am suy yéu su chuyén vi hat nhan, AR lién két véi ADN va
sw didu bién gen dich AR, nhd d6 e ché sy sinh truong khéi u va ddy nhanh co ché té bao
chét theo chuong trinh. 4-[7-(6-Xyano-5-triflometylpyridin-3-yl1)-8-0x0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit lién két v&i AR bang i luc 16n hon so véi
bicalutamit, va gy ra sy thoai hoa khdi u mot phan hodc toan bd trong mo hinh ghép ngoai
lai ung thu tuyén tién liét & nguoi khang sy nhay hormon khéong c6 castrat va bicalutamit
(Clegg va cac dong tac gia Ung thu Res March 15, 2012 72; 1494). 4-[7-(6-Xyano-5-
triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit thiéu mot phan hoat tinh cua chit chu vén duoc thiy & bicalutamit trong bdi
canh cua sy qua biéu hién AR. |

Duoc boc 10 & day 1a viéce st dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-o0x0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit trong viéc diéu trj ung thu tuyén

tién 1iét khang cit tinh hoan di cin ¢ ngudi. Theo mot sé phuong an, viéc diéu tri ung thu
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tuyén tién liét khang cit tinh hoan di can & ngudi bao gdm it nhit mot chét didu tri bo sung
ngoai  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit (ttre 1a li¢u phap két hop).

Duoc boc 10 ¢ day 1a viéce s dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit trong viéc diéu tri ung thu tuyén
tién liét khang cét tinh hoan di can d& didu tri bang héa trj liéu & ngudi. Theo mot s6 phuong
an, viée diéu tri ung thu tuyén tién liét khang cit tinh hoan di can dé diéu tri bing héa tri liéu
& ngudi bao gdm it nhat mot chat diéu tri bo sung ngoai 4-[7-(6-xyano-5-triflometylpyridin-
3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit (trc 1a li¢u phap
két hop).

Dugc boc 10 ¢ day 1a viéc su dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-
thioxo-5,7-diazasp.iro[3 ,4Joct-5-y1]-2-flo-N-metylbenzamit trong viéc didu tri ung thu tuyén
tién liét khéng cit tinh hoan di can dugc didu tri trude bang abirateron axetat & ngudi. Theo
mdt s6 phwong 4n, viée diéu tri ung thu tuyén tién liét khang ct tinh hoan di can duoc diéu
tri truGe bang abirateron axetat & ngudi bao gbm it nhat mot chét didu tri b6 sung ngoai 4-
[7-(6-xyano-5-triflometylpyridin-3-y1)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-
N-metylbenzamit (tirc 12 liéu phap két hop).

Dugc boc 10 ¢ day 1a viéc s dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0xo0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit trong viéc diéu tri ung thu tuyén
tién liét min cam cit tinh hoan & nguoi. Theo mot ) phuong éan, viéc diéu tri ung thu tuyén
tién liét man cam cét tinh hoan & ngudi bao gdm it nhit mot chat diéu tri bd sung ngoai 4-
[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro(3,4]oct-5-yl]-2-flo-
N-metylbenzamit (tirc 13 liéu phap két hop).

Dugc bdc 16 ¢ day 1a viéc str dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-o0x0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit trong viéc diéu tri ung thu tuyén
tién liét khang cat tinh hoan ¢ ngudi. Theo mot sé phuong an, viée diéu tri ung thu tuyén
tién liét khang cét tinh hoan & ngudi bao gdm it nhit mot chat diéu tri bd sung ngoai 4-[7-
(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit (tirc 13 liéu phap két hop).
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Dugc bdc 10 & day 1a viée st dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-o0xo0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit trong viéc diéu tri ung thu tuyén
tién liét thé khu tra nguy co cao & ngudi. Theo mot s6 phuong 4n, viéc diéu tri ung thu tuyén
tidn liét thé khu tru nguy co cao & ngudi bao gdm it nhat mot chét diéu tri bd sung ngoai 4-
[7-(6-xyano-5-triflometylpyridin-3-yl1)-8-0x0-6-thioxo-5,7-diazaspiro|[3,4]oct-5-yl]-2-flo-
N-metylbenzamit (tirc 13 liéu phap két hop).

Dugc boc 10 ¢ diy 1a viée st dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit trong viéc diéu tri ung thu tuyén
tién liét khéng cét tinh hoan khong di can & ngudi. Theo mot sé phuong &n, viée diéu tri ung
thu tuyén tién liét khéng cét tinh hoan khéng di cin & ngudi bao gdm it nhat mot chat diéu
tri bd sung ngoai  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit (trc 1a liéu phap két hop).

Dugc bdc 10 & diy 1a viéc str dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl1]-2-flo-N-metylbenzamit trong viéc didu tri ung thu tuyén
tién liét man cam cit tinh hoan di can ¢ ngudi. Theo mot sb phuong an, viéc diéu tri ung thu
tuyén tién liét mAn cam cét tinh hoan di cin & ngudi bao gom it nhit mot chat diéu tri bo
sung ngoai 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit (tirc 1a liéu phap két hop).

Dugc boc 10 & day 1a viée stt dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit trong viéc didu tri ung thu tuyén
tién liét man cam cét tinh hoan khéng di can & ngudi. Theo mot ) phuong an, viéc diéu tri
ung thu tuyén tién liét man cam cat tinh hoan khong di cin & ngudi bao gdm it nhit mot chat
didu tri bO sung ngoadi 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit (tirc 1a liéu phap két hop).

Dugc boc 10 ¢ day 1a viée st dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit trong viéc diéu tri ung thu va &
ngudi. Theo mot s6 phuong an, viée didu tri ung thu va & ngudi bao gom it nhit mot chét
didu tri b6 sung ngoai 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit (ttrc 1a liu phap két hop).
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Dugc boc 10 & day 1a viée st dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-o0xo0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yi]-2-ﬂo-N—metylbenzamit trong viéc diéu tri ching ram
16ng phu thudc androgen ¢ nguoi. Theo mot sé phuong an, viée diéu tri ching rAm 16ng phu
thudc androgen & nguoi bao gdm it nhat mot chét diéu tri bd sung ngoai 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit (ttc 12 liéu phap két hop).

Dugc boc 10 & day 1a viée st dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-o0x0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit trong viéc diéu tri chimg rung
téc androgen & ngudi. Theo mot sé phuong 4n, viée didu tri chimg rung téc androgen &
ngudi bao gdm it nhat mot chat diéu tri bd sung ngoai 4-[7-(6-xyano-5-triflometylpyridin-
3-yl)-8-0x0-6-thiox0-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit (tirc 1a liéu phap
két hop).

Dugc boc 10 ¢ day 1a viée st dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit trong viéc diéu tri u xo tir cung
& ngudi. Theo mot s6 phwong an, viée diéu tri u xo t cung & ngudi bao gdm it nhat mot
chét diéu tri bd sung ngoai 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit (trc 1a liéu phap két hop).

Duogc boc 10 & day la viéc st dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit trong viéc didu tri u mém co
tron & ngudi. Theo mot s6 phwong 4n, viée didu tri u mém co tron & ngudi bao gom it nhat
mot chét didu tri bd sung ngoai 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit (tic 1a liéu phap két hop).

Duogc boc 16 ¢ day 1a viéc st dung 4-[7-(6;xyano-5-triﬂometylpyridin-3 -yl)-8-0x0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit trong viéc diéu tri ung thu noi
mac tir cung & ngudi. Theo mét s6 phwong an, viée diéu tri ung thu ndi mac tir cung & nguoi
bao gdm it nhit mot chat diéu tri bd sung ngoai 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-
0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit (tirc 1a liéu phap két hop).

Duogc boc 16 ¢ day 1a viéc str dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-
thiox0-5,7-diazaspiro[3,4]oct-5-yl]-2-ﬂo-N-metylbenzamif trong viéc diéu tri bénh lac noi
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mac tir cung ¢ nguoi. Theo mot 36 phuong an, viéc diéu tri bénh lac ndi mac tir cung & nguoi
bao gdm it nhat mot chit didu tri bo sung ngoai 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-
0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit (tirc 1a liéu phap két hop).

Trong thir nghiém 1am sang giai doan II cua cac nam gi6i mac CRPC khong di cin
nguy co cao, CRPC di can d& didu tri va di cin CRPC ma tién triéu sau khi diu tri trudc
bang abirateron axetat (Zytiga®), dugc dung 240mg 4-[7-(6-xyano-5-triflometylpyridin-3-
yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit qua dudng miéng
dwra trén phac do lidu hang ngay lién tuc duge dung nap rat t6t va dan dén cac phan tmg PSA
manh mé va bén, cling nhu chirng minh cua cac phan mg muc tiéu. Toan bd 25 bénh nhan
mic CRPC di can d& didu tri bang hoa tri lidu va abirateron axetat ma di c6 tién trién dua
trén didu tri (e ché androgen tiéu chuén (nhém dé& diéu tri (TN)) va 21 bénh nhan ma c6 tién
trién sau khi diéu tri bang abirateron axetat axetat (nhém PA) dugc dung 240mg 4-[7-(6-
xyano-3-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[ 3,4 ]oct-5-yl1]-2-flo-N-
metylbenzamit qua duong miéng dua trén phac d6 lidu hang ngay lién tuc. Muc tiéu chi yéu
1a danh gia hoat tinh chéng khéi u va dong hoc PSA nhu duge x4c dinh bang chi tidu ctia
nhém 1am viée tht nghiém 1am sang ung thu tuyén tién liét (PCWG2). Cac két qua so bo da
dwoc chung minh ring PSA trong khoang 12 tudn cac lugng gidm > 50% hoic 16n hon so
v6i luong co ban & 1an luot 88% va 29% cta nhém TN va PA. Thoi gian trung binh tién
trién PSA 1a khong c¢6 duoc d6i voi nhém TN trong khi trong khoang 12 tuan so b, va 16
tudn & nhom PA. Ngoai ra, téc d6 phan ing muc tiéu (bing RECIST) 14 63% & bénh nhén
TN méc bénh ¢6 thé do dugc & lvong chuén, ngoai ra chiing minh hoat tinh chng khéi u 4-
[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-
N-metylbenzamit.

Toan bd 47 bénh nhan mic CRPC khong di cin duge dung 240mg 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit qua duong miéng dua trén phac d liéu hang ngay lién tuc. Trong khoang 12
tudn didu tri, 91% bénh nhan c6 PSA véi luong giam > 50% so véi lwong chuan. Trong
khoang 24 tudn, phan trim bénh nhan ma c6 PSA véi lugng gidm > 50% duge duy tri 91%

va phan trdm bénh nhan ma c6 PSA véi lugng giam > 90% 1a 55%, con xac nhan do bén
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phan ung voi 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit. Thoi gian trung binh tién trién PSA khong
c6 duogc trong khoang thoi gian quan sat nay.
4-[7-(6-Xyano-5-triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit thich hop véi liéu phap don va liéu phap két hop dung cho ung
thu tuyén tién liét nghiém trong, cling nhu bénh hodc tinh trang bénh khéac dugc mo ta ¢ day.

Thuét ngir da biét

Thuét ngir “ung thu” nhu duoc st dung & day nhim dé chi sy sinh truong bat ky ciia
céc té bao ma c¢6 xu hudng phat trién theo cach khong kiém soét va, trong mot sO truong
hop, ¢6 di can (lay truyén).

Thuét ngit “ung thu tuyén tién liét” nhu duoc st dung & day nham dé chi ung thu
biéu mo tuyén duoc x4c nhan vé mat mé hoc hoic té bao hoc cua tuyén tién liét.

Thuat ngit “liéu phép androgen thiéu thén (ADT)” nham dé chi sy giam cac mirc
androgen ¢ bénh nhan mic ung thu tuyén tién liét xuéng mirc cat bo testosteron (< 50 ng/dL).
Viéc didu tri nay c6 thé bao gdm thu thuat cit bo tinh hoan hoic viée sir dung cac chat chu
vén hodc cac chat d6i khang hormon giai phéng gonadotropin.

Thuét ngit “ung thu tuyén tién liét nghiém trong cuc bo” nham dé chi ung thu tuyén
tién 1iét ma tat ca cac té bao hoat tinh déu duong nhu déu duoc gén Vo1 tuyén tién liét va cac
co quan lién hop hodc cac co quan lién ké (vi du tui tinh, c¢b bang quang va truc trang).

Thuét ngt “ung thu tuyén tién liét thé khu trd nguy co cao” nham dé chi ung thu
tuyén tién liét nghiém trong cuc bd ma ¢ xac suat phat trién céc di can hodc bénh tai phat
sau khi didu tri ban dau bang muc dich chita bénh. Theo mot s6 phuong an, ¢6 nguy co cao
d6i voi sy phat trién cac di cin duge xac dinh 1a thoi gian nhan d6i khang nguyén dac hiéu

tuyén tién liét (PSADT) < 20 thang, < 19 thang, < 18 thang, < 17 thang, < 16 thang, < 15

thang, < 14 thang, <13 thang, < 12 thang, hodc < 11 thang, <10 thang, <9 thang, < 8 thing,
<7 thang, < 6 thang, <5 thang, <4 thang, < 3 thang, <2 thang, hodc <1 thang. Theo mdt
s6 phwong an, ¢6 nguy co cao ddi véi su phat trién cta cac di cin duoc xac dinh 13 thoi gian

nhan d6i khang nguyén dic hiéu tuyén tién liét (PSADT) < 10 thang. Theo mot s6 phuong
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an, c6 nguy co cao ddi véi su phat trién cua cac di can dugc xac dinh 14 ¢6 chi sé Gleason
cao hodc khéi u 1on.

Thuét ngit “ung thu tuyén tién 1iét man cam cét tinh hoan” nham dé chi ung thu ma
dap Gng dén liéu phap androgen thiéu thén (ADT) nhu bénh khu trt, téi phét sinh héa hodc
trong viée diéu chinh di can.

Thuat ngit “ung thu tuyén tién liét man cam c4t tinh hoan di can” nham d chi ung
thu ma da lan truyén (duogc di can) dén xuong, cac hach bach huyét hoic cac phan khac cua
co thé & nam gidi, va dap img dén lidu phap androgen thiéu thon (ADT).

Thuat ngi “ung thu tuyén tién liét man cam ct tinh hoan khéng di can” nham dé chi
ung thu ma chua lan truyén (duge di cin) & nam gi6i, va dép ung dén liéu phéap androgen
thiéu thén (ADT). Theo mot s6 phuong an, ung thu tuyén tién 1iét man cam cit tinh hoan
khong di cin duge danh gia bing cach chup xuong va chup cit 16p vi tinh (computed
tomography -CT) hodc chup hinh anh cfng huong tir (magnetic resonance imaging -MRI).

Thuét ngt “CRPC” nhu duoc sit dung & ddy nhdm dé chi ung thu tuyén tién liét khang
cat tinh hoan. CRPC 1a ung thu tuyén tién liét ma tiép tuc sinh truong mac du sy chan hormon
O nam gidi gay ra sy sinh truéng cua cac té bao ung thu tuyén tién liét.

Thuat ngft “ung thu tuyén tién liét khang cét tinh hoan di can” nham dé chi ung thu
tuyén tién liét khang cit tinh hoan da di cin véi cac phan khac ctia co thé nguoi.

Thuat ngit “NM-CRPC” nhu dugce stir dung ¢ day nhiam dé chi ung thu tuyén tién liét
khang cat tinh hoan khéng di cin. Theo mot s6 phuong an, NM-CRPC dugc danh gia bang
cach chup xwong va chup ct 16p vi tinh (CT) hogc chup hinh anh c¢dng huong tir (MRI).

Thuét ngit “ung thu tuyén tién liét khang cét tinh hoan di can dé diéu tri bang héa tri
liéu” nhim d& chi ung thu tuyén tién liét khang cét tinh hoan di cin ma di khong dugc diéu
tri trudce béng chét hoa tri liéu.

Thuat ngit “ung thu tuyén tién liét khéng cét tinh hoan di cin dwoc didu tri trudce bang
abirateron axetat” nhim dé chi ung thu tuyén tién liét khang ct tinh hoan di cin ma da dugc
didu tri bang abirateron axetat.

Thuét ngit “NM-CRPC c6 nguy co cao” nhu dugce st dung & day nham dé chi xac

xuat nam gidi mac cac di can phat trien NM-CRPC. Theo mdt s6 phuong an, ¢6 nguy ¢o cao
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d6i voi sy phat trién ciia cac di can dugc x4c dinh 1a thoi gian nhan doi khang nguyén déc
hiéu tuyén tién liét (PSADT) < 20 thang, < 19 thang, < 18 thang, < 17 thang, < 16 thang, <

15 thang, < 14 thang, < 13 thang, < 12 thang, hodc < 11 thang, < 10 thang, <9 thang, <3
thang, < 7 thang, < 6 thang, <5 thang, <4 thang, < 3 thang, <2 thang, hodc <1 thang. Theo
mot sé phuong 4n, c6 nguy co cao d6i v6i sy phat trién cia cac di can duge x4c dinh 1a thoi
gian nhan do6i khang nguyén dac hiéu tuyén tién liét (PSADT) < 10 thang. Theo mot s6
phuong 4n, c6 nguy co cao d6i voi su phat trién cla cac di can duge xac dinh 12 c6 sy tai
phéat vung cuc bd (vi du m6 bao boc khéi u chinh, cd bang quang, ving ndi, cac hach bach
huyét trong chau hong).

Cac thuat ngt “dung déng thoi” hoac cac thuat nglt twong tu, nhu dugce sir dung ¢
day, nghia l1a bao ham viéc dung cac chét diéu tri dugce chon cho mot bénh nhan, va nham
bao gdm céc ché do tri liéu didu tri ma trong d6 céc chat duge ding bang cach 19 trinh dung
gidng hodc khac nhau hoic tai thoi diém gidng hodc khac nhau.

Thuat ngir “dugc phém” nhu duoc sir dung & day, nghia la san phém ma thu duoc tir
hén hop hodc sy két hop ctia nhiéu hon mét hoat chét va bao gdm ca hai sy két hop ctia cac
hoat chét duoc on dinh hoic khong duge 6n dinh. Thuat ngit “su két hop 6n dinh” nghia la
cac hoat chat, vi du 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit va ddng chit, ca hai déu dugc ding cho
bénh nhan mot cach ddng thoi & dang vat thé hozc lidu don. Thuat ngit “sw két hop khong
duoc 6n dinh” nghia 1a cac hoat chét, vi du 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-
6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit va dong chét, duge ding cho
bénh nhan as cac vat thé riéng r& hoac dong thoi, dong thdi hodc tun tu khong c6 gi6i han
'thoi gian can thi€p cu thé, trong do viéc ding nay tao ra cac muc hiéu qua cua hai hop chét
trong co thé cua bénh nhan. Sau do ciing ap dung ddi véi lidu phap két hop, vi du viéc dung
ba hodc nhiéu hon ba hoat chét.

Céc thuat ngit “luvong c6 hi€u qua” hodc “lugng co6 hi€u qua diéu tri,” nhu dugc st
dung & day, nham dé chi lugng du cua khang androgen dugc dung ma s& lam thuyén giam
Xuéng mét sé mtc do ciia mot hodc nhiéu triéu ching cua bénh hodc tinh trang bénh dugc

diéu tri. C6 thé két qua la giam va/hodc giam nhe cac dau hi¢u, céc triéu chimg, hoac nguyén
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nhan gay bénh, hodc bat ky su thay d6i mong muén khéc ctia hé sinh hoc. Vi dy, luong c6
hiéu qua cua khang androgen la lugng khang androgen sau khi dung trong khoang 3 thang
cho nam gi6i mic ung thu tuyén tién liét cung cap PSA50 hoic PSA90 hozc ching minh sy
trc ché AR manh (nhu > 90%) (vi du bang FDHT-PET). Theo mét sé phwong an, lugng c6
hiéu qua cua khang androgen la luong khang androgen ma sau khi dung trong khoang 6
thang cho nam gi¢i mic ung thu tuyén tién liét cung cép PSA50 hodc PSA90. Theo mét s6
phuong an, lugng c6 hiéu qua cua khang androgen la Iuong khang androgen ma sau khi
dung trong khoang 6 thang cho nam gidi méc ung thu tuyén tién liét 1am cham sy tién trién
cta ung thu tuyén tién liét. Theo mot s6 phuong 4n, lugng c6 hiéu qua cua khang androgen
14 lvong khang androgen ma sau khi dung trong khoang 6 thang cho nam gigi méc ung thu
tuyén tién liét lam tang ty 1é sdng s6t cia nam giGi. Theo mot s6 phuong 4n, khang androgen
duge dung dua trén phac do lidu hang ngay lién tuc. Luong “c6 hidu qua” thich hop trong
bét ky trudmg hop riéng 1é ¢6 thé duge xac dinh bang cach sir dung cac k¥ thuat, nhu nghién
ctru tang liéu. _

Thuat ngit “FDHT-PET> nhim dé chi chup xa hinh cit 16p Positron 18F-16B-flo-5a-
dihydrotestosteron va k¥ thuat ma st dung chét chi thi dua trén dihydrotestosteron, va cho
phép dénh gia bing thi gidc phdi tir lién két vi thu thé androgen & bénh nhan. C6 thé duge
str dung dé danh gid cac dugc luc hoc ctia liéu phap dinh huéng thu thé androgen

Thuét ngit “phac db lidu hang ngay lién tuc” nhim & chi viéc ding chat didu tri cu
thé ma khong c6 ngay nghi dung thude tir chét diéu tri cu thé. Theo mot s6 phuwong an, phac
b liéu hang ngay lién tuc ctia chét didu tri cu thé bao gdm viéc ding chat diéu tri cu thé
hang ngay trong khoang cing thoi gian mdi ngay.

Céc thuét ngit “diéu tri,” “viéc diéu tri” hodc “cach diéu tri,” nhu dugc st dung & day,
bao gé)m viéc lam thuyén giam, giam bdt hodc cai thién it nhét mot triéu chimg bénh hoic
tinh trang bénh, cac tri¢u chirmg bd sung ngan chan, rc ché bénh hoic tinh trang bénh,vi du,
lam cham sy phat trién cia bénh hodc tinh trang bénh, 1am thuyén gidm bénh hodc tinh trang
bénh, gdy ra su thoai héa bénh hoic tinh trang bénh, 1am tri hodn sy tién trién cua tinh trang
bénh, 1am thuyén giam tinh trang bénh gay ra boi bénh hodc tinh trang bénh, hodc lam dung

céac triéu ching cua bénh hoac tinh trang bénh hodc phong va/hoac didu tri bénh. Theo mot
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sé phuong 4n, trong bbi canh ctia viée dung khang androgen cho nam gidi méc ung thu tuyén
tién liét, treating bao gdm bét ky mot hodc sy két hop sau: cung cap PSA50 hoic PSA90 &
nam gidi méac ung thu tuyén tién liét so v6i gia duoc trong khoéng 3 thang; cung cap PSA50
hodc PSA90 ¢ nam giéi mic ung thu tuyén tién liét so véi gia duge trong khoang 6 thang;
chimg minh tinh wu viét & sy ton tai khong c6 di cin (metangung tré-free survivial -MFS)
ctia nam gi¢i mic ung thu tuyén tién liét so véi gia duoe (tie 1a khong dung khang androgen
thé hé th hai); 1am ting su sdng thém toan b (overall survisial - OS) ctia men méc ung thu
tuyén tién liét so véi gia duge; 1am ting thoi gian dé di can (time to sy di can - TTM) & nam
giéi méic ung thu tuyén tién liét so véi gia dwgc; lam ting su song khong tién trién
(progression-free su tdn tai PFS) & nam giéi méic ung thu tuyén tién liét so véi gia duoc; lam
tang thoi gian tién trién PSA (TTPP) & nam gi6i méac ung thu tuyén tién liét so véi gia dugc;
lam tang chat luong cude séﬁg lién quan dén sirc khoe va cac triéu chimg cu thé ung thur
tuyén tién liét & nam gidi mic ung thu tuyén tién liét so v6i gia duge. Theo mot s6 phuong
4n, ung thu tuyén tién 1iét 12 ung thu tuyén tién liét khang cat tinh hoan di can, ung thu tuyén
tién liét khang cét tinh hoan khong di can, ung thu tuyén tién liét man cam cét tinh hoan di
can, ung thu tuyén tién liét man cam cat tinh hoan khong di cin hoic ung thu tuyén tién liét
thé khu trd nguy co cao.

Thudt ngit “su ton tai khong c¢6 di can” hodc “MFS” nhim dé chi phan trim cac d6i
tuong trong nghién ciru da song sét ma khong méc ung thu 1y truyén trong khoang thoi
gian x4c dinh hoac su tir vong duge. MFS thuong duge béo céo la thoi gian tir khi bét dau
két nap, ngdu nhién hodc diéu tri trong nghién ctru. MFS dugc bao cao cho ca thé hodc quan
thé nghién ctru. Trong bdi canh diéu tri CRPC bing khang androgen, su ting sdng s6t khong
¢6 di can 1a thoi gian bd sung duge thay khong mac ung thu da lay truyén hoic tir vong,
whichever occurs first, so v6i treatment with gia duoc. Theo mét sb phuwong én, sy ting &
su t6n tai khong c6 di can trong khoang 1 thang, khoang 2 thang, khoang 3 thang, khoang 4
thang, khoang 5 thang, khoang 6 thang, khoang 7 thang, khoang 8 thang, khoang 10 thang,
khoang 11 thang, khoang 12 thang, khoang 13 thang, khoang 14 thang, khoang 15 thang,
khoang 16 thang, khoang 17 thang, khoang 18 thang, khoang 19 thang, khoang 20 thing,
hodc 16n hon 20 thang.
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Thuat ngit “gia dugc” nhu dugce su dung ¢ day nghia la viéc dung dugc phim ma lidu
khong bao gdm khang androgen thé hé thir hai. Trong bdi canh didu tri CRPC, nam gi6i
dugce dung khang androgen hodc gia dugc s€ can diéu tri lién tuc dé duy tri muc cit bo cua
testosteron bang cach ding ddng thoi chat chi van/chat d6i khang GnRH hoic thu thuat cét
bd tinh hoan.

Thuét ngit “loi ich séng s6t” nhu dugc sir dung & day nghia 1a su ting kha nang séng
sot cua bénh nhan tir thoi gian ngau nhién trong thir nghiém thudc duge dung dé tir vong.
Theo mét s phuong an, loi ich sdng s6t 1a khoang 1, khoang 2, khoang 3, khoang 4, khoang
5, khoang 6, khoang 7, khoang 8, khoang 9, khoang 10, khoang 15, khoang 20, khoang 25,
khoang 30, khoang 35, khoang 40, khoang 45, khoang 50, khoang 55, khoang 60, khoang
80, khoang 100 thang hodc 16n hon 100 thang.

Thuat nglr “tri hoan céc triéu chung lién quan dén s@ tién trién bénh” nhu dugc st |
dung & dy nghia 13 su tang thoi gian tién trién ciia céc triéu chémg nhu chimg dau, bi tidu
va chét luong cudc song xem xét tir thoi gian ngiu nhién trong thir nghiém thudce duge dung.

Thuat ngit ‘ngiu nhién’ nhim dé chi thir nghiém 1m sang nham dé chi tthoi gian khi
bénh nhan dugc xac nhan thich hop cho thir nghiém 1am sang va dugc chi dinh cho béc si
dicu tri.

Céc thuat ngit “bo” va “vat dung san xuat” dugc str dung nhu céc tlr dong nghia.

Thuat nglt “dbi twong” va “bénh nhan” va “ngudi” duge st dung co6 thé hoan di cho
nhau.

Lo trinh ding va cac duge pham

Céc chit diéu tri duge mé ta & ddy dwoc ding theo cach thich hop hoic ché pham
thich hop bat ky. Lo trinh thich hop ding céc chét diéu tri bao gdom, nhung khéong gii han
dén, dung qua dudng miéng va ngoai dudng tiéu hoa (vi dy, dung trong tinh mach, dung
dudi da, dung trong co). T4t ca cac ché phdm trong cac lidu thich hop dung cho nguoi. Ban
tom lugc cac duoc phém ¢ thé duge tim tha‘iy, vi du, trong Remington: The Science va
Practice of Pharmacy, Nineteenth Ed (Easton, Pa.: Mack Publishing Company, 1995);
Hoover, John E., Remington’s Pharmaceutical Sciences, Mack Publishing Co., Easton,

Pennsylvania 1975; Liberman, H.A. va Lachman, L., Eds., Pharmaceutical Dosage Forms,
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Marcel Decker, New York, N.Y., 1980; va Pharmaceutical Dosage Forms va Drug Delivery
Systems, Seventh Ed. (Lippincott Williams & Wilkins 1999), dugce két hop & ddy bang cach
vién dan dén phan mo ta nay.

Luong ¢6 hiéu qua didu tri cia cac chét diéu tri ma dugc ding c6 thé bién ddi phu
thudc vao tinh nghiém trong cua bénh, do tudi va lién quan dén stc khoe clia d6i tuong, tiém
nang cta chét diéu tri duoc sir dung va cac yéu t6 khac.

Thuét ngit “c6 thé chip nhan” d6i v6i ché pham, ché phdm hodc thanh phan, nhu
duge sir dung & day, nghia la khong anh hudng cé hai kéo dai d6i vé6i strc khoe néi chung
ctia nam gi6i duoc diéu tri.

Nhu duge mo ta ¢ day, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua duong miéng cho nguoi.
Theo mot sd phuong &n, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua duong miéng cho nguoi ¢
dang vién nang. Theo mot sé phuong 4n, vién nang ndy 1a vién nang gel mém. Céac duoc
pham duoc mo ta & ddy cho phép dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit toan than.

Vién nang gel mém (con duge goi 1a gelatin mém hoic chat déo mém) bao gém vo
mém duge boc kin bing mét thanh phan. Theo mét s phuong 4n, vién nang gelatin mém
duoc bao ché bing cach bd sung chat lam mém déo, nhu glyxerin hodc rugu polyhydric (vi
du, sorbitol) vao gelatin. Chat lam mém déo lam gelatin déo. Vién nang gelatin mém tré nén
¢6 cac hinh dang khac nhau nhu hinh ciu, hinh elip, va hinh thuén. Ching c6 thé chira cac
chat 1ong hodc dung dich khong chtra nuée.

Theo mot s6 phuong 4n, vién nang gel mém bao gdm céc thanh phan tir thanh phan
#1 va thanh phan #2:

Thanh phan #1: Vo6 nang gel mém - Céc vi du bao gdm, nhung kh()ng gi6i han dén,
gelatin, starch, va carrageenan. |

Thanh phan #2: Gel mém Capsule Chét 1am mém déo - Cac vi du bao gém, nhung
khéng gi6i han dén, sorbitol, glyxerin, xyloza, maltitol, va polyetylen glycol (PEG).
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Theo mét sé phuong an, vo nang dang gel mém bao gdm gelatin NF/EP, Hon hop
sorbitol/glyxerin & ty 1€ 50:50 USP/EP, va nudc tinh khiét USP/EP.

Theo mét s6 phuong an, vo bén ngoai bao g0m céc thanh phan tly ¥ nhu cac chét
phu gia tao mau hodc cac chat phu gia tao huong.

C6 ba loai nguyén liéu don bén trong cho vién nang gel mém: chét nén nguyén chat,
dung dich don va chat don huyén phu.

Chét nén nguyén chét thich hop ding cho cic chit long ¢6 dau.

Dung dich don chura hoat chét hoa tan trong chit mang. Cac chit mang bao gom,
nhung khéng gi6i han dén, cac diu (nhu ddu dau nanh va Miglyol 812 (dau trung tinh,
triglyxerit clia céc axit béo chudi trung gian)), cac polyetylen glycol (vi du PEG 400 — 600),
bét ky t4 duoc léng 16ng khac ma khong gy ra hodc hoa tan vo gelatin (dimetyl isosorbit,
chét hoat dong bé mat, dietylen glycol monoethly v.v..). Cac thanh phin tiy ¥ bao gom,
nhung khong giéi han dén, nude hoic rugu (1én dén 10% trong luong, néu can cho kha nang
hoa tan), glyxerin (niam trong khoang tir 1 dén 4% trong luong dé 1am cham qua trinh di
chuyén cia glyxerin ra ngodi vo vao chét don), polyvinylpyrrolidon (1én dén 10% trong
luong duoc st dung két hop véi PEG, ¢6 thé 1am tang kha ning hoa tan thudc, va c6 cai
thién d6 6n dinh bing cach e ché su két tinh thudc).

Chét don huyén phu chira hoat chét dugc phan tan trong chat mang. Cac chat mang
bao gém, nhung khéng gi¢i han dén hdn hop c¢6 dau, polyetylen glycol, va glyxerit. Cac hdn
hop c¢6 dau bao gom, nhung khong gi6i han dén, cac hdn hop c6 dau truyén théng nhu dau
dau nanh c6 sap ong(nim trong khoang ti 4 dén 10% trong lwong) va lexitin (ndm trong
khoang tir 2 dén 4% trong luong); dau dic (vi du Geloil® SC), ¢6 sﬁn. dé sir dung hé théng
bao gém dau dau nanh, chat huyén phi, va chat lam am. Polyetylen glycol bao gbém, nhung
khong giéi han dén, PEG 800 -1000 ding cho cac chit don béan ran, PEG 10,000 -100,000
ding cho céc chat don ran, hodc cac hon hgp cua chiing. Céc glyxerit bao gbm, nhung khong
gi6i han dén, cac glyxerit ctia c4c axit béo chudi dai. C4c thanh phén tity ¥ bao gém, nhung
khong gidi han dén, chét hoat dong bé mat (vi du cac dan xuét sorbitan nhu polysorbat 80

hodc lexitin).
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Dugc pham 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit nhim dé chi hon hop cua 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N- |
metylbenzamit vdi cac thanh phan hoa hoc khéc (e 1a cac hoat chét duoc dung). Theo mot
s6 phuong 4n, duge pham dang vién nang gel mém 4-[7-(6-xyano-5-triflometylpyridin-3-
yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit bao gdms it nhat
mot trong s6 cac ta dugc sau: a. gelatin; b. chit héa déo (chét lam mém déo) (vi du sorbitol,
xyloza, maltitol, glyxerin, PEG, nudc); c. cac chét bao quan (vi du metyl paraben, propyl
paraben, hy-droxyanilin dugc butylat héa, EDTA, natri benzoat); d. thudc nhudm, chét
nhudm mau (vi du titan oxit, oxit sét); e. cac ta dugc long c6 cuc (vi duglyxerin, PEG, PEG
400, PEG 3350, etanol, PPG, nuéc); f. cac ta duge long khong ¢ cuc (vi du sép ong, dau
dura, triglyxerin, dau ngo, dau khoang, dau dau nanh, D,L-o-tocopherol); g. chét phu gia diéu
chinh d¢ pH; h. chét tao mui va chét tao huong; i. chét chong dong von(vi du silicon dioxit);
j. chat hut am (vi du polyol).

Theo mot khia canh, dugc mo ta ¢ day la duoc pham bao gom dung dich dua trén
lipit khan 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3.,4 ]oct-
5-yl]-2-flo-N-metylbenzamit ¢ dang vién nang gel mém.

Theo mot sé phuong 4n, dung dich dga trén lipit khan 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit bao gdm: 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit, vitamin E d-a-tocopheryl polyetylen
glycol 1000 sucxinat NF (Vitamin E TPGS), polyetylen glycol 400 NF/EP (PEG 400),
glyxerol monocaprylocaprat EP (Capmul MCM) va caprylocaproyl macroglyxerit EP/NF
(Acconon MC8-2).

Theo mét sb phuong 4an, dung dich dua trén lipit khan 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit bao gom khoang 3% 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit.
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Theo mét sé phuong an, mot lidu don vi duge phdm bao gb6m khoang 30mg 4-[7-(6-
xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit. Theo mot s6 phuong 4n, da lidu ctia duge pham lidu don vi don bao gém
khoang 30mg 4-[7-(6-Xyano-5-triﬂ()metylpyridin-3-yl)-8-oxo-6-thiox0-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung cho nguoi.

Theo mét s& phuong an, mot lidu don vi duoc phidm bao gdm 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit va it nhit mot trong sd cic hop chat sau day:4 -[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3.,4]oct-5-yl]-N-metylbenzamit, 4-
[7-(6-xyano-5-triflometylpyridin-3-yl)-8-thioxo-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, metyl 4-(7-(6-xyano-5-(triflometyl)pyridin-3-yl)-8-oxo-6-thioxo-5,7-
diazaspiro[3,4]octan-5-yl)-2-flobenzoat, 4-(7-(6-xyano-5-(triflometyl)pyridin-3-yl)-8-oxo-

6-thioxo-5,7-diazaspiro[3,4]octan-5-yl)-2-flobenzoic acid, 4-(7-(6-xyano-5-
(diflometyl)pyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]octan-5-y1)-2-flo-N-

metylbenzamit, 4-(7-(6-xyano-5-(triflometyl)pyridin-3-yl)-8-oxo-6-thioxo-5,7-
diazaspiro[3,4]octan-5-y1)-2-flo-N-metylbenzothioamit, 2-chloro-4-(7-(6-xyano-5-
(triflometyl)pyridin-3-yl1)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]octan-5-yl)-N-metylbenzamit,
5-amino-3-(triflometyl)picolinonitril, axit . 1-((4-
(metylcarbamoyl)phenyl)amino)xyclobutancarboxylic hodc axit 1-(3-flo-4-

(metylcarbamoyl)phenylamino)xyclobutancarboxylic.

Theo mot sd phuong an, mot lidu don vi duge phém bao gém khoang 30mg 4-[7-(6-
xyano-5-triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit va it nhit mot trong s6 cac hop chit sau day:4 -[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-N-metylbenzamit, 4-
[7-(6-xyano-5-triflometylpyridin-3-yl)-8-thioxo-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, metyl 4-(7-(6-xyano-5-(triflometyl)pyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3.4]octan-5-yl)-2-flobenzoat, axit 4-(7-(6-xyano-5-(triflometyl)pyridin-3-yl)-8-
0x0-6-thioxo-5,7-diazaspiro[ 3,4 Joctan-5-yl)-2-flobenzoic, 4-(7-(6-xyano-5-
(diflometyl)pyridin-3-y1)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]octan-5-yl)-2-flo-N-
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metylbenzamit, 4-(7-(6-xyano-5-(triflometyl)pyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]octan-5-yl)-2-flo-N-metylbenzothioamit, 2-chloro-4-(7-(6-xyano-5-
(triflometyl)pyridin-3-y1)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]octan-5-yl)-N-metylbenzamit,
5-amino-3-(triflometyl)picolinonitril, axit 1-((4-
(metylcarbamoyl)phenyl)amino)xyclobutancarboxylic hodc axit 1-(3-flo-4-
(metylcarbamoyl)phenylamino)xyclobutancarboxylic.

Theo mét s6 phuong an, mot lidu don vi duoc phim bao gdm khoang 30mg 4-[7-(6-
xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit va it nhat mét trong s cic hop chat sau day:4 -[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-N-metylbenzamit, 4-
[7-(6-xyano-5-triflometylpyridin-3-yl)-8-thioxo-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, metyl 4-(7-(6-xyano-5-(triflometyl)pyridin-3-yl)-8-oxo0-6-thioxo-5,7-
diazaspiro[3,4]octan-5-yl)-2-flobenzoat, 4-(7-(6-xyano-5-(triflometyl)pyridin-3-yl)-8-oxo-
6-thioxo-5,7-diazaspiro[3,4]octan-5-yl)-2-flobenzoic acid, 4-(7-(6-xyano-5-
(diflometyl)pyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]octan-5-yl)-2-flo-N-
metylbenzamit, 5-amino-3-(triflometyl)picolinonitril, axit 1-((4-
(metylcarbamoyl)phenyl)amino)xyclobutancarboxylic hoac axit 1-(3-flo-4-
(metylcarbamoyl)phenylamino)xyclobutancarboxylic.

Theo mét khia canh, duoc mo ta & ddy 1a duoc phim gel mém bao gdm vién nang gel
mém ma dugc dém bang dung dich trén co s& lipit, khan, chira 4-[7-(6-xyano-5-triflometh
ylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit va 4 -
[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]- N-
metylbenzamit.

Theo mot khia canh, dugc mé ta ¢ day la duoc pham gel mém bao gdm vién nang gel
mém ma dugc dém bing dung dich trén co s& lipit, khan, chita 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl1]-2-flo-N-
metylbenzamit va 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-thioxo-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit.
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Theo mot khia canh, duoc md ta & déy 1a dugc pham gel mém bao gdm vién nang gel
mém ma dugc dém bing dung dich trén co so lipit, khan, chia 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit va metyl 4-(7-(6-xyano-5-(triflometyl)pyridin-3-yl)-8-oxo-6-thioxo-5,7-
diazaspiro[3,4]octan-5-yl)-2-flobenzoat.

Theo mot khia canh, duge mo ta & day la dugce phém gel mém bao gém vién nang gel
mém ma dugc dém bang dung dich trén co so lipit, khan, chita 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit va axit 4-(7-(6-xyano-5-(triflometyl)pyridin-3-yl)-8-oxo0-6-thioxo-5,7-
diazaspiro[3.4]octan-5-yl)-2-flobenzoic.

Theo mdt khia canh, dugc mé ta & ddy 1a duoc pham gel mém bao gdm vién nang gel
mém ma dugc dém béng dung dich trén co s& lipit, khan, chtra 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit va 4-(7-(6-xyano-5-(diflometyl)pyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]octan-5-yl)-2-flo-N-metylbenzamit.

Theo mdt khia canh, duge mé ta & ddy 1a duoc pham gel mém bao gém vién nang gel
mém ma dugc dém bing dung dich trén co s& lipit, khan, chira 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit va axit 1-((4-(metylcarbamoyl)phenyl)amino)xyclobutancarboxylic.

Theo mdt khia canh, duge md ta & day 1a duoc phdm gel mém bao gém vién nang gel
mém ma duge dém bé‘mg dung dich trén co s& lipit, khan, chua 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit va axit 1-(3-flo-4-(metylcarbamoyl)phenylamino)xyclobutancarboxylic.

Céc ché phim nay dugc bao ché theo k¥ thuat bao ché thong thuong. C6 mot vai quy
trinh dé bao ché vién nang gelatin mém, nhw quy trinh tao phién, quy trinh khuén quay, va
quy trinh khuén xoay chiéu. Theo mét sé phwong 4n, vién nang gel mém 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl1]-2-flo-N-

metylbenzamit dugc bao ché nhu dugce néu trong cac vi du.
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Tét ca céc ché phim dé ding qua dudng miéng & cac lidu lugng thich hop dbi véi
viéc dung nay.

Theo m¢t khia canh, dugc mé ta la hop chat axit 1-(3-(6-xyano-5-
(triflometyl)pyridin-3-yl1)-1-(3-flo-4-(metylcarbamoyl)phenyl)ureido)-
xyclobutancarboxylic. Theo mdt s6 phuong 4n, duge mo ta la mudi duge dung cua axit 1-
(3-(6-xyano-5-(triflometyl)pyridin-3-y1)-1-(3-flo-4-(metylcarbamoyl)phenyl)ureido)-
xyclobutancarboxylic. Theo mot s6 phuong 4n, duge moé ta 1a duge pham bao gdm axit 1-
(3-(6-xyano-5-(triflometyl)pyridin-3-yl)-1-(3-flo-4-(metylcarbamoyl)phenyl)ureido)-
xyclobutancarboxylic, hodc mudi duge dung cia chung.

Theo khia canh khéc, dugc md ta 1a hop chét 4-(7-(6-xyano-5-(diflometyl)pyridin-3-
yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]octan-5-yl)-2-flo-N-metylbenzamit. Theo mot 56
phuong an, duge mé ta 1a mudi duge dung cta 4-(7-(6-xyano-5-(diflometyl)pyridin-3-yl)-
8-0x0-6-thioxo-5,7-diazaspiro[3,4]octan-5-yl)-2-flo-N-metylbenzamit. Theo mot s6
phuong an, duge mo ta la dugc pham bao g6m 4-(7-(6-xyano-5-(diflometyl)pyridin-3-yl)-
8-0x0-6-thioxo-5,7-diazaspiro[3,4]octan-5-y1)-2-flo-N-metylbenzamit, hodc mudi  duogc
dung cua chung.

Theo bit ky trong sé cac phuong an dugc md td & day, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc thé bing axit 1-(3-(6-xyano-5-(triflometyl)pyridin-3-yl)-1-(3-flo-4-
(metylcarbamoyl)phenyl)ureido)-xyclobutancarboxylic, hodc mudi duge dung cia ching.

Theo bét ky trong sb cac phuong an duge md ta & day, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit duoc thé biang 4-(7-(6-xyano-5-(triflometyl)pyridin-3-yl)-6,8-dioxo-5,7-
diazaspiro[3,4]octan-5-y1)-2-flo-N-metylbenzamit, hodc mudi duoc dung ciia ching.

Theo bét ky trong sb cac phuong an dugc md tid & day, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc thé bing 4-(7-(6-xyano-5-(triflometyl)pyridin-3-yl)-8-0x0-6-thioxo-

5,7-diazaspiro[3,4]octan-5-yl)-2-flobenzamit, hodc mudi dugce dung cua chung.
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Theo bat ky trong sb cac phuong an dugc md ta & day, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc thé bing 4-(7-(6-xyano-5—(friﬂometyl)pyridin-B-yl)-8-0xo-6-thioxo-
5,7-diazaspiro[3,4]octan-5-yl)-2-flobenzoic acid, hodc mudi duge dung cua chiing.

Theo bat ky trong sb cac phuong an duge md tad & day, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc thé bang 4-(7-(6-xyano-5-(diflometyl)pyridin-3-yl)-8-ox0-6-thioxo-
5,7-diazaspiro[3,4]octan-5-yl)-2-flo-N-metylbenzamit, hodc mubi dugc dung cua chung.

Cac phuong phép dinh luong va cac ché do tri lidu diéu tri

Theo mot khia canh, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung hang ngay cho nguoi can diéu
tri bang 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit. Theo mét s6 phuong 4n, 4-[7-(6-xyano-5-triflometylpyridin-3-
y1)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit duoc dung qua
duong miéng cho nguoi. Theo mot s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-
8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung mot 1an mot
ngay. Theo mdt s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit duoc dung hai 1an mot ngay. Theo mot
5O phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung ba 1an mot ngay. Theo mot s6
phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung theo thoi gian khac. Theo mot
5O phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung hai 1An mot tudn. Theo mot sb
phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-
diazaspiro[3.4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung mdi tudn 1 1an. Theo mot sb
phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung theo thoi gian khac.
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Nhin chung, cac lidu cua 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl1]-2-flo-N-metylbenzamit dugc dung dé diéu tri bénh hodc tinh
trang bénh dugc mo ta ¢ day & nguodi thuong nim trong khoang tir 10mg dén 1000mg mdi
ngay. Theo mot phuong an, lidu mong mubn duogc thé hién mot cach thuan tién & lidu don
hoidc & cac lidu duoc phén chia duge dung mot cach dong thoi (hodc trén khodng thoi gian
ng:fm) hodc & cac khoang thoi gian thich hop, vi du nhu hai, ba, bdn hodc nhiéu hon céc liéu
phu mdi ngay. Theo mot s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit duoc thé hién mot cach thuan
tién & cac lidu duge phﬁn chia ma dugc dung mdt cach déng thoi (hoac trén khoang thoi gian
ngan) mot 1an mét ngay. Theo mot s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-
8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc thé hién mét cach
thuén tién & cac lidu duoc phan chia ma duge ding cac phan bang nhau hai 1an mot ngay.

Theo mot sé phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung hang ngay cho nguoi. Theo
mét sé6 phwong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua dudng miéng cho ngudi.
Theo mot sé phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung qua duong miéng cho ngudi voi
lidu khoang 30mg mdi ngay dén 960mg mdi ngay. Theo mot sé phuong én, 4-[7-(6-xyano-
5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit dugc dung qua dudng miéng cho nguo1 voi lidu nim trong khoang tir 30 dén
480mg mdi ngay. Theo mét sb phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-
6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua duong miéng
cho ngudi véi lidu khoang 180mg mdi ngay dén 480mg mdi ngay. Theo mét s6 phuong 4n,
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]Joct-5-yl]-2-
flo-N-metylbenzamit dugc dung qua duong miéng cho nguoi véi liéu khoang 30mg mbi
ngay, khoang 60mg mdi ngay, khoang 90mg mdi ngay, khoang 120mg moéi ngay, khoang
180mg mdi ngay, khoang 240mg mdi ngay, khoang 300mg mdi ngdy, khodng 390mg moi
ngay, khoang 480mg mdi ngay, khoang 600mg mdi ngay, khoang 780mg mdi ngdy, hoic
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khoang 960mg mdi ngdy. Theo mot s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-
yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit duoc dung qua
dudng miéng cho ngudi véi lidu khoang 240mg mdi ngay. Theo mot s6 phuong 4n, 16n hon
240mg  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0xo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit mdi ngdy dugc dung cho ngudi. Theo mot s6 phuong 4n, 4-[7-
(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc dung qua duong mi¢ng cho nguoi dya trén phac d6 liéu hang ngay lién
tuc.

Theo mét sd phuong an, lugng 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung mot lan mot ngay.
Theo mot s phuong 4n khéac, luong 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung hai 1an mot ngay.

Theo mot vai phuong 4n trong d6 sy cai thién tinh trang bénh hodc tinh trang & nguoi
khong duoc quan sat, lidu 4-(3-(4-xyano-3-(triflometyl)phenyl)-5,5-dimetyl-4-0x0-2-
thioxoimidazolidin-1-yl)-2-flo-N-metylbenzamit hang ngay duoc ting. Theo mot sé phuong
an, phac dd 1iéu mot 1an mot ngay dugc thay d6i thanh phac dd liéu hai 1an mot ngay. Theo .
mdt s§ phuong 4n, phac d6 liéu ba 1an mét ngay duge dung dé 1a tang lugng 4-(3-(4-xyano-
3-(triflometyl)phenyl)-5,5-dimetyl-4-oxo-2-thioxoimidazolidin-1-yI)-2-flo-N-
metylbenzamit dugc dung.

Theo mét s6 phuong an, lwong 4-(3-(4-xyano-3-(triflometyl)phenyl)-5,5-dimetyl-4-
ox0-2-thioxoimidazolidin-1-y1)-2-flo-N-metylbenzamit dugc dua ra cho nguoi bién d6i phu
thudc vao cac yéu td nhu, nhung khong gisi han dén, tinh trang va tinh nghiém trong cta
bénh hoic tinh trang bénh, va tinh ddng nhét (vi du, cdn ning) ciia ngudi, va cc chat didu
tri bd sung cu thé dugc dung (néu thich hop).

Céc liéu phap két hop

Trong mdt vai truong hop, thich hop dé dung khang androgen thé hé thtr hai (vi du
4-[7-(6-xyano-5-triflometylpyridin-3-yl1)-8-ox0-6-thioxo-5,7-diazaspiro[ 3,4 ]oct-5-yl]-2-
flo-N-metylbenzamit), két hop véi chit didu tri khac.
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Theo mét phuong an cu thé, khang androgen thé hé thtr hai duoc dung dong thoi véi
chét didu tri bd sung, trong d6 khang androgen thé hé thir hai va chat diéu tri bo sung diéu
bién cac phuong dién khac nhau cua bénh hodc tinh trang bénh duoc diéu tri, nho d6 tao ra
loi ich téng thé 1én hon so véi viéc dung chat diéu tri mot minh.

Theo truong hop bét ky, khong phéan biét bénh, r6i loan hodc tinh trang bénh duogc
didu tri, loi ich tong thé duoc bidu hién boi bénh nhan c6 thé chi 1a chat phu gia ciia hai chat
didu tri hodc bénh nhan 6 thé bidu hién lgi ich hiép dong.

Puoc hiéu rang ché do trj liéu lidu luong dé diéu tri, ngin chin, hogc 1am thuyén
giam cac tinh trang bénh ma giam dugc tim théy, duoc bién ddi thich hop véi su thay d6i
cua cac yéu t6. Céc yéu t6 nay bao gém bénh, rdi loan hodc tinh trang bénh ma dbi tuong
méc, cling nhu do tudi, can nang, gioi tinh, ché d6 an uéng, va tinh trang bénh cua dbi tuong.
Do @6, trong mat s6 truong hop, ché d6 tri liéu liéu lwong tham chi duge dung cac liéu bién
ddi va, theo mot sb phuong an, 1éch so vdi cac ché d6 tri liéu lidu luong dugce néu ¢ day.

Trong cac liéu phap két hop, nhiéu chét didu tri (mot trong sb chat diéu tri nay 1a mot
trong s6 hop chét duoc mé ta & day) duoc dung theo thit tu hodc thaim ddng thoi. Céc liéu
phap két hop khong bi gidi han dén viée st dung chi 6 hai chét diéu tri; viéc st dung nhiéu
su két hop liéu phap ciing dugc thiy.

Theo mét s6 phuong an, cac phuong phip didu tri ung thu tuyén tién liét duge mo ta
& day bao gdm viéc ding khang androgen thé hé thir hai cho nguoi két hop véi it nhat mot
chét diéu tri bd sung. Theo mot sé phuong 4n, ung thu 13 ung thu tuyén tién liét nghiém
trong. Theo phuong an khéac, ung thu 1a man cam cit tinh hoan. Theo phuong 4n khéc, ung
thw 13 ung thu tuyén tidn lidt khéng cét tinh hoan. Theo phuong 4n khac, ung thu 1 ung thu
tuyén tién 1iét thé khu tri nguy co cao. Theo mot sé phuong an, liéu phap két hop nham
dung cho bénh nhan duge chi dinh mic ung thu tuyén tién liét khang cit tinh hoan
(castration-resistant prostate cancer -CRPC) ma biéu hién strc d& khang bén trong hoac cé
duoc ddi véi abirateron axetat va/hoic MDV-3100.

Theo mét s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc sir dung dé didu trj ung thu tuyén

tién liét & ngudi két hop véi chat diéu tri khac. Theo mot phuong én, ung thu tuyén tién liét

-46-



31502

14 ung thu tuyén tién liét khang cét tinh hoan di can, ung thu tuyén tién liét khang cat tinh
hoan khéng di can, ung thu tuyén tién liét man cam cat tinh hoan di cén, ung thu tuyén tién
liét mAn cam cét tinh hoan khéng di can hodc ung thu tuyén tién liét thé khu trii nguy co cao.
Dua ra vai tro chinh ctia AR trong su phat trién va su tién trién ung thu tuyén tién liét, 4-[7-
(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit 13 hitu ich trong viée didu tri ung thu tuyén tién liét nghiém trong, mot minh
hodc két hop véi cac chat khac ma co thé didu bién cac duong gi6i han khac trong ung thu
tuyén tién liét, bao gdm nhung khong giéi han dén IGFIR dich, truc PI3K/AKT/mTOR,
hoac HSP90.

Theo mét s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit hodc dugc phim ciia n6 dugc dung két
hop v6i chit didu tri bd sung bao gdm nhung khéng giéi han dén: Chit Ge ché PI3K, chat
trc ché TORC, chit trc ché CYP17, chét chu van/chat dbi khang GNRH/LHRH, chat bao vé
xuong, birc xa, chét tic ché kinaza (vi du MET, VEGFR, EGFR, MEK, SRC, AKT, RAF,
FGFR, CDK4/6), mién dich tri lidu, taxan, chit trc ché tubuin, lién hop thudc khang thé
STEAP-1 (ADC), chét diéu bién con duong HSP90 / HSP27.

Trong mot vai trudng hop, thich hop dé dung khang androgen thé h¢ tht hai (vi du
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[ 3,4 ]oct-5-yl]-2-
flo-N-metylbenzamit), két hop véi chit e ché TORC, chit trc ché PI3K, chat tic ché CYP17,
chit chu van GNRH hoic chét dbi khéng, chét bao vé xuong, chét e ché Syk, chét e ché
RANKL, chat trc ché MET, chét trc ché VEGFR, chat trc ché EGFR, chét trc ché FGFR, chét
trc ché MEK, chit e ché Sre, chat e ché AKT, chat e ché RAF, chat (e ché CDK4, hogc
chét trc ché CDKG.

Trong mét vai truong hop, thich hop dé dung khang androgen thé hé thr hai (vi du
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit), két hop véi abirateron axetat, Everolimus, GDC-0980, GDC-0068,
(GDC-0980+GDC-0068), GSK-2636771, BEZ-235, BKM120, BGT226, BYL-719,
GDC0941, GDC0032, INK1117, MK-2206, OSI-027, CC-223, AZD8055, SAR245408,
SAR245409, PF04691502, WYE125132, GSK2126458, BAY806946, PF-05212384,
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SF1126, PX866, AMG319, ZSTK474, Call01, PWT33597, LY-317615 (Enzastaurin
hydroclorua), CU-906, CUDC-907, Abi, TAK700, TOK-001 (Galeteron), VT-464, Lupron,
Zoladex (Goserelin-LHRH chét chu van), Degarelix (chat d6i khang GNRH), Ozarelix,
ABT-620 (Elagolix), TAK-385 (Relugolix), TAK-448, EP-100, KLH-2109, Denosumab
(RANKL Ab), axit zolendronic (bisphosphonat), OCIF (OPG), AMG-0007, CEP-37251,
ALX-0141, Natri alendronat (Fosamax), Pamidronat natri (Aredia), Axit neridronic
(Nerixia), Axit minodronic (Recalbon), Risedronat natri (Actonel), Alpharadin, 177Lu-J59
(PSMA monoclonal AbJ591-phéng xaimmunoconjugat), External beam xa tri, liéu phap
phong xa, Cabozantinib (XL184) Met/VEGR2, PF-2341066 (Crizotinib), ARQ-197
(Tivantinib), MK-2461, INJ-38877605, MK-8033, INCB-28060, BMS-777607, AMG-208,
LY-2801653, EMD-1214063, EMD-1204831, AMG-337, HM-5016504 (Volitinib), SAR-
125844, 1Y2875358, ABR-215050 (Tasquinimod), CHIR-258 (Dovitinib), EXEL-
7647, 0SI1-930, BIBF-1120, BAY-73-4506, BAY-73-4506, BMS-582664 (Brivanib), RO-
4929097, INJ-26483327, AZD-2171(Cediraﬁib), Sorafenib, Aflibercept, Enzastaurin, AG-
013736 (Axitinib), GSK-786034 (Pazopanib), GSK-786034 (Pazopanib), AP-23573, BMS-
354825 (Dasatinib), Provenge, Prostvac-VF, Ipilimumab, chit Gc ché CTLA4, chat tc ché
PD-1, chét tc ché ChK, Docetaxel, Cabazitaxel, taxan, chét trc ché tubulin, ADC STEAPI
khéng, STEAP-1, Tarceva (EGFRi), Trametinib (chat tc ché MEK GSK), Cetuximab,
Gefitinib, Canertinib, Panitumumab, Nimotuzumab, OSI-632, Lapatinib, Vandetanib,
Afatinib, MP-412, AEE-788, Neratinib, XL.-647, AC-480, Dacomitinib, AZD-8931, CUDC-
101, AP-26113, CO-1686, Selumetinib, MEK-162, Refametinib, TAK-733, RO-5126766,
BI-847325, AZD6244, GSK1120212, PF-5208763 (Bosutinib), AZD-0530 (Saracatinib),
OGX-11 (Custirsen, anti-clusterin), OGX-427 (HSP27 khang), AUY922, HSP990,
AT13387, GDC0068, MK-2206, AT7867, GSK2110183, GSK2141795, GSK690693,
PLX4032/RG7204, GSK2118436, GSK208436, LGX818, RAF265, LY2780301,
LY2584702, Dovitinib (TKI258), BGJ398, AZD4547, PD-0332991 hodc LEEO11; hodc su
két hop ciia ching.

Trong mot vai truong hop, thich hop dé dfmg khang androgen thé hé tha hai (vi du
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
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flo-N-metylbenzamit), két hop véi estrogen khang (vi dy, tamoxifen), khang androgen (vi
du, bicalutamit, flutamit), hé¢ mo hinh héa hormon tiét ra tur gonadotropin (vi du, leuprolit).

Trong mét vai trudng hop, thich hop dé ding khang androgen thé hé tht hai (vi du
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl1]-2-
flo-N-metylbenzamit), két hop véi chit khang gy non dé diéu tri budn noén hodc non, ma
¢6 thé thu duogc tir viée sir dung chét khang androgen thé hé th hai, cac chat khang ung thu
va/hodc xa tri. Chat khang gy nén bao gdm, nhung khong gidi han dén: cac chat d6i khang
thu thé neurokinin-1, chat ddi khang thu thé SHT3 (nhu ondansetron, granisetron,
tropisetron, Palonosetron, va zatisetron), cac chit cht van thu thé GABAg (nhu baclofen),
corticosteroit (nhu dexamethason, prednison, prednisolon, hodc cac chét khac), cac chét dbi
khang dopamin (nhu, nhung khéng giéi han dén, domperidon, droperidol, haloperidol,
chlorpromazin, promethazin, prochlorperazin, metoclopramit), cac chét khang histamin (c4c
chit dbi khang thu thé histamin HI1, nhu nhung khong giéi han dén, xyclizin,
diphenhydramin, dimenhydrinat, meclizin, promethazin, hydroxyzin), cic cannabinoid (nhu
nhung khong giéi han dén, cannabis, marinol, dronabinol), va céc chat khac (nhw, nhung
khong gi6i han dén, trimethobenzamit; glimg, emetrol, propofol).

Két hop v6i chét e ché PI3K/TORC

Theo mot s6 phwong an, bénh nhan méic tuyén tién liét c6 thé biéu hién stic dé khang
bén trong hodc ¢6 duge d6i véi lidu phap khang hormon thé hé thir hai nhu abirateron axetat,
MDV-3100 & 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl1]-2-flo-N-metylbenzamit. O ca strc dé khang endocrin bén trong va
c6 duogc, tin hiéu thong qua cac duong gidi han khac dugce cho 1a yéu t6 quyét dinh quan
trong ctia kidu hinh khang. Sy phi didu tiét hoa dudong PI3K (vi du thiéu hut PTEN) 1a mot
trong nhirng bién ddi phd bién nhit dugc phat hién & ung thu tuyén tién liét. Gan day, su
hoat hoa dudmg PI3K da duoc thé hién dé tao ra sirc dé khang bén trong to liéu phéap hormon
trong mé hinh PTEN KO cua ung thu tuyén tién liét (Carver va céc ddng tac gia “quy ché
phan hoi thuan nghich ctia Tin hiéu thu thé PI3K va androgen trong ung thu tuyén tién liét
thiéu hut PTEN.” Cancer Cell. 2011 ¢6 thé 17;19(5):575-86; Mulholland va cac dong tac gia

“vai trd tu sinh té bao ctia PTEN trong viéc diéu tiét su sinh truong ung thu tuyén tién liét
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khang cét tinh hoan.” Cancer Cell. 2011 Jun 14;19(6):792-804). Theo mét s6 phuong 4n, két
hop su trc ché androgen hoan toan (Complete Androgen Blockade - CAB) (GNRH + 4-[7-
(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit) + su &rc ché con dudng PI3K & bénh nhan CRPC éé tién ning vuot quéa ca
sttc dé khang bén trong va bén ngoai so véi liéu phap hormon thé hé th hai.

Theo mét s6 phwong an, sw qua biéu hién cia thu thé androgen loai hoang di tir 3 dén
51in trong Dong té bao LNCaP (LNCaP/AR) tao ra kiéu hinh khang cat tinh hoan ca in vitro
va in vivo. Theo mét sb phwong an, dugc quan sat rang 4-[ 7-(6-xyano-5-triflometylpyridin-
3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit  véi lidu nam
trong khoang tir 10 d&én 30 mg/kg/ngay gay thoai hoa gin nhu hoan toan tat ca cac khéi u
LNCaP/AR duoc xir ly, trong khi v6i lidu 1 mg/kg/ngay dan dén phan mg trung binh cta
ngung tré khdi u. Theo mot s6 phuong 4n, viée didu tri bang chit e ché PI3K SAR245408
hoic BKM120 hodc chit trc ché everoliomus TORCI (tit ca hodc gan nhu lidu c6 hiéu qua
t61 da twong ung cua nd) biéu hién ving hiéu qua tir su trc ché sinh truéng khéi u dén su
ngung tré khéi u. Theo mét sé phuong an, két hop 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-
8-0x0-6-thioxo-3,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit 1 mg/kg/ngay + sy trc
ché con dudng PI3K théng qua cac hop chat duoc luu ¥ néu trén dan dén 1am tang hiéu qua
(su hoi quy khdi u) so v6i chi mot trong hai chat.

Theo mét sé phuong an, & moé hinh chudt duge tao ra gen PTEN KO cia ung thu
tuyén tién 1iét, sy e ché androgen dugc két hop hoac CAB (cét b6 + MDV3100 hodc cit bo
+  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit) biéu hién tinh hiéu qua tdi thiéu. Theo mét s6 phuong 4an, liéu phéap
don c6 su tre ché con duong pan-PI3K bang BEZ-235 ciing c6 hoat tinh chéng khéi u. Nguoc
lai, theo mot sé phuong an su két hop ctia CAB v6i BEZ-235 dan dén su giam déng ké thé
tich khéi u & tt ca cac dong vét dugc didu tri.

Theo mot khia canh, sang ché mé ta phwong phap diéu tri ung thu tuyén tién liét &
nam giGi bao gdm viéc ding khang androgen thé hé thu hai cho nam giéi mac ung thu tuyén
tién liét khang cit tinh hoan di can duogc didu tri trude béng abirateron axetat, ung thu tuyén

tién liét khéng cét tinh hoan di can, ung thu tuyén tién liét khang cit tinh hoan khong di can,
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ung thu tuyén tién liét man cam cit tinh hoan di cin, ung thu tuyén tién 1iét man cam cit
tinh hoan khong di can hoac ung thu tuyén tién liét thé khu trG nguy co cao két hop vdi chat
ttc ché phosphoinositit 3-kinaza (PI3K), chét trc ché TORC, hogc chit trc ché PI3K/TORC
kép. Theo mot sé phuong 4n, chit khang androgen thé hé thi hai 1a MDV-3100 hodc 4-[7-
(6-xyano-5-triflometylpyridin-3-yl1)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit. Theo mét s6 phuong 4n, chét khang androgen thé hé thir hai 1a MDV-3100.
Theo mot sé phuong 4n, chat khang androgen thé hé tha hai la 4-[7-(6-xyano-5-
triflometylpyridin-3-yl1)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit.

Theo mot khia canh, sang ché mé ta phuwong phap diéu tri ung thu tuyén tién liét &
nam gidi hop chét c6 cong thitc 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit véi lidu ndm trong khoang tir 30 dén
480mg mdi ngay cho nam gi¢i mic ung thu tuyén tién liét khang cit tinh hoan di can dugc
didu tri trude bang abirateron axetat, ung thu tuyén tién liét khang cét tinh hoan di can, ung
thu tuyén tién liét khang cét tinh hoan khong di can, ung thu tuyén tién liét man cam cit tinh
hoan di can, ung thu tuyén tién liét man cam cit tinh hoan khéng di cin hodc ung thu tuyén
tién liét thé khu tra nguy co cao két hop vdi chit e ché phosphoinositit 3-kinaza (PI3K),
chit trc ché TORC, hodc chat e ché PI3K/TORC kép. Theo mét s6 phuong 4n, phuong
phap didu tri ung thu tuyén tién liét con bao g0m viée ding luong c6 hiéu qua diéu tri cua
chét cht van hodc chat dbi khang hormon giai phéng gonadotropin cho nam giéi.

Theo mdt s phuong an, chat trc ché phosphoinositit 3-kinaza (PI3K), chit @ ché
TORC, hodc chit tc ché PI3K/TORC kép la everolimus, BEZ-235, BKM120, BGT226,
BYL-719, GDC0068, GDC-0980, GDC0941, GDC0032, MK-2206, OSI-027, CC-223,
AZD8055, SAR245408, SAR245409, PF04691502, WYE125132, GSK2126458, GSK-
2636771, BAY806946, PF-05212384, SF1126, PX866, AMG319, ZSTK474, Call0l,
PWT33597, LY-317615 (enzastaurin hydroclorua), CU-906, hogc CUDC-907.

Theo mét s phuong an, chét trc ché TORC 1a everolimus. Theo mt s6 phuong 4n,

everolimus duoc dung véi lidu ndm trong khoang tir 5 d&én 20mg mdi ngay. Theo mot so
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phubng an, everolimus dugc ding véi liéu khoang Smg mdi ngay hodc khoang 10mg moi
ngay.

Theo mét sé phuong 4n, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung qua dudng miéng voi lidu
nam trong khoang tir 120 dén 240mg mdi ngay. Theo mot s6 phwong 4n, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc dung qua dudong miéng voi lidu khoang 240mg mdi ngay. Theo mot s6
phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspir0[3,4]oct-5-yl]-2-ﬂo-N-nietylbenzamit dugc dung qua duong miéng ¢ dang vién
nang gel mém.

Két hop vdi chét te ché CYP17

Theo mdt s6 phuong 4n, su chin con duong chuén héa hoic dich khong hoan toan c6
thé dan dén 1am giam déap ung didu tri t8i wu. Mot cach dé khic phuc diéu niy va hé qua
didu tri t8i wu e ché nhiéu nut trong pham vi con duong dugc dua ra. Theo mot s6 phuong
&n, viéc didu tri hormon trong ung thu tuyén tién liét bao gdm chat chu van GNRH (vi du
Lupron) két hop véi khang androgen (bicalutamit, MDV3100 hodc 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit). Theo mot s phuong 4n, sy chin hon nita cac mitc androgen xubng dudi
céc muc cét bo bao gdm sy két hop chit e ché CYP17 ¢6 chat chu van GNRH va khéng
androgen.

Theo mot khia canh, sang ché mé ta phwong phép didu tri ung thu tuyén tién liét &
nam gi6i hop chit ¢6 cong thirc khdng androgen thé hé the hai cho nam gidi mac ung thu
tuyén tién liét khang cét tinh hoan di can, ung thu tuyén tién liét khang cit tinh hoan khong
di cin, ung thu tuyén tién liét man cam cat tinh hoan di cén, ung thu tuyén tién 1iét man cam
cét tinh hoan khong di can hodc ung thu tuyén tién liét thé khu tri nguy co cao két hop véi
chit trc ché CYP17. Theo mot s phuong an, chat khdng androgen thé hé thir hai 1a MDV-
3100 hoac 4-[7-(6-Xyan0-5-triﬂometylpyridin-3-yl)-8-6xo-6-thioxo-5,7-diazaspir0[3,4]oct-
5-yl]-2-flo-N-metylbenzamit. Theo mot sé phuong an, chéat khang androgen thé hé tht hai
1aMDV-3100. Theo mét s6 phuong an, chéat khang androgen thé hé thit hai 1a 4-[ 7-(6-xyano-
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5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit.

Theo mdt sé phuong an, sang ché mé ta phuong phép didu tri ung thu tuyén tién liét
& nam gidi hop chét ¢6 cong thire 4-[7-(6-xyano-5-triflometylpyridin-3-y1)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit v6i lidu nim trong khoang tir 30 dén
480mg moi ngay cho nam gidi mac ung thu tuyén tién liét khang cit tinh hoan di can, ung
thu tuyén tién liét khang cét tinh hoan khong di cén, ung thu tuyén tién liét man cam cit tinh
hoan di can, ung thu tuyén tién liét man cam cit tinh hoan khéng di cin hodc ung thur tuyén
tién liét thé khu tra nguy co cao két hop véi chat e ché CYP17.

Theo mét sé phuong an, phuong phap diéu tri ung thu tuyén tién liét con bao gdbm
viée dung luong c6 hiéu qua didu tri cla chit chu van hodc chét déi khang hormon giai
phong gonadotropin cho nam gidi.

Theo mét sé phuong an, chét trc ché CYP17 1a abirateron axetat (Zytiga), TAK-700
(orteronel), TOK-001 (galeteron) hodc VT-464.

Theo mét sé phuong an, chét trc ché CYP17 1a abirateron axetat (Zytiga). Theo mot
s6 phuong an, abirateron axetat (Zytiga) dugc dung véi lidu khoang 500mg mdi ngay dén
1000mg mdi ngay. Theo mot sé phuong 4n, abirateron axetat (Zytiga) dugc dung véi lidu
khoang 1000mg mdi ngay. Theo mot s6 phuong an, abirateron axetat dugc ding két hop véi
prednison. Theo mot s6 phwong 4n, abirateron axetat duwgc ding mot lan mot ngay va
prednison dugc ding hai 1an mot ngay.

Theo mot s6 phuong 4n, chét tre ché CYP17 1a TAK-700 (orteronel). Theo mot s6
phuong an, TAK-700 (orteronel) dugc dung véi lidu khoang 300mg 2 1an mdi ngay dén
600mg 2 1an mdi ngay.

Theo mét s6 phuong 4n, TAK-700 (orteronel) dugc dung véi lidu khoang 300mg 2
1n mdi ngay dén 600mg 2 1an mdi ngay, clng v6i prednison khoéng Smg 2 1an mdi ngay.

Theo mét sb phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua dudng miéng véi lidu
nim trong khoang tir 120 d&én 240mg mdi ngay. Theo mot s6 phuong an, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
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metylbenzamit dugc dung qua duong mi¢ng voi lidu khoang 240mg mdi ngay. Theo mot sb
phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc ding qua duong miéng ¢ dang vién
nang gel mém.

Két hop v6i chat cha van hodc chat d6i khang GNRH

Theo mdt khia canh, sang ché mé ta phuong phip didu tri ung thu tuyén tién liét &
nam gi6i bao gdm viée ding khang androgen thé hé thi hai cho nam gidi méc ung thu tuyén
tidn liét khang ct tinh hoan di cén, ung thu tuyén tién liét khang ct tinh hoan khéong di cin,
ung thu tuyén tién 1iét man cam cat tinh hoan di cin, ung thu tuyén tién 1iét man cam ct
tinh hoan khong di can hodc ung thu tuyén tién liét thé khu tri nguy co cao két hop véi chat
cha van hodc chit dbi khang hormon giai phéng gonadotropin. Theo mot s6 phwong 4n, chét
khang androgen thé hé thi hai 1a MDV-3100 hoic 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-
8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit. Theo mot s6 phuong
4n, chit khang androgen thé hé thtr hai 1d MDV-3100. Theo mét s6 phuong an, chat khang
androgen thé hé tha hai 1a 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit.

Theo mét khia canh, sang ché mé ta phuong phap diéu tri ung thu tuyén tién liét &
nam gi¢i hop chét ¢6 cong thirc 4-[7-(6-xyano-5-triflometylpyridin-3-y1)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit véi lidu nim trong khoang tir 30 dén
480mg mdi ngay cho nam gidi méc ung thu tuyén tién liét khang cit tinh hoan di can, ung
thu tuyén tién liét khang cat tinh hoan khéng di can, ung thu tuyén tién liét man cam ct tinh
hoan di cin, ung thu tuyén tién liét man cam cit tinh hoan khong di cin hodc ung thu tuyén
tién liét thé khu tri nguy co cao két hop véi chét cha van hodc chat dbi khang hormon gidi
phong gonadotropin.

Hormon giai phong gonadotropin (GnRH) cling da biét nhuw Hormon gidi phéng
hormon luteni héa (LHRH).

" Theo mdt s phuong an, chit cha vén hodc chat déi khdng hormon gidi phong
gonadotropin 1a Lupron, Zoladex (Goserelin), Degarelix, Ozarelix, ABT-620 (Elagolix),
TAK-385 (Relugolix), EP-100 hodac KLH-2109. |
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Theo mdt sé phwong 4n, chit chu van hodc chét d6i khang hormon giai phéng
gonadotropin 12 Lupron. Theo mét s6 phuong 4n, Lupron dugc dung dé tiém luu trit v6i lidu
khoang 7,5mg 4 tuan mot lan, hodc 22,5mg 3 thang mat lan, hodc khoang 30mg 4 thang mot
1an, hodc khoang 45mg 6 thang mot lan.

Theo mdt sé phwong 4n, chit chu van hodc chit ddi khang hormon giai phéng
gonadotropin 1a Zoladex (Goserelin). Theo mot s6 phuong 4n, Zoladex (Goserelin) duge
dung dé céy dudi da véi lidu khoang 3,6mg 4 tuadn mot 1an hoac khoang 10,8mg 12 tudn mot
lan.

Theo mdt sé phwong an, chit cha van hodc chit ddi khang hormon giai phéng
gonadotropin 14 Degarelix. Theo mot s6 phuong 4n, Degarelix dugc ding dé tiém dudi da
v6i lidu khoang 240mg sau d6 1a khoang 80mg dugc dung mbi 4 tuan.

Theo mét s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0ox0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua dudng miéng vGi lidu
nim trong khoang tir 120 dén 240mg mdi ngay. Theo mot s6 phuong 4n, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit dugc dung qua duong miéng véi lidu khoang 240mg mdi ngay. Theo mot s6
phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl1]-2-flo-N-metylbenzamit duoc dung qua duong miéng & dang vién
nang gel mém.

Két hop vdi chét bao vé xuong

Ty 1é méc bénh vé xuong thong qua di cin xwong la nguyén nhan chinh gay tir vong
& bénh nhan méic ung thu tuyén tién liét khang cit tinh hoan. Ngoai ra, cic két qua diéu tri
trc ché androgen 1au dai lam giam mat do khoang xuwong va ting kha ning gy xuong. Theo
mdt s phuong 4n, chit bao vé xuong ngin chan/lam cham céc bién ¢b xwong & nam giGi
dwa trén liéu phép e ché androgen (androgen deprivation therapy - ADT) va c6 tién ning
ngan chan/lam cham céac bién ¢ xwong & nam gidi dya trén ADT + 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit. Huy c¢dt bao, théng qua cac tac dung paracrin, c¢6 thé anh huong dén su sinh

truong két truc xuwong. Theo mot s6 phuong an, két hop khang androigen thé hé tht hai bang
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chit bao vé xuong cé thé ngin chan sy hinh thanh cua cac di can xuong va/hodc su sinh
truéng da di cin xwong duge tao thanh.

Theo mot khia canh, sang ché mé ta phwong phap diéu tri ung thu tuyén tién liét &
nam gi6i bao gdm viéc ding khang androgen thé hé tht hai cho nam gi¢i mic ung thu tuyén
tién liét khang cét tinh hoan di cin, ung thu tuyén tién liét khang cat tinh hoan khong di can,
ung thu tuyén tién liét man cam cat tinh hoan di can, ung thu tuyén tién liét man cam cat
tinh hoan khong di can hodc ung thu tuyén tién liét thé khu tri nguy co cao két hop voi chat
bao vé xuong. Theo mot s6 phuong an, chit khang androgen thé hé tht hai 1a MDV-3100
hoic 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-
2-flo-N-metylbenzamit. Theo mdt s6 phuong an, chét khang androgen thé hé tha hai 14
MDV-3100. Theo mét s phuong an, chit khang androgen thé hé thi hai 1 4-[7-(6-xyano-
5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit.

Theo mot khia canh, sang ché mé ta phwong phap diéu tri ung thu tuyén tién liét &
nam gidi hop chét c6 cong thitc 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit vé1 lidu ndm trong khoang tir 30 dén
480mg mdi ngay cho nam gidi mic ung thu tuyén tién liét khang cét tinh hoan di cin, ung
thu tuyén tién liét khang cét tinh hoan khong di cin, ung thu tuyén tién liét man cam cit tinh
hoan di cin, ung thu tuyén tién liét man cam cét tinh hoan khong di cin hodc ung thu tuyén
tién liét thé khu tra nguy co cao bang chat bao vé xuong.

Theo mot sé phuong 4n, phuong phép diéu tri ung thu tuyén tién liét con bao gdm
viée ding luong c6 hiéu qua didu trj cia chét cha van hodc chat déi khang hormon giai
phong gonadotropin cho nam gidi.

Theo mdt ) phuong an, chit bao vé xuong la Denosumab, AMG-0007, CEP-37251,
ALX-0141, Axit zoledronic, Natri alendronat (Fosamax), Pamidronat dinatri (Aredia), Axit
neridronic (Nerixia), Axit minodronic (Recalbon) hodc Risedronat natri (Actonel).

Theo mot sd phuong an, chét bao vé xuong la Denosumab. Theo mot ) phuong an,
Denosumab duoc ding bing cach tiém duéi da véi lidu ndm trong khoang tir 60 dén 120mg

4 tudn mot 14n to 6 thang mot lan.
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Theo mét s6 phuong 4n, chit bao vé xuong 14 axit zoledronic. Theo mot s6 phuong
4n, axit zoledronic 1a dugc ding bang cach tiém trong tinh mach véi lidu khoang 4mg 4 tuan
mot 1an dén 12 tudn mot 1an.

Theo mét s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua dudng mieéng véi lidu
nim trong khoang tir 120 dén 240mg mdi ngay. Theo mot s6 phuong 4n, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc dung qua duong miéng véi lidu khoang 240mg mdi ngay. Theo mot sd
phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspir0[3,4]oct-5-y1]-2-ﬂo-N-metylbenzamit dugc dung qua duong miéng ¢ dang vién
nang gel mém.

Két hop véi xa tri

Birc xa gy ra su chét cia t& bao khoi u thong qua sy cam tng sau d6 do ton thuong
ADN clia co ché té bao chét theo chuong trinh. Su cam tng clia co ché té bao chét theo
chwong trinh trong biéu mé tuyén tién liét va cac té bao ung thu tuyén tién liét thong qua sur
trc ché con dudng tin hiéu androgen ciing dugc tao thanh & ca hai cdc mo hinh tién 1am sang
va & bénh nhan. Gan day, da dugc chtimg minh rang thu thé androgen c6 thé diéu hoa co ché
hdi phuc ADN va do dé su két hop ctia birc xa va sy Grc ché AR c6 tién ning to ting co ché
té bao chét theo chuong trinh qua trung gian gay ton thwong ADN va do d6 hiéu qua chéng
khéi u.

K§ thuét cung cip birc xa dén céac té bao ung thu 14 dit cdc mo ciy phong xa truc tiép
trong khoang khdi u hodc co thé. K¥ thuét nay duge goi 1a xa tri ndi bo (liéu phap phong xa,
xa tri trong hdc, va xa tri trong khoang la céc kiéu xa tri ndi bo). Béng cach sur dung xa tri
ndi bo, buc xa duoc tdp chung trong mot vung nho.

Thuat ngit “xa tri”” hoac “burc xa ion hda” bao gém toan bd cac dang cua buc xa, bao
gdm nhung khong gi6i han dén o, B, va y bic xa va tia cya tim.

Céch khac cung cép birc xa bang cach sir dung cic thudc ¢6 phong xa dung dé chuan
doan bénh. Céc thude c6 phong xa ding dé chuan doan bénh gay ra su chét cua té bao khoi

u thong qua Sy tén thuong ADN va sy cam Umg tiép theo ctia co ché té bao chét theo chuong
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trinh. Alpharadin (Radium-223 Clorua) 1a by phat xa hat anpha ma hoat dong nhu canxi vi
hét va do d6 c¢6 xu huéng dén dich rdi dén xwong va do d6 gan véi di can xuong. Da duge
chimg minh dé kéo dai su sdng & cac bénh nhan méc ung thu tuyén tién liét khang cit tinh
hoan theo nghién ctru pha 3 duge hoan thanh gan day. ""Lu-J591 1a khang thé don dong mat
mién dich dac hiéu d6i véi mién ngoai bao cua khang nguyén mang tuyén tién liét (PSMA)
duoc lién hop véi 7’Lutium kim loai phong xa (bd phat xa beta). Mo hinh biéu hién han ché
ciia PSMA dn dén su cung cép c6 chon loc I7Lutium dén céc té bao ung thu tuyén tién liét
va do d6 lam tang hiéu qua va lam giam cac tac dung phu.

Tin hiéu thu thé androgen tao ra cac té bao ung thu tuyén tién liét béng tin hiéu ton
tai can thiét cho su sinh truéng khéi u chinh va di can. Liéu phéap khang androgen da dugc
thé hién d tang khéi u co ché t bao chét theo chwong trinh trong cac md hinh khéi dau cua
CRPC va biéu hién hidu qua chéng khéi u & nam gi6i. Giam tin hi¢u ton tai théng qua viéc
diéu tri khang androgen sé& ha ngudng apoptotic, 1am ting cac tac dung gy chét té bao cua
céc thude c6 phéng xa dung dé chuan doan bénh. Theo mot s6 phuong 4an, két hop khang
androgen bang ""Lu-J591 ¢6 loi ich bo ‘sung trong PSMA dudi sy kiém soat phién mi tiéu
cuc cua thu thé androgen (v4i su ¢6 mat cua cac muc androgen PSMA tang). Do do, viec
didu tri ung thu tuyén tién liét bang khang androgen thé hé thir hai s& 1am ting cac muc
protein PSMA do d6 lién két 177Lu-J591 hon trén mdi té bao va do d6 tién nang la 1am ting
bure xa gay chét té bao.

Theo mot khia canh, sang ché mé ta phwong phap diéu tri ung thu tuyén tién liét &
nam giGi bao gém viéc ding khang androgen thé hé tha hai cho nam gi6i méic ung thu tuyén
tién liét khang cét tinh hoan di can, ung thu tuyén tién liét khang cat tinh hoan khong di cén,
ung thu tuyén tién liét man cam ct tinh hoan di can, ung thu tuyén tién liét man cdm cét
tinh hoan khong di can hoic ung thu tuyén tién liét thé khu tra nguy co cao két hop véi xa
tri. Theo mot s6 phuong 4n, cht khang androgen thé hé thi hai 1a MDV-3100 hogc 4-[7-(6-
xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro| 3,4 Joct-5-yl]-2-flo-N-
metylbenzamit. Theo mot s phwong an, chit khéang androgen thé hé thtr hai 1a MDV-3100.
Theo mdt s phuong an, chit khang androgen thé hé thir hai 1a 4-[7-(6-xyano-5-
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triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit. v

Theo mét khia canh, séng ché mé ta hop chit co cong thirc 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit dé diéu tri ung thu tuyén tién liét & nam giGi véi lidu nam trong khoang tir
30 dén 480mg mdi ngay cho nam gidi mac ung thu tuyén tién liét khang cit tinh hoan di
cin, ung thu tuyén tién liét khang cit tinh hoan khong di cin, ung thu tuyén tién liét man
cam cét tinh hoan di cin, ung thu tuyén tién liét man cam cit tinh hoan khong di cin hodc
ung thu tuyén tién liét thé khu tri nguy co cao két hop véi xa tri.

Theo mét sé phuong an, phuong phap didu tri ung thu tuyén tién 1iét con bao gdom
viée dung luong c6 hiéu quéa didu tri ciia chit chii van hodc chat déi khang hormon giai
phéng gonadotropin cho nam gidi.

Theo mét s phuong an, xa tri 1a Alpharadin, '""Lu-J591, xa tri bang tia ngoai (bao
gdm Tia proton), hozc liéu phap phong xa.

Theo mét s6 phwong 4n, xa tri 14 Alpharadin. Theo mot s6 phuong an, Alpharadin
duoc ding bang cach tiém trong tinh mach véi lidu nim trong khoang tir 25 dén 50 kBg/kg
4 tudn mét lan.

Theo mdt sé phuong 4n, xa tri 12 '7Lu-J591. Theo mét s6 phuong an, '7"Lu-J591
duge dung bang cach tiém trong tinh mach véi liéu ndm trong khoang tir 30mCi/m2 dén 70
mCi/m2.

Theo mét sé phwong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua dudong miéng voi lidu
nim trong khoang tir 120 d&én 240mg mdi ngay. Theo mot s6 phwong an, 4-[7-(6-xyano-5-
triflometylpyridin-3-y1)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc dung qua duong miéng voi lidu khoang 240mg mdi ngay. Theo mot s6
phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua duong miéng ¢ dang vién
nang gel mém.

Két hop véi chét e ché kinaza
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Céc con dudng tin hidu yéu t6 sinh truéng nhu EGFR va RAS/RAF/Mek 1a cac con
duong trung gian sinh truéng va ton tai té bao khéi u. Theo mot sé phuong 4n, cdc con dudng
nay khong duoc diéu hoa trong ung thu tuyén tién liét (hodc it nhat 1a mot nhém phy) va
chirc nang d@)ng thdi v6i tin hidu thu thé androgen dé thuc déy su tién trién bénh. Theo mot
s§ phuong 4n, e ché dong thoi sy truyén tin hidu AR va tin hiéu yéu té sinh truéng lam
tang hiéu qua ciia viéc diéu tri théng qua quang phd cua bénh ung thur tuyén tién liét.

Di can dén xwong & bénh nhan méc ung thur tuyén tién liét duoc lién quan dén sy dau
va tir vong dang ké. cMet dugc bao ham trong ca tin hiéu tng trudng té bao khdi u, séng
s6t va di can va VEGFR2 thuc diy khéi u hinh thanh mach. Theo mgt s6 phwong an, két hop
khéng androgen thé hé thir hai véi chat trc ché kinaza thich hop s& rc ché mét cach dong
thoi hoat tinh ctia thu thé androgen va tin hidu cMet trong khdi u, va VEGFR2 trong mang
trong khdi u, c6 tiém nang din dén e ché manh mé& ca sy hinh thanh ung thu tuyén tién liét
két hop véi di cin xwong ciing nhu sy sinh trudng cua di cdn xuong duoc tao thanh

Theo mot khia canh, sang ché mé ta phuong phap didu tri ung thu tuyén tién liét &
nam gidi bao gdm viée ding khang androgen thé hé thir hai cho nam gi6i mic ung thu tuyén
tién liét khang cét tinh hoan di cin dugc diéu tri trude béng abirateron axetat, ung thu tuyén
tién liét khéng cét tinh hoan di cin, ung thw tuyén tién liét khang cat tinh hoan khong di cén,
ung thu tuyén tién liét min cam cdt tinh hoan di cin, ung thu tuyén tién 1iét man cam ct
tinh hoan khong di can hoic ung thu tuyén tién liét thé khu tri nguy co cao két hop véi chat
trc ché kinaza. Theo mot s& phuwong 4n, chit khang androgen thé hé thr hai 1a MDV-3100
hoic 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-
2-flo-N-metylbenzamit. Theo mot s6 phwong an, chét khang androgen thé hé thtr hai 14
MDV-3100. Theo mét s6 phuong 4n, chit khang androgen thé hé thi hai 1a 4-[7-(6-xyano-
5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit.

Theo mot khia canh, sang ché mé ta hop chit c6 cong thirc 4-[7-(6-xyano-5-
triflometylpyridin-3-y1)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dé didu tri ung thu tuyén tién liét & nam giéi voi lidu nim trong khoang tir

30 dén 480mg mdi ngay cho nam giéi méc ung thu tuyén tién liét khang cat tinh hoan di can
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duoc diéu tri trudce béng abirateron axetat, ung thu tuyén tién liét khang cit tinh hoan di can,
ung thu tuyén tién liét khang cat tinh hoan khong di can, ung thu tuyén tién liét man cam cat
tinh hoan di cin, ung thu tuyén tién liét man cam cit tinh hoan khong di cin hodc ung thu
tuyén tién 1iét thé khu trd nguy co cao két hop véi chat e ché kinaza.

Theo mét sé phuong an, phuong phap didu tri ung thu tuyén tién liét con bao gdbm
viéc dung luong cé hiéu qua diéu tri cua chét chu van hodc chat ddi khang hormon giai
phong gonadotropin cho nam gidi.

Theo mdt sb phuong an, chét trc ché kinaza muc tiéu 13 hinh thanh mach hoic di cin
xuong. Theo mot s6 phuwong an, chét trc ché kinaza 1a chat (rc ché MET hoiac VEGFR kinaza.
Theo mét sé phwong 4n, chat e ché kinaza la Cabozantinib (XL184), PF-2341066
(Crizotinib), ARQ-197 (Tivantinib), MK-2461, JNJ-38877605, MK-8033, INCB-28060,
BMS-777607, AMG-208, LY-2801653, EMD-1214063, EMD-1204831, AMG-337,
HMPL-504 (Volitinib), SAR-125844, 1.Y2875358, ABR-215050 (Tasquinimod), CHIR-
258 (Dovitinib), EXEL-7647, OSI-930, BIBF-1120, BAY-73-4506 (Regorafenib), BMS-
582664 (Brivanib), JNJ-26483327, AZD-2171 (Cediranib), Sorafenib, Aflibercept,
Enzastaurin, AG-013736 (Axitinib), OSI-632, hodac GSK-786034 (Pazopanib). Theo mdt sb
phwong 4n, chat trc ché kinaza 1a Cabozantinib. Theo mot s6 phuong 4n, Cabozantinib duoc
ding qua dudng miéng v6i lidu ndm trong khoang tir 40 dén 100mg mdi ngay.

Theo mdt sé phuong an, chét e ché kinaza 1a chat e ché EGFR, MEK, hoic SRC
kinaza. Theo mdt s6 phuong an, chit e ché kinaza 1a Erlotinib, Cetuximab, Gefitinib,
Canertinib, Panitumumab, Nimotuzumab, Lapatinib, Vandetanib, Afatinib, MP-412, AEE-
788, Neratinib, XL-647, AC-480, Dacomitinib, AZD-8931, CUDC-101, AP-26113, CO-
1686, Trametinib, Selumetinib, MEK-162, Refametinib, TAK-733, RO-5126766, BI-
847325, AZD6244, GSK1120212, PF-5208763 (Bosutinib), hodc AZD-0530 (Saracatinib).

Theo mdt sé phuong 4n, chét e ché kinaza 1a Erlotinib. Theo mot s6 phuong an,
Erlotinib duge ding qua dudng miéng véi lidu nam trong khoang tir 100mg dén 150 mg.

Theo mdt s§ phuong an, chét we ché kinaza 1a Gefitinib. Theo mot s6 phuong an,

Gefitinib duge ding qua dudng miéng vé6i lidu khoang 250 mg.
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Theo mét sé phuong 4n, chit e ché kinaza 12 Trametinib. Theo mot sO phuong 4n,
Trametinib dugc ding qua dudng miéng véi lidu khoang tir Img dén 2 mg.

Theo mot ) phuong an, chét trc ché kinaza 1a chét Gc ché AKT, RAF, FGFR, hoic
CDK4/6 kinaza. Theo mdt sb phuong an, chit e ché kinaza 1a GDC0068, MK-2206,
AT7867, GSK2110183, GSK2141795, GSK690693, Vemurafenib (PLX4032/RG7204),
GSK2118436, Dabrafenib (GSK208436), LGX818, RAF265, LY2780301, Dovitinib
(TKI1258), BGJ398, AZD4547, PD-0332991 hoac LEEO11.

Theo mét sé phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua duong miéng véi lidu
ndm trong khoang tir 120 d&én 240mg mdi ngay. Theo mot s6 phuong 4an, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc dung qua dudng miéng véi lidu khoang 240mg mdi ngay. Theo mot s
phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua dudng miéng & dang vién
nang gel mém.

Két hop v6i mién dich tri liéu

Tang cac dép trc té bao xytotoxic T 14 nén tang ctia hau hét cac liéu phap mién dich.
Su cét bd androgen da duge chimg minh dé thu duoc su diéu bién chirc ning mién dich ma
do d6 ¢6 thé lam tang thém khéi u nhim muc dich diéu tri mién dich. Cac anh hudng nay
bao gdm, nhung khong gidi han dén: tang té bao CD4+T x4m nhap vao tuyén tién liét; Tang
sb lugng té bao CD8+ T va dai thuc bao trong tuyén tién liét; tang su san sinh tuyén Uuc cua
té bao T va nang cao tong thé mién dich tri liéu trong cAc md hinh dong vat khac nhau. Theo
mdt s6 phuong an, su két hop khang androgen thé hé thir hai (ngoai su cit bé androgen) c6
thé con lam tang su cit bo androgen gay ra cac anh hudng mién dich 1am ting hiéu qua cla
liéu phap mién dich. Ngoai ra, cho rang chirc ning cia liéu phap mién dich thong qua déap
g té bao xytotoxic T din dén cam tng co ché t& bao chét theo chuong trinh cua té bao
khdi u, hoat tinh gy chét té bao theo chwong trinh ctia khéang androgen thé hé thir hai nén
ha thip xudng ngudng co ché té bao chét theo chuong trinh cla cac dép tmg té bao T dua

trén mien dich tri liéu.
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Theo mét khia canh, sang ché mo ta phuong phéap diéu tri ung thu tuyén tién liét &
nam giéi bao gdm viée ding khang androgen thé hé th hai cho nam giéi méc ung thu tuyén
tién liét khang cét tinh hoan di cin, ung thu tuyén tién liét khang cat tinh hoan khong di can,
ung thu tuyén tién 1iét man cam cat tinh hoan di can, ung thu tuyén tién 1iét man cam cat
tinh hoan khéng di can hodc ung thu tuyén tién 1iét thé khu tra nguy co cao két hop véi
Provenge, Prostvac, Ipilimumab, hoac chét e ché PD-1. Theo mdt s6 phuong an, chét khang
androgen thé hé thit hai 1a MDV-3100 hoic 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-
6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit. Theo mdt s6 phuong an, chét
khang androgen thé hé thir hai 1a MDV-3100. Theo mot sé phwong 4n, chit khang androgen
thé hé the hai 1a 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit.

Theo mdt khia canh, sang ché mo ta hop chat c6 cong thuc 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit d& didu tri ung thu tuyén tién liét & nam gi6i voi liéu ndm trong khoang tir
30 dén 480mg mdi ngay cho nam gidi mic ung thu tuyén tién liét khang cit tinh hoan di
can, ung thu tuyén tién liét khang cat tinh hoan khong di cin, ung thu tuyén tién liét man
cam cét tinh hoan di can, ung thu tuyén tién liét man cam cét tinh hoan khéong di can hodc
ung thu tuyén tién liét thé khu tra nguy co cao két hop véi Provenge, Prostvac, Ipilimumab,
hodc chét e ché PD-1.

Theo mét s6 phuong an, phuong phap diéu tri ung thu tuyén tién liét con bao gdm
viée dimg luong c6 hiéu qua diéu tri cua chat chu van hodc chat d6i khang hormon giai
phong gonadotropin cho nam gidi.

Theo mét sb phuong &n, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-
5,7-diazaspiro[3.4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung két hop véi Ipilimumab.
Theo mét s6 phwong 4n, Ipilimumab duge ding bang cach tiém trong tinh mach véi liéu
nim trong khoang tir 1,5 mg/Kg dén 3,0 mg/kg IV 3 tudn 1 14n trong khoang téng s 4 lidu.

Theo mét sé phuong &n, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc ding két hop véi PD-1 chat uc
ché. Theo mét sé phuong an, chat e ché PD-1 1a BMS-936558. Theo mdt s6 phuong an,
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chit tc ché PD-1 12 BMS-936558 va dugc dung bang cach tiém trong tinh mach véi liéu
nim trong khoang tir 1,0 mg/kg dén 10 mg/kg vao ngdy thi 1, 15 va 29 cua chu ky tuan thir
6.

Theo mét s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung két hop véi Provenge. Theo
mdt sé phuong an, 3 lidu Provenge duge ding trong khoang thoi gian 13 2 tuan.

Theo mét s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl1]-2-flo-N-metylbenzamit dugc dung két hop véi Prostvac. Theo
mot sé phuong an, Prostvac duogc ding bang cach tiém duéi da.

Theo mét sé phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dﬁng qua dudng miéng véi lidu
nim trong khoang tir 120 dén 240mg mdi ngay. Theo mot s6 phuong an, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit duoc ding qua dudng miéng véi licu khoang 240mg mdi ngdy. Theo mot s6
phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua dudng miéng ¢ dang vién
nang gel mém.

Két hop véi chat tic ché taxan hozc tubulin

Taxan nhu Docetaxel va Cabazitaxel 1a cac thude chdng phan bao ma e ché sy ting
sinh té bao khdi u va cling gdy ra co ché té bao chét theo chuong trinh cua té bao khoi u.
Theo mdt s6 phuong an, sy két hop khang androgen thé hé thtt hai véi chat &rc ché taxan
hodc tubulin 1am ting dap tmg co ché té bao chét theo chuong trinh va kim hiam phén chia
trong CRPC dén dén lam tang dap tmg chéng khéi u dé diéu tri.

Theo mot khia canh, sang ché mé ta phuong phap diédu tri ung thu tuyén tién liét &
nam gidi bao gdm viée ding khang androgen thé hé thit hai cho nam gi6i méc ung thu tuyén
tién liét khang cit tinh hoan di cin, hodc ung thu tuyén tién liét thé khu tri nguy co cao két
hop véi chét e ché taxan hoac tubulin. Theo mot sé phuong 4an, chit khang androgen thé
hé thir hai 1a MDV-3100 hodc 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit. Theo mot s6 phuong éan, chat khang
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androgen thé hé thi hai 1A MDV-3100. Theo mét s6 phuong an, chat khang androgen thé hé
thr hai 1a 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-
5-yl]-2-flo-N-metylbenzamit.

Theo mot khia canh, sang ché mé ta hop chit c6 cong thic 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit ¢ diéu tri ung thu tuyén tién liét & nam gidi véi lidu nam trong khoang tir
30 dén 480mg mdi ngay cho nam giéi mac ung thu tuyén tién liét khang cat tinh hoan di
can, hodc ung thu tuyén tién 1iét thé khu trd nguy co cao két hop véi chat trc ché taxan hoic
tubulin.

Theo mdt sé phuwong &n, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit duoc dung két hop v6i Docetaxel. Theo
mot s6 phuong an, Docetaxel dugc dung bang cach tiém trong tinh mach véi liéu nim trong
khoang tir 35 dén 75mg/m? 3 tudn 1 lan.

Theo mdt sé phuong &n, 4-[7-(6-xyano-5-triflometylpyridin-3-y1)-8-ox0-6-thioxo-
5,7-diazaspiro[3.4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung két hop v6i Cabazitaxel.
Theo mdt sd phuong an, Cabazitaxel duge dung bang cach tiém trong tinh mach véi lidu
nim trong khoang tir 13 dén 25mg/m? 3 tuan 1 lan.

Theo mdt sé phwong an, phuong phap didu tri ung thu tuyén tién liét con bao gém
viée dung luong c6 hiéu qua diéu tri cua chét cha van hodc chit déi khang hormon giai
phéng gonadotropin cho nam gidi.

Theo mét sé phuong é&n, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit duoc dung qua dudng mie¢ng voi lidu
nim trong khoang tir 120 dén 240mg mdi ngay. Theo mot s6 phuong 4an, 4-[7-(6-xyano-5-
triflometylpyridin-3-y1)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc dung qua duong miéng voi lidu khoang 240mg mdi ngay. Theo mét s6
phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung qua dudng miéng & dang vién
nang gel mém.

Két hop v6i thé tiép hop cua duge chit khang thé khang STEAP-1
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Thé tiép hop ctia duge chét khang thé khang STEAP1(ADC) phan chia mét cach chon
loc chét chéng phan bao véi cac té bao tuyén tién liét biéu hién STEAP1. Piéu nay dan dén
tang khéi u ¢6 chon loc theo co ché té bao chét theo chwong trinh cua té bao khéi u.

Theo mot khia canh, sang ché mé ta phwong phap didu tri ung thu tuyén tién liét &
nam gi6i bao gdm viéc ding khang androgen thé hé tht hai cho nam gii mic ung thu tuyén
tién liét khang cét tinh hoan di cin, ung thu tuyén tién liét khang cit tinh hoan khong di cin,
ung thu tuyén tién 1iét man cam ct tinh hoan di can, ung thu tuyén tién liét man cam cat
tinh hoan khéong di can hodc ung thu tuyén tién liét thé khu tri nguy co cao két hop v6i thé
tiép hop cua duoc chit khang thé khang STEAP-1. Theo mt s6 phuong 4an, chat khang
androgen thé hé thtr hai 1a MDV-3100 hoic 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-
6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit. Theo mét s phuong an, chét
khéang androgen thé hé thtr hai 1a MDV-3100. Theo mdt s6 phwong 4n, chit khang androgen
th8 hé the hai 1a 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-
diazaspiro[3.4]oct-5-yl]-2-flo-N-metylbenzamit.

Theo mdt khia canh, sang ché mé ta hop chat c¢6 cong thiuc 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit d& didu tri ung thu tuyén tién liét & nam gisi véi Jidu nam trong khoang tir
30 dén 480mg mdi ngay cho nam gidi mic ung thu tuyén tién liét khang cat tinh hoan di
can, ung thu tuyén tién liét khang cit tinh hoan khong di can, ung thu tuyén tién liét man
cam cét tinh hoan di cin, ung thu tuyén tién liét man cam cit tinh hoan khong di cén hodc
ung thu tuyén tién 1iét thé khu tri nguy co cao két hop v6i thé tiép hop clia duge chat khang
thé khang STEAP-1 .

Theo mét sé phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-o0x0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit duge dung két hop véi thé tiép hop cua
duge chat khang thé khang STEAP-1 . Theo mot s6 phuong an, 4-[7-(6-xyano-5-
triflometylpyridin-3-y1)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl1]-2-flo-N-
metylbenzamit dugc dung két hop v6i RG7450 (DSTP3086S).
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Theo mét s6 phuong an, phuong phap diéu tri ung thu tuyén tién liét con bao gdbm
viée dung luong co hiéu qua didu tri cla chat chii van hodc chat dbi khang hormon giai
phong gonadotropin cho nam gidi.

Theo mét sé phuong &n, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua dudng miéng voi lidu
nim trong khoang tir 120 dén 240mg mdi ngay. Theo mot s6 phuong an, 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit dugc dung qua duong miéng voi lidu khoang 240mg mdi ngay. Theo mot sd
phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung qua dudng miéng & dang vién
nang gel mém.

Két hop vdi chét Ge ché HSP

Ho protein s¢ nhiét 1a chat diéu hoa quan trong cho su tang truéng va su ton tai té
bao khdi u thong qua sy diéu hoa chirc ning protein khach thé cua né. Cac protein khach thé
nay bao gdm céc gen sinh ung thu nhu HER2 va Raf ciing nhu thy thé androgen (AR), tat
c4 trong s6 chiing déu 1a chat kich thich ung thu tuyén tién liét su sinh trudng va su ton tai.

Theo mdt s6 phuong an, liéu phéap két hop cia chat e ché HSP9O/HSP27 (OGX-
427) véi khang androgen thé hé thtr hai dan dén trc ché su truyén con dudng tin hiéu AR &
2 nut riéng biét va do d6 c6 tién nang lam ting c4c hé qua didu tri théng qua quang pho cia
CRPC.

Theo mot khia canh, sang ché mb ta phuong phap didu tri ung thu tuyén tién liét &
nam gi6i bao gdbm viéc ding khang androgen thé hé thir hai cho nam gidi mic ung thu tuyén
tién liet khang ct tinh hoan di can, ung thu tuyén tién liét khang cat tinh hoan khong di can,
ung thu tuyén tién liét man cam cét tinh hoan di can, ung thu tuyén tién liét man cam cét
tinh hoan khong di can hodc ung thu tuyén tién liét thé khu tri nguy co cao két hop véi chat
diéu bién qua trinh protein séc nhiét 90 (HSP90) hoic protein soc nhiét 27 (HSP27). Theo
mot s6 phuwong 4n, chit khang androgen thé hé tha hai 1a MDV-3100 hoc 4-[7-(6-xyano-5-
triflometylpyridin-3-y1)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit. Theo mot sé phuong an, chit khang androgen thé hé thtr hai 1a MDV-3100.
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Theo mdt sé phuong &n, chat khang androgen thé hé thir hai 1a 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit.

Theo mét khia canh, sang ché mé ta hop chat c6 cong thie 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dé diéu tri ung thu tuyén tién liét & nam gidi v6i lidéu nam trong khoang tir
30 dén 480mg mdi ngdy cho nam gidi méc ung thu tuyén tién liét khang cit tinh hoan di
cdn, ung thu tuyén tién liét khang cit tinh hoan khong di cdn, ung thu tuyén tién liét man
cam cit tinh hoan di cin, ung thu tuyén tién 1iét man cam cit tinh hoan khong di cin hodc
ung thu tuyén tién liét thé khu trd nguy co cao két hop v6i chit didu bién qua trinh protein
séc nhiét 90 (HSP90) hodc protein sdc nhiét 27 (HSP27).

Theo mét sé phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung két hop voi OGX-011
(Custirsen), OGX-427, AUY922, HSP990, PF-04928473, PF-04929113 (SNX-5422),
Retaspimycin hodc AT13387.

Theo mét sé phuong &n, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung két hop voi OGX-011
(Custirsen). Theo mot s6 phuong 4n, OGX-011 (Custirsen) duge dung béng cach tiém trong
tinh mach vé6i lidu ndm trong khoang tir 320mg dén 640mg mdi tuan mot 1an.

Theo mét s6 phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dung két hop voi OGX-427. Theo
mot sé phuong an, 0GX-427 duge ding bang cach tiém trong tinh mach véi lidu tai nam
trong khoang tir 300 dén 600mg tiép theo 1a khoang tir 500 dén 1000mg mai tudn mot 1an.

Theo mot sé phuong an, phuong phap didu tri ung thu tuyén tién liét con bao gdm
viée ding lugng co hiéu qua diéu trj cua chét chu van hodc chit di khang hormon giai
phong gonadotropin cho nam gidi.

Theo mdt sé phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua dudong miéng véi lidu

nim trong khoang tir 120 dén 240mg mdi ngay. Theo mot s6 phuong 4n, 4-[7-(6-xyano-5-
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triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit dugc dung qua duong miéng véi lidu khoang 240mg mdi ngay. Theo mot s6
phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dung qua dudng miéng ¢ dang vién
nang gel mém.

Chién luge két hop khac

Theo mot khia canh, dwoc boc 10 ¢ day la viée su dung 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit trong viéc diéu tri ung thu vl & ngudi két hop v6i it nhat mot Iya chon diéu
tri bd sung dbi v6i ung thu vii. Theo mét s6 phwong an, it nhit mot lwa chon diéu tri bo sung
bao gébm ung thu vi phau thuit. Theo mot s6 phuong 4n, ung thu va phau thuat bao gom cat
b6 khéi u va, cit bo va, nut sinh thiét du phong, hoac bdc tach nut bach huyét nach. Theo
mot s6 phuong an, it nhat mét lya chon diéu tri bd sung bao gém xa tri. Theo mot sd phuong
an, birc xa bao gdm birc xa tia bén ngoai hodc liéu phap phong xa. Theo mot s6 phuong an,
it nhat mot lua chon diéu tri bd sung bao gém liéu phap hormon (tuc la liéu phap chin
hormon). Theo mét sé phuong 4n, liéu phap hormon bao g0m viée sir dung chat didu bién
estrogen thu thé c6 chon loc (selective estrogen receptor modulator - SERM) (vi du
tamoxifen), chat Gc ché aromataza (vi du anastrozol (Arimidex), letrozole (Femara) va
exemestan (Aromasin)), hodc fulvestrant (Faslodex). Theo mot s6 phuong an, it nhat mot
lua chon didu tri bd sung bao gém phau thuat dé loai bo buéng trung hodc céc tri liéu dé
ngan chan budng trimg khoi tao ra estrogen. Theo mot sb phuong an, it nhit mot Iya chon
didu tri bd sung bao gdm viéc sir dung trastuzumab (Herceptin), lapatinib (Tykerb), hodc
bevacizumab (Avastin). Theo mét sé phwong an, it nhat mot Iua chon diéu tri bd sung bao
gdm viée st dung céc thude tao xuong dé ngan chin tai phat ung thu v (vi du axit zoledronic
(Reclast, Zometa)).

Theo mot khia canh, dwoc boc 10 ¢ day la viéc st dung 4-[7-(6-xyano-5-
triflometylpyridin-3-y1)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit trong viéc diéu tri u xo tir cung & ngudi két hop vdi it nhat mot lwa chon diéu

tri bo sung cho u xo tir cung. Theo mot ) phuong an, it nhét mot lya chon diéu tri bd sung
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bao gdm viée sir dung chat chti van hoic chit d6i khang hormon gidi phéng gonadotropin
(GnRH), dung cu dat trong t& cung gidi phong progestin (intrauterine device - IUD),
androgen, thuc khang viém khong cé steroid (nonsteroidal anti-inflammatory drug -
NSAIDs), thu thuat cit bo tir cung, hodc thu thuat ¢t bé u co.

Theo mot khia canh, dugc boc 10 & day la viéc su dung 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl1]-2-flo-N-
metylbenzamit trong viéc diéu tri bénh lac noi mac tir cung & ngudi két hop véi it nhat mot
lwa chon diéu trj bd sung ddi véi bénh lac ndi mac tir cung. Theo mot sb phuong én, it nhét
mot lua chon didu tri bd sung bao gém viéc sir dung cac tri liéu gdy dau, va/hodc céc liéu
phap hormon. Theo mét s phuong an, cac liéu phdp hormon bao gdm thudc tranh thai
hormon, chit chu van va chit dbi khang hormon giai phéng gonadotropin (Gn-RH),
Danazol, medroxyprogesteron (Depo-Provera) va cac chat tic ché aromataza.

Céc kit/cac vat dung san xuét

Dé viée sir dung theo cac phuong phap diéu tri str dung duge mo ta & day, cac kit va
cac vat dung san xuét cling dugc mo ta & day. Cac kit ndy bao gdm bao g6i hodc vt chia
ma dugce chia thanh ngan dé dung mot hodc nhidu liéu duge pham dugce boc 16 & day. Cac
vat chira thich hgp bao gém, vi du, chai. Theo mét phuong an, cac vat chira dugc tao ra tir
cac nguyén liéu khac nhau nhu thiy tinh hodc nhua.

Céc vét dung san xuat dugc dé xuat & day chira cac nguyén liéu bao goéi. Cac nguyén
liéu bao go6i dung dé sir dung dé bao goi cac duge pham bao gdm,vi dy, bang sang ché My
s6 5,323,907, 5,052,558 va 5,033,252. Cac vi du cac nguyén liéu duge bao goéi bao gém,
nhung khong gidi han dén, vi thudc, chai, 6ng, tui, vat chira va cac nguyén li€u bao goi bat
k¥ thich hop ding cho ché pham duge chon va ché d dung va diéu tri c6 muc dich.

Kit thuong bao gdm cac nhan liét ké cac ham luong va/hoic huéng dan st dung, va
bao g6i duoc dan hudng dan sir dung. Ban ghi huéng dan ciing thudong dugc bao gom.

Theo mdt phuong an, nhan hi¢u trén hodc dugc gén v6i vat chira. Theo mdt phuong
an, nhan hiéu trén vat chtra khi chtr, s6 hodc céac ky tu khac tao ra nhan hiéu duoc gén, duoc
¢p hodc dugc khéc 1én chinh vét chira; nhan hiéu dugc gén v6i vat chura khi nd c6 trong

khoang chira hodc vat mang ma gitt vat chira,vi du, bao bi. Theo mdt phuwong an, nhan hi¢u
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dugc su dung chi ra rr?mg cac ham lugng dugc sir dung cho tng dung didu tri cu thé. Nhan
hiéu ciing chi ra cac hudng str dung cac ham lugng, nhu theo cadc phuong phap duoc mo ta
o day.

Theo mot vai phuong an, cac dugc phém duoc dat trong bao goéi hoac thiét bi phan
phdi ma chira mot hodc nhiéu dang lidu don vi chira hop chét dugc tao ra & day. Bao goi, vi
du, chira kim loai hoac 1a chit déo, nhu bao bi xép. Theo mot phuong &n, bao gbi hodc thiét
bi phan phdi duge kém theo cac hudng dan st dung. Theo mét phuong an, bao géi hodc thiét
bi dinh Iugng ciing dugc kém theo to luu y dugce gén véi vat chira ¢ dang dugce quy dinh boi
co quan chinh phu diéu chinh viéc san xuét, viéc sir dung, hodc viéc ban cac dugc phém, ma
to Iuu ¥ phan anh su phé chuan boi co quan v& su tao thanh cua thude dung cho nguoi hoic
tht y. To luu ¥ nay, vi du, 13 viée ghi nhan dugc phé chudn boi Cuc quan ly thue pham va
duge pham Hoa ky dung cho cac don thudc, hodc bd sung san pham dugc chap thuan. Theo
mot phuong an, cac ché pham chira hop chét duoc dé xuat & day duoc tao ra trong chit mang
duoc tuwong hop cling dugc diéu ché, duoc dat trong vat chira thich hgp, va dugc dan nhan
didu tri tinh trang bénh dugc chi dinh.

Céc chit chi thi sinh hoc

Theo mot s phuwong an, hidu qua diéu tri bing khang androgen thé hé tht hai (vi du
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit) dugc danh gia bang cach phén tich bat ky mot trong s6 diém sau: cac
té bao khoi u di chuyén (circulating tumor cell’s -CTC’s); [18F]-flodihydrotestosteron—chup
xa hinh cét 16p Positron (FDHT-PET); cic dong hoc PSA; su diéu bién gen dich AR trong
khdi u chinh (cac nghién ctru ta duge méi/trude phau thuat), cic sinh thiét khdi u va trong
CTC; Ki67, TUNEL va cac chét chi thi khéc cua su tang sinh va co ché té bao chét theo
chuong trinhy trong khéi u chinh (cac nghién ctru td duge méi/trude phau thuat), cac sinh
thiét khéi u va trong cac CTC; transmembran proteaza, (TMPRSS2:dung hop ERG) dung
hop serin 2 (TMPRSS2)-v-ets erythroblastosis virus E26 oncogen homolog (ERG); hodc su
c6 trude bat ky trong khdi u chinh khi ¢t bo tuyén tién liét toan phan hoic trong cac sinh

thiét dan CT.
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Theo mdt s6 phuong an, sy dém cia ban than céc té bao khdi u di chuyén (circulating
tumor cell’s -CTC’s) 1a mét chét chi thi sinh hoc va c6 thé doén trude két qua. S6 CTC &
luong chuin va luong thay ddi trén khoang thoi gian bét lgi (>5 CTC/7,5 ml clia mau) dén
thuan loi (< 5 CTC/7,5 ml cua mau) da dugce chimg minh c6 twong quan véi su tdn tai duge
cai thién vé& mit thong ké & bénh nhan méc di can CRPC. S6 CTC & lugng chuan ciing da
lién quan dén nguy co tir vong. S8 CTC cao hon & lwong chuan twrong quan v&i nguy co tir
vong cao vi ung thu tuyén tién liét. Theo mot s6 phuong 4n, bang cach st dung CTC’s dé
x4c dinh PTEN/PI3K, PHLPP1, hoic tinh trang AR, duoc st dung dé phan 16p bénh nhan
ciing nhu su chi dinh két qua. Theo mot sé phuong an, truy van CTC d6i v6i su bién ddi gen
¢6 thé thue hién duoc. Theo mot sé phuong an, danh gia PTEN/PI3K va hogc tinh trang AR
& luong chudn c6 tién nang ddi vi ké hoach didu tri ca thé héa ddi voi bénh nhan méc ung
thu tuyén tién liét di cdn bing cach tao ra liéu phap két hop thich hop (vi du c6 chét trc ché
PI3K trong bénh nhan méc mit PTEN trong khéi u) hodc lya chon diéu tri khéc cho bénh
nhan bing su bién ddi AR ma 1am cho chung khé c6 thé dap g dén chat khang androgen
th hé the hai (vi du 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-o0xo0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit).

FDHT-PET da dugc ching minh la chét chi thi sinh hoc dugc hitu dung dung cho cac
thudc khang androgen. Theo mot s§ phuong an, ¢6 thé chi dan muc liéu t6i thiéu ma s& dan
dén su e ché androgen manh bai khdng androgen thé hé th hai (vi du 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit).

Tuong tu v6i CTC, nhiing thay doi trong dong hoc PSA trong khi diéu tri ung thu
tuyén tién liét c6 thé yéu t6 tién luong d6i v6i loi ich 1am sang. Nam giéi méc ung thu tuyén
tién liét di can c6 cac mirc PSA Ia 4ng/ml hodc nho hon sau 7 thang dua trén li€u phéap
hormon d& duge chimg minh 14 ¢6 su ton tai lau hon va 30 % PSA declin trong khoang 3
thang cua hoa tri liéu da dugc két hop véi su ton tai 1au hon.

Liét ké cac phuong 4n sau ddy nhdm bd sung, chir khong phai bién déi hoic thay thé

cac phan mo ta néu trén.

-72-



31502

Phuong an 1. Phuong phap didu tri ung thu tuyén tién liét nghiém trong & nam gidi
bao gdm viéc dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl1]-2-flo-N-metylbenzamit (I), hoac mudi duoc dung cua ching, véi
lidu ndm trong khoang tir 30 dén 480mg mdi ngay cho nam gisi méc ung thu tuyén tién liét
man cam cét tinh hoan, ung thu tuyén tién liét khang cét tinh hoan, hodc ung thu tuyén tién

liét thé khu tri nguy co cao.
O
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Phuong 4n 2. Phuong phép theo phuong 4n 1, trong d6 ung thu tuyén tién liét khang
ct tinh hoan 12 ung thu tuyén tién liét khang cat tinh hoan di cén.

Phuong 4n 3. Phuong phéap theo phuong én 2, trong d6 ung thu tuyén tién liét khang
cét tinh hoan di cin 12 ung thu tuyén tién liét khéng cét tinh hoan di can d& diéu tri bang hoa
tri liéu hodic ung thu tuyén tién liét khang cét tinh hoan di cin dwoc didu tri truée bing
abirateron axetat.

Phuong 4n 4. Phuong phap lam giam cac mirc khang nguyén dac hi¢u tuyén tién liét
& nam gidi méc ung thu tuyén tién liét nghiém trong bao gém viéc dung 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit, hodc mubi duge dung cua ching, véi lidu ndm trong khoang tir 30 dén
480mg mdi ngay cho nam gidi méc ung thu tuyén tién liét man cam cit tinh hoan, ung thu
tuyén tién liét khang cit tinh hoan, hodc ung thu tuyén tién liét thé khu tri nguy co cao.

Phuong 4n 5. Phuong phép theo phuong an 4, trong d6 cac murc khang nguyén dac
hiéu tuyén tién liét & nam gidi duge gidm it nhat 14 50% tir lvong chuan sau khoang 3 thang
ding  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit, hodc mudi duoc dung cta ching, dua trén phac do liéu hang

ngay lién tuc.
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Phuong 4n 6. Phuong phap diéu tri ung thu vii, chimg ram 16ng phu thudc androgen,
chung rung toc androgen, u xo tir cung, u mém co tron, ung thu ndi mac tr cung hodc bénh
lac ndi mac tir cung & ngudi bao gém viée ding 4-[7-(6-xyano-5-triflometylpyridin-3-y1)-8-
0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit, hoac mubdi dugc dung
ctia chiing, v6i lidu nam trong khoang tir 30 dén 480mg mdi ngay cho ngudi mac ung thu
vi, chirng ram 16ng phuy thudc androgen, chimg rung téc androgen, u xo tir cung, u mém co
tron, ung thu ndi mac tir cung hodc bénh lac ndi mac tir cung.

Phuong an 7. Phuong phép theo bat ky trong s6 cac phwong 4n tir 1 dén 6, trong d6
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[ 3,4 Joct-5-yl]-2-
flo-N-metylbenzamit, hoic mudi dugc dung ciia ching, dugc dung qua dudng miéng cho
ngudi & dang vién nang gel mém.

Phuong an 8. Phuong 4n theo bat ky trong s6 cac phuong an tir 1 dén 7, trong do 4-
[7-(6-Xyan0—5-triﬂometylpyridinv-B-yl)-8-oxo-6-thiox0-5,7-diazaspir0[3,4]0ct-5-y1]-2-ﬂ0-
N-metylbenzamit, hoic mudi dugc dung ciia ching, duge ding qua dudng miéng cho ngudi
& dang vién nang gel mém véi liéu khoang 180mg mdi ngay dén 480mg mai ngay.

Phuong an 9. Phuong 4n theo bat ky trong s6 cac phuong an tir 1 dén 8, trong do 4-
[7-(6-xyano-5-triflometylpyridin-3-y1)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-
N-metylbenzamit, hodc mubi duge dung cua ching, dugce dung qua duong miéng cho ngudi
0 dang vién nang gel mém véi lidu khoang 180mg mdi ngdy, khoang 240mg mdi ngay,
khoang 300mg mdi ngay, khoang 390mg mdi ngdy, hodc khoang 480mg moi ngay.

Phuong an 10. Phwong 4n theo bat ky trong sb cac phuong an tir 1 to 8, trong d6 4-
[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-
N-metylbenzamit, hodc mubi dugc dung cua ching, dugc dung qua duong miéng cho nguoi
& dang vién nang gel mém véi liéu khoang 240mg mdi ngdy.

Phuong 4n 11. Phuong 4n theo bat ky trong sb cac phwong an tir 7 to 10, trong d6 4-
[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-
N-metylbenzamit, hodc mubi duge dung cua ching, duge dung qua dudng miéng cho nguoi

dwa trén phac do liéu hang ngay lién tuc.
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Phuong 4n 12. Phuong phéap diéu tri ung thu tuyén tién liét & nam gidi bao gom viée
ding  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit, hodc mudi duoc dung cua chung, véi lidu nam trong khoang tir
30 dén 480mg mdi ngay cho nam giGi méc ung thu tuyén tién liét khéang ct tinh hoan di cin
duoc diéu tri trude béng abirateron axetat, ung thu tuyén tién liét khang cit tinh hoan di cén,
ung thu tuyén tién liét khang cat tinh hoan khong di can, ung thu tuyén tién liét man cam cét
tinh hoan di cin, ung thu tuyén tién liét man cam cit tinh hoan khéong di cin hodc ung thu
tuyén tién liét thé khu tri nguy co cao két hop v&i chét trc ché phosphoinositit 3-kinaza
(PI3K), Chét trc ché TORC, hodc chét trc ché PI3K/TORC kép.

Phuong an 13. Phuong phap theo phuwong 4n 12, con bao gdm viée dung lugng c6
hiéu- qué didu trj cta chit cha van hodc chét d6i khang hormon gii phéng gonadotropin cho
nam gioi.

Phuong an 14. Phuong phéap theo phuong an 12 hodc phuong an 13, trong do chét trc
ché phosphoinositit 3-kinaza (PI3K), Chét trc ché TORC, hoac chét trc ché PI3K/TORC kép
1a everolimus, BEZ-235, BKM120, BGT226, BYL-719, GDC0068, GDC-0980, GDC0941,
GDC0032, MK-2206, OSI-027, CC-223, AZD8055, SAR245408, SAR245409,
PF04691502, WYE125132, GSK2126458, GSK-2636771, BAY806946, PF-05212384,
SF1126, PX866, AMG319, ZSTK474, Call01, PWT33597, LY-317615 (enzastaurin
hydroclorua), CU-906, hoac CUDC-907.

Phuong an 15. Phuong 4n theo bét ky trong s cdc phuong 4n tir 12 dén 14, trong d6
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, hodc mudi dugc dung ctia chiung, duge ding qua dudng miéng véi
lidu ndm trong khoang tir 120 dén 240mg mdi ngay.

Phuong an 16. Phuong 4n theo bét ky trong s cic phuong 4n tir 12 dén 15, trong d6
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, hodc mudi dugc dung ctia ching, duge ding qua dudng miéng véi
lidu khoang 240mg mdi ngay.

Phuong an 17. Phuong 4n theo bét ky trong s cdc phuong 4n tir 12 dén 16, trong d6
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
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flo-N-metylbenzamit, hoic mudi duoc dung cia ching, duge ding qua dudng miéng & dang
vién nang gel mém.

Phuong 4an 18. Phuong 4n theo bt ky trong s6 cac phuong an tir 12 dén 17, trong d6
chat tre ché TORC 14 everolimus.

Phuong 4an 19. Phuong phép theo phuong an 18, trong d6 everolimus dugc dung voi
lidu ndm trong khoang tir 5 dén 20mg mdi ngay.

Phuong 4n 20. Phuong phap theo phuong an 18, trong d6 everolimus dugc dung voi
lidu khoang Smg mdi ngay hodc khoang 10mg mdi ngay.

Phuong an 21. Phuong phap diéu tri ung thu tuyén tién liét & nam giGi bao gdm viée
dung  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit, hodc mudi duge dung cia ching, v6i lidu ndm trong khoang tir
30 dén 480mg mdi ngay cho nam gidi méc ung thu tuyén tién liét khang cit tinh hoan di
can, ung thu tuyén tién liét khang cat tinh hoan khong di can, ung thu tuyén tién liét man
cam cét tinh hoan di can, ung thu tuyén tién liét man cam cit tinh hoan khéng di cin hogc
ung thu tuyén tién liét thé khu tra nguy co cao két hop véi chét trc ché CYP17.

Phuong an 22. Phuong phéap theo phuong 4n 21, con bao gdm viéc dung lugng c6
hiéu qua didu trj ctia chat chii van hodc chét d6i khang hormon giai phong gonadotropin
cho nam gidi.

Phuong an 23. Phuong phéap theo phuong an 21 hodc phuong 4n 22, trong do chat
{rc ché CYP17 1a abirateron axetat (Zytiga), TAK-700 (orteronel), TOK-001 (galeteron)
hoac VT-464.

Phuong an 24. Phuong 4n theo bét ky trong s6 cac phuong 4n tir 21 dén 23, trong d6
4-[7-(6-xyano-5-triflometylpyridin-3-yl1)-8-0x0-6-thioxo-5,7-diazaspiro[ 3,4 Joct-5-yl]-2-
flo-N-metylbenzamit, hodc mudi dugc dung cia ching, duge dung qua dudng miéng véi
lidu ndm trong khoang tir 120 dén 240mg mdi ngay.

Phuong 4n 25. Phuong an theo bat ky trong sé cac phwong 4n tir 21 dén 24, trong d6
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[ 3,4 ]oct-5-y1]-2-
flo-N-metylbenzamit, hoic mudi duoc dung cia chiing, dwgc ding qua dudng miéng voi

lidu khoang 240mg mdi ngay.
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Phuong an 26. Phuong an theo bat ky trong sé cac phuong an tir 21 dén 25, trong d6
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-
flo-N-metylbenzamit, hoac mudi duoc dung ciia chung, dugc ding qua dudng miéng & dang
vién nang gel mém.

Phuong 4n 27. Phuong phap theo bat ky trong sé cac phuong an tir 21 dén 26, trong
d6 chit tc ché CYP17 14 abirateron axetat (Zytiga).

Phuong 4n 28. Phuong phap theo phuong an 27, trong d6 abirateron axetat (Zytiga)
duoc ding v6i lidu khoang 500mg dén 1000mg mdi ngdy cing véi prednison voi liéu khoang
5mg 2 lan mdi ngay.

Phuong 4n 29. Phuong phap theo phuong an 28, trong d6 abirateron axetat (Zytiga)
duoc dung véi lidu khoang 1000mg mdi ngay.

Phuong an 30. Phuwong phap theo bat ky trong s6 cac phuong an tir 21 dén 26, trong
d6 chét trc ché CYP17 1a TAK-700 (orteronel).

Phuong 4n 31. Phuong phap theo phuong an 30, TAK-700 (orteronel) dugc dung v6i
lidu khoang 300mg 2 1an mdi ngay dén 600mg 2 1an mdi ngay.

Phuong 4n 32. Phuong phéap theo phuong an 30 hodc phuong an 31, ma TAK-700
(orteronel) dugc dung véi liéu khoang 300mg 2 1An mdi ngay dén 600mg 2 lan mdi ngdy,
clng v6i prednison khoang Smg 2 1dn mdi ngay

Phuong 4n 33. Phuong phap didu tri ung thu tuyén tién liét & nam giéi bao gém viéc
ding  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit, hoac mudi duge dung ciia chiing, véi lidu ndm trong khoang tir
30 dén 480mg mdi ngay cho nam gisi mic ung thu tuyén tién liét khang cat tinh hoan di
can, ung thu tuyén tién liét khang cét tinh hoan khong di can, ung thu tuyén tién liét man
cam cét tinh hoan di can, ung thu tuyén tién liét man cdm cit tinh hoan khong di cin hoic
ung thu tuyén tién 1iét thé khu tri nguy co cao két hop v6i chat chi van hodc chat d6i khang
hormon giai phong gonadotropin.

Phuong an 34. Phuong phép theo phuong an 33, trong do chat chu van hodc chat d6i
khang hormon giai phong gonadotropin 1a Lupron, Zoladex (Goserelin), Degarelix,

Ozarelix, ABT-620 (Elagolix), TAK-385 (Relugolix), EP-100 hodc KLH-2109.
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Phuong 4n 35. Phuong phép theo phuong an 33 hodc phuong an 34, trong d6 4-[7-
(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit, hoic mubi dugc dung cia chiing, dugce dung qua dudng miéng véi liéu ndm
trong khoang tir 120 dén 240mg mdi ngay.

Phuong én 36. Phuong an theo bét ky trong sé cac phuong an tir 33 dén 35, trong d6
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[ 3,4 ]oct-5-y1]-2-
flo-N-metylbenzamit, hoic mudi dugc dung cta ching, dugc ding qua dudng miéng véi
lidu khoang 240mg mdi ngay.

Phuong 4n 37. Phuong 4n theo bat ky trong sé cac phuong an tir 33 dén 36, trong d6
4-[7-(6-xyano-5-triflometylpyridin-3-y1)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, hoac mubi duge dung cua ching, dugc dung qua dudng miéng ¢ dang
vién nang gel mém.

Phuong 4n 38. Phuong 4n theo bét ky trong sé cac phuong an tir 33 dén 37, trong d6
chét chu van hodc chit d6i khang hormon giai phéng gonadotropin 1a Lupron.

Phuong 4an 39. Phuong phap theo phuong an 38, trong d6 Lupron dwgc dung dé tiém
luu trit véi lidu khoang 7,5mg 4 tudn mot lan, hoic 22,5mg 3 thang mot lan, hodc khoang
30mg 4 thang mot lan, hodc khoang 45mg 6 thang mot ln.

Phuong 4n 40. Phuong 4n theo bat ky trong sé cac phuong an tir 33 dén 37, trong d6
chét cha van hodc chat di khang hormon giai phéng gonadotropin 1a Zoladex (Goserelin).

Phuong 4n 41. Phuong phép theo phuong an 40, trong d6 Zoladex (Goserelin) dugc
dung dé cdy dudi da véi liéu khoang 3,6mg 4 tudn mot 1an hodc khoang 10,8mg 12 tudn mot
lan.

Phuong an 42. Phuong phép theo bét ky trong sb cac phuong an 33 dén 37, trong d6
chét chu van hodc chat dbi khang hormon giai phong gonadotropin 12 Degarelix.

Phuong 4n 43. Phuong phap theo phuong an 42, trong d6 Degarelix dugc dung aé
tiem dudi da v6i lidu khoang 240mg sau d6 1a khoang 80mg duge ding mdi 4 tuan.

Phuong an 44. Phuong phap didu tri ung thu tuyén tién liét & nam giéi bao gdm viée
dung 4-[7-(6-Xyano-5-triﬂometylpyridin—3-yl)-8-0x0-6—thioxo-5,7-diazaspiro[3,4]0ct-5-

y1]-2-flo-N-metylbenzamit, hodc mudi duoc dung cua ching, v6i lidu nam trong khodng tir
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30 dén 480mg mdi ngdy cho nam gidi méc ung thu tuyén tién liét khang cét tinh hoan di
cin, ung thu tuyén tién liét khang cét tinh hoan khéong di can, ung thu tuyén tién li¢t man
cam cét tinh hoan di cin, ung thu tuyén tién liét man cam cit tinh hoan khéong di can hodc
ung thu tuyén tién liét thé khu tri nguy co cao két hop v&i chét bao vé xuong.

Phuong an 45. Phuong phép theo phuong an 44, con bao gbm viéc dung luong c6
hiéu qua diéu tri cia chat chti van hodc chat d6i khang hormon giai phéng gonadotropin cho
nam gioi.

Phuong an 46. Phuong phap theo phuong an 44 hodc phuong an 45, trong do chat
bao vé xuong 1a Denosumab, AMG-0007, CEP-37251, ALX-0141, Axit zoledronic, Natri
alendronat (Fosamax), Pamidronat dinatri (Aredia), Axit neridronic (Nerixia), Axit
minodronic (Recalbon) hodc Risedronat natri (Actonel).

Phuong an 47. Phuong an theo bét ky trong s6 cac phuong an tir 44 dén 46, trong do
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, hodc mubi duge dung cua chung, dugc dung qua dudng miéng v6i
lidu nam trong khoang tir 120 dén 240mg mdi ngay.

Phuong an 48. Phuong &n theo bét ky trong sd cac phuong an tir 44 dén 47, trong d6
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, hodc mudi duoc dung cua ching, duge dung qua dudng miéng véi
liu khoang 240mg mdi ngay.

Phuong an 49. Phuong phap theo bat ky trong sb cac phuong 4n 44 dén 48, trong d6
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, hodc mudi duoc dung ctia chiing, dugc ding qua dudng miéng & dang
vién nang gel mém.

Phuong 4n 50. Phuong phép theo bét ky trong sd cac phuong an 44 to 49, trong d6
chat bao vé xuong 1a Denosumab.

Phuong 4n 51. Phuong phéap theo phuwong an 50, trong d6 Denosumab dugc dung
bang cach tiém dudi da véi lidu ndm trong khoang tir 60 dén 120mg 4 tuan mot lan dén 6

thang mot lan.
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Phuong an 52. Phuong phép theo bat ky trong s6 cac phuong an 44 dén 49, trong d6
chét bao vé xuong 13 axit zoledronic.

Phuong an 53. Phuong phéap theo phuong an 52, trong d6 Axit zoledronic 1a dugc
dung bang cach tiém trong tinh mach véi lidu khoang 4mg 4 tudn mét 1an dén 12 tuan mot
lan.

Phuong an 54. Phuong phap diéu tri ung thu tuyén tién liét & nam giéi bao gdm viée
dung  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit, hoic mudi dugc dung cta ching, véi lidu ndm trong khoang tir
30 dén 480mg mdi ngay cho nam gisi méc ung thu tuyén tién liét khang cat tinh hoan di
can, ung thu tuyén tién liét khang cat tinh hoan khong di cin, ung thu tuyén tién liét man
cam cit tinh hoan di can, ung thu tuyén tién liét man cam cat tinh hoan khong di can hoic
ung thu tuyén tién liét thé khu tra nguy co cao két hop véi xa tri.

Phuong an 55. Phuong phép theo phuong an 54, con bao gbém viée dung lugng ¢
hidu qua diéu tri ctia chat chi van hodc chat d6i khang hormon giai phéng gonadotropin cho
nam gidi.

Phuong an 56. Phuong phap theo phuong an 54 hodc phuong an 55, trong do xa tri
1a Alpharadin, ’Lu-J591, xa tri bing tia ngoai (bao gom tia proton), hogc liéu phap phong
Xa.

Phuong 4n 57. Phuong phép theo bat k¥ trong s6 cac phuong an 54 dén 56, trong d6
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, hoac mudi duge dung cua chung, dugc dung qua dudng miéng vdi
lidu nim trong khoang tir 120 dén 240mg mdi ngay.

Phuong an 58. Phuong phép theo bat ky trong s6 cac phuong an 54 dén 57, trong d6
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, hoic mudi dugc dung cia ching, duge ding qua dudng miéng voi
lidu khoang 240mg mdi ngay.

Phuong an 59. Phuong phép theo bét ky trong s6 cac phuong an 54 dén 58, trong do
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
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flo-N-metylbenzamit, hoic mudi duoc dung cia ching, dugc ding qua dudng miéng & dang
vién nang gel mém.

Phuong an 60. Phuong an theo bat ky trong sé cac phuong an tir 54 dén 59, trong d6
xa tri 1a Alpharadin.

Phuong 4n 61. Phuong phap theo diém 60, trong d6 Alpharadin dugc dung bang cach
tiém trong tinh mach v&i liéu nam trong khoang tir 25 dén 50 kBg/kg 4 tuan mot lan.

Phuong an 62. Phuong phép theo bat ky trong s6 cac phuong an 54 dén 59, trong d6
xa tri 1a "7"Lu-J591.

Phuong 4n 63. Phuong phap theo phwong an 62, trong d6 '77Lu-J591 dugce ding bang
cach tiém trong tinh mach véi lidu nim trong khoang tir 30mCi/m2 dén 70 mCi/m2.

Phuong 4n 64. Phuong phép diéu tri ung thu tuyén tién 1iét & nam gidi bao gdm viéc
dung  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[ 3,4 ]oct-5-
y1]-2-flo-N-metylbenzamit, hodc mubi duge dung ciia ching, véi lidéu ndm trong khoang tir
30 dén 480mg moi ngay cho nam gidi méc ung thu tuyén tién liét khang cit tinh hoan di cin
duoc didu tri trude béng abirateron axetat, ung thu tuyén tién liét khang cit tinh hoan di can,
ung thu tuyén tién liét khang ct tinh hoan khéng di can, ung thu tuyén tién liét man cam cat
tinh hoan di can, ung thu tuyén tién liét man cam cit tinh hoan khong di can hodc ung thu
tuyén tién liét thé khu trid nguy co cao két hop voi chit we ché kinaza.

Phuong an 65. Phuong phéap theo phuong 4n 64, con bao gbm viée dung lugng co
hiéu qua diéu tri ctia chat chi van hoic chét dbi khang hormon giai phéng gonadotropin cho
nam gioi.

Phuong 4n 66. Phuong phép theo bat ky trong s6 cac phuong an 64 hoic phuong an
65, trong do 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit, hodc mudi duoc dung cua ching, dugc
dung qua dudng miéng véi lidu ndm trong khoang tir 120 dén 240mg mdi ngay.

Phuong 4n 67. Phuong an theo bat ky trong s6 cac phuong an tir 64 dén 66, trong d6
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, hodc mudi duoc dung cua ching, dugc dung qua dudng miéng véi

lidu khoang 240mg mdi ngay.
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Phuong an 68. Phuong an theo bat ky trong sd cac phuong an tir 64 dén 67, trong d6
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, hoac mudi duoc dung cia ching, duge ding qua dudng miéng & dang
vién nang gel mém.

Phuong 4n 69. Phuong 4n theo bat ky trong s6 cac phwong an tir 64 dén 68, trong d6
chét trc ché kinaza muc tiéu 1a hinh thanh mach hoic di cin xuong.

Phuong 4n 70. Phuong 4n theo bat ky trong s6 cac phuong an tir 64 dén 69, trong d6
chat trc ché kinaza la chét trc ché MET hosc VEGFR kinaza.

Phuong an 71. Phuong phéap theo phuong an 70, trong do chat trc ché kinaza la
Cabozantinib (XL184), PF-2341066 (Crizotinib), ARQ-197 (Tivantinib), MK-2461, JNJ-
38877605, MK-8033, INCB-28060, BMS-777607, AMG-208, LY-2801653, EMD-
1214063, EMD-1204831, AMG-337, HMPL-504 (Volitinib), SAR-125844, L. Y2875358,
ABR-215050 (Tasquinimod), CHIR-258 (Dovitinib), EXEL-7647, OSI-930, BIBF-1120,
BAY-73-4506 (Regorafenib), BMS-582664 (Brivanib), JNJ-26483327, AZD-2171
(Cediranib), Sorafenib, Aflibercept, Enzastaurin, AG-013736 (Axitinib), OSI-632, hoac
GSK-786034 (Pazopanib).

Phuong 4n 72. Phuong phép theo bét ky trong s6 cac phuong an tir 64 dén 71, trong
d6 chat trc ché kinaza 1a Cabozantinib.

Phuong 4n 73. Phuong phap theo phuong an 72, trong d6 Cabozantinib duoc dung
qua dudng miéng véi lidu nim trong khoang tir 40 dén 100mg mdi ngay.

Phuong an 74. Phuong phép theo bét ky trong sé cac phuong an tir 64 dén 69, trong
d6 chat trc ché kinaza 1a chét tc ché EGFR, MEK, hogc SRC kinaza.

Phuong 4n 75. Phuong phap theo phuong an 74, trong do chét e ché kinaza 1a
Erlotinib, Cetuximab, Gefitinib, Canertinib, Panitumumab, Nimotuzumab, Lapatinib,
Vandetanib, Afatinib, MP-412, AEE-788, Neratinib, X1.-647, AC-480, Dacomitinib, AZD-
8931, CUDC-101, AP-26113, CO-1686, Trametinib, Selumetinib, MEK-162, Refametinib,
TAK-733, RO-5126766, BI-847325, AZD6244, GSK1120212, PF-5208763 (Bosutinib),
hodc AZD-0530 (Saracatinib).
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Phuong 4n 76. Phuong 4n theo bat ky trong s6 cac phuong an tir 64 dén 69, 74 hoidc
75, trong d6 chat e ché kinaza 1a Erlotinib.

Phuong 4n 77. Phuong phap theo phuong an 76, trong d6 Erlotinib duge dung qua
duong miéng voi liéu ndm trong khoang tir 100mg dén 150 mg.

Phuong an 78. Phuong 4n theo bat ky trong s6 cdc phuwong 4n tlr 64 dén 69, 74 hoic
75, trong d6 chat trc ché kinaza 1a Gefitinib.

Phuong 4n 79. Phuong phép theo phuong an 78, trong d6 Gefitinib duge dung qua
dudng miéng véi liéu khoang 250 mg.

Phuong an 80. Phuong an theo bat ky trong s6 cac phuong 4n tir 64 dén 69, 74 hoac
75, trong d6 chat e ché kinaza 1a Trametinib.

Phuong 4n 81. Phuong phép theo phuong an 80, trong d6 Trametinib dugc dung qua
dudng miéng véi lidu khoang tir Img dén 2 mg.

Phuong an 82. Phuong phép theo bét ky trong s cac phuong an tr 64 dén 69, trong
d6 chét trc ché kinaza 1a chét tc ché AKT, RAF, FGFR, hodc CDK4/6 kinaza.

Phuong 4n 83. Phuong phép theo phuong an 82, trong do chét &rc ché kinaza la
GDC0068, MK-2206, AT7867, GSK2110183, GSK2141795, GSK690693, Vemurafenib
(PLX4032/RG7204), GSK2118436, Dabrafenib (GSK208436), LGX818, RAF265,
LY2780301, Dovitinib (TKI258), BGJ398, AZD4547, PD-0332991 hodc LEEO11.

Phuong an 84. Phuong phap didu tri ung thu tuyén tién liét & nam gici bao g6m viéc
ding  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit, hodc mudi duoc dung cua chung, véi liéu nam trong khoang tir
30 dn 480mg mdi ngay cho nam gisi méc ung thu tuyén tién liét khang cit tinh hoan di
can, ung thu tuyén tién liét khang c4t tinh hoan khéng di cin, ung thu tuyén tién liét man
cam ct tinh hoan di can, ung thu tuyén tién liét man cadm cit tinh hoan khong di cin hodc
ung thu tuyén tién liét thé khu tri nguy co cao két hop v6i Provenge, Prostvac, Ipilimumab,
hodc chét e ché PD-1.

Phuong 4n 85. Phuong phap theo phuong an 84, con bao gbm viéc dung luong c6
hiéu qua diéu tri ctia chat chi van hoic chat d6i khang hormon gidi phéng gonadotropin cho

nam gidi.
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Phuong 4n 86. Phuong phép theo bét ky trong s6 cac phuong an 84 hoic phwong dn
85, trong do 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit, hodc mudi duge dung cia ching, duge
dung qua dudng miéng vdi lidu ndm trong khoang tir 120 dén 240mg mdi ngay.

Phuong an 87. Phuong phép theo bét ky trong s6 cac phuong an 84 to 86, trong d6 4-
[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-
N-metylbenzamit, hodc mubi dugc dung cta chung, dugc dung qua duong miéng véi lidu
khoang 240mg mdi ngay.

Phuong 4n 88. Phuong phép theo bat ky trong s6 cac phuong an 84 to 87, trong d6 4-
[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-1lo-
N-metylbenzamit, hoic mudi dugc dung ciia chiing, dugc dung qua dudng miéng & dang
vién nang gel mém.

Phuong 4n 89. Phuong phap theo bat ky trong sé cac phuong 4n tir 84 dén 88, trong
do 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, hodc mubi duge dung ctia chiing, duge ding két hop vé6i Ipilimumab.

Phuong an 90. Phuong phép theo phuong an 89, trong d6 Ipilimumab duoc dung
bang cach tiém trong tinh mach véi lidu ndm trong khoang tir 1,5 mg/Kg dén 3,0 mg/kg IV
3 tudn 1 14n trong khoang tong s6 4 liéu.

Phuong an 91. Phwong phap theo bat ky trong s6 cac phuong an tir 84 dén 88, trong
d6 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, hoic mudi dugc dung cua ching, dugc diung két hop v6i chit e ché
PD-1.

Phuong an 92. Phuong phéap theo phuong én 91, trong do chat trc ché PD-1 1a BMS-
936558 va duoc ding bang cach tiém trong tinh mach véi lidu nam trong khoang tir 1,0
mg/kg dén 10 mg/kg vao ngay thir 1, 15 va 29 cua chu ky tuan tht 6.

Phuong an 93. Phwong phap theo bat ky trong sé cac phuong 4n tir 84 dén 88, trong
do 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-

flo-N-metylbenzamit, hodc mudi duoc dung ctia ching, dugc dung két hop v6i Provenge.
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Phuong an 94. Phuong phap theo phuong an 93, trong do 3 lidu Provenge dugc ding
trong khoang thoi gian 13 2 tuan.

Phuong an 95. Phuong phép theo bét ky trong s6 cac phuwong an tir 84 dén 88, trong
do 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, hodc mubi duge dung cia ching, dugc dung két hop v&i Prostvac.

Phuong 4n 96. Phuong phap theo phwong an 95, trong d6 Prostvac dugc dung bang
cach tiém dudi da.

Phuong 4n 97. Phuong phap diéu tri ung thu tuyén tién liét & nam gidi bao gdm viéc
ding  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
yl]-2-flo-N-metylbenzamit, hodc mudi duge dung cua chiing, véi liéu nam trong khoang tir
30 dén 480mg mdi ngay cho nam gisi méc ung thu tuyén tién liét khang cat tinh hoan di
can, hodc ung thu tuyén tién liét thé khu tra nguy co cao két hop véi chat trc ché taxan hoic
tubulin.

Phuong an 98. Phuong phép theo phuong 4n 97, con bao gbm viéc ding lugng c6
hiéu qua diéu tri ctia chat chii van hodc chét d6i khang hormon giai phéng gonadotropin cho
nam gioi.

Phuong 4n 99. Phuong phép theo bét ky trong s6 cac phuong 4n 97 hodc phuong 4n
98, trong doé 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit, hodc mudi duge dung cia ching, dugc
ding qua dudng miéng véi lidu ndm trong khoang tr 120 dén 240mg mdi ngay.

Phuong 4n 100. Phuong 4n theo bat ky trong sé ky trong s6 cac phuong an 84 dén
88, trong do 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit, hodc mubi duoc dung cua ching, dugc
dung qua dudng miéng véi lidu khoang 240mg mdi ngay.

Phuong 4n 101. Phuong an theo bat ky trong s& cac phuong 4n tir 97 dén 100, trong
d6 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, hoic mudi duoc dung ciia ching, duge dung qua dudong miéng & dang

vién nang gel mém.
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Phuong an 102. Phuong phéap theo bét ky trong s cac phwong an tir 97 dén 101, trong
d6 4-[7-(6-xyano-5-triflometylpyridin-3-yl1)-8-oxo0-6-thioxo-5,7-diazaspiro[ 3,4 Joct-5-yl]-2-
flo-N-metylbenzamit, hoic mubi duge dung ctia ching, duge dung két hop v6i Docetaxel.

Phuong 4n 103. Phuong phép theo phuong an 102, trong d6 Docetaxel duoc dung
bang cach tiém trong tinh mach véi lidu khoang 35mg/m? dén 75mg/m? 3 tuan 1 lan.

Phuong an 104. Phuong an theo bat ky trong s6 cac phuong an tir 97 dén 101, trong
d6 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-
flo-N-metylbenzamit, hodc mubi dugc dung cua chung, dugc dung két hop véi Cabazitaxel

Phuong an 105. Phuong phap theo diém 104, trong d6 Cabazitaxel duoc ding bang
cach tiém trong tinh mach véi liéu khoang 13 dén 25mg/m? 3 tuan 1 lan.

Phuong 4n 106. Phuong phap diéu tri ung thu tuyén tién liét & nam giGi bao g6m viée
ding  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit, hodc mubi duoc dung cia ching, v6i liéu ndm trong khoang tur
30 dén 480mg mdi ngay cho nam gisi méc ung thu tuyén tién liét khang cat tinh hoan di
can, ung thu tuyén tién liét khang cét tinh hoan khéong di can, ung thu tuyén tién liét man
cam cét tinh hoan di can, ung thu tuyén tién liét man cam cit tinh hoan khéong di can hodc
ung thu tuyén tién liét thé khu tri nguy co cao két hop véi thé tiép hop cua dugce chat khang
thé khang STEAP-1 .

Phuong 4an 107. Phuong phap theo phuong 4n 106, con bao gdm viéc dung lugng c6
hiéu qua diéu tri ciia chat cha van hoac chét dbi khang hormon giai phong gonadotropin cho
nam gidi.

Phuong 4n 108. Phuong phap theo phwong an 106 hodc phuwong an 107, trong do 4-
[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-
N-metylbenzamit, hodc mubi dugc dung cta chung, duge dung qua duong miéng véi lidu
nim trong khoang tir 120 dén 240mg mdi ngay.

Phuong an 109. Phuong én theo bat ky trong s cac phurong an tr 106 dén 108, trong
d6 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, hodc mubi dugc dung cua ching, dugc dung qua duong miéng véi

lidu khoang 240mg mdi ngay.
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Phuong an 110. Phuong phép theo bét ky trong s6 cac phuong an tir 106 dén 109,
trong d6 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro|3,4]oct-5-
yl1]-2-flo-N-metylbenzamit, hodc mudi dugc dung cia ching, dugce dung qua duong miéng
& dang vién nang gel mém.

Phuong an 111. Phuong an theo bét ky trong s cac phuong an tir 106 dén 110, trong
d6 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-
flo-N-metylbenzamit, hoic mudi duge dung ctia ching, dugc dung két hop véi thé tiép hop
ctia duge chit khang thé khang STEAP-1 .

Phuong an 112. Phuong phép theo bét ky trong sd cac phuong 4n tir 106 dén 111,
trong d6 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit, hodc mubdi duoc dung cua chung, dugc dung Kkét hop voi
RG7450 (DSTP3086S).

Phuong an 113. Phuong phap didu tri ung thu tuyén tién liét & nam gidi bao gdom viéc
dung  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit, hoac mubi duge dung cua ching, véi lidu nim trong khoang tir
30 dén 480mg mdi ngdy cho nam gi¢i mic ung thu tuyén tién liét khang cét tinh hoan di
can, ung thu tuyén tién liét khang cét tinh hoan khéng di cin, ung thu tuyén tién liét man
cam cét tinh hoan di cin, ung thu tuyén tién liét man cam cat tinh hoan khéng di cin hodc
ung thu tuyén tién 1iét thé khu trti nguy co cao két hop v6i chét didu bién con duong HSP90
hodac HSP27.

Phuong 4n 114. Phuong phap theo phuong 4n 113, con bao 26m viéc dung luong c6
hiéu qua diéu tri cia chét chu van hodc chat di khang hormon gidi phéng gonadotropin cho
nam gidi.

Phuong 4n 115. Phuong phép theo phuong an 113 hodc phuong an 114, trong do 4-
[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-
N-metylbenzamit, hodc mudi dugc dung cia ching, dugc dung qua dudng miéng voi lidu
nim trong khoang tir 120 d&én 240mg mdi ngdy.

Phuong an 116. Phuong phép theo bét ky trong sb cac phuong 4n tir 113 dén 115,
trong d6 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-diazaspiro[3,4]oct-5-
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y1]-2-flo-N-metylbenzamit, hoic mudi duge dung cua ching, dugc dung qua dudng miéng
v6i lidu khoang 240mg mdi ngdy.

Phuong an 117. Phuong an theo bét ky trong s6 cac phuong an tir 113 dén 116, trong
d6 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit, hoic mudi dugc dung cia chung, duge ding qua duong miéng & dang
vién nang gel mém.

Phuong an 118. Phuong phéap theo bat ky trong s cac phuong 4n tir 113 dén 117,
trong d6 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
yl]-2-flo-N-metylbenzamit, hodc mudi dugc dung cia chung, dugc dung két hop voi OGX-
011 (Custirsen), OGX-427, AUY922, HSP990, PF-04928473, PF-04929113 (SNX-5422),
Retaspimycin hodc AT13387.

Phuong an 119. Phuong phéap theo bat ky trong sé cac phwong an tir 113 dén 118,
trong d6 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit, hodc mubi duge dung ctia ching, dugc dung két hop véi OGX-
011 (Custirsen).

Phuong 4n 120. Phuong phép theo phuong an 119, trong d6 OGX-011 (Custirsen)
duge dung bang cach tiém trong tinh mach véi liéu ndm trong khoang tir 320mg dén 640mg
moi tudn mot 1an.

Phuong 4n 121. Phuong phap theo bét ky trong sé cac phuong an tir 113 dén 118,
trong d6 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-diazaspiro[ 3,4 ]oct-5-
y1]-2-flo-N-metylbenzamit, hodc mudi duoc dung cia ching, dugc dung két hop vé1 OGX-
4217.

Phuong 4n 122. Phuong phap theo phuong an 121, trong d6 OGX-427 duoc dung
bang cach tiém trong tinh mach véi lidu tai nim trong khoang tir 300 dén 600mg tiép theo
1a khoang tir 500 dén 1000mg mdi tudn mot lan,

Phwong 4n 123. Dugc phdm bao gdm dung dich trén co s& lipit, khan, chira 4-[7-(6-
xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[ 3,4 Joct-5-yl]-2-flo-N-

metylbenzamit, hodc mudi dugce dung cua chung, ¢ dang vién nang gel mém.
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Phuong 4n 124. Duogc pham theo Phuong 4n 123, trong d6 dung dich trén co s¢ lipit,
khan, chura 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit, hoac mudi duoc dung ctia chiing, bao gom:
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-diazaspiro[3,4 Joct-5-yl]-2-
flo-N-metylbenzamit, hoic mubi dugc dung ctia chting, vitamin E d-a-tocopheryl polyetylen
glycol 1000 sucxinat NF (Vitamin E TPGS), polyetylen glycol 400 NF/EP (PEG 400),
glyxerol monocaprylocaprat EP va caprylocaproyl macroglyxerit EP/NF.

Phuong 4n 125. Duoc phim theo phuong 4n 123 hoic phuong 4n 124, trong d6 dung
dich trén co s& lipit, khan, chira 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit, hoac mudi duoc dung cta ching, bao
gdm khoang 3% 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit, hoac mudi duge dung ctia ching.

Phuong 4n 126. Duoc pham theo bét ky mot trong sé cac phwong an tir 123 dén 125,
trong d6 vo nang dang gel mém bao gom gelatin NF/EP, Hon hop sorbitol/glyxerin & ty 16
50:50 USP/EP, va nudc tinh khiét USP/EP.

Phuong 4n 127. Duoc pham theo bat ki mot trong s6 cac phuong an tir 123 dén 126,
trong d6 mot lidu don vi bao g0m khoang 30mg 4-[7-(6-xyano-5-triflometylpyridin-3-y1)-8-
0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit, hodc mudi duge dung
cua chung.

Vi du thire hién sang ché

Cac vi du nay duogc dé xuét chi dung cho muc dich minh hoa va khong giéi han pham
vi cua céc diém yéu ciu bao ho dugc dé xuét & day.

Vi du 1: Ché pham duwa trén lipit khan

Theo mét phuong an, ché phim dwa trén lipit khan cua 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit duge didu ché ¢6 cac thanh phan liét ké dudi day:

Bangl: Ché pham dua trén lipit khan

Thanh phan Nong d6 cudi cing
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vyl Aloet syl > Mo Nty toemzamt |- 3omenL

Capmul MCM 45 % trong lugng
PEG-400 30 % trong lugng
Vit E-TPGS 15 % trong lugng
Acconon MCS8-2 10 % trong luong

Theo mot s phuong 4n, dung dich dya trén lipit duge d6 vao vién nang gelatin cting
dung qua dudong miéng.

Vi du 2: Ché phdm dang vién nang gel mém

4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit duge diéu ché 1am dung dich dua trén lipit khan dugc d6 day vao
vién nang gel mém hinh thuén c& 18 dé dung qua duong miéng. Dung dich don bao gom 4-
[7-(6-xyano-5-triflometylpyridin-3-y1)-8-0x0-6-thioxo-5,7-diazaspiro[ 3,4]oct-5-yl]-2-flo-
N-metylbenzamit trong vitamin E d-a-tocopheryl polyetylen glycol 1000 sucxinat NF
(Vitamin E TPGS), polyetylen glycol 400 NE/EP (PEG 400), glyxerol monocaprylocaprat
EP (Capmul MCM), va caprylocaproyl macroglyxerit EP/NF (Acconon MC8-2). V6 nang
dang gel mém, chira gelatin NF/EP, hon hop sorbitol/glyxerin & ty 1¢ 50:50 USP/EP, va nudc
tinh khiét USP/EP. Vién nang gel mém (trong d6 mdi vién nang bao g6m 30mg 4-[7-(6-
xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[ 3,4]oct-5-yl]-2-flo-N-
metylbenzamit) dugc dong goi trong cac chai 30-ct, 100 cc HDPE ¢6 céc nip chéng tré em
va cac phan bit kin cam tng nhiét chéng nén ép.

Bang 2: Ché pham dang vién nang gel mém

. ; Luong trén don vi W/W
Thanh phan (mg/ 1gvién nang) (%)
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-
6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N- 30,00 3,00
metylbenzamit
PEG 400 291,00 29,10
Capmul MCM 436,50 43,65
Acconon MC8-2 97,00 9,70
Vitamin E TPGS 144,50 14,55
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Luong trén don vi w/wW
(mg/1 vién nang) (%)
vién nang gel mém hinh

thuén c& 18 N/A
Tong trong lugng ché pham day 1000,00 100,00

Thanh phan

V6 nang gel mém

Quy trinh san xuat vién nang gel mém:

San xuit ché phdm day

Polyetylen glycol 400 NF/EP (PEG 400) va caprylocaproyl macroglyxerit EP/NF
(Acconon MC8-2) dugc chuyén vao may tron va may ddng hoa 30 L Becomix (30°C) dugc
lam néng so bo dudi chan khong. Hon hop duge lam 4m dén 35°C bang cach khuay va tron
duéi chin khong. Vitamin E d-a-tocopheryl polyetylen glycol 1000 sucxinat NF (vitamin E
TPGS) duoc 1am am tir 35 dén 45°C trong binh st khong gi sau d6 duge chuyén vao 30 L
Becomix dudi chan khong. Hon hop duoc lic va dugc tron dudi chan khong & 35°C trong
khoang NLT 15 phat. 4-[7-(6-Xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit va mot phan ba trén tong s6 luong glyxerol
monocaprylocaprat EP (Capmul MCM) duoc chuyén vao tii ging dwoc lam sach bang nito.
4-[7-(6-Xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-diazaspiro[3,4 ]oct-5-y1]-2-
flo-N-metylbenzamit duoc chuyén vao cai cdc st khong gi va dugc 1am im bing Capmul
MCM (aliquot 1) tao ra huyén phu. Hon hop dwgc tron qua 15 phut tao ra huyén phit min
ma khong c6 chét két tu. Huyén phii dugc loai bo khoi tdi ging sau d6 duge chuyén vao 30
L Becomix dudi chan khong. Binh khong gi chira 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-
8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit va Capmul MCM dugc
rira bang mot phan ba thir hai ctia Capmul MCM (aliquot 2) sau d6 duge chuyén vao 30 L
Becomix dudi chan khong. Quy trinh nay duoc lap lai bing mot phan ba cudi clng cia
Capmul MCM (aliquot 3). Hon hop duge lic va dugc tron dudi chan khong & 35°C quéa 60
phut. Khi thu duge dung dich sach, may dong héa dugc tit va dung dich dugce loai bo khi
dudi chan khong bang cach khudy ¢ 35°C trong khoang NLT 60 phut. Sau d6 dung dich

duoc loc qua bd loc dong thép khong gi 75 mm va duoc chuyén vao vat chira bao quan theo
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quy trinh. Dung dich ddy 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit cudi cung duoc can va duoc hoa tron.

Boc kin vién nang gel mém

Dung dich ddy  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit va khéi gel mém (Gelatin) duge chuyén vao
may boc kin gel mém. Khdi gel mém dugc dtic thanh hai dai trong khi boi tron. Céac dai gel
mém dugc bdi tron duoc di qua gifta cdc khudn xoay va dung dich day 4-[7-(6-xyano-5-
triflometylpyridin-3-y1)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit duoc cip liéu bang trong luc dé bom bao kin duéi khi nito NF. Bom hoat
dong bang cach di chuyén thuan huéng va dua trong luong don day dich thong qua cai ném
lam day duoc lam néng (30°C) giita cac khudn quay dan dén su gidn no cua cac dai gel tao
ra kich ¢& 18, hinh thudn vién nang gel mém. Cac khuén tao ra cac phan bit kin va cat cac
vién nang ra tir dai theo qua trinh quy trinh bit kin lién tuc. Tiép theo 1a quy trinh boc kin,
vien nang gel mém  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit duoc lam kho biang khong khi trong may
lam khé bang cach nhao tron sau d6 duge chuyén vao cac khay 1am kho thap. Vién nang gel
mém duge tach thanh mot 16p trong cac khay 1am kho va dugce 1am kho trong céc éng duoc
lam khé duge kiém soat vé phuong dién mdi truong. Sau khi 1am kh, vién nang gel mém
duoc chuyén vao cac khay giit cao. Vién nang gel mém dugce xtr 1y thong qua quy trinh hoan
thién dé loai bo chét bdi tron bé mit dugc sir dung trong qua trinh boc kin va gitp gidm sy
bién dbi kich ¢ & san phim da hoan thanh trude khi déng goi bang tay thanh bia cattong
bao quan dang hinh khdi chtra hai 16p 16t polyetylen. Vién nang gel mém duge cin, duge
hoa trén va dugc bao quan dudi cac didu kién duge lam lanh (ndm trong khoang tir 2 dén
8°C) cho dén khi déng géi 1am sang dugc thuc hién.

Déng goi vién nang gel mém

Vién nang gel mém 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc dong goi trong cac chai HDPE 100 cc
v6i s6 lugng 1a 30, ¢6 nép chéng tré em (CRC). Mémen thich hop dugce 4p dung dé dém kin

mdi chai, dém kin cdm tmg dugc hoat dong va nap dugc tao mémen dé thu duoc vung dich
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chuyén tirc thoi nam trong khoang tir 10 dén 16 inso-pao. Nhin chai duge dan 1én cac chai
duoc bit kin, dugc don dﬁy. Céc chai dugce hoa tron, dugc kiém tra va dugc bao quan duéi
céc didu kién duoc 1am lanh [t 2°C dén 8°C (tir 36°F dén 46°F))].

Vi du 3: MDA MB 453: Thir nghiém ghép ngoai lai ung thu va

Céac vién giai phong theo thoi gian (12,5mg 5a-Dihydrotestosteron/60 ngay) dugc
chy dudi da chudt nhét gidng cai SCID Hairless Outbred (SHO). Cac té bao MDA MB 453
duoc sinh truong trong RPMI chira 10% FBS, 10pg/ml insulin, 10mM Natri Pyruvat, 10mM
axit amin khong thiét yéu véi 5% CO» & nhiét d6 37 °C. Céc té bao dugce ling xudng va
duge tao huyén phu lai theo 50% RPMI (khong c6 huyét thanh) va 50% Matrigel (BD,
phenol do ¢6 ndng dd cao) & 1 x 107 té bao/ml. Cac t& bao MDA MB 453 duoc tiém dudi da
(100ul/ 1 dong vat) vao hong bén phai 2-3 ngay sau khi cy vién. Thé tich khéi u (chiéu dai
x chidu rong?/2) duoc kiém tra hai tudn mot 1An. Khi cac khéi u dat duoc thé tich trung binh
14 ~350 mm?, cac dong vat duoc nghu nhién hoa va viée didu tri duge bat dau. Cac dong vat
duge diéu tri bang ta duogc léng hodc 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit hang ngay trong khoang 28
ngay. Thé tich khéiu va co thé can ning duoc kiém tra hai tuan mét 1an sudt qua trinh nghién
ciru. Khi két thiic thi gian didu tri; cac mAu huyét trong va khéi u duge tién hanh phan tich
lﬁh luot duge dong hoc va duge luc hocce.

Bang 3. Cac két qua thir nghiém ghép ngoai lai ung thu vi

Hop chat S6 khoi u hoi
quy

T4 duoc 16ng (+ 5a-Dihydrotestosteron (DHT)) 1/8

Ta dugce long (-DHT) 3/8

4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo- 5/10

6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit 30 mg/kg/ngay

(-DHT)

4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo- 9/9
6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit 30 mg/kg/ngay

(+DHT)

Vi du 4: M6 hinh chiing rdm 10ng
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Mua chudt doéng vang syri giéng cai khoang 11 tuan tudi [Lak: LVG (SYR)
(Outbred)]. Vao mdi ngay trong sé 5 ngay lién tiép, 16ng & lung trén va xung quang by phan
hong cua muoi dong vat duge cat béng kéo dién tir, va 10ng to dugc loai bo béng kem Surgex
Hair Remover. Chudt ddng dugc gdy mé bing ete trong sudt qua trinh ndy, ciing nhu trong
qué trinh diéu trj tiép theo. Mdi nhém trong s6 10 con chudt ddng tiép nhan mot trong sd
lidu testosteron propionat (TP) duéi ddy trén mot dong vat & 0,05 ml dau dau phung duoc
tiém dudi da ¢ vang ¢ phia lung hodc xuong vai: 400 pg, 135 pg, 45 pg, 15 pg, 0 pg. Viée
tiém duoc thuc hién hang ngay, loai trir cudi tuan, trong khoang 3 tuan. Chudt dong dugc
két thuic vao ngay tht 22 sau ngay diéu tri dau tién bang cacbon dioxit inhalation. Toan b
16ng tha khoang 1 cm cua b phan hong duge moc lai duoc cét cang st voi da cang tot bang
kéo sic. Long ciia bo phan héng dugc kich thich boi TP, dugc phan biét boi do cimg va mau
cua nod so v6i long thu, sau d6 dugce nhd béng sap. Long dugce moc lai béng cach hoa tan sap
trong xylen va lam bét 16ng trén cac bd loc soi thuy tinh duoce trai nhua duoc can b?mg do
am. Sau khi 16ng di duoc rira khong c6 sdp va xylen du da duge 1am bay hoi, 16ng va bd loc
duoc can béng d6 4m va dugc can lai. Chudt d@)ng dugc st dung dé xac dinh tac dung cua
4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit tai ché dua trén sy sinh trudng cia 1ong & bd phan hong & cac dong
vat 12 tudn tudi dugc kich thich boi TP khi bit ddu thir nghiém. Cac con chudt dong nay
dugc kich thich bang cach tiém dudi da 200 pg TP hang ngay, trong khoang 3 tuan, lidu
duoc ude luong bang cach phan tich probit dé tao ra it nhat gp d6i lugng 16ng & bd phan
héng & cac dong vat thir nghiém. Ngay lap tirc tiém sau do, mdi con chudt dong tiép nhan
viéc didu tri tai chd bang 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit trong chit mang nhu axeton trén mot b
phan héng va kidm soat (tirc 1 chi axeton) trén bo phan héng ddi dién. Nhém kiém soét
duoc tiép nhan khong c6 TP va chi ¢6 ta dugc 1ong axeton. Long tir cic nhém diéu tri va
kiém soat dugc moc lai nhu duge mo ta trén day va duoc can.

Vi du 5: Cac nghién ctru u mém co tron tir cung

Chudt Eker giéng duc khoe manh & 12 thang tudi dugc ngau nhién hoa thanh vat

pham nghién ciru va cac nhém t4 duge 1ong dé nghién ctru tac dung ctia 4-[7-(6-xyano-5-
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triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl1]-2-flo-N-
metylbenzamit dwa trén u mém co tron tr cung. Trong nhém didu tri 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc dinh lwong hang ngay ¢ chudt muoi
hai thang tubi va bén muoi thang tudi. Cac dong vat dugc didu tri bang 4-[7-(6-Xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-
metylbenzamit duoc danh diu riéng béng cach st dung bo tiép séng duoc dit dudi da khi
giai phAu. Phan tich thdng ké vé dit lidu lién thude khdi u duge thyc hién bang cach sit dung
phan tich chi-binh phuong va so sanh kich thudc khdi u gitra cdc nhém duoe thuc hién bang
cach phan tich bang ngau nhién bang cach st dung phuong phép ding Fisher. Hai gid trude
khi chét, chudt cia mdi nhém duoc tiém 5°-bromo-2°-deoxyuridin (BrdU) ¢ 100 mg/kg. Céc
dong vat duge gay chét khong dau bang CO» (g) va duge kiém tra dbi v6i cac khéi u quan
sat tdng thé cua dudng sinh san. Am dao, budng trimg, va tir cung dugc c¢b dinh trong 10%,
formanin trung tinh (neutral-buffered formalin - NBF). Cac phép do vé cac khéi u tir cung
quan sat tong thé dugc thuc hién va ving khéi u duge ¢b dinh trong 10%, NBF. Céac phin
khdi u ¢6 kich thude di duge lam lanh nhanh trong nito 1ong. Cac mé con lai 10%, NBF
trong khoang 48 gid va paraffin dugc nhung theo cac phuong phéap thong thuong. Toan bo
cac mau dugc cit va duge nhudm bang hematoxylin va eosin. C4c thuong ton vi thé cua tir
cung duoc ghi lai va tit ca cac khdi u duge phan loai dya trén céc lam kinh hinh thai mé cua
ching dugc mi hoa va duge doc boi hai nha nghién ctru bénh hoc doc 1ap.

Vi du 6: Thir nghiém 1am sang ung thu va

Vi du khéng gi6i han vé thir nghiém 1am sang ung thu vi & ngudi bao gom viéc str
dung  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit dugc mo ta sau day.

Muc dich: Cac muc dich cua nghién ctru nay la danh gid hiéu qua cua 4-[7-(6-xyano-
5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit 12 mot chét hodc két hop, lam chét didu tri ung thu va dong thir nhat hodc

thtt hai trong d6 AR c6 thé 1a chét kich thich sy sinh truéng khdi u, cac dit liéu thu thap vé
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bat ky tac dung phu ctia hop chat 6 thé gy ra boi mot chat hodc trong su két két hop, va
dénh gia cac dic tinh duoc dong hoc ciia hop chat 1a mot chat hogc két hop.

Can thiép: Bénh nhén duoc dung 1én dén 480mg 4-[7-(6-xyano-5-triflometylpyridin-
3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit moi ngay 1a mot
chat hoic két hop.

Két qua do: Két qua do ban dau: dap timg khdi u va/hoic kiém soat bénh.

Két qua do tht hai: (a) cac tac dung phu; (b) cac dic tinh duge ddng hoc; (c) thoi gian
tién trién va su tOn tai tong thé; va (d) cac chat chi thi sinh hoc du doan dap Gmg 1am sang.

M0 t& chi tiét: Bénh nhan s& duoc udng 4-[7-(6-xyano-5-triflometylpyridin-3-y1)-8-
0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit qua dudng mieng mot lan
mdt ngay 1a mét chit hoic két hop. Trude mdi chu ky dung thudc, kiém tra vat ly, hoat dong
ciia mau va dénh gia bét ky tac dung phu s& duoc thuc hién. Tir 8 dén12 tudn mét 1an bénh
ung thu ctiia bénh nhan s€ dugce danh gia lai bﬁng cach chup CT hodc MRI dé xé4c dinh liéu
viée diéu tri ¢6 hiéu qua hay khong. Viéc tham gia vao nghién ctru nay s& kéo dai cho dén
khi tién trién bénh hoidc doc t6 khong thé nhan duge.

Tinh thich hop: Cac déi trong gidng cai 18 tudi va gia hon.

Tiéu chuan bao gom: Md hoc hodc té bao hoc dugce xac nhan chuan doan cua ung thu

vl xAm l4n, bénh & giai doan IV; it nhét mot ton thuong dich do dugc nhu dugc x4c dinh
béng RECIST ma da khong dugce diéu trj trude béng liéu phap cuc bg; tinh trang sau man
kinh; ung thu vii AR duong tinh; ung thu v dm tinh HER2 hodc ung thu v duong tinh
HER?2 (diu tri sau ddy bang cac chat diéu tri dich HER-2); thuc hién mét liéu phap hormon
trude ddi véi cac bénh nghién trong hodc di cin; tinh trang hiéu sudt ECOG 0-1; tudi tho du
tinh > 12 tuan; chirc niang gan va tuy xuong thich hop: AST < 2,5 x ULN; Bilirubin < 1,5 x
ULN; ANC > 1,500/ul; d@m tiéu ciu > 100,000/ul; PT va PTT binh thuong; it nhat 2 tuan
ké tir buc xa trude va duge phuc hdi tir doc t6 1én quan dén diéu tri.

Tiéu chuan bao gom: Ché dd hda tri liéu trude cho bénh di can; tién su cua, hodc co

céac di can ndo; viée dicu tri bang thuoe nghién ctru dong thoi; tién sur ciia khoi u 4c tinh khac
trong khoang 5 nam trude, khong bao gom ung thu biéu bi dugc dicu tri bang thudc tai cho

ung thu ¢ hoic ung thu da khong c¢6 u menalin; su nhiém trung khéng dugc kiém soat; chay
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mau hoat tinh, hodc tién st su truyén mau cn thiét; bénh tim hoat tinh; bénh hiém nghéo
hodc bénh tAm than.

Vi du 7: Thir nghiém lam sang ung thu ndi mac tr cung

Vi du khong gidi han vé thir nghiém 14m sang ung thu ndi mac tir cung & nguoi bao
gdbm viéc sit  dung  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc mo ta sau day.

Muc dich: Cac muc dich nghién ctru nay dé danh gia hiéu qua cta 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit 1a mot chit hoac két hop trong viée diéu tri ung thu ndi mac tir cung nghiém
trong hoac di can, cac dir licu thu thap dya trén bat ky tac dung phu ciia hgp chét 1 mot chat
hoac két hop co thé gay ra, va danh gia cac dic tinh duge dong hoc cua hop chét 12 mot chat
hodc két hop.

Can thiép: Bénh nhan dugc dung lén dén 480mg 4-[7-(6-xyano-5-triflometylpyridin-
3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit moi ngay 1a mot
chat hoic két hop.

Két qua do: Két qua do ban dau: dap tmg khéi u va/hodc kiém sodt bénh két qua do
thir hai: (a) cac tac dung phu; (b) cac dac tinh duge dong hoc; (c) thoi gian tién trién va su
t0n tai tong thé; va (d) cac chét chi thi sinh hoc du don dap ing 1am sang.

MBO ta chi tiét: Bénh nhén s& duoc udng 4-[7-(6-xyano-5-triflometylpyridin-3-yl1)-8-
0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit qua dudng mi¢ng mot lan
mot ngay 12 mot chat hoc két hop. Trude mdi chu ky dung thude, kiém tra vat Iy, hoat dong
clia mau va danh gia bat ky tac dung phu sé dugc thuc hién. Tu 8 dén12 tuan mot 1an bénh
ung thu ctia bénh nhan s€ dugc danh gia lai b'ﬁmg cach chup CT hodac MRI dé xac dinh liéu
viéc diéu tri ¢6 hidu qua hay khong. Viéc tham gia vao nghién ctru nay s& kéo dai cho dén
khi su tién trién bénh hodc doc t6 khong thé nhan dugc.

Tinh thich hop: Cac d6i twong gidng cai 18 tudi va gia hon.

Tiéu chuan bao gom: M6 hoc hodc t€ bao hoc dugce xac nhan chuan doan ung thu ndi

mac tur cung nghi€ém trong hodc di cén; it nhat mot ton thuong dich do dugc nhu duge xac

dinh bang RECIST ma di khong dugc diéu tri trude bang liéu phap cuc bd; ung thur ndi mac
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tor cung duong tinh thu thé hormon; Tinh trang hiéu suat ECOG 0-1; tudi tho du tinh > 12
tuan; chirc ning gan va tiy xuong thich hop: AST < 2,5 x ULN; Bilirubin < 1,5 x ULN;
ANC > 1,500/ul; dém tiéu cAu > 100,000/ul; PT va PTT binh thuong; it nhat 2 tuan tir khi
birc xa trude va dugce phuc hoi tir phau thuat trude hodc doc t6 lién quan dén diéu tri.

Tiéu chuan bao gdm: Tién st cua, hodc ¢o cac di can ndo; viéc dicu tri bang thudc

nghién ciru dong thoi; tién sir ctia khdi u 4c tinh khéc trong khoang 5 nim trude, khong bao
gém chita bénhly-treated ung thu biéu bi tai chd cd hodc non-u melanin skin ung thu; su
nhiém trung khong dugc kiém soat; chay mau hoat tinh, hodc tién st clia su truyén méu can
thiét; bénh tim hoat tinh; bénh hiém nghéo hoac bénh tim than.

Vi du 8: Bénh lac ndi mac tt cung Thir nghiém 1am sang

Vi du khong gi6i han vé bénh lac ndi mac tir cung thir nghiém 1am sang & ngudi bao
gdbm viéc st dung  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit dugc mo ta sau day.

Muc dich: Cac muc dich nghién ctru nay dé danh gia hidu qua ciia hop chat 4-[7-(6-
xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[ 3,4 ]oct-5-yl]-2-flo-N-
metylbenzamit 1a mot chat hodc két hop trong viéc diéu trj bénh nhan méc tri¢u chimg/bénh
lac ndi mac tr cung nghién trong, cac dir liéu thu thap dya trén bat ky tac dung phu cua hop
chit c6 thé gy ra boi mot chat hoic trong su két két hop, va danh gia cac dic tinh dugc
dong hoc cua hgp chét 12 mot chét hodc Kkét hop.

Can thiép: Bénh nhan dugc dung lén dén 480mg 4-[7-(6-Xyano-5-triflometylpyridin-
3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit moi ngay 13 mot
chat hoac két hop.

Két qua do: Két qua do nghién ctru nay 1a sy thuyén giam céc triéu chimg va/hodc su
giam dau, lugng mau kinh nguyét mat, va su co riit cia mo ndi mac tir cung.

MBO ta chi tiét: Bénh nhan s& dugc udng 4-[7-(6-xyano-5-triflometylpyridin-3-y1)-8-
0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit qua dudng miéng once
hoic hai 1an mot ngay 1a mét chat hosc két hop. Trude mdi chu ky dung thude, kiém tra vat
ly, hoat dong cua mau va danh gia bét ky tac dung phu sé duoc thuc hién.

Tinh thich hop: Céac déi twong giéng cai 18 tudi va gia hon.
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Tiéu chuan bao gom: Chuan doan tri€u chiing bénh lac ndi mac tr cung; trude hodc

gan tinh trang man kinh; tinh trang higu suat ECOG 0-1; chitc nang gan va tuy xuwong thich
hop: AST < 2.5 x ULN; Bilirubin < 1,5 x ULN; ANC > 1,500/ul; dém tiéu cau > 100,000/ul;
PT va PTT binh thuong; it nhét 2 tuan tir khi phiu thuét truée hodc doc t6 lién qua dén dicu
tri.

Tiéu chuan bao gom: Mang thai hodc cho con bu; tien str cua khoi u 4c tinh khac

trong khoang 5 nam trude, khong bao gbém ung thu bidu bi dugc diéu tri bang thudc tai chd
ung thir ¢6 tir cung hodc ung thr da khong ¢6 u melanin; viée diéu trj bang thudc nghién ctru
ddng thoi; sy nhidm trang khong dwoc kiém soat; bénh tim hoat tinh; bénh hiém nghéo hoic
bénh tam than.

Vi du 9: Thir nghiém l4m sang u mém co tron tir cung

V1 du khéng gi6i han thir nghiém 14m sang u mém co tron ti cung & ngudi bao gom
viéc su dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit dugc mo ta sau day.

Muc dich: Cac muc dich nghién ctru nay dé danh gia hiéu qua cia 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit 1a mot chét hoac két hop trong viéc diéu tri bénh nhan méc tridu ching u
mém co tron tur cung, cac dit licu thu thép dua trén bat ky tac dung phu cua hop chétb 6 thé
gay ra boi mot chit hoac trong su két két hop, va danh gia cac dac tinh duge dong hoc cua
hop chit 1a mét chat hodc két hop.

Can thiép: Bénh nhan dugc dung 480mg 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-
0x0-6-thiox0-5,7-diazaspiro[3,4]oct-5-yl1]-2-flo-N-metylbenzamit mdi ngay la mot chat
hodc két hop.

Két qua do: Két qua do nghién ctru nay 13 sy thuyén gidm céc triéu ching va/hodc sy
giam dau va sy co riit ctia cdc u mém co tron.

MO ta chi tiét: Bénh nhén s& duoc udng 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-
0x0-6-thioxo-3,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit qua dudng miéng mot lan
hodc hai 14n mét ngay 1a mot chét hodc két hop. Trude mdi chu ky dung thudc, kiém tra vat

1y, hoat dong cia mau va danh gia bét ky tac dung phu s€ dugc thuc hién.
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Tinh thich hop: Cac déi twong gidng cai 18 tudi va gia hon.

Tiéu chuan bao gom: Chuan doén triéu chirng u mém co tron tir cung; tinh trang trude

hodc gan mén kinh; tinh trang hi¢u sudt ECOG 0-1; chirc nang gan va tity xwong thich hop:
AST < 2.5 x ULN; Bilirubin < 1,5 x ULN; ANC > 1,500/ul; &&m tiéu cau > 100,000/ul; PT
va PTT binh thudng; it nhit 2 tudn tir khi phau thuét truée hodc doc 6 lién quan dén diéu
tri.

Tiéu chuin bao gom: Mang thai hodc cho con bu; tién sir cua khoi u 4c tinh khac

trong khoang 5 nam trude, khong bao gém ung thu biéu bi duoc diéu tri bang thudc tai chd
ung thir ¢6 tir cung hodc ung thur da khong ¢6 u melanin; viée diéu tri bang thudc nghién ciru
déng thoi; sy nhiém trung khong duoc kiém soat; bénh tim hoat tinh; bénh hiém ngheo hodc
bénh tam than. |

Vidu 10: M6 hinh LNCaP/AR dung cho cac nghién ctru ghép ngoai lai ung thu tuyén
tién liét khang cit tinh hoan trong lidu phap két hop

Chu6t nhit giao phdi xa khong c6 16ng SCID gidng duc tir sau dén bay tuan tudi
(SHO, Charles Rivers Laboratories) trai qua thi thudt cit bo tinh hoan hai bén dudi thude
gdy mé duong ho hap. Cac té bao LNCaP/AR dugc sinh trudng trong RPMI ¢ 5% CO»,
37°C. Céc té bao duge ling xudng va dwogc tao huyén phi lai trong 50% RPMI khong c6
huyét thanh va 50% Matrigel v6i 1 x 107 té bao/ml. Cac té bao LNCaP/AR dugce tiém dudi
da (100 ul/ 1 déng vat) vao hong bén phai 3-5 ngay trude khi cat bo. Thé tich khdi u (chiu
dai x chiéu rong?/2) dugc kiém tra hang tudn. Khi céc khéi u dat duge thé tich trung binh
ctia cac dong vat ~200 mm? duge ngau nhién héa vao nhom diéu tri. Trong khi thé tich khéi
u trede diéu tri duge kiém tra hai tudn mot 1an. Khi két thiic nghién ctru, cac khdi u duoc thu
gom va duge bao quan dé phan tich thém. T4t ca cac hop chat duoc dung hang ngay bing
cach udng qua duong miéng. Cac phan tich thong ké duoc thuc hién bang cach st dung
Graphpad Prism.

Bing cach vi du, theo mot phuong an, 4-[7-(6-xyano-5-triflometylpyridin-3-y1)-8-
0Xx0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit (ARN-509) dugc dung
két hop v6i BKM120 (chat trc ché PI3K ciing da biét nhw 5-(2,6-dimorpholinopyrimidin-4-
y1)-4-(triflometyl)pyridin-2-amine) trong mé hinh LNCaP/AR cta CRPC nay.
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Bang 4. Két hop vé6i hat tre ché PI3K

Hop chit 1 Hop chat 2 Luong thoai
héa > 50%
4-[7-(6-xyano-5- - 2/10

triflometylpyridin-3-yl)-8-0x0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit

3 mg/kg/ngay

BKM120 - 1/10

20 mg/kg

BKM120 - 0/9

40 mg/kg

4-[7-(6-xyano-5- BKM120 0/9
triflometylpyridin-3-yl)-8-ox0-6- 20 mg/kg

thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-
flo-N-metylbenzamit

3 mg/kg/ngay
4-[7-(6-xyano-5- BKM120 5/10
triflometylpyridin-3-yl)-8-0x0-6- 40 mg/kg

thioxo-5,7-diazaspiro[3.4]oct-5-yl]-2-
flo-N-metylbenzamit
3 mg/kg/ngay

Theo phuong an khac, 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit (ARN-509) dugc dung két hop voi
Everolimus trongm6 hinh LNCaP/AR cua CRPC nay.

Bang 5. Két hop vé6i hit trc ché TORC

Hop chat 1 Hop chét 2 Luong thodi
héa > 50%
4-[7-(6-xyano-5- - 1/10

triflometylpyridin-3-yl)-8-ox0-6-thioxo-
5,7-diazaspiro[3.,4]oct-5-yl1]-2-flo-N-
metylbenzamit

3 mg/kg/ngay

Everolimus 5 mg/kg /ngay - 0/8

Everolimus 10 mg/kg /ngay - 2/10

4-[7-(6-xyano-5- Everolimus 4/9
triflometylpyridin-3-yl)-8-ox0-6-thioxo- 5 mg/kg
5,7-diazaspiro[3.,4]oct-5-yl1]-2-flo-N- /ngay
metylbenzamit
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Hop chat 1 Hop chat 2 Luong thoai
hdéa > 50%
3 mg/kg/ngay
4-[7-(6-xyano-5- Everolimus 6/10
triflometylpyridin-3-yl)-8-ox0-6-thioxo- 10 mg/kg
5,7-diazaspiro[3,4]oct-5-yl1]-2-flo-N- /ngay

metylbenzamit
3 mg/kg/ngay
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Vi dy 11: M6 hinh PTEN KO ciia ung thu tuyén tién liét

Chudt nhit Ptenlox/lox; PB-Cre (tlr 6 dén 8 thang tudi) dugc tao anh bang 15i tao anh
MRI ddng vt nhé trude khi va khi két thic didu tri. Toan bd chudt nhat duge cat bo. Phiu
thuét cit bo duoc thuc hién dudi su gy mé béng isofluran. Chu6t nhét dugc theo dai hau
phiu dé phuc hoi.

Chudt nhat duge dung ta duogc kiém soat hodc vat dung thir nghiém bf?lng uéng qua
duong miéng hang ngay theo lich trinh 1a tir thir hai dén thir séu trong trong tong sb 35 ngay.
Thé tich c4c khéi u MRI duge bao cdo ddi véi mdi chudt nhit tai thoi diém ban dau (T0) lc
b4t dAu nghién ctru va thoi diém 35 ngay (T35) lac hoan thanh nghién ctru. Su bién doi vé
thé tich cac khdi u nim trong khoang tir TO d&én T35 dugc tinh d6i v6i timg con chudt nhat
riéng biét va duoc béo co theo bidu do hinh thac nude. Vao cudi nghién ctru, chudt nhét
dugc gy chét do ngat khi CO,, va md dugc thu gom dung dé nghién cru mo, phan tich
mRNA, phén tich protein va cac phan tich khéc.

Vi du 12: Thir nghiém 1am sang dung dé két hop chit khang androgen véi chat e
ché PI3K, chét trc ché TORC, hodc chét trc ché PI3K/TORC kép

Vi du khong gi6i han thir nghiém 1am sang ung thu tuyén tién liét & ngudi bao gdm
su  két  hop cia  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit va chét e ché PI3K, chét trc ché TORC,
hodc chét e ché PI3K/TORC kép duge md ta sau day.

Muc dich: Cac muc dich nghién ctru nay danh gia sy toan va tinh hiéu qua cua sy két
hop cta 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
yl]-2-flo-N-metylbenzamit va chét e ché PI3K, chét tc ché TORC, hoic chét e ché
PI3K/TORC kép & ngudi méc ung thu tuyén tién liét (v du ung thu tuyén tién liét khéng cat
tinh hoan di can duge diéu tri trude béng abirateron axetat, ung thu tuyén tién liét khang cat
tinh hoan di can, ung thu tuyén tién liét khang cét tinh hoan khong di can, ung thu tuyén tién
liét mAn cam cét tinh hoan di can, ung thu tuyén tién liét man cam cit tinh hoan khong di
cin hodc ung thu tuyén tién liét thé khu tri nguy co cao), cac dit liéu thu thép dva trén bat
ky tac dung phu lidu phéap két hop c6 thé gay ra, va danh gid cc dic tinh duge dong hoc cua
cac hop chit trong bbi canh cia liéu phap két hop.
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Can thiép: Bénh nhan dugc dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit v&i lidu 1a 240mg mdi ngay.
Tuy nhién, viéc diéu chinh liéu 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit (ndm trong khoang tir 120mg dén
480mg mdi ngay) s& duoc xem xét trong qua trinh thir nghiém néu thiy can thiét. Chét ac
ché TORC everolimus s& dugc dung véi liéu 1a Smg mdi ngay. Tuy nhién, viéc diéu chinh
lidu everolimus (ndm trong khoang tir 5mg dén 20mg mdi ngay) s& dugc xem xét trong qua
trinh thir nghiém néu thiy can thiét.

Két qua do: Phan tng toan phan va phan tng PSA tuan thtr 12 (giam PSA > 50% so
v6i luong chuédn); thoi gian tién trién PSA; su ton tai tong thé (OS); PFS (su ton tai khong
tién trién bang chit chi thi CT/MRI/phéng xa); chat lrgng cude sng (QOL); céc tac dung
phu; cac duoge dong hoc (PK); dép tig khdi u va/hoic kiém soat bénh; ty 1€ bénh nhan ma
c6 dap tmg mot phﬁn hodc hoan toan hoac bénh dn dinh tai cac thoi diém duoc xac dinh; cac
chat chi thi sinh hoc du doan dap tmg 1am sang.

Tinh thich hop: Cac déi twong gidng cai 18 tudi va gia hon.

Tiéu chuin bao gom: ung thu biéu moé tuyén dugc xac nhan vé mit mo hoc hodc té

bao hoc ctia tuyén tién liét (vi du ung thu tuyén tién liét khang cét tinh hoan di cin duge diéu
tri truGe bang abirateron axetat, ung thu tuyén tién liét khang cit tinh hoan di can, ung thu
tuyén tién liét khang cét tinh hoan khong di cin, ung thu tuyén tién liét man cam cat tinh
hoan di cdn, ung thu tuyén tién 1iét man cam cét tinh hoan khong di cin hodc ung thu tuyén
tidn liét thé khu tri nguy co cao); ung thu tuyén tién liét khang cit tinh hoan dugc chimg
minh trong khi didu tri Gre ché androgen lién tuc (ADT)/sau thii thuat cit bo tinh hoan, dugce
x4c dinh 12 3 mirc tang lién tiép cua PSA, 2 14n 1 tudn, dan dén ting hai 1an 50% so véi diém
thip nhat, c6 PSA cudi ciing > 2 ng/mL; cac mirc cit bo duy tri cia testosteron (< 50 ng/dL
[1,72 nmol/L]) trong khoang 4 tudn ngau nhién va sudt qua trinh nghién ctru; hién nay cac
bénh nhan tiép nhan viéc diéu tri phong ngira mat xuong bang cac chat bao vé xuong (vi du,
bisphosphonat, denosumab [Prolia®]) phai ubng cac lidu 6n dinh trong khoang it nhét 4 tuan
tru6e khi ngdu nhién hoa; bénh nhan ma dwoc tiép nhan chit khang androgen thé hé thtr nhat

(vi du, bicalutamit, flutamit, nilutamit) theo phan liéu phép trc ché androgen dugc két hop
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ban dau hodc theo liéu phap hormon dong thir hai phai biéu hién sy tién trién bénh lién tuc
(PSA) ngung khang androgen trong khoang it nhét 4 tuan trude khi ngdu nhién hoa; it nhat
4 tudn phai dugc trai qua viéc su dung cac chét tc ché 5-a reductaza (vi dy, dutasterit,
finasterit, aminoglutethamit), cac estrogen, va liéu phap khang ung thu khac bat ky truée khi
ngau nhién héa, bao gbm héa tri liéu dugc dwa ra dé diéu chinh ta duoc/ta duoc méi (vi du,
thir nghiém lam sang); it nhét 4 tuan phai duoc trai qua liéu phap phau thuat hoic xa tri chinh
trude khi ngau nhién hoa.

Tiéu chuan bao gom: Tién su co giat, di cdn CNS.

Vi du 13: Thir nghiém 1am sang d6i v6i su két hop khéng androgen bang chét rc ché
CYP17

Vi du khong gi6i han tht nghiém 1am sang ung thu tuyén tién liét & nguoi bao gom
swu  két hop cua  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit va chét rc ché CYP17 duge mo ta sau day.

Muc dich: Cac muc dich nghién ctru nay danh gia sy toan va tinh hi€u qua cua sy két
hop cta 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
yl]-2-flo-N-metylbenzamit va chét trc ché CYP17 & ngudi méc ung thu tuyén tién liét (vi du
ung thu tuyén tién liét khang ct tinh hoan di can, ung thu tuyén tién ligt khang cit tinh hoan
khong di can, ung thu tuyén tién 1iét man cam cat tinh hoan di cin, ung thu tuyén tién liét
mAn cam cit tinh hoan khong di cin hodc ung thu tuyén tién liét thé khu tri nguy co cao),
céc dit liéu thu thap duva trén bit ky tac dung phu liéu phap két hop c6 thé giy ra, va danh
gia cac dac tinh duge dong hoc cua cac hop chit trong bdi canh cua liéu phap két hop.

Can thiép: Bénh nhan dugc dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit véi lidu 12 240mg mbi ngay.
Tuy nhién, viéc didu chinh lidu 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit (nam trong khoang tr 120mg dén
480mg mdi ngay) s& duoc xem xét trong qua trinh thit nghiém néu thiy can thiét. Chét uc
ché CYP17 abirateron axetat s& duge dung véi lidu 1a 1000mg mdi ngay mét 1an. Tuy nhién,

viée didu chinh lidu abirateron axetat (nim trong khoang tir 500mg dén 1000mg mdi ngay)
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s& dwoc xem xét trong qua trinh thir nghiém néu thay can thiét. Bénh nhan that dwgc dung
abirateron axetat ciing s& duoc ding prednison (5 mg) 2 1an mdi ngay.

Két qua do: Phan img toan phin va phan tmg PSA tuan thir 12 (giam PSA > 50% so
véi lugng chudn); Thoi gian tién trién PSA; sw tn tai tong thé (OS); PFS (s ton tai khong
tién trién bing chat chi thi CT/MRI/phéng xa); chit lugng cude song (QOL); cic tac dung
phu; cac duge dong hoc (PK); dép ting khdi u va/hodc kiém sodt bénh; ty 1€ bénh nhan c6
d4p tmg mot phin hodc hoan toan hodc bénh 6n dinh tai céc thdi diém duge xéc dinh; céc
chat chi thi sinh hoc du doan dap Gmg 14m sang.

Tinh thich hop: Cac déi trong gidng cai 18 tudi va gia hon.

Tiéu chuin bao gdm: ung thu biéu moé tuyén dugc xac nhan vé mit moé hoc hodc té

bao hoc cia tuyén tién liét (vi du ung thur tuyén tién liét khang cét tinh hoan di can, ung thu
tuyén tidn liét khang cét tinh hoan khéng di cin, ung thu tuyén tién 1iét man cam cit tinh
hoan di cdn, ung thu tuyén tién liét man cam cét tinh hoan khong di cin hodc ung thu tuyén
tién liét thé khu tri nguy co cao); ung thu tuyén tién liét khang cit tinh hoan dugc chimg
minh trong khi didu tri Gre ché androgen lién tuc (ADT)/sau thu thuat ct bé tinh hoan, dwoc
xac dinh 14 3 mtc ting lién tiép cua PSA, 2 1an 1 tudn, dan dén ting hai 1an 50% so véi diém
thAp nhét, with PSA cubi cling > 2 ng/mL; cic mirc cit bo duy tri ciia testosteron (< 50 ng/dL
[1,72 nmol/L]) trong khoang 4 tudn ngiu nhién héa va sudt qua trinh nghién ctru; hién nay
céc bénh nhan tiép nhan viéc diéu tri phong ngira mAt xuong bang cac chit bao vé xwong (vi
du, bisphosphonat, denosumab [Prolia®]) phai ubng céac lidu én dinh trong khoang it nhét 4
tuan trude khi ngau nhién héa; bénh nhan ma duoc tiép nhan chat khang androgen thé hé
thir nhat (vi du, bicalutamit, flutamit, nilutamit) theo phan lidu phap trc ché androgen dugc
két hop ban dau hodc theo lidu phap hormon dong thir hai phai biéu hién sy tién trién bénh
lién tuc (PSA) ngimg khang androgen trong khoang it nhat 4 tuan truéc khi ngau nhién héa;
it nhit 4 tudn phai dugc trai qua viéc su dung cac chét e ché 5-o reductaza (vi du, dutasterit,
finasterit, aminoglutethamit), cac estrogen, va liéu phap khang ung thu khac bat ky trude khi
ngAu nhién hoéa, bao gdm hoéa tri lidu duogc dua ra dé diéu chinh ta duge/ta dwoc méi (vi du,
thir nghiém 14m sang); it nhat 4 tuan phai duoc trai qua liéu phap phau thuat hoic xa tri chinh

trude khi ngau nhién hda.
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Tiéu chuin bao gdm: Héa tri liéu trude, CYP17 trude hoic liéu phap khang androgen

san sinh thi hai, di can CNS, tién st co giat trude.

Vi du 14: Thtr nghiém 1am sang dbi v6i su két hop khang androgen bang chét chu
véan/chat d6i khang GnRH/LHRH

Vi du khong giGi han thtr nghiém lam sang ung thu tuyén tién liét & ngudi bao gdom
su  két  hop cia  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-
diazaspiro[3.,4]oct-5-yl]-2-flo-N-metylbenzamit  va chdt chu van/chit d6i khang
GnRH/LHRH dugc mo ta sau day.

Muc dich: C4c muc dich nghién ctru nay dé danh gia hidu qua cua su két hop clia 4-
[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[ 3,4 ]oct-5-yl]-2-flo-
N-metylbenzamit va chét chii van/chat d6i khang GnRH/LHRH & ngudi méc ung thu tuyén
tién liét (vi du ung thu tuyén tién liét khang cat tinh hoan di cin, ung thu tuyén tién liét
khang cit tinh hoan khong di cin, ung thu tuyén tién liét man cam cit tinh hoan di cén, ung
thu tuyén tién 1iét mAn cam cit tinh hoan khéng di can hodc ung thu tuyén tién liét thé khu
tri nguy co cao), cac dit li¢u thu thap dua trén bat ky tac dung phu liéu phap két hop c6 thé
gdy ra, va danh gia cac dac tinh dugc dong hoc cua cic hop chét trong bdi canh cua liéu
phap két hop.

Can thiép: Bénh nhan dugc dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit vé6i lidu 12 240mg mbi ngay.
Tuy nhién, viéc didu chinh lidu 4-[7-(6-xyano-5-triflometylpyridin-3-yl1)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit (nim trong khoang tir 120mg dén
480mg moi ngay) sé duge xem xét trong qua trinh thir nghiém néu thiy can thiét. Cac bénh
nhan ciing s€ dugc dung chét chil van/chat d6i khang GnRH/LHRH ngoai 4-[7-(6-xyano-5-
triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-
metylbenzamit. Theo mot sé phuong 4n, chat chi van/chit déi khang GnRH/LHRH la
Lupron ma dugc ding dé tiém luu trit v6i lidu khoang 7,5mg 4 tudn mot lan, hodc 22,5mg
3 thang mét 1an, hoic khoang 30mg 4 thidng mot 1An, hodc khoang 45mg 6 thang mot lan.
Theo cac phuong an khéc, chét chi van/chét d6i khang GnRH/LHRH 1a zoladex (Goserelin)

ma duogc dung dé céy dudi da véi lidu khoang 3,6mg 4 tuan mot 1an hodc khoang 10,8mg
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12 tudn mot 1an. Theo mét sé phuong an khac, chat chi van/chat d6i khang GnRH/LHRH
1a Degarelix ma dugc ding dé tiém dudi da véi liéu khoang 240mg sau d6 1a khoang 80mg
duoc ding mdi 4 tuin.

Két qua do: Phan tmg toan phan va phan Gmg PSA tuan thir 12 (giam PSA > 50% so
v6i luong chudn); Thoi gian tién trién PSA; su t0n tai tong thé (OS); PFS (su ton tai khong
tién trién béng chét chi thi CT/MRI/phéng xa); chét lugng cudce séng (QOL); céc tac dung
phu; cac dugc dong hoc (PK); dap ung khdi u va/hodc kiém soat bénh; ty 1¢ bénh nhan cé
dap tng mot phﬁn hoac hoan toan hoac bénh 6n dinh tai cac thoi diém duoc xéac dinh; cac
chét chi thi sinh hoc du doan dép ung 14m sang.

Tinh thich hop: Céc dbi tuong gidng cai 18 tudi va gia hon.

Tiéu chuan bao gom: ung thu biéu mé tuyén dugce xac nhan vé mat md hoc hodc t€

bao hoc cua myén tién liét (vi du ung thu tuyén tién liét khang cat tinh hoan di can, ung thu
tuyén tién liét khang cét tinh hoan khong di cin, ung thu tuyén tién liét min cdm cat tinh
hoan di cin, ung thu tuyén tién 1iét man cam cit tinh hoan khong di cin hodc ung thu tuyén
tién 1iét thé khu tra nguy co cao); hién nay cac bénh nhan tiép nhan viéc diéu tri phong ngira
mAt xuong bang cac chat bio vé xwong (vi du, bisphosphonat, denosumab [Prolia®]) phai
udng cac lidu 6n dinh trong khoang it nhat 4 tudn trudce khi ngau nhién héa; cac bénh nhan
ma duoc tiép nhén liéu phap chdng ung thu trudce trude khi ngau nhién héa, bao g6m hoa tri
liéu dugc dua ra dé diéu chinh ta duoc/td duge méi (vi dy, thit nghiém 1am sang) phai dugc
phuc hdi tir céc doc tb cap tinh ciia viée diéu tri; it nhat 4 tudn phai dugc trai qua liéu phap
phAu thuat hodc xa tri chinh truée khi ngiu nhién hoa.

Tiéu chuin bao gém: CYP17 trudc hoac liéu phap khang androgen sén sinh thir hai,

di can CNS, tién st co giat trude.

Vi du 15: Thtr nghiém 14m sang ddi véi su két hop khéang androgen with chat bao vé
xuong

Vi du khong giGi han thir nghiém 1am sang ung thu tuyén tién liét & ngudi bao gdbm
su két hop cia  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-

diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit va chét bao vé xuong duge mo ta sau day.
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Muc dich: Cac muc dich nghién ciru nay danh gia su toan va tinh hiéu qua cua su két
hop cua 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit va chat bao vé xuwong & ngudi mic ung thu tuyén tién liét (vi du
ung thu tuyén tién liét khang cit tinh hoan di cin, ung thu tuyén tién liét khang cat tinh hoan
khong di can, ung thu tuyén tién liét mAn cam cét tinh hoan di cin, ung thu tuyén tién liét
man cam ct tinh hoan khéng di cin hodc ung thu tuyén tién liét thé khu tra nguy co cao),
cac dit liéu thu thap dua trén bat ky tac dung phu liéu phap két hop c6 thé gay ra, va danh
gia cac dic tinh dugc dong hoc cua cac hop chét trong bdi canh cua lidu phap két hop.

Can thiép: Bénh nhan dugc dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit voi lidu 1a 240mg mdi ngay.
Tuy nhién, viéc didu chinh lidu 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit (ndm trong khoang tr 120mg dén
480mg moi ngdy) s& duoc xem xét trong qua trinh thir nghiém néu thiy can thiét. Cac bénh
nhan ciing s& duge dung chit bao vé xuong ngoai 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-
8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit. Theo mot s6 phuong
an, chit bao vé xuong la Denosumab which dugc dung béng cach tiém dudi da vé6i lidu nam
trong khoang tir 60 dén 120mg 4 tuan mét 1an to 6 thang mot lan. Theo cac phuong 4n khéc,'
chét bao vé xuong 13 axit zoledronic which duoc dung bang cach tiém trong tinh mach véi
lidu khoang 4mg 4 tudn mét lan dén 12 tuan mot lan.

Két qua do: Phan tng toan phan va phan tmg PSA tuan thir 12 (giam PSA > 50% so
vo1 luong chuén); Thoi gian tién trién PSA; su ton tai téng thé (OS); PES (su ton tai khong
tién trién bang chét chi thi CT/MRI/phéng xa); chét lugng cudc séng (QOL); side-effects;
cac dugc dong hoc (PK); dap ung khéi u va/hodc kiém soat bénh; ty 1€ bénh nhan c6 dap
ung mot phén hodc hoan toan hodc bénh 6n dinh tai cac thoi diém duoc xac dinh; cac chat
chi thi sinh hoc dy doan dap tng 1am sang.

Tinh thich hop: Cac ddi twong gidng cai 18 tudi va gia hon.

Tiéu chuin bao gom: ung thu biéu mé tuyén dugc xac nhan vé mat mo hoc hodc t€

bao hoc cua tuyén tién liét (vi du ung thu tuyén tién liét khang cit tinh hoan di can, ung thu

tuyén tién liét khang cét tinh hoan khong di cin, ung thu tuyén tién li¢t man cdm cat tinh
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hoan di can, ung thu tuyén tién liét man cam cat tinh hoan khong di cin hogc ung thu tuyén
tidn liét thé khu tri nguy co cao); ung thu tuyén tién liét chong cit bo di can dugc ching
minh trong khi didu tri Ge ché androgen lién tuc (ADT)/sau thi thuat cét bo tinh hoan, duge
x4c dinh 12 3 mirc tang lién tiép ctia PSA, 2 1an 1 tuin, dan dén ting hai 1an 50% so vé6i diém
thap nhét, with PSA cudi ciing > 2 ng/mL; cac miic cat bo duy tri cua testosteron (< 50 ng/dL
[1,72 nmol/L]) trong khoang 4 tuan ngau nhién hoa va sudt qua trinh nghién ctru; bénh nhan
ma duoc tiép nhan chét khang androgen thé hé thi nhét (vi du, bicalutamit, flutamit,
nilutamit) theo phan liéu phéap e ché androgen duge két hop ban dau hoic theo liéu phép
hormon dong thi hai phai biéu hién su tién trién bénh lién tuc (PSA) ngling khang androgen
trong khoang it nhat 4 tuan trudc khi ngau nhién héa; it nhét 4 tuan phai duogc trai qua viéc
st dung céc chét e ché 5-o reductaza (vi du, dutasterit, finasterit, aminoglutethamit), cac
estrogen, va liéu phap khang ung thu khac bat ky trude khi ngiu nhién héa, bao gom hoa tri
lieu duoc dua ra dé didu chinh ta duoc/ta dwoc méi (vi du, thir nghiém 1am sang); it nhat 4
tuln phai duoc trai qua liéu phap phiu thut hodc xa tri chinh trude khi ngiu nhién héa.

Tiéu chuin bao gdm: Liéu phap khang androgen san sinh thtt hai truée, di cin CNS,

tién sir co giat trude.

Vi du 16: Thir nghiém lam sang dbi véi su két hop khang androgen bé“lng xa tri

Vi du khong gi¢i han thir nghiém 14m sang ung thu tuyén tién liét & ngudi bao gém
su  két  hop cia  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit va xa tri dugc mo ta sau day.

Muc dich: Cac muc dich nghién ctru nay danh gia sy toan va tinh hi€u qua cua sy két
hop cua 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
y1]-2-flo-N-metylbenzamit va xa tri & ngudi mic ung thu tuyén tién liét (vi du ung thu tuyén
tién liét khang cét tinh hoan di can, ung thu tuyén tién liét khang cét tinh hoan khong di can,
ung thu tuyén tién 1iét man cam cat tinh hoan di can, ung thu tuyén tién liét man cam cit
tinh hoan khéng di can hodc ung thu tuyén tién liét thé khu trd nguy co cao), cac dit lidu thu
thap dua trén bit ky tac dung phu liéu phap két hop c6 thé gay ra, va danh gia cic dic tinh

duoc dong hoc ctia cac hop chit trong bdi canh ctia lidu phép két hop.

-110-



31502

Can thiép: Bénh nhan dugc dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0xo0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit véi lidu 1a 240mg mdi ngay.
Tuy nhién, viéc diéu chinh liéu 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit (nim trong khoang tir 120mg dén
480mg mdi ngay) s& duge xem xét trong qua trinh thir nghiém néu thdy can thiét. Cac bénh
nhan ciing s& dugc ding chat diéu tri thir hai ngoai 4-[7-(6-xyano-5-triflometylpyridin-3-
y1)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit. Theo mot 5O
phuong an, chat didu tri thi hai 1a Alpharadin ma dugc ding bang cach tiém trong tinh mach
v6i lidu nim trong khoang tir 25 dén 50 kBq/kg 4 tudn mot 1an. Theo cic phuong an khéc,
chit didu tri the hai 12 7Lu-J591 ma duge dung bang cach tiém trong tinh mach véi lidu
nim trong khoang tir 30mCi/m2 dén 70 mCi/m2.

Két qua do: Phan tmg toan phin va phan Gmg PSA tuan thit 12 (giam PSA > 50% so
voi luong chuén); thoi gian tién trién PSA; su ton tai téng thé (OS); PFS (su ton tai khong
tién trién bang chat chi thi CT/MRI/phéng xa); chét lugng cude séng (QOL); céc tac dung
phu; cac duoc dong hoc (PK); dap tmg khéi u va/hodc kiém soat bénh; ty 1& bénh nhan c6
dap tmg mot phin hodc hoan toan hodc bénh 6n dinh tai cac thoi diém dwgce x4c dinh; cac
chét chi thi sinh hoc du doan dap tmg 1am sang.

Tinh thich hop: Cac déi twong gidng cai 18 tudi va gia hon.

Tiéu chuan bao gom: ung thu bi€u moé tuyén duge xac nhan vé mat mé hoc hodc té

bao hoc cua tuyén tién liét (vi du ung thu tuyén tién liét khang cat tinh hoan di cin, ung thu
tuyén tién liét khang cét tinh hoan khéng di can, ung thu tuyén tién liét man cam cit tinh
hoan di cin, ung thu tuyén tién 1iét man cam cit tinh hoan khéng di cin hoic ung thu tuyén
tién 1iét thé khu trG nguy co cao); ung thu tuyén tién liét khang cit tinh hoan dugc ching
minh trong khi diéu tri e ché androgen lién tuc (ADT)/sau thu thuat cit bo tinh hoan, duogc
xac dinh 1a 3 muc ting lién tiép cua PSA, 2 14n 1 tudn, ddn dén ting hai lan 50% so véi diém
thip nhat, 6 PSA cudi cing > 2 ng/mL; cac mic cit bo duy tri cua testosteron (< 50 ng/dL
[1,72 nmol/L]) trong khoang 4 tudn ngiu nhién hoa va sudt qué trinh nghién ctru; hién nay
cac bénh nhan tiép nhan viée didu tri phong ngira mét xuwong bang cic chat bao vé xwong (vi

du, bisphosphonat, denosumab [Prolia®]) phai uéng céc liéu 6n dinh trong khodng it nhat 4
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tudn trude khi ngau nhién héa; bénh nhan ma dugc tiép nhan chat khang androgen thé hé
tht nhat (vi du, bicalutamit, flutamit, nilutamit) theo phan liéu phap trc ché androgen dugc
két hop ban diu hoic theo lidu phap hormon dong thir hai phai biéu hién su tién trién bénh
lién tuc (PSA) ngirng khang androgen trong khoang it nhét 4 tuan trude khi ngéu nhién héa;
it nhat 4 tuan phai duoc trai qua viéc s dung cac chét trc ché 5-a reductaza (vi du, dutasterit,
finasterit, aminoglutethamit), cac estrogen, va liéu phap khang ung thu khac bat ky trude khi
ngau nhién héa, bao gdm hoa tri lidu dugc dwa ra dé diéu chinh t4 duoc/ta duge méi (vi dy,
thir nghiém 1am sang); it nhét 4 tuan phai duogc trai qua liéu phap phau thuat hodc xa tri chinh
trude khi ngu nhién héa.

Tiéu chuén bao gdm: Liéu phap khang androgen san sinh thit hai truéc, di cin CNS,

tién st co giat trude.

V{ du 17: Thir nghiém 1am sang d6i v&i su két hop khéng androgen bang chét tic ché
kinaza

V1 du khong gi6i han thir nghiém 14m sang ung thu tuyén tién liét & ngudi bao gém
su  két  hop cia  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit va chat trc ché kinaza 1a described below.

Muc dich: Cac muc dich nghién ctru nay dénh gia sy toan va tinh hiéu qua cta su két
hop cua 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
yl]-2-flo-N-metylbenzamit va chat trc ché kinaza & nguoi méc ung thu tuyén tién liét (vi du
ung thu tuyén tién liét khang ct tinh hoan di cin duge diéu tri trudc bang abirateron axetat,
ung thu tuyén tién 1iét khang cét tinh hoan di can, ung thu tuyén tién liét khang cat tinh hoan
khong di can, ung thu tuyén tién liét man cam cét tinh hoan di cin, ung thu tuyén tién liét
man cam cét tinh hoan khong di can hodc ung thu tuyén tién liét thé khu tri nguy co cao),
céc dit liéu thu thap dua trén bét ky tic dung phu lidu phap két hop c6 thé gay ra, va danh
gia cac dic tinh duoc dong hoc cua cac hop chat trong bdi canh cia lidu phap két hop.

Can thiép: Bénh nhan dugc dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-
thioxo-5,7-diazaspiro[3.4]oct-5-yl1]-2-flo-N-metylbenzamit véi liéu 1a 240mg mdi ngay.
Tuy nhién, viéc diéu chinh lidu 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit (ndm trong khoang tr 120mg dén
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480mg moi ngay) s& duoc xem xét trong qua trinh thir nghiém néu thiy can thiét. Bénh nhan
ciing s& dugc ding chét trc ché kiaza ngoai 4-[7-(6-xyano-5-triflometylpyridin-3-y1)-8-oxo-
6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit. Theo mdt s6 phuong an, chat
{rc ché kinaza la cabozantinib which dugc ding qua duong miéng véi liéu ndm trong khoang
tir 40 d&én 100mg mdi ngay. Theo cac phuong an khéc, chét e ché kinaza 1a erlotinib ma
duoc ding qua duong miéng véi lidu nim trong khoang tir 100mg dén 150 mg. Theo mot s6
phuong an khéc, chét tre ché kinaza 14 gefitinib which dugc dung qua dudng miéng véi lidu
khoang 250mg mdi ngay. Theo mét sé phwong an khac nita, chét trc ché kinaza 14 trametinib
ma duoc ding qua dudng miéng véi lidu khoang tir Img dén 2 mg.

Két qua do: Phan (g toan phan va phan tng PSA tudn thir 12 (gidm PSA > 50% so
v6i lugng chudn); thoi gian tién trién PSA; sy ton tai tong thé (OS); PFS (su ton tai khong
tién trién bang chit chi thi CT/MRI/phéng xa); chét lugng cude séng (QOL); céc tac dung
phu; cac duoc dong hoc (PK); dap tmg khéi u va/hodc kiém soat bénh; ty 1€ bénh nhéan c6
dap tng mot phén hodc hoan toan hodc bénh 6n dinh tai cac thoi diém duoc xac dinh; cac
chét chi thi sinh hoc du doan dap tng 14m sang.

Tinh thich hop: Cac déi tuong gidng cai 18 tudi va gia hon.

Tiéu chuan bao gom: ung thu bi€éu moé tuyén dugc xac nhan vé mat mo hoc hoac t€

bao hoc cta tuyén tién 1iét (vi du ung thu tuyén tién liét khang ct tinh hoan di cin duge didu
tri trudc bﬁng abirateron axetat, ung thu tuyén tién liét khang cit tinh hoan di can, ung thu
tuyén tién liét khang cét tinh hoan khong di cin, ung thu tuyén tién liét man cam cat tinh
hoan di cin, ung thu tuyén tién 1iét man cam cit tinh hoan khong di can hodc ung thu tuyén
tién liét thé khu tri nguy co cao); ung thu tuyén tién liét khang cét tinh hoan dugc ching
minh trong khi didu tri Grc ché androgen lién tuc (ADT)/sau thii thuat cit bo tinh hoan, dugc
xéc dinh 12 3 mirc tang lién tiép cia PSA, 2 lan 1 tuan, dn dén tang hai 14n 50% so v6i diém
thip nhat, c6 PSA cudi ciing > 2 ng/mL; cac mirc cit bo duy tri cua testosteron (< 50 ng/dL
[1,72 nmol/L]) trong khoang 4 tudn ngau nhién héa va sudt qua trinh nghién ctru; hién nay
céc bénh nhan tiép nhan viée didu tri phong ngira mét xuong bang céc chat bao vé xuong (vi
du, bisphosphonat, denosumab [Prolia®]) phai uéng céc liéu 6n dinh trong khoang it nhét 4

tuan trude khi ngiu nhién hoa; bénh nhan ma duge tiép nhan chat khang androgen thé hé
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thtr nhét (vi du, bicalutamit, flutamit, nilutamit) theo phan liéu phap tic ché androgen duoc
két hop ban dau hoic theo lidu phap hormon dong thir hai phai biéu hién sy tién trién bénh
lién tuc (PSA) ngimg khang androgen trong khoang it nhét 4 tuan trudce khi ngau nhién hoa;
it nhat 4 tuan phai dugc trai qua viéc sur dung céc chét (e ché 5-a reductaza (vi du, dutasterit,
finasterit, aminoglutethamit), cac estrogen, va liéu phap khang ung thu khac bat ky trudc khi
ngau nhién héa, bao gdm héa tri liéu dugc dwa ra dé diéu chinh td dugc/td duge méi (vi du,
thir nghiém 14m sang); it nhit 4 tudn phai dugc trai qua liéu phap phau thuat hoic xa tri chinh
trude khi ngau nhién hoa.

Tiéu chuan bao gdm: Liéu phap khang androgen san sinh thit hai truéc, di cin CNS,

tién st co giat trude.

Vi du 18: Thtr nghiém 1am sang ddi véi su két hop khang androgen bang mién dich
tri liéu

Vi du khong gi¢i han thir nghiém 14m sang ung thu tuyén tién liét & nguoi bao gdm
su  két hop cia  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-
diazaspiro[3.4]oct-5-yl]-2-flo-N-metylbenzamit va mién dich tri liéu dugc mo ta sau day.

Muc dich: Cac muc dich nghién ctru nay danh gia su toan va tinh hiéu qué ctia su két
hop cua 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
yl]-2-flo-N-metylbenzamit va Provenge, Prostvac, Ipilimumab, hodc chét Gc ché PD-1 &
ngudi mic ung thu tuyén tién liét (vi du ung thu tuyén tién liét khang cit tinh hoan di can,
ung thu tuyén tién 1iét khang cit tinh hoan khéng di can, ung thu tuyén tién liét man cam cat
tinh hoan di can, ung thu tuyén tién 1iét man cam cét tinh hoan khong di cin hodc ung thu
tuyén tién 1iét thé khu tra nguy co cao), cac dir licu thu thap dua trén bét ky tac dung phu
liéu phap két hop c6 thé gy ra, va danh gia cac dic tinh dugc dong hoc ciia cac hop chat
trong bbi canh cua lidu phap két hop.

Can thiép: Bénh nhan dugc dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit v&i lidu 1a 240mg mdi ngay.
Tuy nhién, viéc didu chinh liéu 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit (nim trong khoang tir 120mg dén

480mg mdi ngay) s& duoc xem xét trong qua trinh thir nghiém néu thay can thiét. Cac bénh
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nhan ciing s€ dugc dung chat diéu tri thir hai ngoai 4-[7-(6-xyano-5-triflometylpyridin-3-
y1)-8-0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit. Theo mot 5O
phuong an, chét didu tri bd sung 12 Ipilimumab ma duge ding bang cach tiém trong tinh
mach véi lidu ndm trong khoang tir 1,5 mg/Kg dén 3,0 mg/kg IV 3 tuan 1 1an trong khoang
tong sé 4 lidu. Theo cac phuong an khac, chat diéu tri bd sung 1a chét tc ché PD-1 BMS-
936558 ma dugc dung bang cach tiém trong tinh mach vdéi liéu nim trong khoang tir 1,0
mg/kg dén 10 mg/kg vao ngay thi 1, 15 va 29 cia chu ky tuan thit 6. Theo mot s6 phuong
an khac, chat diéu tri bd sung 1a Provenge® (sipuleucel-T) ma dugc dung Ia 3 lidu, duogc
ubng trong khoang 2 tuin. Theo mot sb phwong an khac nita, chat diéu tri bo sung 1a Prostvac
ma dugc dung béng cach tiém dudi da vao ngay thu 1, 14, 28, 56, 84, 112, va 140. Mién
dich khoi dau bang rV-PSA-TRICOM (2 x 108 pfu) véi cac ché d6 sau d6 bang cach st dung
tF-PSA-TRICOM (1 x 10° pfu) ¢6 hodc khong c6 GM-CSF véGi 100 ug dudi da vao ngay
tiém chung.

Két qua do: Phan (g toan phan va phan Gmg PSA tuan thi 12 (giam PSA > 50% so
voi lugng chuén); Thoi gian tién trién PSA; su ton tai téng thé (OS); PFS (su ton tai khong
tién trién bang chat chi thi CT/MRI/phéng xa); chat luong cude séng (QOL); cac tac dung
phu; cac dugc dong hoc (PK); dap tng khdi u va/hodc kiém soat bénh; ty 1€ bénh nhan co
dap tmg mot phin hodc hoan toan hodc bénh 6n dinh tai cac thoi diém dugc xac dinh; cac
chét chi thi sinh hoc du doan dap trng 1am sang.

Tinh thich hop: Céc ddi twong gidng cai 18 tudi va gia hon.

Tiéu chuin bao gom: ung thu bi€u md tuyén dugce xac nhan vé mdt mo hoc hoac t€

bao hoc cta tuyén tién liét (vi du ung thu tuyén tién liét khang cit tinh hoan di can, ung thu
tuyén tién liét khang cit tinh hoan khéng di can, ung thu tuyén tién liét man cam cat tinh
hoan di cin, ung thu tuyén tién liét man cam cit tinh hoan khong di cin hoic ung thu tuyén
tién liét thé khu tri nguy co cao); ung thu tuyén tién liét khang cit tinh hoan dugc ching
minh trong khi diéu tri e ché androgen lién tuc (ADT)/sau thu thuat cat bo tinh hoan, dugc
x4c dinh 1a 3 muc tang lién tiép cua PSA, 2 1an 1 tuan, din dén tang hai 1an 50% so v&i diém
thip nhat, with PSA cudi cing > 2 ng/mL; cic mirc cat bé duy tri clia testosteron (< 50 ng/dL

[1,72 nmol/L]) trong khoang 4 tudn ngiu nhién hoéa va sudt qué trinh nghién ctru; hién nay
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céc bénh nhan tiép nhan viéc diéu tri phong ngira mat xuong bang céc chét bao vé xuwong (vi
du, bisphosphonat, denosumab [Prolia®]) phai uéng céc liéu 6n dinh trong khoang it nhét 4
tuan trude khi ngau nhién héa; bénh nhan ma duogc tiép nhéan chat khéng androgen thé hé
tht nhat (vi du, bicalutamit, flutamit, nilutamit) theo phﬁn liéu phap trc ché androgen dugc
két hop ban diu hodc theo lidu phap hormon dong thir hai phai biéu hién su tién trién bénh
lién tuc (PSA) nging khang androgen trong khoang it nhét 4 tuan truée khi ngau nhién héa;
it nhét 4 tudn phai dugc trai qua viée sir dung céc chat e ché 5-a reductaza (vi du, dutasterit,
finasterit, aminoglutethamit), cac estrogen, va li¢u phap khang ung thu khac bat ky truge khi
ngﬁu nhién hoa, bao gém héa tri liu duogc dua ra dé diéu chinh t4 dugc/ta dugc méi (vi dy,
thir nghiém 1am sang); it nhét 4 tudn phai dugc trai qua liéu phap phau thuat hoic xa tri chinh
trude khi ngau nhién hoa.

Tiéu chuin bao gébm: Liéu phap khang androgen san sinh thit hai truée, di cin CNS,

tién sir co giat trude.

Vidu 19: Thir nghiém lam sang dbi vé6i su két hop khang androgen vdi hoéa tri liéu

Vi du khéng gi6i han thir nghiém 14m sang ung thu tuyén tién liét & ngudi bao gom
su két hop cia  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-thioxo-5,7-
diazaspiro[3.4]oct-5-y1]-2-flo-N-metylbenzamit va hoa tri liéu dugc mo ta sau day.

Muc dich: Cac muc dich nghién ctru nay danh gia sy toan va tinh hiéu qué cua su két
hop cua 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-o0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-
yl]-2-flo-N-metylbenzamit va chét trc ché taxan hodc tubulin ¢ giéng cai mic ung thu tuyén
tién 1iét khang cét tinh hoan di cn hodc ung thu tuyén tién liét thé khu tri nguy co cao, cac
dit liéu thu thap dwa trén bét ky tac dung phu liéu phap két hop c6 thé gay ra, va danh gia
céc dac tinh duoc dong hoc cia cac hop chat trong bdi canh ciia liéu phéap két hop.

Can thiép: Bénh nhan dugc dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit véi liéu 1a 240mg mdi ngay.
Tuy nhién, viéc diéu chinh lidu 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-
5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit (nam trong khoang tir 120mg dén
480mg mdi ngay) s& duge xem xét trong qua trinh thir nghiém néu thiy can thiét. Bénh nhén

s& duoc dung chat diéu tri thir hai ngoai 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-
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thioxo-5,7-diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit. Theo mot 5O phuong an, chat
didu tri tht hai 12 docetaxel ma duoc dung bang cach tiém trong tinh mach véi liéu nam
trong khoang tir 35 dén 75mg/m? 3 tuan 1 1an. Theo cdc phwong 4n khac, chat diéu trj thi
hai 1a cabazitaxel ma dugc ding bang cach tiém trong tinh mach véi lidu khoang 13 dén
25mg/m? 3 tuan 1 lan.

Két qua do: Phan tmg toan phan va phan Gmg PSA tuan thi 12 (giam PSA > 50% so
vo1 luong chuén); Thoi gian tién trién PSA; sy ton tai téng thé (OS); PES (su ton tai khong
tién trién bing chat chi thi CT/MRI/phéng xa); chit lugng cudc séng (QOL); céc tic dung
phu; cac dugc dong hoc (PK); dap tmg khdi u va/hodc kiém soat bénh; ty 1& bénh nhan c6
dap tng mot phin hodc hoan toan hodc bénh 6n dinh tai cac thoi diém dugce xac dinh; cac
chét chi thi sinh hoc du doan dép tmg lam sang.

Tinh thich hop: Cac déi trong gidng cai 18 tudi va gia hon.

Tiéu chuin bao gdm: ung thu biéu mé tuyén dugc xac nhan vé mit mo hoc hodc té
bao hoc cua tuyén tién liét (vi du ung thu tuyén tién liét khang cit tinh hoan di cin hodc ung
thu tuyén tién liét thé khu tra nguy co cao); ung thur tuyén tién liét khang cét tinh hoan duoc
chimg minh trong khi didu tri e ché androgen lién tuc (ADT)/sau thi thuat cit bé tinh hoan,
duoc xac dinh 1a 3 muc tdng lién tiép ctia PSA, 2 1an 1 tudn, dan dén tang hai 14n 50% so
v6i diém thap nhat, c6 PSA cudi cing > 2 ng/mL; cac miic cit bo duy tri cla testosteron
(< 50 ng/dL [1,72 nmol/L]) trong khoang 4 tuin ngau nhién hoéa va sudt qua trinh nghién
ctru; hién nay céc bénh nhén tiép nhan viéc didu tri phong ngira méat xwong bing cic chat
bao vé xuwong (vi du, bisphosphonat, denosumab [Prolia®]) phai ubng céc lidu 6n dinh trong
khoang it nhit 4 tudn trude khi ngdu nhién hoa; bénh nhan ma dwgc tiép nhan chat khang
androgen thé hé thir nhat (vi du, bicalutamit, flutamit, nilutamit) theo phan liéu phép trc ché
androgen duoc két hop ban dau hodc theo liéu phap hormon dong thir hai phai biéu hién su
tién trién bénh lién tuc (PSA) ngimg khang androgen trong khoang it nhit 4 tuan trude khi
ngau nhién hoa; it nhat 4 tuan phai duoc trai qua viéc sir dung cac chat trc ché 5-a reductaza
(vi du, dutasterit, finasterit, aminoglutethamit), cac estrogen, va liéu phap khang ung thu

khac bat ky trude khi ngdu nhién hoa, bao gdm hoa tri liéu dugc dua ra dé diéu chinh ta
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duoc/ta dwoe méi (vi du, thir nghiém 1am sang); it nhat 4 tuan phai duoc trai qua liéu phap
phdu thuat hodc xa tri chinh truéc khi ngdu nhién hoa.

Tiéu chuin bao gdm: Liéu phap khang androgen san sinh thit hai trude, di can CNS,

tién sir co giat trude.

Vi du 20: Thir nghiém 14m sang déi véi sy két hop khang androgen bang thé tiép hop
ctia duge chit khang thé khang STEAP-1

Vi du khong gi6i han thir nghiém 1am sang ung thu tuyén tién liét & ngudi bao gdm
su  két  hop cua  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-yl]-2-flo-N-metylbenzamit va thé tiép hop cta duoc chét khéng thé
khang STEAP-1 dugc mo ta sau day.

Muc dich: Cac muc dich nghién clru nay danh gia sy toan va tinh hi€u qua cua sy két
hop cta 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-diazaspiro[ 3,4 ]oct-5-
y1]-2-flo-N-metylbenzamit va thé tiép hop ctia dugc chit khang thé khang STEAP-1 & gidng
c4i mic ung thu tuyén tién liét (vi du ung thu tuyén tién liét khang ct tinh hoan di can, ung
thu tuyén tién liét khang cat tinh hoan khong di can, ung thu tuyén tién 1iét man cam cit tinh
hoan di can, ung thu tuyén tién liét man cam cat tinh hoan khong di cén hoic ung thu tuyén
tién liét thé khu tri nguy co cao), cac dit liéu thu thap dua trén bét ky tic dung phu liéu phéap
két hop c6 thé gy ra, va danh gia céc dic tinh duge dong hoc cua cic hop chét trong boi
canh cua liéu phéap két hop.

Can thiép: Bénh nhin dugc dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit v&i lidu 1a 240mg mdi ngay.
Tuy nhién, viéc didu chinh lidu 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit (nim trong khoang tir 120mg dén
480mg moi ngay) s& duge xem xét trong qud trinh thir nghiém néu thy can thiét. Bénh nhan
ciing s& dugc ding thé tiép hop cta dugce chat khang thé khang STEAP-1 .

Két qua do: Phan tmg toan phan va phan tng PSA tuan thtt 12 (gidm PSA > 50% so
véi lugng chudn); Thoi gian tién tridn PSA; sy ton tai tong thé (OS); PFS (sy ton tai khong
tién trién bang chat chi thi CT/MRI/phéng xa); chét lvgng cude song (QOL); cac tic dung
phu; cac dugce dong hoc (PK); dap tng khdi u va/hodc kiém soat bénh; ty 1¢ bénh nhan c6
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dap tmg mot phan hodc hoan toan hodc bénh én dinh tai cac thoi diém duge xac dinh; cac
chat chi thi sinh hoc du doan d4p tng 1am sang. |
Tinh twong hop: Céc dbi twong giéng cai 18 tudi va gia hon.

Tiéu chuin bao gdm: ung thu bi€u mo tuyén dugc xac nhan vé mit mo hoc hodc t€

bao hoc ctia tuyén tién liét (vi du ung thu tuyén tién liét khang cit tinh hoan di can, ung thu
tuyén tidn liét khang cét tinh hoan khéng di can, ung thu tuyén tién liét man cam cét tinh
hoan di cdn, ung thu tuyén tién liét man cam cat tinh hoan khéng di can hodc ung thur tuyén
tién liét thé khu tra nguy co cao); ung thu tuyén tién liét khang cét tinh hoan dugc ching
minh trong khi diu tri trc ché androgen lién tuc (ADT)/sau thu thudt cit bé tinh hoan, dugc
xac dinh la 3 muc tang lién tiép cua PSA, 2 14n 1 tuan, dan dén tang hai 14n 50% so voi diém
thip nhét, with PSA cubi cling > 2 ng/mL; cic mirc cit bo duy tri clia testosteron (< 50 ng/dL
[1,72 nmol/L]) trong khoang 4 tuan ngau nhién héa va sudt qua trinh nghién ctru; hién nay
cac bénh nhan tiép nhan viéc diéu tri phong ngira mat xuong bang céc chét bao vé xuong (vi
du, bisphosphonat, denosumab [Prolia®]) phai ubng cac lidu 6n dinh trong khoang it nhét 4
tudn trude khi ngAu nhién héa; bénh nhin ma duoc tiép nhan chat khang androgen thé hé
tht nhit (vi du, bicalutamit, flutamit, nilutamit) theo phan lidu phép tc ché androgen duoc
két hop ban du hodc theo liéu phap hormon dong thir hai phai biéu hién sy tién trién bénh
lién tuc (PSA) ngimg khang androgen trong khoang it nht 4 tuan trude khi ngdu nhién hoa;
it nhat 4 tuan phai duoc trai qua viée sir dung cic chét e ché 5-a reductaza (vi du, dutasterit,
finasterit, aminoglutethamit), cac estrogen, va li¢u phap khang ung thu khac bat ky trude khi
nghu nhién héa, bao gdm hoéa tri lidu dugc dwa ra dé diéu chinh t4 duge/ta duge méi (vi du,
thir nghiém 14m sang); it nhat 4 tuan phai dugc trai qua liéu phép phau thuat hoic xa trj chinh
trude khi ngau nhién héa.

Tiéu chuén bao gdm: Liéu phap khang androgen san sinh thir hai trude, di can CNS,

tién sir co giat trude.
Vi du 21: Thir nghiém 1dm sang ddi véi sy két hop khédng androgen bang chét trc ché
protein séc nhiét (HSP)
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Vi du khong gidi han thtr nghiém lam sang ung thu tuyén tién liét & nguoi bao gdm
su k&t hop cua  4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-ox0-6-thioxo-5,7-
diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit va chat e ché HSP duge mo ta sau day.

Muc dich: Cac muc dich nghién ctru nay danh gia su toan va tinh hiéu qua cua su két
hop cua 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-thioxo-5,7-diazaspiro[ 3,4 ]oct-5-
y1]-2-flo-N-metylbenzamit va chét e ché HSP (vi du HSP90 hodc HSP27) & gidng cai mic
ung thu tuyén tién liét (vi du ung thu tuyén tién liét khang cét tinh hoan di cin, ung thu tuyén
tién liét khang cit tinh hoan khong di cin, ung thu tuyén tién 1iét man cam cét tinh hoan di
cén, ung thu tuyén tién liét man cam cat tinh hoan khong di cin hodc ung thu tuyén tién liét
thé khu trG nguy co cao), cac dit lidu thu thap dua trén bét ky tac dung phu liéu phap két hop
c6 thé gay ra, va danh gia cac dic tinh duge dong hoc cta cac hop chét trong bdi canh cia
liéu phap két hop.

Can thiép: Bénh nhan dugc dung 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-oxo-6-
thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit voi lidu 1a 240mg mbi ngay.
Tuy nhién, viéc didu chinh lidu 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-0x0-6-thioxo-
5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit (ndm trong khoang tir 120mg dén
480mg mdi ngay) s& duoc xem xét trong qua trinh thir nghiém néu thiy can thiét. Cac bénh
nhan cling s€ dugc dung chét e ché HSP ngoai 4-[7-(6-xyano-5-triflometylpyridin-3-yl)-8-
0x0-6-thioxo-5,7-diazaspiro[3,4]oct-5-y1]-2-flo-N-metylbenzamit. Theo mot s6 phuong an,
chiit trc ché HISP 1a OGX-011 (Custirsen) which dugc dung bang cich tiém trong tinh mach
v6i lidu nam trong khoang tir 320mg dén 640mg mdi tudn mot lan. Theo cac phuong 4n
khac, chat trc ché HSP 1a OGX-427 which dugc ding bang cich tiém trong tinh mach véi
lidu tai ndm trong khoang tir 300 dén 600mg tiép theo 1a khoang tir 500 dén 1000mg mai
tudn mot 1an.

Két qua do: Phan mg toan phin va phéan timg PSA tuan thir 12 (giam PSA > 50% so
voi lugng chuan); Thoi gian tién trién PSA; su ton tai téng thé (0S); PFS (su ton tai khong
tién trién bang chat chi thi CT/MRI/phéng xa); chét luong cude séng (QOL); cac tac dung
phu; cac duge dong hoc (PK); dép tmg khéi u va/hodc kiém so4t bénh; ty 1& bénh nhén c6
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dap ung mot phﬁn hodc hoan toan hoac bénh on dinh tai cac thoi diém duge xéac dinh; cac
chét chi thi sinh hoc dur do4n d4p tng 1am sang.
Tinh thich hop: Cac dbi twrong ging c4i 18 tudi va gia hon.

Tiéu chuan bao gdém: ung thu bi€u mo tuyén dugce xac nhan vé mat mo hoc hodc t€

bao hoc cta tuyén tién liét (vi du ung thu tuyén tién liét khang cat tinh hoan di cin, ung thu
tuyén tién liét khang cat tinh hoan khong di cin, ung thu tuyén tién 1iét man cam cat tinh
hoan di cin, ung thu tuyén tién liét man cam cét tinh hoan khong di cin hodc ung thu tuyén
tién liét thé khu tri nguy co cao); ung thu tuyén tién liét khang cit tinh hoan duoc chimg
minh trong khi diéu tri Grc ché androgen lién tuc (ADT)/sau thii thuat cit bé tinh hoan, dwoc
xac dinh 13 3 mtc ting lién tiép cua PSA, 2 1an 1 tudn, din dén tang hai lan 50% so véi diém
thap nhat, with PSA cudi cling > 2 ng/mL; cac mirc cit bo duy tri cuia testosteron (< 50 ng/dL
[1,72 nmol/L]) trong khoang 4 tuin ngiu nhién héa va sudt qua trinh nghién ctru; hién nay
céc bénh nhén tiép nhan viée diéu tri phong ngira mét xuong bang cic chit bao vé xuong (vi
du, bisphosphonat, denosumab [Prolia®]) phai ubng cac lidu én dinh trong khoang it nhét 4
tudn trude khi ng?lu nhién hoa; bénh nhan ma duogc tiép nhén chit khang androgen thé hé
thir nhat (vi du, bicalutamit, flutamit, nilutamit) theo phan liéu phap wc ché androgen dugc
két hop ban dau hoic theo lidu phap hormon dong thir hai phai biéu hién sy tién trién bénh
lién tuc (PSA) ngirng khang androgen trong khoang it nhét 4 tudn trude khi ngiu nhién hoa;
it nhat 4 tudn phai dugc trai qua viéc su dung cac chét trc ché 5-a reductaza (vi dy, dutasterit,
finasterit, aminoglutethamit), cac estrogen, va li¢u phap khang ung thu khac bat ky trude khi
ngﬁu nhién hoa, bao gém hoa tri liéu duoc duara dé diéu chinh ta dugc/ta dugc méi (vi du,
thir nghiém 1am sang); it nhat 4 tuan phai dugc trai qua liéu phép phau thuat hoic xa tri chinh
trude khi ngau nhién héa.

Tiéu chuén bao gdbm: Liéu phap khang androgen san sinh thit hai trude, di can CNS,

tién sir co giat trude.

Céc vi du va cac phuong an duge mo ta chi dung cho cac muc dich minh hoa va su
bién ddi hodc su thay dbi khac nhau dwoc d& xuét boi ngudi cé hiéu biét trung binh trong
linh vuc k¥ thuat duoc bao gom trong pham vi va ndi dung ciia don nay va pham vi clia céc

diém y€u cau bao hd kém theo.
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1. Duoc pham bao gém dung dich trén co s& lipit, khan, chita hop chat c6 cong thie (I),
hoic mubi duoc dung ciia nd, & dang vién nang gel mém trong d6 duoc pham chira hop chét
¢6 cong thire (I), hodc mudi duoc dung ctia né, vitamin E d-a-tocopheryl polyetylen glycol
1000 sucxinat NF (Vitamin E TPGS), polyetylen glycol 400 NF/EP (PEG 400), glyxerol

monocaprylocaprat EP va caprylocaproyl macroglyxerit EP/NF

o]
N

=\ / N>//N
FaC S fHa
NH
Fos (D).

2. Dugc pham theo diém 1, trong d6 dung dich trén co s& lipit, khan, chtra hop chat ¢6 cong
thire (I), hodc mubi duoc dung cia nd, bao gdbm 3% hop chat ¢ cong thire (I), hodc mudi

duoc dung cua no,
—
N= \ / N

I
FaC S ?Ha
NH
F

3. Dugc pham theo diém 1, trong d6 vo nang dang gel mém bao gdm gelatin NF/EP, hon

hop sorbitol/glyxerin ¢ ty 1¢ 50:50 USP/EP, va nuéc tinh khiét USP/EP.

4. Dugc pham theo diém 1, trong d6 duoc pham c6 lidu don vi bao gdm 30mg hop chit c6

cong thire (I), hoac mudi duge dung cua no,

0
- 5
=\ / N>V/N
FC S CHs
NH
FoSs (D)
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