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Linh vire k§ thuit dwoc dé cap

Sang ché dé cap dén hdn hop dugce phdm bao gdm chét chil van PPAR va chit tc
ché p38 dé sir dung trong phurong phap phong ngira, tri hoan tién trinh diéu tri ung thu.

Tinh trang ky thuit ciia sang ché

Mic dii sé lwong cac phuong phap didu tri ung thu ngdy cang ting néi chung va
céc liéu phép didu tri ung thu két hop ndi riéng, ung thu van 12 nguyén nhén gy tir vong
phé bién nhét trén toan thé gidi sau cac bénh tim mach va bénh truyén nhiém/ky sinh
tring; voi s lugng tuyét ddi, con sb nay twong tng véi 7,6 triéu ca tir vong (khoang 13%
tbng sb ca tir vong) trong bat ky nim ndo. WHO wdc tinh tir vong do ung thu s& tang 1én
13,1 tri€u vao nam 2030, trong khi Hiép hoi Ung thu Hoa Ky du kién s& c¢6 hon
1.685.210 trudong hop ung thu méi dugce chin doan va 595.690 trudong hop tir vong do
ung thu & My vao ndm 2016. Mot cude khéo sat ndm 2012 cua McMillan Cancer Support
& Anh da boc 16 rang thoi gian sdng sét trung binh ciia bénh nhén ung thu néi chung da
ting tir 1 ndm 1én 6 nim ké tir nhitng nam 1970. Tuy nhién, dbi v6i nhiéu bénh ung thu
bao gdm thuc quan, da day, phdi, ndo va tuyén tuy, séng trung binh d3 hiu nhu
khong dugc cai thién, con lai it hon mdt nam.

Céc sb liéu minh hoa thyc té rang ung thu van 13 tinh trang strc khoe nghiém trong
va ¢6 nhu cdu cip thiét cho céc loai thudc chéng ung thu méi.

Ly do co ban ctia hoa tri lidu két hop trong ung thu 13 sir dung cac loai thube hoat
dong theo cac co ché khac nhau, do d6 lam giam kha ning cac té bao ung thu khang
thudc s& phét trién. Mt khac, viéc st dung hai loai thudc trd 1én dé diéu tri mot tinh trang
nhit dinh, ching han nhu ung thu, thudong gdy ra mot s vin dé tiém 4n do twong
tac phirc tap trong co thé gitta céc loai thube. Tac dung cta bit ky loai thubc nao ciing
lién quan dén sy hip thy, phan phdi va loai bé ctia né. Khi hai loai thude duoc dura vao co
thé, mbi loai thube c6 thé anh hudng dén sy hip thu, phan phdi va loai bo thube kia va do
d6, lam thay d6i tac dung cua thube kia. Vi dy, mot loai thudce c¢6 thé tre ché, kich hoat
hodc gay ra su san xuét cic enzym lién quan dén qué trinh chuyén héa loai bé loai thude
kia. Do d6, khi hai loai thudc dugc sir dung dé diéu tri cing mét tinh trang, khéng thé
doén trude dugc lidu mdi loai s& bd sung, khong cé tac dung hay can thiép vao hoat dong
tri liéu cta thubce kia trong mat dbi tuong. Khong chi ¢ thé tuwong tac gifta hai loai thube
anh hudng dén hoat dong tri li¢u dy dinh cda tirng loai thudc, ma sy twong tac c6 thé 1am
ting mirc d6 cac chét chuyén hoa doc hai. Su twong tac cling c6 thé 1am ting hodc giam
tac dung phu cda tung loai thube. Do d6, khi st dung hai loai thudc dé diéu tri bénh,
khong thé doan trude dugc su thay ddi, suy giam hodc cai thién, s& xay ra trong hd so tac
dung phu cta ting loai thudc. Ngoai ra, rét kho d& du doan chinh x4c khi nao anh hudng
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cla su twong tac gitta hai loai thubc & trd nén ro rang. Vi dy, tuong téc trao dbi chét gifta
céc loai thube c6 thé trd nén rd rang khi stir dung thubc thtr hai, sau khi ca hai da dat duoc
ndng d6 én dinh hodc khi ngirng st dung mot trong cac thudc. Do d6, tac dung cua liéu
phép phéi hop hai hodc nhidu loai thubc khong thé du doan dé dang.

Ban chit ky thuét ciia sang ché

N6 dugc bit ngd duge tim thdy rang sw két hop bao g6m mét chit chii van PPAR,
chdng han nhu pioglitazon va chét &c ché p38, nhu pamapimot rat hitu ich cho phong
ngira, tri hodn tién trién hogc diéu tri ung thu, dic biét 1a ung thu phdi, ung thu budng
tring, ung thu tuyén tién liét, ung thu vi, ung thu bang quang, ung thu gan, ung thu
duong ti€u hda, ung thu huyét hoc hodc ung thu than. Theo md hinh tiéu chudn dugc thiét
14p trong nghién cuu ung thu, nguoi ta dd bét ngd thdy rang diéu tri bang viéc két hop
nhu trén cung cap hiéu Gmg chéng khéi u ting 1én dua trén tac dung ctia mot trong hai tac
nhan.

Lién quan dén nhitng phét hién bat ngd ndy, sang ché theo day d& cap dén theo cac
khia canh sau day.

Trong khia canh thr nhét, sang ché d8 cap dén hdn hop dugc phim bao gbm:
(a) chét chil vin PPAR;

(b) hop chét c6 cong thire I hodc I

Xl
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X!'1a O, NR* (trong d6 R*1a hydro ho#c alkyl), S hodc CRR® (trong d6 R’ va
R® doc 1ap v6i hydro hodc alkyl) hodc C=0;

X214 O hoic NR’;
Ar' 13 aryl hodc aryl dj vong;

R? 14 hydro, alkyl, axyl, alkoxycacbonyl, aryloxycacbonyl, alkyl di vong cacbonyl,
alkyl di vong oxycacbonyl hoic -R*'-R? trong d6 R?! 1a alkylen hodc -C(=0)- va R* 1a
alkyl hodc alkoxy;

R!1a hydro, alkyl, haloalkyl, aryl, aralkyl, aryl di vong, alkyl di vong, aralkyl di
vong, xycloalkyl, xycloalkylalkyl, xycloalkyl thé alkyl di vong, xycloalkyl thé di vong,
xyanoalkyl, xyclyl di vong, xyclylalkyl di vong, R'2-SO»-xycloamino di vong (trong d6
R!2 13 haloalkyl, aryl, aralkyl, aryl di vong hoc aralkyl di vong), -Y!-C(O)-Y?-R!! (trong
d6 Y!'va Y? doc lap hodc ving mit hoic mdt nhém alkylen va R!!'1a hydro, alkyl,
haloalkyl, hydroxy, alkoxy, amino, mono-alkylamino hogc di-alkylamino), (xyclyl di
vong)(xycloalkyl)alkyl hodc (xyclyl di vong)(aryl di vong)alkyl;

R3 14 hydro, alkyl, xycloalkyl, xycloalkylalkyl, aryl, aralkyl, haloalkyl, alkyl di
vong, xyanoalkyl, alkylen-C(O)-R3! (trong d6 R®'1a hydro, alkyl, hydroxy, alkoxy,
amino, mono-alkylamino, di-alkylamino ho3c NR32-Y3-R* (trong d6 Y*la -C(O), -
C(0)0-, -C(O)NR¥, S(0) hoge S(O) NR®%; R, R*va R¥ Ia hydro hodc alkyl doc
lap va R 1a hydro, alkyl, xycloalkyl, xycloalkylalkyl, alkyl di vong hodc phenyl dugc
tiry chon thé) hodc axyl;

R7 1a hydro hodc alkyl; va

R8 va R’ 1a hydro, alkyl, aryl, aralkyl, xycloalkyl, xycloalkylalkyl, alkyl di vong,
alkylsulfonyl, arylsulfonyl, -C(O)-R¥ (trong d6 R®'la alkyl, aryl, aralkyl, xycloalkyl,
xycloalkylalkyl, alkyl di vong, alkoxy, aryloxy, amino, alkylamin mono- hodc di-
, arylamino hodc aryl(alkyl)amino) hogc R® va R’ ciing nhau tao thanh =CR*R* (trong
d6 R%2va R¥1a hydro, alkyl, xycloalkyl, xycloalkylalkyl hodc phenyl dugc tiy chon
the);

va tuy chon
(¢) mot hodc nhiéu chit pha loang, ta dugc hoic chét mang dugc dung.

& khia canh thir hai, sang ché dé cdp dén hdn hop duge pham nhu dwgc mé ta
trong tai liéu nay, dé str dung nhu duoc pham.
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O khia canh thtr ba, sang ché dé cap dén hén hop duoc phém nhu dugc md ta
trong tai liéu nay, dé str dung trong mot phuong phép phong ngira, tri hodn tién trién hodic
didu tri ung thu trong mét dbi tugng.

& Kkhia canh thét tu, sang ché @& cap dén hdn hop duoc phdm bao gdm:
(a) chét chil van PPAR;

(b) chét trc ché p38 kinaza; va tity chon

(¢) mot hodc nhidu chét pha lodng, ta dugc hodc chit mang duogc dung

dé sir dung trong mot phuwong phép d8 ngan ngira, tri hodn tién trién hodc diéu tri
ung thu phdi hoic ung thu budng tring trong mot d6i tuong.

Mo ta van tat cac hinh vé

Hinh 1: Thé tich khéi u nguyén phat do sau khi md tir thi dwoc thuc hién vao ngay
46 cua nghién ctru trong md hinh ung thu biéu m6 phdi A549 tiém dudi da duge mo ta
trong Vi du 1. Pioglitazon HCL va pamapimot déu dugc dung don 1& (Nhém 2 va 3,
twong tng) va két hop (Nhém 4). Dit lidu dugc hién thi so v6i Chét kiém soat dan thude
(Nhom 1). Dit liéu dugec md ta ca dudi dang phuong tién + SEM (A) va dudi dang cac
diém dir lidu riéng 1é cing véi céc gid tri trung binh twong Gng va do trai gitta (B) cia
ching. Gia tri P dugc tinh todn so voi Chét kiém soat din thubc (Nhém 1) bang hai
phuong phép: stt dung thi nghiém Mann Whitney va thi nghiém t khong ghép doi (trong
thoi gian tréng).

Hinh 2: Thé tich khéi u nguyén phat do dwoc khi md ti thi duge thuc hién vao
ngay 46 cta nghién ctu trong md hinh ung thu biéu mo phdi A549 tiém dudi da dugc md
ta trong Vi du 1. Pioglitazon HCL va pamapimot déu dugc dung don 18 (Nhém 2 va 3,
twong tmg) va két hop (Nhom 4). Dit lidu dugc hién thi so v6i Chét kiém soat dan thude
(Nhom 1). Dit liéu dugc md ta ca dudi dang phuong tién + SEM (A) va dudi dang cac
diém dir lidu riéng 1é cling vé&i cac gid tri trung binh twong Gng va dd trai gitta (B) cla
chiing. Gia tri P duoc tinh toén so véi Chét kiém soat din thuéc (Nhém 1) bang hai
phuong phép st dung thi nghiém Mann Whitney va thi nghiém t khong ghép ddi (trong
thoi gian trong).

Hinh 3: Thé tich khéi u nguyén phéat do dugc sau khi md tt thi vao ngay 20 cia
nghién cttu trong mo hinh ung thu dai trang tdng hop theo vi tri durge mo ta trong Vi du
2. Pioglitazon HCL va pamapimot dugc dung don 1¢ (Nhém 2 va 3, tuong Ung) va két
hop (Nhom 4, trong Gng). Dt liéu dugce hién thi so v6i Diéu khién phuong tién (Nhém
1). Dit liéu dugc mo ta ca dudi dang phuong tién + SEM (A) va dudi dang céc diém dir
liéu riéng 1& cing véi cac gia trj trung binh tuwong Gng va d¢ trai gifta (B) cua chung. Gia
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tri P duoc tinh toan so véi Piéu khién phuong tién (Nhém 1) bing hai phuong phép: st
dung thi nghiém Mann Whitney va thi nghiém t khong ghép doi (trong thoi gian trong).

Hinh 4: Céc bién phép thé tich khéi u nguyén phét sau khi md tir thi vao ngay 20
cua nghién ctu trén mo hinh ung thu dai trang téng hop theo vi tri dwgc mo ta trong Vi
du 2. Pioglitazon HCL va pamapimot déu duogc dung don 16 (Nhém 2 va 3, teong (ng) va
két hop (Nhém 4, tuong tng). Dit liéu dwgc hién thi so véi Chat kiém soét dan thude
(Nhém 1). Dit liéu duge md ta ca dudi dang phuong tién + SEM (A) va dudi dang cac
diém dir lidu riéng 1é cling v6i cac gid tri trung binh twong tmg va do trai gitta (B) cla
ching. Gi4 tri P duoc tinh todn so v6i Chét kiém soat din thuéc (Nhém 1) bang hai
phuong phép st dung thi nghiém Mann Whitney va thi nghiém t khong ghép doi (trong
thoi gian trong).

M ta chi tiét sang ché

Nhu di néu & trén, sang ché hdn hop duge phdm bao gdm mot chit chi van
PPAR, chéng han nhu pioglitazon va mot chét uc ché p38, chéng han nhu pamapimot,
duoc str dung cho viéc ngén chédn, lam chidm tré tién trién, hodc diéu tri ung thu.

Theo d6, theo khia canh thir nhat, sing ché cung cdp hdn hop duge phim bao gbm:
(a) chat chu van PPAR;
(b) hop chét c6 cong thire I hodc II

1
N7 Y X\Af
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w27 N7 X
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Céng thirc |
Xl
TR ~Art

I\f
1
R ‘“’W/k

Céng thue I

P P
7z N NRER®

hodc mubi duge dung, trong dé
Z 1a N hoac CH;

W 1a NR?;



36094

X!'1a O, NR* (trong d6 R*1a hydro hodc alkyl), S hodc CR®R® (trong d6 R’ va
R 1 hydro hodc alkyl doc 14p) hodc C=0;

X2 1a O hodc NR7;
AR! 12 aryl hoic aryl di vong;

R? 1a hydro, alkyl, axyl, alkoxycacbonyl, aryloxycacbonyl, alkylcacbonyl di vong,
alkyloxycacbonyl di vong hoic -R?! -R?? trong d6 R?! 1a alkylen hodc -C (= O)-va R* 1a
alkyl hodc alkoxy;

R!1a hydro, alkyl, haloalkyl, aryl, aralkyl, aryl di vong, aralkyl di vong,
xycloalkyl, xycloalkylalkyl, xycloalkyl thé alkyl di vong, xycloalkyl thé di vong, alkyl di
vong, xyanoalkyl, xyclyl di vong, xyclylalkyl di vong, R'?-SOz-xycloamino di vong
(trong d6 R'2 14 haloalkyl, aryl, aralkyl, aryl di vong hoc aralkyl di vong), -Y'-C(O)-Y?-
R!! (trong d6 Y' va Y2 ddc 1ap hodc khong c6 hoic mot nhom alkylen va R'! 12 hydro,
alkyl, haloalkyl, hydroxy, alkoxy, amino, mono-alkylamino hodc di-alkylamino), (xyclyl
di vong)(xycloalkyl)alkyl hodc (xyclyl di vong)(aryl di vong)alkyl;

R31a hydro, alkyl, xycloalkyl, xycloalkylalkyl, aryl, aralkyl, haloalkyl, alkyl di
vong, xyanoalkyl, alkylen-C(O)-R®! (trong d6 R*! 1a hydro, alkyl, hydroxy, alkoxy, mono
amino, mono-alkylamino, di-alkylamino hoic NR3?-Y?-R3 (trong d6 Y*la -C(O), -
C(0)0-, -C(O)NR3*, S(0), hodc S(0)2 NR35; R¥2, R* va R% 1a hydro hodc alkyl doc lap
va R331a hydro, alkyl, xycloalkyl, xycloalkylalkyl, alkyl di vong hodc phenyl dugc tuy
chon thé) hoic axyl;

R7 1a hydro hodc alkyl; va

R8 va R? 14 hydro doc 1ap, alkyl, aryl, aralkyl, xycloalkyl, xycloalkylalkyl, alkyl di
vong, alkylsulfonyl, arylsulfonyl, -C(O)-R® (trong d6 R®'la alkyl, aryl, aralkyl,
xycloalkyl, xycloalkylalkyl, alkyl di vong, alkoxy, aryloxy, amino, mono- hodc di-
alkylamino, arylamino hogc aryl(alkyl)amino) hodc R®va R’cung nhau tao thanh
=CR%2 R® (trong d6 R%va R¥ 1a hydro doc 1ap, alkyl, xycloalkyl, xycloalkyl hodc phenyl
dugc tuy chon thé);

va tuy chon
(c) mdt hodc nhiéu chét pha logng, t&4 dugc hodc chit mang duogc dung.

DPbi v6i muc dich 1am rd ban mo ta ndy, cdc dinh nghia sau s& dugc 4p dung va bét
ct khi nao thich hop, cac thuat ngtt dugc st dung theo sd it cling s& bao gém sd nhidu va
ngugc lai. N6 duoc hiéu rang thuét ngit dwoc str dung & day 1a nhim muc dich md ta cu
thé hién cac phuong 4n va khong nhdm muc dich gi6i han. Cac thuat ngit "bao gbm",
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"gdm" va "c6" phai dugc hidu theo nghia mé (vi du, cé nghia 1a "bao gbm, nhung khéng
gi6i han,") trir khi c6 ghi chu khéc.

Céc tinh nang, sb nguyén, ddc tinh, hop chét, cac nhém hoa hoc hodc cac nhém
dwoc md ta cing véi mot khia canh cu thé, phuong 4n hogc vi du cla séng ché phai duoc
hidu 1a c6 thé 4p dung cho bét ky khia canh, phuong 4n hogc vi du nao khac duge md ta
trong tai liéu nay trir khi khong tuong thich. T4t ca céc tinh niang dugc bdc 19 trong ban
mo ta ndy (bao gdm cac yéu ciu bao ho, tém tit va ban v& di kém) va/hogc tht ca cac
budc cua bét ky phuong phép hodc quy trinh nao duge boc 10, c6 thé dugc két hop trong
bat ky két hop nao, ngoai trir cac két hop co it nhét mot sb tinh ning nhu vy va/hoic cac
bude loai trir 1dn nhau. Sang ché khong bi gi6i han trong cic chi tiét clia bat ky phuong
4n nao da noi & trén. Sang ché mé rong cho bat ky tinh méi nao, hodc bat ky hdn hop céac
tinh m&i nao vé céc tinh nang duge bdc 16 trong ban mo ta nay (bao gbm céc yéu cau bao
ho, tém tit va ban vé&), hodc cho bét ky tinh mdi nao, hodc bit ky hdn hop céc tinh méi
nao, vé cac budc cua bat ky phuong phap ndo hodc quy trinh nao duge boc 19.

Céc thuat ngit "c4 nhan", "dbi twong" hodc "bénh nhan" st dung trong tai liéu nay
c6 thé thé cho nhau. Theo mot sé phwong an nhit dinh, d6i twong 1& dong vat cé
vi. Dong vét ¢6 vi bao gdm, nhung khong gidi han linh truéng (bao gbm ca linh truéng
nguoi va khong phai nguoi). Theo phuong an t6t hon, dbi twong 13 con ngudi.

Céc thuat ngit "ung thu" va "c6 tinh ung thu" nhu dugce st dung & ddy dé cap dén
ho#dic md ta tinh trang sinh ly & ddng vat c6 vi thuong duge ddc trung bédi sy ting trudng
té bao khong duoc kiém soat. Mot "khéi u" bao gdm mot hogc nhiéu té bao ung thu. Vi
du v& ung thu bao gdm, nhung khong gi6i han, ung thu biéu md, ung thu hach, bénh
blastoma, sarcoma va bénh bach cu hodc khdi u 4c tinh. Céc vi du cu thé hon vé cac
bénh ung thu nhu ung thu t& bao vay (vi du ung thu té bao vay biéu mé), ung thu phdi
bao gdm ung thu phdi té bao nho, ung thu phdi té bao khong nhé ("NSCLC"), ung thu
bidu m6 tuyén ctia phdi va ung thu biéu md phdi, ung thu phiic mac, ung thu té bao gan,
da day hodc ung thu trong da day bao gdm c4 ung thu duong tiéu héa, ung thu tuyén tuy,
glioblastoma, ung thu cb tir cung, ung thu budng tring, ung thu gan, ung thu bang quang,
gan, ung thu vi, ung thu dudng tiéu héa (GI), ndi mac tir cung hodc ung thu trong tir
cung, ung thu biéu md tuyén nudc bot, ung thu than hodc trong than, ung thu tuyén tién
liét, ung thu &m hg, ung thu tuyén giap, ung thu biéu md gan, ung thu biéu md hau man,
ung thu biéu mb dwong vét, cling nhu ung thu dau va cd.

Thuét ngtt "ung thu di can" nhu dugce st dung & ddy c6 nghia la tinh trang ung thu,
vi du nhu trang thdi cia ung thu phdi hodc ung thu dudng tiéu hoa (GI) noi céc té bao
ung thu dugc truyén tir vi trf ban dAu dén mot hodc nhiéu vi tri khac trong co thé, boi céac
mach mau hodc bach huyét, dé tao thanh mot hodc nhiéu khéi u the cép tai mOt hodc
nhiéu vi trf hodc céc co quan bén canh céc trang web hodc co quan ban dau.

-8



36094

Thuét nglt "khoang" duogc st dung & day dung dé chi +/-10 % ctia mot phép do
nhét dinh.

Chét cht van PPAR

Thuét ngit "chit chu van PPAR" nhu dugc st dung & ddy ding dé chi mot loai
thudc kich hoat thu thé kich hoat peroxisome proliferator (PPAR) nhu thy thé PPAR
gamma, thu thé alpha PPAR, thu thé delta PPAR hodc két hop chiing. Theo phuong 4n
t6t hon, chit chi van PPAR theo séng ché dang kich hoat PPAR gamma.

Theo phuong 4n khéc, chit chi van PPAR da biét 1a chét chi vin PPAR gamma
duoc lya chon tir danh sach gdm pioglitazon, troglitazon va rosiglitazon hogc mudi duoc
dung cua chiing; hoic chat chii van alpha PPAR dugc chon tir danh sach bao gdm céc gbc
fibrat nhu fenofibrat (axit fenofibric), clofibrat hodc gemfibrozil hodc loai mudi dugce
dung; hodc chét thu thé PPAR kép (PPAR alpha/gamma hodc PPAR alpha/delta) dugc
lwa chon tr mot danh sich gdm aleglitaza, muraglitaza, tesaglitaza, ragaglitaza,
saroglitaza, GFT505 va naveglitaza hodc mubi dugc dung cua ching; hodc chit chi van
delta PPAR nhu GW501516 hosic mubdi dwoc dung; hodc mot chit chit von PPAR (chét
chi vdn PPAR alpha/delta/gamma); hodc chit diéu bién PPAR chon loc, vi du nhu
INT131 hodc mudi dugc dung clia chiing.

Thong thuong chat chii vAn PPAR gamma, chét didu bién PPAR, chédt chi van
PPAR alpha va/hogc chat chi van kép PPAR alpha/gamma dugc sit dung theo bbi canh
cta sang ché. Diém khac biét 1a chit chi van PPAR gamma, chét chi van PPAR alpha
va/hodc chit chu van kép PPAR alpha/gamma, chét cht van PPAR gamma dugc sit dung
trong bbi canh ctia sang ché.

Theo phuong 4n tét hon, chét chil van PPAR theo sang ché 1a chit chi vin gamma
hodc chit didu bién PPAR dugc chon tir nhém bao gdm pioglitazon, rosiglitazon,
troglitazon, INT131 hodc mudi dugce dung cua chung.

Theo phuong an tham chi tbt hon nita, chit chu vin PPAR 13 mdt chit chu
van PPAR gamma dugc chon tir nhém gbm pioglitazon, rosiglitazon va troglitazon hodc
mubi duge dung cua chung.

Theo phuong 4an tét nhit, chat chi van PPAR da biét 1a pioglitazon hozc mudi
duoc dung cua ching, vi du nhu pioglitazon hydroclorua.

Theo phuong an khac, chit chi van PPAR da biét 1a chit chii van PPAR alpha
duoc lya chon tir nhom bao gdm fenofibrat (axit fenofibric), clofibrat va gemfibrozil, tbt
hon 12 fenofibrat (axit fenofibric) hoic mubi duge dung ctia ching.
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Theo phuong 4an khac, chit chii van PPAR d4 néu la chat chi vAn PPAR kép
alpha/gamma dugc lya chon tir nhdm bao gdm aleglitazar, muraglitaza, tesaglitaza,
ragaglitaza, saroglitaza, GFT505 va naveglitaza hodc mubi duge dung cua chiing, t6t hon
la muraglitaza hodc tesaglitaza hodc mudi duge dung cla chiing.

Pioglitazon dugc md ta, vi du nhu bing sang ché Hoa Ky sb 4,687,777 hoic
tai Dormandy JA, Charbonnel B, Eckland DJ, Erdmann E, Massi-Benedetti M, Moules
IK, Skene AM, Tan MH, Lefébvre PJ, Murray GD, Standl E, Wilcox Wilhelmsen L,
Betteridge J, Birkeland K, Golay A, Heine RJ, Koranyi L, Laakso M, Mokéan M, Norkus
A, Pirags V, Podar T, Scheen A, Scherbaum W, Schernthaner G, Schmitz O, Skrha,
Taton J; PROactive investigators. Lancet, ngay 8 thang 10 ndm 2005; 366(9493): 1279-
89 va duoc bibu thi bing cong thirc cu tric duge chi ra duéi day:

4 S
A T o
N o) o ﬁ

Troglitazon dugc mo ta, vi du nhu trong Florez JC, Jablonski KA, Sun MW,
Bainey N, Kahn SE, Shamoon H, Hamman RF, Knowler WC, Nathan DM, Antshuler D;
Diabetes Prevention Program Research Group. J Clin Metocrinol Metab, thang 4.2007;
92(4): 1502-9 va duogc biéu thi bing cong thirc cdu triic duge chi ra dudi day:

OH

o)

Rosiglitazon dugc md ta, vi du nhu trong Nissen SE, Wolski K. N Engl J Med.
ngay 14 thang 6 2007; 356 (24): 2457-71. Erratum tai: N Engl ] Med. ngay 5/7/2007; 357
(1): 100. Fenofibrat dugc mé ta, vi du nhu trong Bonds DE, Craven TE, Buse J, Crouse
JR, Cuddihy R, Elam M, Ginsberg HN, Kirchner K, Marcovina S, Mychaneckyj JC,
O'Connor PJ, Sperl-Hillen JA. Diabetologia, thang 6/2012; 55(6): 1641-50 va dugc thé
hién bing cong thirc cu triic duge chi ra dudi day:
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Clofibrat dugc md td vi du trong Rabkin SW, Hayden M, Frohlich J.
Atherosclerosis. thang 10/1988; 73(2-3): 233-40 va dugc biéu thi bing cong thirc cau tric
dugc chi ra dudi day:

0O
o)
Cl
Fenofibrat (axit fenofibric) dugc mé ta, vi du nhu trong Schima SM, Maciejewski

SR, Hilleman DE, Williams MA, Mohiuddin SM. Expert Opin Pharmacother. thang
4/2010; 11(5): 731-8 va duoc thé hién bang cong thirc cu triic dugc chi ra dudi day:

Cl

0]
o X
YO
Gemfibrozil dugec md ta, vi du nhu trong Adabag AS, Mithani S, An Anoul B,
Collins D, Bertog S, Bloomfield HE; erans Affairs High-Density Lipoprotein Cholesterol

Intervention Trial Study Group, Am Heart J, thang 5/2009; 157(5): 913-8 va dugc thé
hién bing cong thitc cdu tric dwgc chi ra duéi day:
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Aleglitazar dugc md ta, vi du nhu trong Lincoff AM, Tardif JC, Schwartz GG,
Nicholls SJ, Rydén L, Nean B, Manmberg K, Wedel H, Buse JB, Henry RR, We Richt A,
Cannata R, Svensson A, Volz D, Grobbee; AleCardio Investigators. JAMA. 16/4/2014;
311(15): 1515-25 va dugc thé hién bing cong thirc ciu tric dugc chi ra dudi déy:

-~

Muraglitaza dugc md t&, vi du nhu trong Fernandez M, Gastandelli A, Triplitt C,
Hardies J, Casolaro A, Petz R, Tantiwong P, Musi N, Cersosimo E, Ferrannini E,
DeFronzo RA. Diabetes Obes Metab. Thang 10/2011; 13(10): 893-902 va dugc thé hién
bing cong thirc chu tric dugc chi ra duéi day:

Oj/OH

Tesaglitaza dugc mo ta, vi du nhu trong Bays H, McElhattan J, Bryzinski BS;
Nhém nghién cttu GANLANT 6. Diab Vasc Dis Res. thang 9/2007; 4(3): 181-93 va dugc
bidu thi bang cong thic ciu tric duge chi ra dudi day:

0.0 0
0 OT

Ragaglitaza dugc md ta, vi du nhu trong Saad MF, Greco S, Osei K, Lewin AJ,
Edwards C, Nunez M, Reinhardt RR; Ragaglitazar Dose-Ranging Study Group. Diabetes
Care, thang 6/2004; 27(6): 1324-9 va dugc thé hién baing cong thurc cAu trac duge chi ra
dudi day:
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Saroglitaza dwgc mo ta vi du nhu trong Agrawal R. Curr Drug Targets, thang
2/2014; 15 (2): 151-5. va dugc thé hién bing cong thirc cau tric duge chi ra dudi déy:

s

S
SN QJ
/\ i OH
o]

Naveglitaza dugc md ta vi du nhu trong Ahlawat P, Srinivas NR. Eur J Drug
Metab Pharmacokinet. Thang 7 — thang 9 ndm 2008; 33(3): 187-90. GW501516 dugc md
ta vi du nhu trong Wang X, Sng MK, Foo S, Chong HC, Lee WL, Tang MB, Ng KW,
Luo B, Choong C, Wong MT, Tong BM, Chiba S, Loo SC, Zhu P, Tan NS. J Control
Release; 197: 138-47 va duoc thé hién bing cong thire cAu trac duge chi ra dudi day:

O
(0] - )

GFT505 duge md ta, vi du nhu trong Cariou B, Staels B. Expert Opin Investig
Drugs. thang 10/2014; 23 (10): 1441-8 va dugc thé hién bang cong thic cau tric duge chi
ra dudi day:

o
7
OH
> My

o)

INT131 duge mo ta, vi du nhu trong. Taygerly JP, McGee LR, Rubenstein SM,
Houze JB, Cushing TD, Li Y, Motani A, Chen JL, Frankmoelle W, Ye G, Learned MR,
Jaen J, Miao S, Timmermans PB, Thoolen M, Kearney P, Flygare, Beckmann H,
Weiszmann J, Lindstrom M, Wanker N, Liu J, Biermann D, Wang Z, Hagiwara A, lida
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T, Aramaki H, Kitao Y, Shinkai H, Furukawa N, Nishiu J, Nakamura M. Bioorg Med. 15
thang 2/2013; 21(4): 979-92 va dugc thé hién bing cong thirc céu tric duge chi ra dudi

f\L/L o

Kich hoat PPAR béang chét cht van PPAR thuong manh trong pham vi phan tir
nano thip dén pham vi phan t siéu vi, vi du trong pham vi 0,1 nM dén 100 uM. Trong
mot ) phuong én, kich hoat PPAR yéu hodc mot phén, tirc 1a st dung chit cha van
PPAR trong cac phuong phdp cua sang ché mang lai sy kich hoat t6i da thu thé PPAR
trong hé théng bdo co xét nghiém tir 10% dén 100% so v6i chat chi van PPAR tham
chiéu duoc biét 1a gy ra kich hoat PPAR tdi da.

h Ci

Chét trc ché p38

Thuét ngit "chét e ché p38" nhu duoc st dung & ddy ding @& chi thude Ge ché
kinaza protein hoat hoa p38 (MAP), nhu p38-o (MAPK14), p38-B (MAPKI11), p38-
(MAPK 12/ERK6) va/hodic p38-5 (MAPK13/SAPK4).

Thuét ngit "chét tc ché p38" bao gdm céc chét e ché p38 nhu cic hop chat c6
cong thuc I va Il

Xl
SO
Rl 2
\w/kz N X2
3

Céng thire |

Xl
R! I Z Z
\w)\z N~ "SNRER®
Céng thie I

hozc mudi duoc dung, trong d6
Z la N hoidc CH;

W 1a NR?;
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X!'1a O, NR* (trong d6 R* 1a hydro hoic alkyl), S hogc CR°R® (trong d6 R® va R® 1a
hydro hodc alkyl doc 14p) hodc C=0;

X214 O hodc NR’;
AR! 13 aryl hodc aryl di vong;

R? 14 hydro, alkyl, axyl, alkoxycacbonyl, aryloxycacbonyl, alkyl di vong cacbonyl,
alkyloxycacbonyl di vong hodc -R?! -R?? trong d6 R?! 1 alkylen hogc -C (= 0)-va R* 1a
alkyl hodc alkoxy;

R'1a hydro, alkyl, haloalkyl, aryl, aralkyl, aryl di vong, aralkyl di vong,
xycloalkyl, xycloalkylalkyl, xycloalkyl thé alkyl di vong, xycloalkyl thé di vong, alkyl di
vong, xyanoalkyl, xyclyl di vong, xyclylalkyl di vong, R'2-SO»-xycloamino di vong
(trong 6 R!2 1a haloalkyl, aryl, aralkyl, aryl di vong hogc aralkyl di vong), -Y'-C(O)-Y?-
R!! (trong d6 Y! va Y2 doc 1ap hodc khong c6 hoic mot nhém alkylen va R'! 12 hydro,
alkyl, haloalkyl, hydroxy, alkoxy, amino, mono-alkylamino hozc di-alkylamino), (xyclyl
di vong)(xycloalkyl)alkyl hodc (xyclyl di vong)(aryl di vong)alkyl;

R3 14 hydro, alkyl, xycloalkyl, xycloalkylalkyl, aryl, aralkyl, haloalkyl, alkyl di
vong, xyanoalkyl, alkylen-C(O)-R3! (trong d6 R®' 14 hydro, alkyl, hydroxy, alkoxy, mono
amino, mono-alkylamino, di-alkylamino hogc NR32-Y3-R3 (trong d6 Y’1a -C(O), -
C(0)0-, -C(O)NR*, S(0O), hozic S(0)2NR3; R¥2, R* va R* 1a hydro hogc alkyl doc 1ap
va R¥ 13 hydro, alkyl, xycloalkyl, xycloalkylalkyl, alkyl di vong hodc phenyl dugc tuy
chon thé) hodc axyl;

R’ 14 hydro hodc alkyl; va

R8 va R® 1a hydro doc 1ap, alkyl, aryl, aralkyl, xycloalkyl, xycloalkylalkyl, alkyl di
vong, alkylsulfonyl, arylsulfonyl, -C(O)-R® (trong d6 R*'1a alkyl, aryl, aralkyl,
xycloalkyl, xycloalkylalkyl, alkyl di vong, alkoxy, aryloxy, amino, mono- hogc di-
alkylamino, arylamino hogc aryl(alkyl)amino) hodc R®va R’clng nhau tao thanh
=CR®2R® (trong d6 R® va R 1a hydro doc 14p, alkyl, xycloalkyl, xycloalkyl hodc phenyl
tuy chon thé).

Trir khi ¢6 quy dinh khéc, cdc thudt ngit sau duoc sir dung trong ban mo ta va yéu
ciu bao ho c6 ¥ nghia dugc dua ra dudi déy:

"Axyl" c6 nghia la gbc -C(O)R, trong d¢6 R 1a hydro, alkyl, xycloalkyl,
xycloalkylalkyl, phenyl hodc phenylalkyl trong d6 alkyl, xycloalkyl, xycloalkylalkyl va
phenylalkyl dugc dinh nghia & day. Céc vi du dai dién bao gbm, nhung khong gi6i han &
formyl, acetyl, xycohexylcacbonyl, xyclohexylmetylcacbonyl, benzoyl, benzylcacbonyl,
va cac loai tuong tu.
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"Axylamino" c¢6 nghia la gbc NR'C(O)R, trong d6 R'1a hydro hodc alkyl, va R 1a
hydro, alkyl, xycloalkyl, xycloalkylalkyl, phenyl hodc phenylalkyl trong d6 alkyl,
xycloalkyl, xycloalkylalkyl va phenylalkyl duogc dinh nghia & day. Cac vi du dai dién bao
gdm, nhung khong giéi han ¢ formylamino, acetylamino, xycohexylcacbonylamino,
xyclohexylmetyl-cacbonylamino, benzoylamino, benzylcacbonylamino, va cac loai tuong
tu.

"Alkoxy" c6 nghia 12 gbc —OR trong d6 R 1& mét alkyl nhu dwoc dinh nghia &
day. Vi du 12 methoxy, ethoxy, propoxy, butoxy va nhitng thi twong tu.

"Alkyl" c6 nghia la gbc hydrocacbon don bdo hoa tuyén tinh clia mot dén séu
nguyén tir cacbon hodc gbc hydrocacbon don bdo hoa phén nhanh cia ba dén sau nguyén
tr cacbon. Vi du 1a metyl, etyl, propyl, 2-propyl, n-butin, iso-butin, tert-butin, pentin, va
cac loai tuong tu.

"Alkylen" c6 nghia la gdc hydrocacbon héa tri hai héa trj bdo hoa tuyén tinh ciia
mdt dén sau nguyén tir cacbon hodc mot hydrocacbon hoéa tri hai héa tri bdo hoa phan
nhanh an ca ba dén sdu nguyén tir cacbon. Vi du 1a metylen, etylen, 2,2-di-metyletylen,
propylen, 2-metylpropylen, butylen, pentylen, va cac loai twong tu.

"Aryl" ¢6 nghia 1a mot don vong don tri hodc hydrocacbon thom hai vong gbc hoa
hoc dugc tly chon thé mot cach doc 1ap véi mot hogc nhom thé khac, tét hon 1a mot, hai
hodc ba nhém thé tét hon lua chon tir nhém bao gdm alkyl, hydroxy, alkoxy, haloalkyl,
haloalkoxy, Y-C(O)-R (trong 46 Y ving mit hoic mot nhém alkylen va R 1a hydro,
alkyl, haloalkyl, haloalkoxy, hydroxy, alkoxy, amino, mono-alkylamino hodc di-
alkylamino), alkyl di vong, alkyloxy di vong, alkylamino di vong, alkyloxy dialkylamino
di vong, alkylsulfonylamino, alkylsulfonylamino di vong, sulfonamido, metylendioxy,
etylendioxy, xyclyl di vong hodc xyclylalkyl di vong. Cu thé hon, thuat ngit aryl bao
gbém, nhung khong gi6i han & phenyl, clorophenyl, metoxyphenyl, 2-florophenyl, 2,4-
Diflorophenyl, 1-naphtyl, 2-naphtyl va céc dan xuét cua chung. Theo phwong én t6t hon,
thuat ngit aryl dung dé chi 2,4-Di-florophenyl.

"Aryloxy" cé nghia la gbc —OR trong d6 R 1a aryl nhu duge dinh nghia ¢ day, vi
du phenoxy.

"Aryloxycacbonyl" ¢6 nghia la gbc R-C(=0)- trong d6 R la aryloxy, vi
du phenoxycacbony]l.

"Xycloalkyl" dung @& chi gbc hydrocacbon mach vong don bdo hoa gbm ba dén
bay vong cacbon hodc cu th& hon 14 cac hop chét cu thé dugc liét ké trong cac bang dinh
kém hoic dugc md ta trong céc vi du. Pidu nay dugc hiéu réng cac gbc nay ciing c6 thé
duge nhém lai trong mot nhédm chi bao gdm céc gdc nhur vdy nhung 13 Gng dung wu tién
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tht nhit hoic tht hai hodc cla ci hai ung dung wu tién, vi du nhu xyclopropyl,
xyclobutin, xyclohexyl, 4-metyl-xyclohexyl va céc loai tuong tu.

"Xycloalkylalkyl" c6 nghia 1a gbc -R*RP trong d6 R®1a nhom alkylen va R®la
nhém xycloalkyl nhu duge dinh nghia & ddy, vi du, xyclohexylmetyl, va céc loai twong
tu.

"Xycloalkyl th8" c6 nghia 1a gdc xycloalkyl nhu duge dinh nghia ¢ ddy voi mot,
hai hodc ba (6t hon 1a mot) cac nguyén ti hydro vong doc 14p dugc thé bang xyano hozc
“YC(O)R (trong d6 Y véng mit hodc mot nhom alkylen va R 1a hydro, alkyl, haloalkyl,
hydroxy, alkoxy, amino, mono-alkylamino, di-alkylamino hodc phenyl dugc tuy chon
thé) hodc cu thé hon 14 cac hop chét cu thé dugc liét ké trong bang dinh kém hodc dugc
mo ta trong cac vi du.

"Di-alkylamino" c6 nghia la gbc -NRR’ trong d6 R va R’ dai dién doc 1ap cho mot
nhém alkyl, hydroxyalkyl, xycloalkyl hodc xycloalkylalkyl nhu dugc dinh nghia &
day. Cac vi du dai dién bao gdbm, nhung khdéng giéi han & di-metylamino,
metyletylamino, di-(1-metyletyl)amino, (metyl)(hydroxymetyl)amino,
(xyclohexyl)(metyl)amino, (xyclohexyl)(etyl)propyl)amino,
(xyclohexylmetyl)(metyl)amino, (xyclohexylmetyl)(etyl)amino, va céc loai twong tu.

"Halogen" ¢6 nghia la flo, clo, brom hodc iot, chi yéu 1a flo va clo.

"Haloalkyl" c6 nghia 13 alkyl dugc thé bang mot hodc nhiéu nguyén tir khi halogen
giéng nhau hozc khac nhau, vi du:- CH,C1, -CF3, -CH2CF3,-CH2CCl3, va céc loai twong
tu.

"Alkyl di vong" c6 nghia la gbc alkyl nhu duge dinh nghia & dy trong d6 mot, hai
hodc ba nguyén ti hydro da dugc thé bang mdt nhém thé dugc chon doc lap tir nhém bao
gdm -OR?, -N(O), R°R® (trong d6 n 12 0 hogc 1 néu R? va R® déu 1a alkyl, xycloalkyl hoac
xycloalkylalkyl doc 1ap va 0 néu khong) va -S(O).R? (trong d6 n 1a mot s6 nguyén tir 0
dén 2), v6i su hiu ring diém gin cta gbc alkyl di vong thong qua mot nguyén tir cacbon,
trong d6 R? 1a hydro, axyl, alkoxycacbonyl, alkyl, xycloalkyl, hodc xycloalkylalkyl; RP va
R¢ doc l4p véi nhau hydro, axyl, alkoxycacbonyl, alkyl, xycloalkyl, xycloalkylalkyl,
alkylsulfonyl, aminosulfonyl, mono- hodc di-alkylaminosulfonyl, aminoalkyl, mono-
hoic di-alkylaminoalkyl, hydroxyalkyl, alkoxyalkyl, hydroxyalkylsulfonyl hogc
alkoxyalkylsulfonyl; va khi n bang 0, RY 14 hydro, alkyl, xycloalkyl, xycloalkylalkyl hodc
phenyl dugc tuy chon thé, va khi n 1a 1 hodc 2, RYa alkyl, xycloalkyl, xycloalkylalky],
phenyl tuy chon thé, amino, axyl. C4c vi du dai dién bao gbm, nhung khong gi6i han & 2-
hydroxyetyl, 2-hydroxy-propyl, 3-hydroxypropyl, 2-hydroxy-1-hydroxymetyletyl, 2-
hydroxy-1- metyletyl, 2,3-dihydroxypropyl, 1-hydroxymetyletyl, 3-hydroxybutyl, 2,3-di-
hydroxybutyl, 2-hydroxy-1-metinpropyl, 3-hydroxy-1-(2-hydroxyetyl)-propyl, 2-
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aminoetyl, 3-aminopropyl, 2-metylsulfonyletyl, aminosulfonylmetyl, aminosulfonyletyl,
aminosulfonylpropyl, metylaminosulfonylmety]l, metylaminosulfonyletyl,
metylaminosulfonylpropyl, va nhu thé, t6t hon 1a 2-hydroxy-propyl, 3-hydroxy-1-(2-
hydroxyetyl)-propyl hodc 2-hydroxy-1-metyletyl.

"Alkyl di vong cacbonyl" ¢6 nghia 1a nhém R*C(=0)-, trong d6 R*1a nhém alkyl
di vong. Vi du dai dién bao gdm acetinoxymetincacbonin, aminometylcacbonyl, 4-
acetyloxy-2,2-dimetyl-butan-2-oin, 2-amino-4-metyl-pentan-2-oin, va cac loai trong tu.

"Alkyl di vongoxy" c6 nghia 1a2 nhom R*-O-, trong d6 R* la nhém alkyl di
vong. Vi du dai dién bao gdm (Me-C (= 0)-O-CH 2-0-), va c4c loai twong tu.

" Alkyl di vong oxycacbonyl" ¢6 nghia 1a nhém R?-C (= O), trong d6 R?1a alkyl
di vongoxy. Cac vi du dai dién bao gdm 1-axeetyloxy-metoxycacbonyl(Me-C(=0)-
OCH-OC(= O)-) va céc loai tuong tu.

"Aryl di vong" c6 nghia la gbc don cuc hodc ludng phan gbm 5 dén 12 nguyén tix
vong co it nhét mot vong thom chira mot, hai hodc ba vong di vong duge chon tir N, O
hodc S, cac nguyén tir vong con lai 1a C, dugc hidu réng diém dinh kém cta géc aryl di
vong s& nim trén mot vong thom. Vong aryl di vong dugc tiiy chon thé doc 1ap bang mot
hodc nhidu nhém thé, tdt hon 1a mdt hodc hai nhém thé, dugc chon tir alkyl, haloalkyl,
alkyl di vong, hydroxy, alkoxy, halogen, nitro hodc xyano. Cu thé hon la thuat ngtt aryl
di vong bao gdm, nhung khong gidi han, pyridyl, furanyl, thienyl, thiazolyl, isothiazolyl,
trivolyl, imidazolylisoindolyl, benzoxazolyl, quinolyl, tetra-hydroquinolinyl, isoquinolyl,
benzimidazolyl, benzisoxazolyl hodc benzothienyl, imidazo [1,2-a] -pyridinyl, imidazo
[2,1-b] thiazolyl va cac dAn xuét cia ching.

"Aralkyl di vong" ¢6 nghia 1a gbc —R'RPtrong d6 R' 1a mdt nhom alkyl vaR°1a
mdt nhém di vong, vi du nhu pyridin-3-ylmetyl, imidazolyletyl, pyridinyletyl, 3-
(benzofuran-2-in) propyl, va nhu thé.

"Alkyl di vong nhom thé xycloalkyl" c6 nghia 1a gc xycloalkyl nhu duge dinh
nghia & ddy trong d6 mot, hai hodc ba nguyén tit hydro trong gbc xycloalkyl di duge thé
bang mdt nhém alkyl di vong v6i gbc alkyl di vong dugc gin vai gbe alkyl di vong. Céc
vi du dai dién bao gém, nhung khong gii han & 1-hydroxymetylxyclopentyl, 2-hydroxy
metylxyclohexyl, va cac loai tuong ty.

"Nhom thé xycloalkyl di vong" c6 nghia 1a gbc xycloalkyl nhu dugce dinh nghia &
day trong d6 mdt, hai hodc ba nguyén tir hydro trong gbc xycloalkyl da dugc thé bang
mot nhom thé dugc chon doc 1ap tr nhém bao gém hydroxy, alkoxy, amino, axylamino,
axylamino (C=0), imino, hydroimumino (= NOH), NR'SO2R¢ (trong @6 R'is hydro hodc
alkyl va RYla alkyl, xycloalkyl, hydroxyalkyl, amino, mono-alkylamino hogc di-
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alkylamino), -XYC(O)R(trong d6 X 12 O hodc NR', In a alkylen hodc Véng mat, R 1a
hydro, alkyl, haloalkyl, alkoxy, amino, mono-alkylamino, di-alkylamino hodc phenyl
duoc tiy chon thé va R' 12 H hodc alkyl), hodc -S () O) » R(trong d6 n la sb nguyén tir 0
dén 2) sao cho khi n bang 0, R 13 hydro, alkyl, xycloalkyl, xycloalkylalkyl tlly chon thé
phenyl ho#c thienin, va khi n 1a 1 hodc 2, R 1a alkyl, xycloalkyl, xycloalkyl tuy chon thé
phenyl, thienyl, amino, axylamino, mono-alkylamino hodc di-alkylamino. Cac vi du dai
dién bao gbém, nhung khong gi6i han &, 2-, 3- hodc 4-hydroxyxyclohexyl, 2-, 3-, hoic 4-
aminoxyclohexyl, 2-, 3- hodc 4-metansulfonamido-xyclohexyl, va cdc loai twong tu, tdt
hon 14 4-hydroxyxyclohexyl, 2-aminoxyclohexyl hodc 4-metansulfonamido-xyclohexyl.

"Nhom thé xycloalkyl-alkyl di vong" c6 nghia 1a gbc R2RY- trong d6 R4 gbe
xycloalkyl di vong va RP1a gbc alkylen.

"Xycloamino di vong" c6 nghia la gbc vong hoa trj I bdo hoa tlr 4 dén 8 nguyén tir
vong, trong d6 mdt nguyén tir vong 1a N va céc nguyén tir vong con lai 1a nhiing vi du C.
Dai dién bao gdm piperidin va pyrrolidin.

"Xyclyl di vong" cé nghia la gbc xyclic khong thom hozc khong bdo hoa cua 3
dén 8 nguyén tr vong trong d6 mot hodc hai nguyén tir vong 1a céc yén mach dugc chon
tir N, O hogc S(O)n (trong d6 n 12 sb nguyén tir 0 dén 2), cac nguyén tir vong con lai 1a C,
trong d6 mot hodc hai nguyén tir C co thé tiy chon dugc thé bing nhém cacbonin. Vong
xyclyl di vong chua thé tily chon mdt cach doc 1ap v6i mot, hai, hodc ba thé dugc chon tir
alkyl, haloalkyl, alkyl di vong, halo, nitro, xyano, xyanoalkyl, hydroxy, alkoxy, amino,
monoalkyl amino, di-alkylamino, aralkyl,-(X),-C(O)R (trong d6 X la O hodc NR', n1a 0
hodc 1, R 1a hydro, alkyl, haloalkyl, hydroxy (khi n la 0), alkoxy, amino, mono-
alkylamino, di-alkylamino hoéc phenyl thé va R' 1a H hoic alkyl), -alkylen-C(O)R?(trong
d6 R?1a alkyl, OR hosc NR'R" va R 1a hydro, alkyl hogc haloalkyl va R' va R" 1a hydro
hodc alkyl doc 1ap), hodc-S(O)n R(trong dé n 1a sé nguyén tir 0 dén 2) sao cho khin bing
0, R 1a hydro, alkyl, xycloalkyl hodc xycloalkylalkyl va khi n 1a 1 hodc 2, R 1a alkyl,
xycloalkyl, xycloalkylalkyl, amino, acinam mono-alkylamino, di-alkylamino hogc alkyl
di vong. Cu thé hon xyclyl di vong han bao gbm, nhung khong giéi han,
tetrahydropyranyl, piperidino, N-metinpiperidin-3-yl, piperazino, N-metinpyrrolidin-3-yl,
3-pyrrolidino, morpholino, thiomorpholino, thiomorpholino-1-oxit, thiomorpholino -1,1-
dioxit,  4-(1,1-dioxo-tetrahydro-2H-thiopyranyl),  pyrrolinyl,  imidazolinyl, = N-
metansulfonyl-piperidyl-4-in va cac dan xuét ctia chung.

"Xyclyl di vongXyclylalkyl di vong" c6 nghia 1a gbc -R?RPtrong @6 R?1a nhém
alkylen va R?1a nhém xyclyl di vong nhu duoc dinh nghia & trén, vi du tetrahydropyran-
2-inmetyl, 2- hodc 3-piperidinylmetyl, 3-(4-metyl piperazin-1-yl) propyl va cac loai
tuong tu.
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"(Xyclyl di vong)(xycloalkyl)alkyl" cé nghia la gbc alkyl trong d6 hai nguyén tir
hydro d& duoc thé bang nhom xyclyl di vong va nhom xycloalkyl.

"(Xyclyl di vong)(aryl di vong)alkyl" cé nghia la gbc alkyl trong @6 hai nguyén tix
hydro da duogc thé bang mét nhom xyclyl di vong va mot nhom aryl di vong.

"Xyclyl di vong spiro xycloalkyl" c6 nghia Ia gbc spiro bao gdbm mot vong
xycloalkyl va mdt vong di vong véi mdi vong c6 tir 5 dén 8 nguyén tir vong va hai vong
chi c6 mot nguyén tir cacbon chung, duoc hidu ring diém gin cta di vong gbe spiro
xycloalkyl 1a thdng qua vong xycloalkyl. Cac gdc spiro dugc hinh thanh khi hai nguyén
ti hydro tir cing m{t nguyén tir cacbon cua gbc xycloalkyl dugc thé bang mot nhom
xyclyl di vong nhu dwoc dinh nghia & dy, va c6 thé duge thé bang alkyl, hydroxy,
hydroxyalkyl hodc oxo. Céc vi du bao gdm, nhung khong gi6i han 6, 1, 4-dioxaspiro
[4.5] decan-8-yl, 1,3-diazaspiro [4.5] decan-8-yl, 2,4-dion-1,3diaza-spiro [4.5] decan-8-
yl, 1,5-dioxa-spiro  [5,5] undecan-9-yl, (3-hydroxymetyl-3-metyl)-1, 5-dioxa-spiro
[5.5] undecan-9-yl, va céc loai ttforng tu.

"Hydroxyalkyl" c6 nghia la gbc alkyl nhu dugc dinh nghfa & day, dugc thé bang
mot hoac nhiéu, t6t hon 1a mot, hai hodc ba nhoém hydroxy, véi diéu kién 1a cung mot
nguyén tir cacbon khong mang nhiéu hon mot nhém hydroxy. Céc vi du dai dién bao
gbm, nhung khong giéi han &, hydroxymetyl, 2-hydroxyetyl, 2-hydroxypropyl, 3-
hydroxypropyl, 1-(hydroxymetyl)-2-metinpropyl, 2-hydroxybutyl, 3-hydroxybutyl, 4-
hydroxybutyl, -dihydroxypropyl, 2-hydroxy-1-hydroxymetyletyl, 2,3-dihydroxybutyl,
3,4-di-hydroxybutyl va 2-(hydroxymetyl)-3-hydroxypropyl, tdt hon 1a 2-hydroxyetyl,
2,3-dihydroxy2-hydroxyetyl. Theo d6, nhu dugc st dung ¢ ddy, thudt ngi
"hydroxyalkyl" dugc st dung dé dinh nghia mot hdn hop con cua cac nhom alkyl di
vong.

"Mono-alkylamino" ¢c6 nghia 1a gbc -NHR trong d6 R 12 mot nhom alkyl,
hydroxyalkyl, xycloalkyl hodc xycloalkylalkyl nhu dugc dinh nghia & trén, vi du
metylamino, (1-metyletyl)amino, hydroxymetylamino, xyclohexylamino,
xyclohexylmetylamino, xyclohexyletylamino, va cac loai tuong tu.

"Phenyl dugc tiy chon thé" ¢c6 nghia 12 mot vong phenyl duge tuy chon thé doc
lap bang mot hodc nhidu nhom thé, t&t hon 12 mdt hosc hai nhém thé duoc chon tir nhém
bao gém alkyl, hydroxy, alkoxy, haloalkyl, haloalkoxy, alkyl di vong, halo, nitro, xyro,
metylendioxy, etylendioxy va axyl.

"Mubi duge dung" ctia mdt hop chét c6 nghia 12 mot loai mudi dugce dung va cé
hoat tinh dwgc Iy mong mubn ciia hop chét gbc. Cac mubi nay bao gém: (1) mudi bd
sung axit, dugc tao thanh tir cdc axit vo co nhu axit hydrocloric, axit hydrobromic, axit
sulfuric, axit nitric, axit phosphoric va céc loai twong tu; hodc dugc hinh thanh v&i céc
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axit hitu co nhu axit axetic, axit propionic, axit hexanoic, axit xyclopentanpropionic, axit
glycolic, axit pyruvic, axit lactic, axit manonic, axit sucxinic, axit malic, axit maleic, axit
fumaric, axit tartaric, 3-(4-hydroxy-benzoyl) axit benzoic, axit xinnamic, axit mandelic,
axit metansulfonic, axit etansulfonic, 1,2-etan-disulfonic axit, 2-hydroxyetansulfonic axit,
axit benzensulfonic, axit 4-clorobenzensulfonic, axit 2-naphtalensulfonic, axit 4-
toluensulfonic, axit camphorsulfonic, 4-metylbixyclo [2.2.2]-oct-2-enl-cacboxynic axit,
axit glucoheptonic, axit 3-phenylpropionic, axit tri-metylaxetic, axit butylaxetic, axit
lauryl sulfuric, axit gluconic, axit glonic axit stearic, axit muconic, va cac chét tuong tu;
hodc (2) Céac mudi duge hinh thanh khi mét proton hién c6 tinh axit trong hop chét gbc
hodc duoc thé bing mot ion kim loai, vi du nhw mot alkoxyl ion kim loai, mot dét
alkoxy kim loai ion, hodc ion nhom; hoéc phdi hop v6i mot co s& hitu co nhw etanolamin,
di-etanolamin, tri-etanolamin, trometamin, N-metylglucamin, va c4c loai tuwong tu.

Theo phuong 4n, chit trc ché p38 theo séng ché 12 hop chét c6 cong thirc T

Rl I L
\WJ\Z N~ x?
1'{3

Céng thuec |

hodc mubi dugc dung, trong d6
Z 1a N hodc CH;
W 1a NR?

X'1a O, NR* (trong d6 R*1a hydro hogc alkyl), S hodc CRR® (trong d6 R’ va R®1a
hydro hodc alkyl ddc lap) hodc C=0;

X213 O hodc NR”
AR!1a aryl hodc aryl di vong;

R21a hydro, alkyl, axyl, alkoxycacbonyl, aryloxyaryloxycacbonyl, alkyl di vong
cacbonyl, alkyloxycacbonyl di vong hodc -R?! -R*? trong d6 R*'1a alkylen hogc -C(=O)-
va R??1a alkyl hodc alkoxy;

R'la hydro, alkyl, haloalkyl, aryl, aralkyl, aryl di vong, aralkyl di vong,
xycloalkyl, xycloalkylalkyl, xycloalkyl thé alkyl di vong, xycloalkyl thé di vong, alkyl di
vong, xyanoalkyl, xyclyl di vong, xyclylalkyl di vong, R!2-SO»-xycloamino di vong
(trong d6 R121a haloalkyl, aryl, aralkyl, aryl di vong hogc aralkyl dj vong), -Y'-C(0)-Y?-
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R!! (trong d6 Y'va Y2 doc lap hodc khong c6 hodc mot nhom alkylen va R''1a hydro,
alkyl, haloalkyl, hydroxy, alkoxy, amino, mono-alkylamino hogc di-alkylamino), (xyclyl
di vong)(xycloalkyl)alkyl hodc (xyclyl di vong)(aryl di vong)alkyl;

R31a hydro, alkyl, xycloalkyl, xycloalkylalkyl, aryl, aralkyl, haloalkyl, alkyl di
vong, xyanoalkyl, alkylen-C(O)-R*! (trong d6 R*'1a hydro, alkyl, hydroxy, alkoxy amino,
mono-alkylamino, di-alkylamino hodc NR3*2-Y3-R* (trong d6 Y’la -C(O), -C(O)O-, -
C(O)NR3* S(O)>hosic S(0),NR3% R3> R**va R*1a hydro hodc alkyl doc 1ap va R* 1a
hydro, alkyl, xycloalkyl, xycloalkylalkyl, alkyl di vong hodc phenyl dugc tuy chon thé)
hodc axyl; va

R” 14 hydro hogc alkyl
va tiy chon mot hodc nhidu chit pha lodng, ta dugc hodc chat mang duoc dung.

Theo phuong én khéc, chét @c ché p38 theo sing ché 14 hop chit ¢ cong thirc I
trong d6 X!1a NR*va X21a NR” hogc X' va X?1a mdi O, trong d6 R*va R”nhu dugc dinh
nghia & trén.

Theo phuong an khéc, chét @c ché p38 theo séng ché 14 hop chit ¢6 cong thirc I
trong d6 W 1a NR? trong d6 R?l1a hydro, alkyl, axyl hodc alkoxycacbonyl, t6t hon 1a
hydro hodc alkyl, t6t hon 14 hydro.

Theo phuong an khéc, céac chét trc ché p38 theo sing ché 1a hop chét ctia cong
thirc t6i trong d6 R!1a hydro, alkyl, haloalkyl, xycloalkyl, xycloalkylalkyl, xycloalkyl thé
alkyl di vong, xycloalkyl nhom thé di vong, alkyl di vong, xyanoalkyl, xyclyl di vong,
xyclylalkyl di vong hodc (xyclyl di vong)(xycloalkyl)alkyl.

Theo phuong én khéc, chét e ché p38 theo sing ché 14 hop chit c6 cong thirc I
trong d6 R!14 hydro, alkyl, haloalkyl, alkyl di vong hogc xyanoalkyl.

Theo phuong 4n tiép theo, chit trc ché p38 theo sang ché 12 hop chét ¢6 cong thirc
I trong d6 R'1a xycloalkyl, xycloalkylalkyl, xycloalkyl thé di vong, xycloalkyl thé di
vong, xycloalkyl thé di vong.

Theo phuong an khéc, cac chét e ché p38 theo séng ché 13 hop chét clia cong
thirc toi trong d6 R?1a hydro, alkyl, xycloalkyl, xycloalkylalkyl, haloalkyl, alkyl di vong,
xyanoalkyl, alkyl-C(O)-R3! (trong d6 R*! 14 hydro, alkyl, hydroxy, alkoxy, amino, mono-
alkylamino hogc di-alkylamino) hodc axyl.

Theo phuong én khéc, chét e ché p38 theo sang ché 14 hop chit c6 cong thirc I
trong d6 R31a hydro, alkyl, haloalkyl, alkyl di vong, xyanoalkyl, xycloalkyl hodc
xycloalkylalkyl.
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Theo phuong an khéc, chét tc ché p38 theo sang ché 1 hop chit c6 cong thirc I
trong 6 R*1a hydro, alkyl, haloalkyl, alkyl di vong hodc xyanoalkyl.

Theo phuong an khéc, chét tc ché p38 theo sang ché 14 hop chit ¢ cong thirc I
trong d6 R?1a xycloalkyl hodc xycloalkylalkyl.

Theo phuong 4n khéc, cac chét trc ché p38 theo séng ché 12 hop chét cta cong
thtc t6i trong d6 X' va X2 déu 1a O.

Theo phuong an khéc, chét (rc ché p38 theo séng ché 1 hop chit ¢ cong thirc I
trong d6 R!'1a alkyl hodc alkyl di vong.

Theo phuong an khéc, chét (rc ché p38 theo séng ché 1 hop chit ¢6 cong thirc I
trong d6 R'la alkyl di vong, tbt hon 1a 3-hydroxy-1-(2-hydroxyetyl)-propyl hodc 2-
hydroxy-1-metyletyl.

Theo phuong én khéc, chét e ché p38 theo séng ché 13 hop chét ¢ cong thic I
trong d6 R?1a alkyl hodc alkyl di vong.

Theo phuong 4n khc, chét e ché p38 theo sing ché 14 hop chit c6 cong thirc 1
trong d6 R 1 alkyl, tot hon 1a metyl.

Theo phuong 4n khéc, chét rc ché p38 theo sang ché 1 hop chit c6 cong thirc I
trong d6 R?1a alkyl di vong, t6t hon 1a 2-hydroxy-propyl.

Theo phuong an khéc, chit Grc ché p38 theo séng ché 14 hop chit ¢ cong thirc I
trong d6 W 1a NH.

Theo phuong 4n khéc, chit trc ché p38 theo sang ché 1a hop chét c6 cong thirc I
trong d6 Z la N.

Theo phuong én khéc, chét trc ché p38 theo séng ché 14 hop chit c6 cong thirc I
frong d6 AR 1 aryl, tét hon 1a thé aryl, tt hon nita 12 aryl dugc thé bang hai nhém thé
halo, tbt nhét 12 aryl dugc thé béng hai nhém thé halo & vi tri ortho va para.

Theo phuong 4n khéc, chit Grc ché p38 theo séng ché 14 hop chét c6 cong thie I
trong d6 X!1a NR*va X212 NR” hoic X' va X?1a mdi O, trong d6 R*va R’ dugc xéc dinh
& trén; va trong do

R'1a hydro, alkyl, haloalkyl, xycloalkyl, xycloalkylalkyl, xycloalkyl di vong
thé xycloalkyl di vong thé, alkyl di vong, xyanoalkyl, xyclyl di vong va trong d6
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R31a hydro, alkyl, xycloalkyl, xycloalkylalkyl, haloalkyl, alkyl di vong,
xyanoalkyl, alkylen-C(O)-R®!(trong d6 R*'la hydro, alkyl, hydroxy, alkoxy, amino,
mono-alkylamino va trong d6

W 1a NR> trong d¢6 R?1a hydro, alkyl, axyl hodc alkoxycacbonyl; va trong d6
AR'1a aryl; va trong d6
Z 1aN.

Theo phuong 4n tt hon, chit trc ché p38 theo sang ché 13 hop chat c6 cong thirc I
trong d6 X' va X?1a mdi O va trong d6 Z 1a N va trong 46 W 1a NH va trong d6 AR' dugc
thé aryl va trong d6 R 14 alkyl di vong va trong d6 R* 14 alkyl hogc alkyl di vong.

Theo phuong an dugc ddc biét uu tién, chdt Gc ché p38 theo sang ché 1a
pamapimot, c¢6 tén hdéa hoc 6-(2,4-Diflorophenoxy)-2-[3-hydroxy-1-(2-hydroxyetyl)-
propylamino]-8-metyl-8 H-pyrido[2,3- d]pyrimidin-7-on va cong thirc hoa hoc III hoac
mudi dugc dung cta ching.

F
) F
Ry ™=
HO OH  Cong thire Il

Theo phwong 4n tét hon khac, chit e ché p38 theo sang ché 1a R9111, c6 tén hoa
hoc 1a 6-(2,4-Diflorophenoxy)-2-[(S)-2-hydroxy-1-metyl-etylamino]-8-[(S)-2-hydroxy-
propyl]-8H-pyrido[2,3- d] pyrimidin-7-on va cong thirc héa hoc IV hodc mot loai mudi
dugc dung cua chung.

F
F
[\{\ X
)\N/ Nighe!
kFOH
OH
Céng thure IV
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Theo phuong 4n tdt hon khac, chét &rc ché p38 theo séng ché dugc chon tir nhém
bao gém pamapimot, losmapimot, Dilmapimot, AZD7624, ARRY-371797, LY2228820,
R9111, PH-797804, BIRB 796804, BIRB 796 SB 239063, SB202190, SCIO 469 va BMS
582949 hodc mdt loai mudi dugc dung.Trong mot nhiéu hién than wa thich, cac chét uc
ché p38 theo séng ché duoc chon tir nhém gdm pamapimot, losmapimot, dilmapimot,
Arry-371.797, 1Y2228820, R9111, PH-797.804,BIRB 796, VX-702, VX-745 SB
239.063, SB202190, SCIO 469 va BMS 582949 hoac mubi duoc dung.

Pamapimot va tong hop ciia né duge md ta, vi du nhu trong WO2008/151992 va
trong W02002/064594 va trong vi du Hill RJ, Dabbagh K, Phippard D, Li C, Suttmann
RT, Welch M, Papp E, Song KW, Chang KC, LeaffeRD, Kim YN, Roberts RT, Zabka
TS, Aud D, Dan Porto J, Manning AM, Peng SL, Goldstein DM va Wong BR;
Pamapimod, a Novel p38 Mitogen-Activated Protein Kinase Inhibitor: Preclinical
Analysis of Efficacy and Selectivity, J Pharmacol Exp Ther. Thing 12 nam 2008 327:
610-619.

Losmapimot dugc md td trong vi du Cheriyan J, Webb AJ, Sarov-Blat L,
Elkhawad M, Wanlace SM, Miki-Petdja KM, Collier DJ, Morgan J, Fang Z, Willette
RN, Lepore JJ, Cockcroft JR, Sprecher DL, Wil. Inhibition of p38 mitogen-activated
protein kinase improves nitric oxide-mediated vasodilatation and reduces inflammation in
hypercholesterolemia. Circulation. ngdy 8 thang 2 nam 2011; 123 (5): 515-23 va dugc thé
hién bing cong thirc cdu tric duge chi ra dudi day:

O

AL S T A

N
H
F

Dilmapimot dugc mod ta trong vi du Christie JD, Vaslef S, Chang PK, MaYAK,
Gunn SR, Yang S, Hardes K, Kahl L, PowleYWM, Lipson DA, Bainiffe Al, LazaaRAN.
A Randomized Dose-Escalation Study of the Safety and Anti-Inflammatory Activity of
the p38 Mitogen-Activated Protein Kinase Inhibitor Dilmapimod in Severe Trauma
Subjects at Risk for Acute Respiratory Distress Syndrome. Crit Care Med. thang 9/2015;
43 (9): 1859-69 va dugc thé hién bang cong thirc cu tric dugc chi ra dudi dy:

-25-



36094

-

Ly 2228820 dugc mo ta trong cac vi du, Stancato LF, Starling JJ, Tate C, Velasco
JA, Wang Y, Ye XS. Characterization of LY2228820 dimesylate, a potent and selective
inhibitor of p38 MAPK with antitumor activity. Mol Cancer Ther. thang 2/2014; 13 (2):
364-74 va dugc thé hién bing cong thirc cdu triic dugce chi ra dudi day:

SN |
¢ N

H L.

N““%’!gﬁk‘w N‘x {
 — _,_.i W‘“‘?‘*ﬂ—m

N "“w.‘r,/\\‘:(

F
2 ‘E?

—S-OH —$-OH
0 0

AZD7624 dugc md ta tai Patel N, Cunoosamy D, Hegelund-Myrback T, Pehrson
R, Taib Z, Jansson P, Lundin S, Greenaway S, Clarke G, Siew L. AZD7624, an inhaled
p38 inhibitor for COPD, attenuates lung and systemic inflammation after LPS Challenge
in humans. Eur Resp J. DOI: 10.1183/13993003. 1 thdng 9 ndm 20135.

ARRY-371797 dugc md ta trong vi du: Manyir A, Wu W, Choi JC, Iwata S,
Morrow J, Homma S, Worman HJ. Abnormal p38a mitogen-activated protein kinase
signaling in dilated cardiomyopathy caused by lamin A/C gene mutation. Hum Mol
Genet. ngay 1 thang 10 nam 2012; 21 (19): 4325-33 va dugc thé hién bang cong thirc cau
trac dugc chi ra dudi day:
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R9111 va toéng hop ctia né duge md ta trong WO2005/047284 va vi dy Hill RJ,
Dabbagh K, Phippard D, Li C, Suttmann RT, Welch M, Papp E, Song KW, Chang KC,
Leaffer D, Kim YN, Roberts RT, Zabka TS, Aud D, Dan Porto J, Manning AM, Peng
SL, Goldstein DM va Wong BR; Pamapimod, a Novel p38 Mitogen-Activated Protein
Kinase Inhibitor: Preclinical Analysis of Efficacy and Selectivity J Pharmacol Exp Ther.
Thang 12 nam 2008 327: 610-619 va dugc thé hién bing cong thirc cdu triic dugc chi ra
dudi day:

Tl

PH-797804 dugc md ta trong vi du nhu Xing L, Devadas B, Devraj RV, Selness
SR, Shieh H, WankeRJK, Mao M, Messing D, Samas B, Yang JZ, Anderson GD, Webb
EG, Monahan JB. Discovery and characterization of atropisomer PH-797804, a p38 MAP
kinase inhibitor, as a clinical drug candidate. ChemMedChem. 6/2/2012; 7 (2): 273-80,
va dugc thé hién bang cong thirc cAu trac dugce chi ra dudi day:
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BIRB 796 dugc md ta trong vi du Dietrich J, Hulme C, HurleINH. The design,
synthesis, and evaluation of 8 hybrid DFG-out allosteric kinase inhibitors: a structural
analysis of the binding interactions of Gleevec, Nexavar, and BIRB-796. Bioorg Med
Chem. 1 thang 8/2010; 18 (15): 5738-48 va dugc thé hién bing cong thire cdu triic duge
chi ra duéi day:

MesQ O~ /\I
y 0 N
S Ne
1T )

N N
28e

VX-702 dugc mo ta trong vi du Damjanov N, Kauffman RS, Spencer-Green GT.
Efficacy, pharmacodynamics, and safety of VX-702, a novel p38 MAPK inhibitor, in
rheumatoid arthritis: results of two randomized, double-blind, placebo-controlled clinical
studies. Arthritis Rheum. Thang 5/2009; 60 (5): 1232-41 va dugc biéu thi bang cong thic
c4u trac dugc chi ra dudi day:

F
:\N N

F O)\NHZ F

VX-745 dugc md ta trong: P, Jones P, Huang C, PazhanisamYS, Wang YM,
Murcko MA, Su MS. The Discovery of VX-745: A Novel and Selective p38a Kinase
Inhibitor. ACS Med Chem Lett. Ngay 28 thang 7 ndm 2011; 2 (10): 758-63 va dugc thé
hién bang cong thirc clu trac duge chi ra dudi day:
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SB239063 dugc md ta trong vi du Strassburger M, Braun H, Reymann KG. Anti-
inflammatory treatment with the p38 mitogen-activated protein kinase inhibitor
SB239063 is neuroprotective, decreases the number of activated microglia and facilitates
neurogenesis in oxygen-glucose-deprived hippocampal slice cultures. Eur J
Pharmacol. 11 thang 9 nam 2008; 592 (1-3): 55-61 va duoc biéu thi bing cong thirc clu
tric dugc chi ra dudi day:

OH
CHsO
NN _
s N
| )
N
F.'

SB202190 dwgc mb ta trong vi du: Hirosawa M, Nakahara M, Otosaka R, Imoto
A, Okazaki T, Takahashi S. The p38 pathway inhibitor SB202190 activates MEK/MAPK
to stimulate the growth of leukemia cells. Leuk Res. Thang 5/2009; 33 (5): 693-9 va dugc
bidu thi bang cong thirc cAu trac dugc chi ra dudi day:

N OH

Z

ZT

F

SCIO469 duge md ta trong vi du Sokol L, Cripe L, Kantarjian H, Sekeres MA,
ParmaRS, Greenberg P, Goldberg SL, Bhushan V, Shammo J, Hohl R, Verma A, Garcia-
Manero G, Li YP, Lowe A, Zhu J, Danh sach AF. Randomized, dose-escalation study of
the p38a MAPK inhibitor SCIO-469 in patients with myelodysplastic syndrome.
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Leukemia. Thang Tw/2013; 27 (4): 977-80 va dugc thé hién bing cong thirc clu tric
dugc chi ra dudi day:

o ©

-0 “\\),JQN#

80 (LNW )
~,.f’-fg\J’N\_/lm e ‘!‘*%‘:

BMS 582949 duwgc md ta trong vi duLiu C, Lin J, Classicanbledki ST, Lin S,
Hynes J, Wu H, Dyckman AJ, Li T, Wityak J, GilloolYKM, Pitt S, Shen DR, Zhang RF,
Mclntyre KW, Santer- Cid L, ShusteRDJ, Zhang H, Maredit PH, Doweyko AM, Sack JS,
KiefeRSE, Kish KF, Newitt JA, McKinnon M, Dodd JH, Barrish JC, Schieven GL,
Leftheris K. Discovery of 4-(5-(cyclopropylcarbamoyl)-2-methylphenylamino)-5-methyl-
N-propylpyrrolo[1,2-f][1,2,4]triazine-6-carboxamide (BMS-582949), a clinical p38a
MAP kinase inhibitor for the treatment of inflammatory diseases. ] Med Chem. ngay 23
théng 9 nam 2010; 53 (18): 6629-39 va dugc thé hién bing cong thirc cu triic dugc chi
ra dudi day:

H
N

HN \v

e SN ©

e \N ‘N')

Theo phuong 4n khéc, sang ché @& cap dén mot ché pham duoc pham theo séng
ché, bao gdbm

(a) chat cht van PPAR;

(b) hop chét ¢6 cong thire I nhu dugce dinh nghia ¢ ddy; va tiy chon

(c) mot hodc nhiéu chét pha loédng duoc phém, ta duoc hodc chét mang.

Theo phuong an khac, sang ché dé& cap dén mot ché pham duoc pham bao gbm

(a) chit chii vin PPAR;

(b) hop chét ¢6 cong thirc II nhu duge dinh nghia ¢ day; va tuy chon

(c) mdt hodc nhidu chit pha lodng dugc phém, t4 dwoc hodc chit mang.
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Trong mdt thém théan, cé dugc cung cép mot duge pham chtra

(a) chét chi van PPAR gamma;

(b) hop chét c6 cong thirc I nhu duge dinh nghia & ddy; va tlry chon

(c) mot hodc nhiéu chét pha loang dugc pham, ta dugc hoic chét mang.

Theo phuong 4n khéc, sang ché @& cap dén mot ché phdm duge phim bao gbdm
(a) chét chi van PPAR gamma;

(b) hop chét c6 cong thirc IT nhu duge dinh nghia & day; va tity chon

(c) mot hodc nhiéu chét pha lodng dugc pham, t4 dugc hoic chét mang.

Theo phuong an t6t hon, sang ché dé cap dén mot ché phim duoc phim bao gébm
(a) chét chi vain PPAR gamma;

(b) hop chét ¢6 cong thirc I nhu duge dinh nghia & day; va tlry chon

(c) mdt hodc nhiéu chét pha lodng dugc phém, ta duoc hodc chét mang;

trong d6 cho biét chit chi vin PPAR gamma dugc chon tir nhém bao gbm

pioglitazon, rosiglitazon, troglitazon va INT131 hodc mét loai mudi duge dung; va

trong @6 X' va X*trong hop chit da noi clia cong thirc I 1a mdi O; va
trong d6 Z trong hop chét c6 cong thirc I 1a N; va

trong d6 W trong hop chét c6 cong thie I 1a NH; va

trong d6 AR! trong hop chét d4 noi cta cong thirc I 13 aryl; va

trong d6 R! trong hop chat c6 cong thic I 13 alkyl di vong; va

Trong d6 R3trong hop chit c6 cong thie I 1a alkyl.

Theo phuong 4n t6t hon khéc, sang ché @& cap dén mot ché phim duoc pham bao

(a) chét chi van PPAR gamma;

(b) pamapimot hodc mdot loai mudi dugce dung hodc R9 111 hodc mubi duge dung,

t6t hon 1a pamapimot hodc mot loai mubi duoc dung; va tlly chon
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(c) mdt hodc nhiéu chét pha loéng dugc phém, ta duoc hodc chét mang;

Trong dé cho biét chit chi vdn PPAR gamma dugc chon tr nhém bao
gdm pioglitazon, rosiglitazon va troglitazon hodc mot loai mudi duge dung.

Theo phuong 4n dugce ddc biét wu tién, sang ché @ cap dén mot ché phdm duoc
phim bao gdm

(a) pioglitazon hodc mot loai mudi dugc dung;
(b) pamapimot hodc mot loai mudi dugc dung; va tity chon
(¢) mdt hodc nhiéu chét pha lodng dugc phém, t4 dugc hoic chat mang.

Theo phuong an duge déic biét vu tién khac, sang ché @& cap dén mot ché phém
dugc phim bao gbm

(a) pioglitazon hydrochlorit;

(b) pamapimot hodc mot loai mubi dugc dung; va tuy chon

(c) mot hodc nhiéu chét pha lodng dugc pham, t4 dugc hoic chét mang.
Két hop:

Nhu dé néu & trén, sang ché ctia dng lién quan dén hdn hop duge pham bao gdm
mot chét chi van PPAR, chéng han nhu pioglitazon hodc mot loai mudi duge dung va
mot chét uc ché p38, nhu pamapimot hodc mot loai mubi duge dung. Hon hop dugc
phim theo séng ché 12 mot ché phim két hop hodc mot ché pham duoc pham, dé sir dung
ddng thoi, riéng biét hodc tuan tu.

Thuét ngft “ché phim két hop” duge st dung trong tai liéu nay dugc dinh nghia
12 “bd dung cu c6 cac bd phan”, theo nghia la chit chii van PPAR va chét tic ché p38 co
thé duoc str dung mdt cach doc 14p, dudi dang riéng biét hodc bang cach str dung céc két
hop cb dinh khac nhau véi lugng hoat chit khac biét Thanh phan. Ty 1¢ gitta lugng chét
cht van PPAR so vé6i lugng chat trc ché p38 dugc st dung trong ché phém két hop co thé
thay dbi, vi du dé dép ting nhu ciu clia mdt nhom dan sb bénh nhan duge didu tri hodc
nhu ciu cua mdt bénh nhan, nhu ciu c6 thé khac nhau do tudi tac, gidi tinh, thé tich co
thé... clia bénh nhan. Cac phdn riéng biét ciia viéc chudn bi két hop (bd phan) c6 thé
duoc quan ly ddng thai hodic tudn ty, tirc 12 theo th tu thai gian, vi dy tai cac thoi diem
khac nhau va véi cac khoang thdi gian bang hogc khac nhau cho bét ky phan nao cia bd
dung cu.
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Thuét ngtt “Thanh phan dugc phim” dé cap dén sy két hop lidu cb dinh (FDC) bao
gdm chit chii vin PPAR va chét rc ché p38 két hop trong mot dang liéu duy nhét, c6 su
két hop dugc xac dinh trude cla cac lidu twong Gng.

H3n hop duoc phim khéc ¢6 thé dugc sit dung nhu lidu phép bo hinh nhu dugc sit
dung & day, "bd sung" hogc "tri liéu bd sung" c6 nghia 12 hdn hop cac thudc thir dé sir
dung trong tri lidu, d8i trong dugc didu tri bit ddu mot ché d¢ diéu trj thir nhat cia mot
hodc nhidu thubc thir trude khi bit diu phéc dd didu tri thtr hai hoge nhiéu thude thir khac
nhau ngoai ché do diéu tri thtr nhét, do d6 khong phai tht ca cac thude thir duge st dung
trong tri liéu déu duoc bét dau cuing mot lac. Vi dy, thém liéu phap tc ché p38 cho bénh
nhan d3 duge didu tri bing chét chi van PPAR.

Theo phuong 4n tdt hon, hdn hop dugc phim theo séng ché 12 mot ché pham duge
phém, tirc 1 sy két hop lidu ¢d dinh.

Theo phuong an t6t hon khéc, hdn hop dugc phim theo sang ché 12 ché phdm két
hop.

Luong chit chii van PPAR va chét tc ché p38 dugc sir dung s& khac nhau tiy
thudc vao céc yéu t6 nhu hop chét cu thé, tinh trang bénh va mic dd nghiém trong cla
nd, theo cac truong hop cu thé xung quanh truong hop, bao gém, vi du, chit chi van
PPAR cu thé dugc st dung, tuyén duong hanh chinh, didu kién dugc diéu tri, khu vuc
muc tiéu dugc didu tri va d6i trong hogc chii nha dugce diéu tri.

Theo phuong é4n, sang ché cung cdp mot hdn hop duge phdm bao gdm chit chii
van PPAR va hop chit ¢6 cong thirc I hogc II, trong do, chit chu van PPAR va hop chat
cuia cdng thire I hodc II ¢6 mat v6i lugng hi€u qua vé mit tri lidu.

Biéu thtc lugng c¢6 hiéu qua va sb lugng c6 hiéu qua vé mit tri lidu, duge st dung
& day dé céap dén mot luong c6 kha ning goi mot hodc nhiéu tac dung sau trong mot d6i
tuong nhan dugc sy két hop cua sang ché: (i) e ché hodc ngan chin sy phat trién ctia
khéi u, bao gdm, gidm tdc do phat trién khéi u hodc giy ra sw ngiing ting trudng hoan
toan; (ii) giam sb lwong t& bao khéi u; (iii) giam kich thuée khéi u; (iv) gidm s6 lugng
khéi u; (v) tc ché di can (nghia 14 gidm, 1am cham hodc ngimg hoan toan) sy xam nhap
ctia t& bao khdi u vao cac co quan ngoai vi; (vi) ting cuong dap tmg mién dich chdng ung
thu, ¢6 thé, nhung khong phai, din dén hdi quy hodc loai bo khdi u; (vii) giam nhe, & mot
mirc d6 nao d6, mdt hodc nhiéu triéu chiing lién quan dén ung thu; (viii) ting ty 18 song
khong tién trién (PFS) va/hoic; tbng thé séng s6t (HDH) cua d6i twgng nhan duoc sy két
hop.
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Theo phuong an tét hon khac, séng ché cung cdp mét hdn hop duge phim bao
gdm chét chi1 van PPAR va hop chét c6 cong thirc I hodc II, trong do, chét chu van PPAR
va hop chét cta cong thirc I hodc II c6 mét tao ra hi€u qua diéu tri phu gia.

Nhu duge sit dung & ddy, thuat ngir "phu gia" c6 nghia la hi¢u qua dat dugce voi
hdn hop duoc phim ciia sang ché nay 12 xdp xi tong hiéu qua do st dung cac chét chéng
ung thu, cu thé 1a chét cht van PPAR va chét trc ché p38, nhu mét don tri ligu. Mot cach
thudn loi, hiéu ung phu mang lai hiéu qua cao hon & cung mot lidu lwong, va c6 thé dan
dén thoi gian dap tng véi liéu phép 1au hon.

Theo phuong én t6t hon khéc, sang ché cung cAp mot hdn hop dugce pham bao
gdm chét chit van PPAR va hop chét c6 cong thirc I hogc II, trong d6, chat chii van PPAR
va hop chét clia cong thitc I hogc IT ¢6 mit tao ra hiéu qua didu tri hiép dong.

Nhu duogc st dung ¢ ddy, thuat ngit "hiép déng" ¢6 nghia 1a hiéu qua dat dugc véi
hdn hop duge phim cua séng ché nay 16n hon tdng hiéu qua do st dung cac chét chéng
ung thu, cu thé 1 chit chu van PPAR va chét e ché p38, nhu mdt don tri liéu. Mot cach
thuén lgi, sttc manh téng hop nhu vay cung cép hiéu qua cao hon & cing mot lidu luong,
va c6 thé din dén thoi gian dap tng véi liéu phap 1au hon.

Theo phuong 4n, sang ché cung cp mot hdn hop duge phdm bao gém chit trc ché
p38 va chét chii van PPAR, trong d6 lugng chit chi van PPARnGi trén khi két hop a tu
khoang 0,1 dén khoang 50 mg hodc tir khoang 0,1 dén khoang 45 mg hodc tir khoang 0,1
dén khoang 30 mg hodc tir khoang 0,1 dén khoang 15 mg hogc tir khoang 0,8 dén khoang
10 mg hodc tir khoang 0,1 dén khoang 5 mg.

Theo phuong an t6t hon, sang ché cung cép hén hop dugc phim bao gébm chét trc
ché p38 va chét chil van PPAR, trong d6 lugng chét chii van PPAR néi trén khi két hop
1a khoang 1 mg, khoang 2 mg, khoang 3 mg, khoang 4 mg, khoang 5 mg, khoang 6 mg,
khoang 7 mg, khoang 8 mg, khoang 9 mg hodc khoang 10 mg.

Theo phuong an dugce dic biét wu ti€n, sang ché cung cip hdn hop duge pham bao
gbm chét tc ché p38 va pioglitazon, trong d6 lugng pioglitazon trong hdn hop 1a khoang
1 mg, khoang 2 mg, khoang 3 mg, khoang 4 mg, khoang 5 mg, khoang 6 mg, khoang 7
mg, khoang 8 mg, khoang 9 mg hodc khoang 10 mg.

Theo phuong an, chit chit vin PPAR duoc dung cho ddi tugng véi lidu thdp hon
lidu cin thiét @ didu tri bénh tiéu dudong bing chit chi van PPAR. Theo phuong an khéc,
chét chii van PPAR duogc ding cho dbi twong véi lidu thip hon tir 8 dén 20 14n so véi liéu
cao nhat duge phé duyét hodc didu tri bénh tiéu dudong, dic biét la thip hon tir 8 dén 20
14n so v6i lidu hang ddu duoc danh gia va thi nghiém dé diu tri bénh tiéu dudng & ngudi.
Liéu hang diu dugc ddnh gid va thi nghiém @8 didu tri bénh tiéu duong & ngudi, vi du

-34-



36094

nhu chit chi vin PPAR gamma nhu pioglitazon thudng nidm trong khoang tir 30-45
mg/ngay. Theo phuong an khac, & lidu PPAR dugc str dung, Phé bién tac dung phu thy
& lidu st dung trong céc diéu tri bénh tiéu dudng duogc cit giam ho#c khong phat hién.

Theo phuong an, cac chi van PPAR dugc dung cho céc d6i tuong tai mot lidu d6
13 duéi hoat dong lidu cho tri dai thio dudng hodc tac dung chéng dyslipidemic cta chét
van chtt PPAR d4 néu, dic biét 1a mot lidu d6 1a dudéi liéu tich cyc cho trj dai thdo dudng
hogc chéng dyslipidemic hiéu luc thi hanh clia chét chii van PPAR & ngudi.

Theo phuong an ua thich, sang ché cung cdp hdn hop dugc phdm bao gdm mét
chét trc ché p38 va pioglitazon, trong d6 sé lwong ctia pioglitazon khi két hop dudi liéu
thuong cin thiét cho viéc didu tri bénh tiéu duong véi pioglitazon. Mot ché d¢ dung
thudc dién hinh cta pioglitazon trong diu tri bénh tidu duong 1a 15 dén 45 mg
pioglitazon mdi ngay.

Theo phuong an duge dédc biét wu tién, sang ché cung cip hdn hop dugce phim bao
gdm chét trc ché p38 va pioglitazon, trong d6 lugng pioglitazon trong hdn hop 1a khoang
5 mg.

Theo phuong an dugc ddc biét uu tién khac, sang ché cung cép hdn hop duoc
phim bao gbm chét tc ché p38 va pioglitazon, trong d6 lugng pioglitazon trong hdn hop
la khoang 2 mg.

Theo phuong 4n, sang ché cung cép hdn hop dugc phdm bao gdm chat trc ché
p38 va chét chii van PPAR, trong d6 luong chit e ché p38 néitrén khi két hop la
tir khoang 1 dén khoang 500 mg hodc tir khoang 1 dén khoang 450 mg hoic tir khoang 1
dén khoang 400 mg hoic tir khoang 1 dén khoang 350 mg hoic tir khoang 1 dén khoang
300 mg hoac tir khoang 1 dén khoang 250 mg hoic tir khoang 1 dén khoang 200 mg hoic
tir khoang 1 dén khoang 150 mg hogc tir khoang 1 dén khoang 125 mg hoic tir khoang 10
dén khoang 125 mg hodc tr khoang 10 dén khoang 100 mg hodc tir khoang 20 dén
khoang 100 mg hodc tir khoang 30 dén khoang 100 mg hoic tir khoang 40 dén khoéang
100 mg hodc tir khoang 50 dén khoang 100 mg.

Theo phuong 4n tbt hon, sang ché cung cép hdn hop dugc phim bao gbm chét trc
ché p38 va chét chi van PPAR, trong d6 lugng chit trc ché p38 néi trén khi két hop
khoang 25 mg, khoang 50 mg, khoang 75 mg, khoang 125 mg, khoang 150 mg hodc
khoang 300 mg.

Theo phuong 4n t6t hon khéc, séng ché cung cép hén hop dugc phidm bao
gdm chét trc ché p38 va chit chu van PPAR, trong d6 lugng chét tic ché p38 noi trén khi
két hop 14 khoang 50 mg, khoang 75 mg, khoang 100 mg, hodc khodng 150 mg.
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Trong mot thém than wa thich, sing ché cung céphdn hop duoc pham bao
gém mot chét tc ché p38 va mot chit chu van PPAR, trong d6 s6 lugng ndi p38 chét uc
ché khi két hop 14 khoang 75 mg.

Theo phuong éan, sang ché cung cAp mot hdn hop dugce phim bao gébm chét tc ché
p38 va chét chi van PPAR, trong d6 luong chét chi van PPAR néi trén khi két hop 1a tir
khoang 0,1 dén khoang 50 mg hodc tir khoang 0,1 dén khoang 45 mg hoic tir khoang 0,1
dén khoang 30 mg hoic tt khoang 0,1 dén khoang 15 mg hodc tr khoang 0. 8 dén
khoang 10 mg; va trong 46 lugng chét e ché p38 noi trén khi két hop 1a tir khoang 1 dén
khoang 500 mg hodc tir khoang 1 dén khoang 450 mg hodc tir khoang 1 dén khoang 400
mg hodc tir khoang 1 dén khoang 350 mg hoic tir khoang 1 dén khoang 300 mg hoic tur
khoang 1 dén khoang 250 mg hoic tir khoang 1 dén khoang 200 mg hoic tir khoéng 1
dén khoang 150 mg hodc tir khoang 1 dén khoang 125 mg hoic tir khoang 10 dén khoang
125 mg tir khoang 10 dén khoang 100 mg hoic tir khoang 20 dén khoang 100 mg hodc tir
khoang 30 dén khoang 100 mg hodc tir khoang 40 dén khoang 100 mg hoic tir khoang 50
dén khoang 100 mg.

Theo phuong 4n tbt hon, sang ché cung cAp mot hdn hop dugc phim bao gdm chét
tre ché p38 va chét chi van PPAR, trong d6 lugng chét chi van PPAR néi trén khi két
hop 14 khoang 1 mg, khodng 2 mg, khoang 3 mg, khoing 4 mg, khoang 5 mg, khoang
6 mg, khoang 7 mg, khoang 8 mg, khoang 9 mg hodc khoang 10 mg; va trong d6 luong
chét trc ché p38 noéi trén khi két hop 1a khoang 50 mg, khoang 75 mg, khoang 100 mg,
hodc khoang 150 mg.

Theo phuong an t6t hon, sang ché cung cdp hdn hop duge phim bao gdém
pamapimot va pioglitazon, trong do6 sd luong cua pamapimot khi két hop 1a khoang 75
mg va trong do s6 luong cua pioglitazon khi két hop 1a tir khoang 2 mg téi khoang 5 mg.

Céc ché phdm duoc:

Nhu d3 néu & trén, sang ché cling @& cap dén ché pham dugc bao gbm chét chu
van PPAR nhu pioglitazon va chét &rc ché p38 nhu pamapimot va it nhit mot chit mang
dugce dung.

Thuét ngit "chit mang duge dung" dugc s dung & déy @& cép dén chat mang hodc
t4 duoc hogic chat pha loang thich hop dé str dung v6i ngudi va/hodc dong vat ma khong
¢6 cac tac dung phu qué muc (nhu phan ung ddc tinh, kich thich, va di ing) twong xtng
véi ty 1€ tac dung/rui ro hop ly. N6 ¢d thé 12 dung mdi dugc dung, tic nhan 1am gian doan
hoic chat din thudc, d phan phdi cac hop chét tirc thoi vao dbi tuong.

Céc cong thirc va céch thuc truyén:
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Hon hop duoc phim theo sing ché, t6t hon 13, thich hop cho viéc truyén qua
duong rudt, nhu qua duong miéng hodc truyc trang vao dbi tugng va bao gbm lugng hiéu
quéa mang tinh trj liéu cta céc thanh phén hoat tinh va mot hodc nhiéu chét mang dugc
dung thich hop.

Néu khong duge chi dinh khac, hdn hop duge phém theo sang ché duoc didu ché
trude theo cach thirc da biét, vi du: bé‘mg cac qué trinh tron thong thuong, tao hat, phu,
hoa tan hodc dong kho. Khi didu ché hdn hop dang lidu uéng, bat ky loai dwgc pham
théng thuong nao cling ¢6 thé dugc st dung, vi du nhu nude, cac glycol, dau, rugu, cac
chét mang, nhu tinh bot, dudng hodc Xenluloza vi tinh thé, chét pha loang, chét tao hat,
chét boi tron, chit két dinh, chét phan hiy va cac loai twong ty. Béi vi sy d& dang trong
viéc truyén, udng dudi dang vién nén va vién nang clia ching dai dién cho cac hinh thirc
ubng thudc qua duong miéng theo lidu luong thuan loi nhét, trong trudng hop cac chit
mang dugc phém dang rén dugc str dung.

Theo mét phuong 4n, hdn hop duge phdm theo séng ché 14 hdn hop truyén qua
duong rudt. Tot hon la cac hdn hop truyén qua dwong miéng. Nhu di néu & trén, hdn hop
duoc phim tét hon 14 thanh phan dugc phém, tirc 1a hdn hop lidu cb dinh.

Hdn hop dugc pham truyén qua duong rudt, vi du, mot dang liéu don vi, nhu vién
nén, vién nang hodc thudc dan.

Theo mdt phuong 4n, sang ché dé& cap dén ché phdm duoc bao gdm chét chii vin
PPAR, nhu pioglitazon va chét e ché p38, nhu pamapimot va it nhit moét chat mang
dugc dung, trong d6 ché pham 14 vién nén hodc vién nang, t6t hon 13 vién nén.

Theo phuong an tbt hon, sang ché dé cap dén ché phdm dugc bao gbm chét chu
van PPAR, nhu pioglitazon va chét e ché p38, nhu pamapimot va it nhit mot chat mang
dugc dung trong do ché phdm 14 vién nén dang giai phong duy tri.

Theo phuong an t5t hon nita, ché pham dugc theo sédng ché 1a d@é truyén qua duong
miéng, trong do ché phim dugc thich tng cho viéc cung cép su gidi phong duy tri cta
céc thanh phin duge phadm hoat tinh (API). Do 4o, ché phdm c6 thé ting Tmax hodc giam
Cinax, hodc cé tAng Tmax va gidm Cmax, SO VOi ché phdm giai phéng tuc thi.

"Cmax" ¢0 nghia 1 ndng d6 dinh cua thudc trong huyét tuong. "Tmax" ¢4 nghia 13
thoi gian truyén dé dat dén Crmax.

Ché phdm giai phéng duy tri so véi ché pham gidi phéng tirc thi bao gébm mot
hogic nhiéu tc nhan c6 tac dung kéo dai viéc gidi phong API; vi du: API ¢6 thé duoc
nhting trong chét co ban va/hodc duge bao quanh bdi mang ma, trong ca hai truong hop,
c6 thé didu khién (giam) ty 1& khuéch tan ciia API vao duong Gl.
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B4 sung hoic thé, vi du cac nguyén liéu thé c6 thd dugc bao gdm trong ché pham
d8 cung cdp su giai phong duy tri 14 cac polyme ky nuéc, vi du etyl Xenluloza hodc
polyme axit metacrylic hodc hdn hop cta ching. Cac polyme nhu vay, du duge sir dung
don 1é hodc dudi dang hdn hop, co thé duoc bao gém trong 16p phu hodc co thé dugc bao
gdm trong hdn hop v6i API (nghia la c6 thé duge st dung nhu khudn chét co ban), hodc
c6 thé c6 mit ca trong 16p phu va trong hdn hop véi API.

B4 sung hoic thé, vi du céc nguyén liéu thé c6 thé dugc bao gdm trong ché phim
dé cung cép su giai phong duy tri 1a cac nguyén liéu khong thé hoa tan, vi du nhu sap
hodc déu thuc vat hydro héa, hodc hdn hop cta chiing. Céc vt liéu nay, du dugc su dung
don 1é hogc két hop, ¢6 thé dugc bao gbm trong 16p phit hodc c6 thé dwoc bao gdm trong
hdn hop véi API (nghia 1a c6 thé duoc st dung nhu khudn chit co ban) hodc c6 thé c6
mit c& trong 16p pht va trong hdn hop véi APL

Ham luong don vi cla céc thanh phan hoat tinh trong lidu dung don 1é khong cén
phai ty tao thanh lugng tri liéu hiéu qua, vi lugng nay co6 thé dat dugc biang cach truyén
luong 16n cac don vi lidu lugng. Ché phim theo séng ché c6 thé chura, vi du, tir khodng
10% dén khoang 100% lwong cac thanh phﬁn hoat tinh tri li€u hi€u qua.

Trong trudng hop hdn hop dwoc phim theo sang ché la sy bao ché hén hop, chét
chi van PPAR nay khong can phai duge st dung ¢ dang twong tw nhu chit &rc ché p38 da
dé cap.

Phéc db lidu lugng:

Ché d6 didu tri chudn muc doi hoi phai truyén mot 1an mdi ngdy, hai lan mdi ngay,
ba lan mdi ngay, hai ngay mét 1an, hai lan m&i tudn, mot 1an méi tuan. Hon hop theo sang
ché thuong dugc truyén nhiéu 14n. Khoang thoi gian gifta céc lidu don 1& c6 thé, vi du, it
hon mot ngay, hang ngdy, cdch nhat, hai 1in m&i tudn hogc hang tuan. Hon hop theo séng
ché ¢6 thé dugc dua ra nhu phuong phap diéu tri lién tuc. Hon hop theo sdng ché ciing ¢
thé duoc dua ra trong ché do trong do6 d6i trong nhan dugc céc chu ky diéu tri bi gidn
doan boi dot ngimg thube hodc thoi gian khong diéu tri. Do d6, hdn hop theo séng ché ¢6
thé duoc truyén theo céc khoang thoi gian da chon nay trong thoi gian lién tuc ciia mot
tudn hodc theo timg phan ctia mot tuln, trong hai tudn, trong ba tuln, trong bbn tuén,
trong ndm tudn hogc trong sdu tudn va sau d6 ding lai mot khoang thoi gian mot tudn,
hoic theo timg phan clia mot tuén, trong hai tudn, trong ba tuan, trong bbn tudn, trong
nam tudn, hodc trong sau tudn. Su két hop gifta khoang thoi gian diéu tri va khoang thoi
gian khong diéu tri duoc goi 1a chu ky. Chu ky ¢ thé duoc lap lai mot hodc nhiéu lan.
Hai hoac nhiéu chu ky khac nhau co thé dugc st dung Kkét hop dé lap lai diéu tri mot hodc
nhiéu 1an. Céc khoang thoi gian cling ¢6 thé khéng déu nhu dugc chi dinh bang céach do
nbéng do trong mau cla chit chu van PPAR va/hoic chét rc ché p38 trong bénh nhan.
Theo phuong 4n tét hon, hdn hop dugc phim theo séng ché dugc truyén mdi ngdy mot
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1in. Theo ché do didu tri chuén muc, chit chu van PPAR c6 thé dugc truyén tir 0,1 dén
100 mg m&i ngay va chét trc ché P38 c6 thé duge dung tir 1dén 300 mg mdi ngay.

St dung cac hdn hop theo sang ché dé diéu trj ung thu

Theo khia canh thi hai, sang ché dé cap dén hdn hgp dugce phim nhu duge md ta
trong tai liéu nay, dé st dung lam thudc chita bénh.

Theo khia canh thi ba, sang ché dé cap dén hdn hop dugc phém nhu dugc mo ta
trong tai liéu nay, dé str dung trong phuong phéap ngin ngira, tri hodn tién trién hodc didu
tri ung thu trong d6i tuong.

Ciing dugc dé cap dén 1a viée st dung hdn hop dugc phém nhu dugc mo ta trong
tai liéu nay dé san xuit dugc phdm dé phong ngira, tri hodn tién trién hodc diéu tri ung
thu trong dbi tugng.

Ciing dugc dé cap dén 1a viéce sit dung hdn hop dugce pham nhu duge md ta trong
tai liéu nay dé ngin ngira, tri hodn tién trién hodc didu tri ung thu trong d6i tuong.

Ciing dugc @& cap dén 1a phuong phép dé ngan ngira, tri hodn sy tién trién hodc
diéu tri ung thu trong d6i twong, bao gdm viéc truyén vao ddi tuong nay lugng tri liéu
hiéu qua ciia hdn hop dugc pham nhu duge mo ta trong tai liéu nay.

Céc thuat ngir “su diéu tri”/“diéu tri” duoc st dung & day bao gbm: (1) viée tri
hoéan su xuét hién ctia cac triéu chimg 14m sang theo trang thai, sy r6i loan hodc diéu kién
phat trién & dong vat, cu thé 1a dong vat co vii va dic biét 1a con ngudi, c6 thé bi anh
huong hodc ¢é khuynh huéng din dén trang thai, sy rbi loan hogc diéu kién nhung chua
dugc trai qua hodc hién thi c4c triéu chimg 1am sang hodc cén 1dm sang cua trang thai, rdi
loan hodc diéu kién; (2) tc ché trang thai, rdi loan hodc diéu kién (vi du: ngan lai, giam
hodc tri hoén su phéat trién cua bénh hodc tai phat trong trudng hop didu tri duy tri, it nhét
mot triéu chirg 14m sang hodc cén 1dm sang); va/hodc (3) lam giam didu kién (nghia 1a
géy ra sy hdi quy cua trang thai, r6i loan hodc diéu kién hogc it nhét mot trong céac triéu
chtng 1am sang hodc can lam sang cta no). Loi ich cho bénh nhén dugc didutri 1a c6 ¥
nghia thdng ké hodc it nhét 13 c6 thé cdm nhan dwgc dbi v6i bénh nhan hodc bac si. Tuy
nhién, s& dugc danh gi cao ring khi mét loai thudc dwgc ding cho bénh nhan dé diéu tri
bénh, két qua c6 thé khong phai lic nao ciing 1a diéu tri hiéu qua.

Nhu dugce st dung & ddy, "tri hoén tién trién" c6 nghia 14 ting thoi gian xuét hién
triéu chitng ung thu hodc dAu hiéu lién quan dén ung thu hodc 1am cham su gia ting mirc
d6 nghiém trong cla triéu chimg ung thu. Hon nita, "tri hoén tién trién" nhu dugc sir
dung & day bao gdm dao ngugc hodc e ché tién trién bénh. "Uc ché" tién trién bénh
hoic bién chung bénh & ddi tugng c6 nghia 12 ngén ngira hodc 1am gidm tién trién bénh
va/hodc bién chung bénh & dbi tuong.

-30-



36094

Céc diéu tri mang tinh phong ngira bao gdm céc diéu tri du phong. Trong céc Uing
dung phong ngira, hon hop dugce phim theo séng ché dugc truyén cho ddi twong nghi ngd
¢6 hodc ¢6 nguy co phat trién ung thu. Trong céc Ung dung diéu tri, hdn hop dugc phdm
duoc truyén cho dbi twong nhu bénh nhan da bi ung thu, véi sé lwong du dé chita khéi
hodc it nhét 13 ngan lai mot phén céc triéu chimg cia bénh. Céc lugng ¢ hiéu qua cho
viée st dung nay sé& phu thudc vao muic do nghiém trong va tién trinh ctia bénh, lidu phap
truge do, tinh trang stirc khoe cla d6i tuong va phan tmg véi thudc va phan doan ciia bac
s diéu tri.

Trong trudng hgp ma trong do diéu kién ctia ddi twong khong dugc cai thién, hon
hop duoc pham clia sang ché c6 thé dugce str dung lau dai, trong thoi gian dai, bao gbm ca
thoi gian sdng ctia d6i twong dé cai thién hoic kiém so4t hogic han ché triéu chimg cla
bénh hodc tinh trang cua dbi twong.

Trong trudong hgp trong d6 tinh trang cla ddi tugng dwoc cai thién, hdn hop dugce
phdm c6 thé dugc st dung lién tuc; theo cach khac, lidu lugng thube dang dwoc st dung
6 thé dugc giam tam thoi hodc tam thoi nglng trong mot khoang thoi gian nhét dinh (vi
du: “tam ngimg thube”).

Mot khi sy cai thién tinh trang cla bénh nhén xay ra, lidu duy tri hdn hop duoc
phim theo sang ché s& duoc st dung néu can thiét. Sau d6, lidu lvong hodc tAn sudt dung,
hodc cé hai, tly ¥ giam, khi ma chtrc ning cta céc triéu chimg & mirc ma bénh dugc cai
thién dugc cim lai.

Theo mot phuong an theo sang ché, sang ché dé cap dén hdn hop dugc phim theo
sang ché, dé sir dung trong phuong phap phong ngira, tri hoén tién trién hodc diéu tri ung
thu trong d6i twong, trong d6 ung thu duge chon tir nhém bao gbm ung thu phdi, ung thur
budng tring, ung thu tuyén tién liét, ung thu vi1, ung thu bang quang, ung thu gan, ung
thu duong tiéu hoa (GI), ung thu méu va ung thu thén.

Theo phuong én tbt hon theo séng ché, sing ché dé cap dén hdn hop duge pham
theo sang ché, dé st dung trong phuong phép phong ngira, tri hoan tién trién hodc diéu tri
ung thu phéi & d6i tuong.

Theo phuong an t6t hon khéac theo sang ché, sang ché dé cép dén hdn hop dugce
pham theo sang ché, dé st dung trong phuong phép phong ngira, tri hodn tién trién hodc
didu tri ung thu phéi, ung thu budng tring hodc ung thu duong tiéu hoa (GI) trong d6i
tuong.

Theo phuong an t6t hon nita theo sang ché, sang ché d& cap dén hdn hop duge
phaim theo sang ché, dé sir dung trong phuong phép phong ngira, tri hodn tién trién hodc
didu tri ung thu phéi, ung thu budng trimg hoic ung thu dudng tiéu hoéa (GI) trong d6i
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tuong, trong d6 ung thu phbi nay duoc chon tir ung thu phoi khong phai té bao nho va
ung thu biéu md phdi té bao nhd va t6t hon 12 ung thu biéu mo phdi khong phai té bao
nho, trong d6 ung thu budng tring niy t6t hon 1a ung thu budng tring c6 ngudn gbe tir
biéu mo va trong d6 néi 1 ung thu budng trimg ctia duong tiéu hoa dugc lya chon tir ung
thu thuc quan, ung thu da day, ung thu rudt, ung thu dai truc trang va ung thu hdu mon,
va tét hon 14 ung thu dai tryc trang.

Theo phuong 4n t6t hon nita theo sang ché, sang ché @& cap dén hdn hop dugc
phdm theo sang ché, dé str dung trong phwong phép phong ngira, tri hodn tién trién hosc
didu tri ung thu phdi hoic ung thu duodng tiéu hoa (GI) trong dbi twong , trong d6 ung thu
phéi ndy dugc chon tr ung thu phéi khong phai té bao nhé va ung thu biéu mo phdi té
bio nhé va tét hon 1a ung thu bidu mé phdi khong phai té bao nhd va trong d6 ung thu
dudng tiéu hoa nay dugc chon tir ung thu thue quan, ung thu da day, ung thu dudng rudt,
ung thu dai tryc trang va ung thu hau moén, va t8t hon 13 ung thu dai truc trang.

Theo mét phuong an theo sang ché, sang ché dé cap dén hdn hop dugc pham theo
sang ché, dé sir dung trong phuong phap dé ngan ngira, tri hodn tién trién hoic diéu tri
ung thu vu trong d6i tuong.

Theo mdt phuong an theo sang ché, sang ché dé cap dén hén hop duoc phém theo
sang ché, dé str dung trong phuong phép dé ngan ngira, tri hodn tién trién hoac diéu tri
ung thu bang quang trong d6i tuong.

Theo mot phwong 4n theo sang ché, sang ché d cap dén hdn hop dugc phim theo
sang ché, dé str dung trong phuong phéap dé ngan ngira, tri hodn tién trién hoic diéu tri
ung thu gan trong d6i tuong.

Theo mdt phuong an theo sang ché, sang ché dé cap dén hdn hop dugc pham theo
sang ché, dé sir dung trong phuong phap dé ngan ngira, tri hodn tién trién hodc diéu tri
ung thu duong tiéu hda trong d6i tuong.

Theo mét phuong an theo sang ché, sang ché dé cap dén hdn hop dugc pham theo
sang ché, dé sir dung trong phuong phap dé ngan ngira, tri hodn tién trién hodc diéu tri
ung thu mau trong d6i tuong.

Theo mét phuong an theo sang ché, sang ché dé cap dén hdn hop duoc pham theo
sang ché, dé sir dung trong phuong phap dé ngan ngira, tri hodn tién trién hodc diéu tri
ung thu thén trong d6i tuong.

Theo phuong an t6t hon mot cach dic biét theo séang ché, sang ché dé cap dén hon
hop dugc pham theo séng ché, @ sir dung trong phwong phép phong ngira, tri hoan tién
trién hodc didu tri ung thu phdi & dbi tuong, trong d6 ung thu phéi nay dugc chon tir ung
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thu bidu mo phdi khong phai té bao nho va ung thu biéu md phéi té bao nhoé. Tét hon ung
thu phéi nay 1a ung thu biéu md phdi khong phai té bao nho.

Theo mét phuong an theo sang ché, sang ché dé cap dén hdn hop duoc phém theo
sang ché, dé st dung trong phuong phép phong ngira, tri hoén tién tridn hodc diéu tri ung
thu budng trimg trong d6i tugng, trong &6 ung thu budng tring nay t6t hon 1a ung thu
budng tring c6 ngudn gbe tir biéu md.

Theo mot phuong an theo sang ché, sang ché dé cap dén hdn hop duoc pham theo
sang ché, dé str dung trong phuong phap phong ngira, tri hoan tién trién hodc diéu tri ung
thu tuyén tién liét trong d6i twong, trong d6 ung thu tuyén tién liét nay t6t hon 1a ung thu
tuyén tién liét.

Theo mét phuong an theo sang ché, sang ché d& cap dén hdn hop dugce phém theo
sang ché, dé sir dung trong phuong phép phong ngira, tri hoén tin trién hodc diéu tri ung
thu vi trong ddi twong, trong @6 ung thu va nay dugc chon tir ung thu bidu md bng tai
ch3, ung thu bidu md éng xam 14n va ung thu bidu md tiéu thily xm lan.

Theo mdt phwong 4n theo sang ché, sang ché dé cap dén hén hop dugc pham theo
sang ché, @ sir dung trong phwong phap phong ngira, tri hoan tién trién hodc diéu tri ung
thu bang quang trong dbi tuong, trong d6 ung thu bang quang nay dugc chon tr ung thu
té bao chuyén tiép, ung thu biéu md té bao vay, ung thu biéu md té bao nho, ung thu biéu
md tuyén va sarcoma.

Theo mdt phuwong an theo sang ché, sang ché dé cap dén hdn hop dugc phim theo
sang ché, @ sir dung trong phwong phép phong nglra, tri hoén tién trién hodc diéu tri ung
thu gan trong dbi tuong, trong d6 ung thu gan dugce chon tir ung thu té bao gan, ung thu
té bao gan va ung thu dudong mét.

Theo mot phuong an theo sang ché, sang ché dé cap dén hdn hop dugc pham theo
sang ché, dé str dung trong phuong phap phong ngira, tri hodn tién trién hodc diéu tri ung
thu duong tiéu hoa trong d6i tuong, trong d6 ung thu dudng tiéu héa nay dugc lya chon
tir ung thu thue quéan, ung thu da day, ung thu rudt, ung thu dai tryc trang va ung thu héu
mon. Phuong an nay 1a déc biét t8t hon. Tt hon ung thu dudng tiéu hoa nay la ung thu
dai truc trang.

Theo mdt phuong 4n theo sdng ché, sang ché dé cap dén hén hop dugc phim theo
sang ché, @ sir dung trong phuong phap phong ngira, tri hodn tién trién hodc diéu tri ung
thu huyét hoc trong dbi tuong, trong d6 ung thu huyét hoc nay duge chon tir bénh bach
chu tiy cdp tinh (AML), bénh bach cAu lymphoblastic cép tinh (ALL), bénh bach cau
dong tuy méan tinh (CML), bénh bach cau lymphocytic man tinh (CLL), u lympho, hoi
ching myelodysplastic (MDS) va da u tay.
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Theo mdt phuong an theo sang ché, sang ché dé cap dén hdn hop duoc pham theo
sang ché, dé st dung trong phuwong phép phong ngira, tri hodn tién trién hoac diéu tri ung
thu than trong ddi tuong, trong d6 ung thu thin nay 1a ung thu bidu mo té bao than.

Theo phuong 4n t6t hon theo sang ché, sang ché @& cap dén hdn hop duge pham
theo sang ché, dé st dung trong phuwong phép phong ngira, tri hoan tién trién hodc diéu tri
ung thu phdi hoic ung thu budng tring trong d6i tuong.

Theo phuong 4n t6t hon nita, sang ché d& cap dén hdn hop dwoc pham theo sang
ché, @ st dung trong phuong phép phong ngira, tri hodn tién trién hodc diéu tri ung thu
trong dbi tuong, trong d6 ung thu dwge chon tir nhém bao gdm ung thu dudng tiéu hoa,
ung thu huyét hoc va ung thu thén.

Theo phuong an t6t hon nita, sang ché d& cap dén hdn hop dugc phim theo séng
ché, @& st dung trong phuong phép phong ngtra, tri hodn tién trién hodc diéu tri ung thu
di can, tot hon 13 ung thu di cin dugc lya chon tir nhém bao gbm ung thur phdi di can,
budng trimg di cin ung thu, ung thu tuyén tién liét di can, ung thu va di cin, ung thu
bang quang di cin, ung thu gan di can, ung thu di can cia duong ti€u hoa (GI) va ung thu
than di can, t6t hon nita 12 ung thu di cén cta dudng tiéu hoa, ung thu budng trimg di cin
hodc ung thu phdi di can, tham chi t5t hon nita 1 ung thu di cin cua dudng tiéu hoa hodc
ung thu phbi di cin, t6t nhit 12 ung thu di cin cla dudng tiéu héa duge chon tir ung thu
thwe quan di can, ung thu da day di can, ung thu rudt di can, ung thu dai tryc trang di cén
va ung thu hiu mon di cin, dic biét 1a ung thu dai tryc trang di cén, hodc ung thu phdi di
cin duoc lya chon tir ung thu biéu mo phéi khong phai té bao nho di can va ung thu biéu
md phdi té bao nhé di cin, dc biét 12 ung thu biéu md phdi khong phai té bao nho di can
trong d6i tuong.

Theo khia canh thit tu, sang ché @& cap dén hén hop duoc phim bao gom:
(a) chat chi van PPAR;

(b) chét trc ché kinaza p38; va tiy chon

(c) mot hodc nhiéu chét pha lodng, t4 dugc hodc chét mang dugc dung

dé sir dung trong phuong phap dé ngan ngira, tri hodn tién trién hodc diéu tri ung
thur phéi hodc ung thu budng tring trong d6i tuong.

Chét cht van PPAR hitu dung nhu duge dinh nghia ¢ trén. Theo phuong an t6t
hon, chét chi vAn PPAR nay 1a chét chu van gamma PPAR, dic biét 14 pioglitazon hodc
mudi dugc dung ctia chung.
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Céc chét trc ché kinaza p38 hitu dung 1a céc chit trc ché kinaza p38 lam trc ché
P38-alpha, P38-beta, P38-gamma hodc P38-delta hodc cac hdn hop ciia ching, t6t hon 1a
lam tc ché P38-alpha va/hoic P38-beta, t6t hon nita 13 tc ché P38-alpha. Cac chit tc ché
kinaza p38 hitu dung khéc 1a cac chét theo cong thitc I hodc II nhu da dinh nghia & trén.
Céc chét wrc ché kinaza p38 hitu dung khéc 1a céc chét trc ché kinaza p38 dugc lya chon
tr nhom bao gﬁ”)m pamapimot, losmapimot, dilmapimot, AZD7624, ARRY-3717 97,
1Y2228820, R9111, PH-797804, BIRB 796, VX-702, VX-745 SB 239063, SB202190,
SCIO 469, va BMS 582949, hodc chat trc ché kinaza p38 dugc chon tir nhém bao gdm
pamapimot, losmapimot, dilmapimot, ARRY-371797, 1Y2228820, R9111, PH-797804,
BIRB 796, VX-702, VX-745 SB 239063, SB202190, SCIO 469 va BMS 582949, dic
biét 1a pamapimot va’hodc R9111, cu thé hon 12 pamapimot hodc mudi duoc dung clia
chung.

Ung thu phdi hoic ung thu budng trimg 14 nhu dinh nghia & trén. Ung thu phdi tét
hon 13 ung th bidu md phéi khong phai té bao nhé hodic ung thu bidu mé phdi té bao nho
va tbt hon nita 12 ung thu biéu md phdi khong phai té bao nhé va ung thu budng trimg t6t
hon 13 ung thu budng trimg c6 ngudn gde tir biéu mé.

Theo mot phuong 4n, sang ché d& cap dén hdn hop duoc phim bao gom:
(a) chit chii van PPAR;

(b) chét trc ché kinaza p38; va tlly chon

(c) mot hodc nhidu chét pha loang, t4 dugc hodc chit mang duoc dung

dé str dung trong phuong phép phong ngira, tri hodn tién trién hodc diéu tri ung thu
phdi hoic ung thu budng tring trong ddi tugng, trong d6 néi rang chét trc ché kinaza p38
tét hon 13 trc ché P38-alpha, P38-beta, P38-gamma hogc P38-delta hodc hdn hop cia
chung ; t5t hon nita 13 &rc ché P38-alpha va/hodc P38-beta.

Theo mdt phuong 4n, sang ché dé cap dén hdn hop dugce pham bao gbm:
(a) chét chii van PPAR;

(b) chét trc ché kinaza p38; va tiy chon

(c) mdt hodc nhiéu chét pha lodng, t4 dugc hodc chét mang dugc dung

dé str dung trong phuong phép phong ngira, tri hoan tién trién hodc diéu tri ung thu
phdi hodc ung thu budng tring trong d6i twong, trong do, chét e ché kinaza p38 nay
duoc chon tir nhém bao gdm pamapimot, losmapimot, dilmapimot, AZD7624, ARRY-
371797, LY2228 R9111, PH-797804, BIRB 796, VX-702, VX-745 SB 239063,
SB202190, SCIO 469 va BMS 582949 hodc mudi dugc dung cia ching, hodc trong d6
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chit e ché kinaza p38 nay dugc chon tr nhém bao gdm pamapimot, losmapimot,
dilmapimot, ARRY-371797, LY2228820, R9111, PH-797804, BIRB 796, VX-702, VX-
745 SB 239063, SB202190, SCIO 469, va BMS 582949 hodc mudi dwoc dung cia
ching.

Theo phuong 4n tt hon, sang ché dé cap dén hdn hop duge phim bao gbm:
(a) chit chi1 van PPAR;

(b) pamapimot hodc mudi dugc dung ctia chung; va tiy chon

(¢) mot hodc nhidu chét pha loang, ta dugc hodc chit mang duoc dung

dé st dung trong phwong phép ngan ngira, tri hoan tién trién hodc didu tri ung thu
phdi hodc ung thu budng trimg trong d6i tuong.

Theo phuong an dic biét tbt hon, séng ché dé cap dén hén hop dugce phém bao
gf?)m:

(a) pioglitazon hodc mudi duwoc dung cia ching, t5t hon 1a pioglitazon
hydroclorua;

(b) pamapimot hodc mubi dugc dung ciia ching; va tly chon
(c) mot hodc nhiéu chit pha lodng, t4 dugc hodc chét mang dugc dung

dé sir dung trong phwong phép ngan ngira, tri hodn tién trién hodc diéu tri ung thu
phdi hodc ung thu budng trimg trong dbi tuong.

Theo mot phuong 4n, sang ché d& cap dén hdn hop dugc pham bao gbm:
(a) chit chil van PPAR;

(b) chét trc ché kinaza p38; va tity chon

(¢) mot hodc nhidu chét pha logng, t4 dugc hodc chét mang duogc dung

dé st dung trong phuong phap phong ngira, tri hoan tién trién hodc diéu tri ung thu
phdi hodc ung thu budng trimg trong db6i tugng, trong d6 chét chii van PPAR nay dang
kich hoat PPAR alpha, PPAR gamma hodc PPAR delta hodc cac hdn hop clia ching.

Theo mot phuong én, sang ché d& cap dén hdn hop duge phéam bao gbm:
(a) chat chi van PPAR;

(b) chét e ché kinaza p38; va tiy chon
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(c) mdt hodc nhiéu chit pha loang, ta dugc hodc chét mang duoc dung

dé st dung trong phwong phéap ngan ngira, tri hoan tién trién hodc diéu tri ung thu
phdi hozc ung thu budng trimg trong dbi tuong, trong d6 chét chii van PPAR nay dang
kich hoat PPAR gamma.

Theo mdt phuong an, sang ché dé cap dén hdn hop duoc pham bao gbm:
(a) chit chi van PPAR;

(b) chét trc ché kinaza p38; va tiy chon

(c) mot hodc nhiéu chét pha lodng, t4 dugc hodc chét mang dugc dung

dé st dung trong phwong phdp ngan ngira, tri hodn tién trién hodc diéu tri ung thu
phdi hodc ung thu budng trimg trong d6i tuong, trong d6 chét chi van PPAR nay dugc
chon tir pioglitazon, troglitazon, rosiglitazon, fenofibrat, clofibrat, gemfibrozin,
aleglitaza, muraglitaza, tesaglitaza, ragaglitaza, tesaglitaza, saroglitaza, GFT505,
naveglitaza, GW501516 va INT131 hodc mudi duge dung clia chiing.

Theo phuong an t6t hon, sang ché dé cap dén hdn hop dugc phdm bao gdm:
(a) chét chi van PPAR;

(b) chét trc ché kinaza p38; va tiry chon

(c) mot hodc nhiéu chét pha lodng, t4 dugc hodc chét mang dugc dung

dé sir dung trong phwong phap ngan ngira, tri hoén tién trién hodc diéu tri ung thu
phdi hoic ung thu budng tring trong d6i tugng, trong d6 chit chi van PPAR nay la
pioglitazon hodc mudi duge dung cla ching.

Theo phuong an t6t hon nira, sang ché dé cap dén hén hop duoc phim bao gbm:
(a) pioglitazon hodc mudi duge dung ctia chung;

(b) chét trc ché kinaza p38; va tly chon

(c) mdt hodc nhiéu chit pha lodng, t&4 dugc hodc chéit mang duoc dung

dé st dung trong phuwong phép ngan ngira, tri hodn tién trién hodc diéu tri ung thu
phéi hoic ung thu budng trimg trong ddi twong.

Theo phuong an t6t hon nita, sang ché @ cap dén hdn hop duge pham bao gbm:

(a) pioglitazon hydroclorua;
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(b) chét trc ché kinaza p38; va tuy chon
(c) mdt hodc nhidu chit pha lodng, ta dugc hodc chit mang duoc dung

dé st dung trong phwong phép ngan ngira, tri hoan tién trién hodc diéu tri ung thu
phdi hodc ung thu budng tring trong d6i tuong.

Theo khia canh thir ndm, sang ché dé cap dén hdn hop duoc phim bao gbm:
(a) chét chi van PPAR;

(b) chét trc ché kinaza p38; va tiy chon

(c) mot hodc nhiéu chit pha lodng, ta dugc hodc chit mang duogc dung

dé st dung trong phuwong phép ngin ngira, tri hoan tién trién hodc diéu tri ung thu
phdi hodc ung thu dudng tiéu héa trong dbi tuong.

Chét cht vn PPAR hitu dung 1 nhu dugce dinh nghia & trén. Theo phuong an t6t
hon, chit chii van PPAR nay 1a chit chu van PPAR gamma, dic biét 1a pioglitazon hodc
mudi duge dung clia ching.

Céc chét we ché kinaza p38 hitu dung 12 cac chét e ché kinaza p38 lam Gc ché
P38-alpha, P38-beta, P38-gamma hodc P38-delta hodc cac hdn hop cia ching, t6t hon 13
1am trc ché P38-alpha va/hoic P38-beta, tdt hon nita 12 tc ché P38-alpha. Céc chét tc ché
kinaza p38 hitu dung khéc 1a cac chét theo cong thirc I hogc IT nhu da dinh nghia & trén.
Céc chit Grc ché kinaza p38 hitu dung khac 1a cac chét @e ché kinaza p38 dugc lya chon
tt nhém bao g?)m pamapimot, losmapimot, dilmapimot, AZD7624, ARRY-371797,
1,Y2228820, R9111, PH-797804, BIRB 796, VX-702, VX-745 SB 239063, SB202190,
SCIO 469, va BMS 582949, hoiic chét trc ché kinaza p38 dugc chon tir nhém bao gdm
pamapimot, losmapimot, dilmapimot, ARRY-371797, L'Y2228820, R9111, PH-797804,
BIRB 796, VX-702, VX-745 SB 239063, SB202190, SCIO 469 va BMS 582949, dac
biét 1a pamapimot va’hodc R9111, cu thé hon 1a pamapimot hozc mudi dugc dung cta
chung.

Ung thu phdi hoic ung thu dudng tiéu héa la nhu dinh nghia ¢ trén. Ung thu phéi
tt hon 1a ung thu biéu md phdi khong phai té bao nhd hogc ung thu bidu md phdi té bao
nho, va tét hon nita 1a ung thu bidu md phdi khong phai té bao nho va ung thu dudng tiéu
héa tét hon dugc chon tir ung thu thyc quan, ung thu da day, ung thu rudt, ung thu dai
tryc trang va ung thu hdu moén, va tdt hon nita 13 ung thu dai tryc trang.

Theo mot phuong 4n, sang ché dé cap dén hdn hop dugce phém bao gbm:

(a) chit chi1 vin PPAR;
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(b) chét @rc ché kinaza p38; va tity chon
(c) mot hodc nhiéu chét pha logng, t4 dugc hodc chét mang dugc dung

dé stir dung trong phuong phap phong ngira, tri hoan tién trién hodc diéu tri ung thu
phdi hodc ung thu dudng tiéu hoa & dbi twong, trong d6 chit e ché kinaza p38 nay tdt
hon 14 tc ché P3 8-alpha, P38-beta, P38-gamma hodc P38-delta hodc hdn hop cua ching;
t6t hon nita 1a e ché P38-alpha va/hodc P38-beta.

Theo mot phuong 4n, sang ché d& cap dén hén hop dugc pham bao gom:
(a) chit chi van PPAR;

(b) chét trc ché kinaza p38; va tiy chon

(c) mot hodc nhidu chét pha lodng, t4 dugc hodc chéit mang duoc dung

dé str dung trong phuong phap phong ngira, tri hoan tién trién hodc didu tri ung thu
phéi hodc ung thu dudng tiéu hoa & dbi twong, trong d6 chat tc ché kinaza p38 nay dugc
lya chon tir nhom bao gdbm pamapimot, losmapimot, dilmapimot, AZD7624, ARRY-
371797, 1.Y2228820, R9111, PH-797804, BIRB 796, VX-702, VX-745 SB 239063,
SB202190, SCIO 469, va BMS 582949, hoac mubi duge dung cda chung, hodc chét tc
ché kinaza p38 dugc chon tir nhom bao gﬁ‘)m pamapimot, losmapimot, dilmapimot,
ARRY-371797, 1Y2228820, R9111, PH-797804, BIRB 796, VX-702, VX-745 SB
239063, SB202190, SCIO 469 va BMS 582949, hodc mudi duge dung ctia ching.

Theo phuong an t6t hon, sang ché dé cap dén hdn hop duge phim bao gbm:
(a) chit chu van PPAR;

(b) pamapimot hodc mubi dugc dung ciia chiing; va tlly chon

(c) mot hodc nhiéu chét pha loang, t4 dugc hodc chéit mang duoc dung

dé st dung trong phuong phép ngan ngira, tri hodn tién trién hodc diéu tri ung thu
phéi hoic ung thu dudng tiéu hoa trong d6i tuong.

Theo phuong an déc biét tdt hon, séng ché dé cap dén hén hop duge phém bao
gém:

(a) pioglitazon hodc mubi duge dung cua chung, tdt hon 1a pioglitazon
hydroclorua;

(b) pamapimot hodc mubi dugc dung clia chiing; va tlly chon
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(c) mdt hodc nhiéu chit pha lodng, ta dugc hodc chit mang duoc dung

dé st dung trong phwong phap ngan ngira, tri hoén tién trién hodc diéu tri ung thu
phéi hoic ung thu dudng tiéu hoa trong dbi tuong.

Theo mot phuong 4n, sdng ché dé cap dén hdn hop duge phim bao gdm:
(a) chét cha Vafm PPAR;

(b) cht &c ché kinaza p38; va tity chon

(c) mot hodc nhidu chét pha lodng, t4 dugc hodc chit mang duoc dung

dé str dung trong phuong phép phong ngira, tri hoan tién trién hodc diéu tri ung thu
phdi hodc ung thu duong tiéu hoa & d6i tugng, trong d6 chét chu van PPAR nay dang
kich hoat PPAR alpha, PPAR gamma hodc PPAR delta hodc cac hdn hop ctia chiing.

Theo mdt phuong 4n, sang ché dé cap dén hdn hop dugce phim bao gbm:
(a) chét chi van PPAR;

(b) chét trc ché kinaza p38; va ty chon

(c) mot hodc nhiéu chét pha logng, ta dugc hodc chét mang dugc dung

dé str dung trong phuong phép phong ngira, tri hodn tién trién hodc diéu tri ung thu
phdi hodc ung thu dudng tiéu hoa & dbi tuong, trong d6 chét chii von PPAR nay dang
kich hoat PPAR gamma.

Theo mot phuong 4n, sang ché dé cap dén hdn hop duge phdm bao gbm:
(a) chit chii van PPAR;

(b) chat uc ché kinaza p38; va tiy chon

(c) mot hodc nhidu chét pha lodng, t4 dugc hodc chit mang duoc dung

dé st dung trong phuong phap phong ngira, tri hoan tién trién hodc diéu tri ung thu
phdi hodc ung thu dudng tiéu hoa & d6i tuong, trong d6 chéat chu van PPAR nay dugc
chon tir pioglitazon, troglitazon, rosiglitazon, fenofibrat, clofibrat, gemfibrozin,
aleglitaza, muraglitaza, tesaglitaza, ragaglitaza, tesaglitaza, saroglitaza, GFT3505,
naveglitaza, GW501516 va INT131 hodc mudi dugc dung ctia chung.

Theo phuong an t6t hon, sang ché dé cap dén hdn hop duge phdm bao gom:

(a) chit chu van PPAR;
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(b) chét e ché kinaza p38; va tlly chon
(c) mot hodc nhiéu chit pha loang, ta dugc hodc chit mang duoc dung

dé str dung trong phuong phap phong ngira, tri hoén tién trién hodc diéu tri ung thu
phdi hodc ung thu duong tiéu hoéa & dbi tuong, trong d6 chét chu van PPAR nay la
pioglitazon hoac mudi duge dung ctia chiing.

Theo phuong 4n t6t hon nita, sang ché dé cap dén hén hop dugc pham bao gbm:
(a) pioglitazon hodc mudi duge dung clia chiing;

(b) chét e ché kinaza p38; va tiy chon

(c) mdt hodc nhiéu chét pha lodng, t4 dugc hodc chit mang dugc dung

dé sir dung trong phuong phap phong ngira, tri hodn tién trién hodc diéu tri ung thu
phdi hodc ung thu dudng tiéu hoa & d6i tuong.

Theo phuong an t6t hon niva, sang ché @& cép dén hdn hop dugce pham bao gbm:
(a) pioglitazon hydroclorua,;

(b) chét trc ché kinaza p38; va tiiy chon

(c) mot hodc nhiéu chét pha loang, t4 dugc hodc chéit mang duogc dung

dé str dung trong phuong phap phong ngira, tri hoén tién trién hodic diéu tri ung thu
phdi hodc ung thu dudng tiéu hoa & d6i tuong.

Vi du thye hién sang ché
Céc vi du hién tai nhdm minh hoa séng ché ma khong han ché no.
VviDU 1

Danh gia hiéu qua chéng ung thw clia pamapimot va pioglitazon hydroclorua don
1é va trong h&n hop trong mAu ung thu phéi cdy ghép dudi da A549 trong co thé song
chudt cai khong c6 tuyén giap

Phdc thdo nghién cutu chung:

Nghién ciru bao gbm 4 nhém thtt nghiém, mdi nhém chtra 10 con chudt cai khong
¢6 tuyén giap sau khi lya chon ngau nhién (48 biét chi tiét, xem Bang 1 bén dudi). Vao
ngdy 0, céc té bao khéi u 2x105 A549 trong 100l PBS:Matrigel (1:1) dugc cdy dudi da
vao suon bén trai cua tit ca nhitng con chudt cai khong co tuyén gidp tham gia. Sau do,
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kich thudce khéi u nguyén phat dugc do hai 14n mdi tudn (Tha Hai va Thir Sau) bing cach
do caliper. Vao ngay 21, sau khi khdi lwong khdi u nguyén phét trung binh dé dat xép xi
100 dén 200 mm?, 40 dong vat mang khdi u duge chia ngﬁu nhién thanh 4 nhém 10 ddng
vét, theo cac phép do khéi u nguyén phat méi nhét (bdn khéi sau khi xép hang). Péi véi
su lya chon khéi ngiu nhién, bo tao hé ) ngau nhién ty dong manh trong céac khéi riéng
& da dugc sir dung (MS-Excel 2003). Vao ngay hom sau (ngay 22), viéc diéu trj dugc bat
dAu & tit ca cac nhom (xem chi tiét tai Bang 1).

Pioglitazon HCL (10 mg/kg) va pamapimot (100 mg/kg) dugc truyén don 1é
(Nhém 2 va 3 tuong ung) va két hop (Nhém 4) mot 1an mdi ngay qua dudng miéng vao
nhitng ngdy 22-45. Bong vét thuoc nhém 1 duoc diéu trj bang 10 ml/kg chét kiém soat
dan thube (0,9% NaCl, 0,5% Metyl Xenluloza, 0,4% polysorbat 80, rugu benzyl 0,9%,
pH 4,8) mbi ngay mot ]4n qua dudng miéng trong cung khoang thoi gian.

Nghién ctru da két thuc vao ngay 46. TAt ca dong vat da chét va dugc tién hanh md
ttr thi.

Céc khéi u nguyén phat dugc thu thip va x4c dinh trong lwong uét va khéi lugng.

Bang 1: Mau nghién ciru

| Hopohit | 1itu | Demg . Kéhogeh. = U=
= = = = @ domgvit
. < 5i ngay mot 12
Chat kiém soét dan A m‘01 nga?/ e ?n
1 thube 2 10 ml/kg Miéng |vao cac ngay 10
22-45
mdi ngay mot 1an
2 |pioglitazon HCI 10 mg/kg Miéng |vao céc ngay 10
22-45
mdi ngay mét lan
3 |pamapimot 100 mg/kg Miéng |vao cac ngay 10
22-45
pioglitazon HCI 10 mg/kg . .
n moi ngay mdt lan
Migng + | . : ‘
4 |+ + Mién vao cac ngay 10
8 12045
pamapimot 100 mg/kg

1) 0.9% NaCl, 0.5% Metyl Xenluloza, 0.4% polysorbat 80, 0.9% ruou benzin, pH 4.8
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Thir nghiém dong vat:
Gibng c4i khong c6 tuyén giap (Crl:NU(NCr)-Foxnl™)
Ngudn Charles River GmbH

Sandhofer Weg 7; 97633 Sulzfeld; Dic
Téng sb dong vat 54 (40 sau khi Iya chon ngau nhién)
Tudi doi khi van chuyén 4 dén 5 tudn
Nhén dang Danh d4u bang hinh xim
Su thich nghi khi hu 11 ngay

Cdec t8 bao dich (1 bao khdi u dé cay ghép):

Dong té bao: A549

CPQ#: 011

Ngudn gdc: c6 ngudn gbc tir mot ung thu bidu m6 phdi ctia ngudi da tring
U: tai 37°C v6i 10 % CO»

Luu trir: 94% FCS/6% DMSO

Céc té bao A549 duge nudi cdy trong DMEM Glutamax 1 cao v6i 10% FCS, 100

don vi pemcllhn/ml va 100pg streptomyxin/ml. Céc té bao A549 dugc nudi ciy trong

mdi truong 4m 90% khong khi va 10% cacbon dioxit & 37°C. Méi trudng duoc thay dbi
thuong xuyén ¢l sau 3 ngay.

Phueong phdp thi nghiém (cdy ghép khoi w):

Vao ngay 0, céc té bao khdi u 2x10° A549 trong 100ul PBS:Matrigel (1:1) dugc
chy dudi da vao suon bén trai clia 54 con chudt cai khong co tuyén gidp. Sau do, trong
luong déng vat duge do ba 14n mdi tudn (Tha Hai, Tht Tu va Thir Sdu; can bang: Mettler
Toledo PB602-L). Kich thudc khéi u nguyén phét dugc do hai 1in mot tudn bang cach do
kich thuéc (caliper thu cong, OMC Fontana). Kich thude khéi u duge tinh theo cong thirc
W2 x L/2 (L = chidu dai va W = chiéu rong vudng géc ctia khéi u, L> W). Vao ngay 21,
sau khi khdi lwong khdi u nguyén phat trung binh da dat xap xi 100 dén 200 mm>, 40
dong vat mang khéi u dugc chia ngiu nhién thanh 4 nhom 10 dong vat, theo cac phép do
khéi u nguyén phat m&i nhat (bdn khdi sau khi xép hang). Déi v6i sy lua chon khéi ngiu
nhién, bo tao s6 ngdu nhién tu dong manh trong cac khéi riéng 1& d3 dugc stt dung (MS-
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Excel 2003). Vao ngay hdm sau (ngay 22), viéc didu tri duoc bit dlu & tit ca cac nhom
(xem Bang 1 d& biét chi tiét).

Ché dé chdam séc:
Piéu kién Pidu kién vé sinh t8i wu, didu hoa khong khi véi 10 dén 15
lan thay dbi khong khi mdi gio va mdi truong duge theo doi
lién tuc véi pham vi myc tiéu cho nhiét d¢ 1a 22 + 3°C va cho

46 Am tuong d6i 1a 45 dén 65%, 12 gio 4nh sdng huynh
quang nhan tao/12 gi& téi.

Phén bd Téi da 4 dong vat trén mbi 16ng thong gi6é don (IVC)
Ché d6 dinh dudng ~ M-Zucht

ssniff Spezialdidten GmbH

Ferdinand Gabriel Weg 16; D-59494 Soest
Nudce Nudc méy cong cdng (dd duge khir trung)

Chdt kiém sodt dén thuédc:

Nhén dang Chét dén thudc
Thanh phén 0,9% NaCl, 0,5% Metyl Xenluloza, 0,4% polysorbat 80,

0,9% ruou benzyl, pH 4,8

biéu kién bao quan Céc cong thirc duge diéu ché méi hai tudn mot 14n va
dugc bao quan tranh 4nh sang ¢ nhiét 4o tir 2°C dén 8°C

Hinh thanh céng thire:

Céac nguyén liéu cho sy hinh thanh cdng thirc nghién cuou tién 1am sang & chudt d6i
véi pioglitazon HCI va pamapimot dua trén chudt 20g va thé tich éng dan 0,2 ml. Cac
cbng thire duoc didu ché méi hai tudn mot 14n va duge bao quan trénh dnh sang ¢ nhiét
d6 tir 2°C dén 8°C.

Diéu tri:
Phuong phép Qua duong miéng
Tén suét truyén mdi ngay mot 1an vao cic ngay 22-45
Thé tich liéu 10 ml/kg (thé tich dugc diéu chinh theo trong luong riéng
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ctia dong vat)
Miic liéu xem Béang 1
Cdc quan sdt:

Khé nang séng/tir vong  Hang ngay

D4u hiéu 1am sang Hang ngay
Trong luong co thé Ba 14n mdi tudn (Tht Hai, Thtr Tu va Tha Sau)
Khdi luong khdi u Hai 14n mdt tudn (Th Hai va Thir Sau) bing phép do
caliper
MG tik thi:

Khi bi md tir thi, dong vat duoc can va chét do cb tir cung bi pha hiy. Cac khdi u
nguyén phat dugc thu thép va xac dinh trong lugng uét va khdi lugng.

Phén tich thong ké:

Khéi luong khdi u nguyén phat dugc phéan tich bang phan tich dit liéu mo ta (Gia
tri trung binh, SEM, trung vi va d¢ trai gifta). Phén tich théng ké dit liéu hiéu qua dugce
thwe hién bang cach st dung thi nghiém Mann Whitney va thi nghiém t-test khong ghép
d6i (trong ngodc). Tt ca cic phan tich dit liéu d& dwgc thuc hién bing cach st dung
GraphPad Prism 5 tir Tép doan GraphPad Software, San Diego, USA.

Cdc két qua:

Nghién cuu bao gbm bbn nhém thir nghiém, mdi nhém chira 10 con chudt céi
khong c6 tuyén gidp sau khi Iya chon ngau nhién. Vao ngay 0, 2x10° té bao khdi u A549
duoc cdy dudi da vao tht ca cac dong vat. Sau khi ngiu nhién, diéu tri dugc bat dau vao
ngay 22. Pioglitazon HCL va pamapimot déu dugc truyén don 1¢ (Nhém 2 va 3 tuong
{mg) ciing nhw két hop (Nhém 4) va dugc dénh gia so v6i Chét Kiém soat Dan thude
(Nhém 1).

Vio ngiy 46, nghién ctru da duoc két thic, tirc 12 tat ca cac dong vat da chét va md
tir thi dugc thuc hién dé danh gia sy phét trién cta khéi u.

Céc tac dung cua diéu tri doi v&i su phat trién cida khéi u

e Sau khi md tir thi, cac khéi u nguyén phat da dugc cét bo va khéi luong khdi u va
trong luong udt duge xéc dinh (Hinh 1 va 2).
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e Pioglitazon HCL truyén don 1é (Nhém 2), gy ra sy giam déng ké ca vé khdi
lugng khéi luong va trong lugng khéi u so véi sy kiém soat dat dén sb liu dang
ké.

e Pamapimot truyén don 1¢ (Nhém 3) cling tao ra sy giam déng ké vé ca khéi luong
khéi u va trong luong khéi u, déng ké dbi voi khdi lwong khéi u va gin nhu déng
k& d6i voi trong lugng khéi u.

e Hbn hop gifta pioglitazon HCI va pamapimot (Nhém 4) lam gidm déang ké ca khdi
lugng khéi u va trong luong khéi u so vé&i chét dan thudc. Hon nita, mtirc dd anh
hudng cua viéc gidm thé tich khéi lugng va trong luong cla sy két hop gitra
pioglitazon HCI va pamapimot 16n hon tic dung ctua mdi tac nhan don 1é. Nhitng
dit liéu nay chi ra ring hiéu qua chéng ung thu ciia hai hop chét thir nghiém
pioglitazon HCL va pamapimot 13 rang 1a 16n hon khi truyén két hop, so voi
truyén don 18,

viDU 2

Panh gi4 hidu qua chéng ung thu clia pamapimot va pioglitazon hydroclorua don
1& va hdn hop trong m6 hinh ung thu biéu mé dai trang CT26wt chinh hinh & trong co thé
séng chudt cai BALB/c

Phdc thdo nghién citu chung:

Nghién ctru bao gdbm 4 nhém thr nghiém, mdi nhém chira 12 con chudt cai
BALB/c sau khi nglu nhién hoa (dé biét chi tiét, xem Bang 1 bén dudi). Vao ngay 0, cic
t& bao 0,5x10° CT26wt_LLN bi ngimg lai trong 15ul PBS: Matrigel (1: 2) da dugc cay
ghép tryc trang vao manh trang cua tht ca cac dong vat tham gia. Trong giai doan tiép
theo, sy phat trién khdi u nguyén phéat dugc theo doi mdi tudn mot 1an vao céc ngay 2, 9,
15 va 20 bang cach thu hinh anh phat quang sinh hoc trong co thé séng. Vao ngay thi 2,
48 con vét duge chia ngiu nhién thanh 4 nhém 12 con theo két qua hinh anh phét quang
sinh hoc trong co thé séng hién tai (bén khéi sau khi xép hang). Dbi véi su lua chon khéi
ngAu nhién, bd tao hé sb nglu nhién tuy dong manh trong céc khéi riéng 1é da dugc st
dung (MS-Excel 2016). Do d9, céc tin hiéu luciferara dugc phét hi¢n dugc dung lam tiéu
chi lya chon ngau nhién. Vao ngay hom sau (ngay 3), viéc didu tri dugc bat dau & tat ca
céc nhém (xem Bang 1 dé biét chi tit). T4t ca cac phuong phap didu tri dugc thuc hién &
mitc 10 ml/kg 1 1an mdi ngay qua dudng miéng vao cac ngay 3 dén 20.

Pioglitazon HCL (25 mg/kg) va pamapimot (100 mg/kg) dugc truyén don 1é ca hai
(Nhom 2 va 3 tuong Gng) va két hop (Nhom 4) mot 14n mdi ngay. Pong vat thudc nhom
1 dugc didu tri bing 10 ml/kg Chit Kiém soat Din thude (0,9% NaCl, 0,5% Metyl
Xenluloza, 0,4% polysorbat 80, 0,9% rugu benzyl, pH 4,8) mdi ngay mot 1an.
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Vao ngay 20, nghién ctru da bi chim dut do ganh ning khéi u. Tét ca cac dong vat

da chét va mé tir thi dién ra.

Céc khdi u nguyén phét duoc thu thap va xac dinh trong luong wét va khéi lugng.

Bang 2: Mau nghién ctru

Nhém op chit b Khoaanh o
- i nga ot 14
Chat kiém soét o m‘o1 nga}i me z‘m
1 x ) 10 ml/kg Miéng vao cac ngay 12
dan thudc ? 320

2 pioglitazon HCI

mdi ngdy mot lan
25 mg/kg Miéng |vao cac ngay 12
3-20

3 pamapimot

mdi ngdy mét lan
100 mg/kg | Miéng vao cac ngay 12

3-20
ioglitazon HCI |25 mg/k ca:
1 x b
4 i : 4 X IMieng+ |méi ngay mot lIn 1
pamapimot 100mgkg | T ;ago cdc  ngdy

1) Tét ca cac dong vat dugc liét ké & ddy déu c6 hau té chung/16; 2) 0,9% NaCl, 0,5%
Metyl Xenluloza, 0,4% polysorbat 80, 0,9% rugu benzyl, pH 4,8

Thi nghiém dong vat:

Gibng

Ngudn

Téng s6 lugng dong vt
Tudi doi lac van chuyén
Nhén dang

Thich nghi

cai BALB/c (BALB/cAnNCirl)

Charles River GmbH

Sandhofer Weg 7; 97633 Sulzfeld; Dtic
60 (48 sau khi lya chon ngiu nhién)

4 &n 5 tuan

Panh du bang hinh xim

Tur 18 thang 11 dén 22 thang 11 nam 2016
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Cdec té bao dich (1€ bao khdi u dé cdy ghép)

Dong té bao: CT26wt LLN

CPQ #: 364

Ngudn gbe: ¢6 ngudn gbc tir ung thu biéu mé phdi ctia chuét BALB/c
Dong té bao me: CPQ #238

U: tai 37°C véi 5% CO;

Luu trit: 94% FCS/6% DMSO

Céac té bao khdi u CT26wt & chudt dd dugc thay dbi trude d6 dé tao ra luciferara
dang dom d6m biéu hién dong té bao CT26wt_LLN. Céc té bao CT26wt_LLN dugc nudi
cdy trong RPMI-1640 Glutamax 1, dugc bd sung 10% FCS, 100 don vi penixillin/ml va
100 Muffg streptomyxin/ml. Céc té bao dugc phan chia thudng xuyén ci sau 3 ngay.

Phuwrong phdp thi nghiém (cdy ghép khdi u):

Vao ngdy 0, truée khi phiu thudt va 24 gid sau phu thudt, tat ca cac dong vat déu
nhan dugc thuc giam dau Meloxicam (Metacam®; 1 mg/kg) tiém dudi da. Trong qua
trinh phau thuat, khoang bung cia chudt da bi rach va 1 manh trang, sau khi chudt duogc
gdy mé bing 2,5% thé tich isofluran két hop v6i luu lugng oxy 0,6 Uphut. Céc té bao
0,5x10° Ct26wt_LLN lo limg trong 15 W1 PBS: Matrigel (1: 2) duoc chy ghép chinh hinh
vao manh trang ctia 60 con chudt c4i BALB/c. Do do, céc té bao da duge tiém cén than &
gilta manh trang va mac treo. Sau khi manh trang da dugc dinh vi lai, da da dugc dong lai
bang kep vét thuong. Sau do, trong luong dong vét duge do ba lan mdi tudn (Thir Hai,
Thir Tu va Thir Sau; can bing: Mettler Toledo PB602-L). Phit trién khdi u nguyén phat
duoc theo di mdi tudn mdt 14n vao céc ngay 2, 9, 15 va 20 bang cach thu hinh anh phét
quang sinh hoc trong co thé séng. Vao ngay thir 2, 48 con vat dugc chia ngau nhién thanh
4 nhém 12 con theo két qua hinh anh phat quang sinh hoc trong co thé sdng hién tai (bdn
khéi sau khi xép hang). Dbi voi khéi nglu nhién, thé hé s6 nglu nhién ty dong manh
trong céc khéi riéng 1é da dugc st dung (MS-Excel 2016). Bﬁmg cach dd, céac tin hiéu
luciferara dugc phat hién dugc dung lam tiéu chi lva chon ngau nhién. Vao ngay hom sau
(ngay 3), viéc didu tri duoc bt dau & tit ca cac nhom (xem chi tiét tai Bang 2).

Ché do chdm soc:

Piéu kién Pidu kién vé sinh t8i wu, diéu hoa khong khi véi 10 d¢énl5 1an
thay ddi khong khi mbi gi va méi trudng dugc theo doi lién
tuc véi pham vi muyc tiéu cho nhiét d¢ 1a 22 + 2°C va cho dd
4m tuong d6i 1a 45 dén 65%, 12 gid 4nh séng huynh quang
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nhén tao/12 gio t6i.
Phén b Téi da 4 dong vét trén mdi 16ng thong gié don (IVC)
Ché d6 dinh duong ~ M-Zucht

ssniff Spezialdidten GmbH

Ferdinand Gabriel Weg 16; D-59494 Soest

Nudce Nudc may cdng cong (dd duge khir trung)

Chiét kiém sodt dan thudc:

Nhén dang Chét dén thubc
Thanh phé”m 0,9% NaCl, 0,5% Metyl Xenluloza, 0,4% polysorbat 80, 0,9%

ruou benzyl, pH 4,8
Piéu kién bao quan Céac cdng thic dugc didu ché méi hai tudn mot 1an va duge
bao quén tranh 4nh séng & nhiét d9 tir 2°C dén 8°C
Hinh thanh céng thire:
Céc nguyén liéu cho sy hinh thanh cong thirc nghién ciru tidn 14m sang & chudt dbi
véi pioglitazon HCI va pamapimot dya trén chudt 20g va thé tich dng din 0,2 ml. Cac

cong thire duoc didu ché méi hai tudn mét 14n va dugc bao quéan trénh 4nh sang & nhiét
d6 tlr 2°C dén 8°C.

Diéu tri:
Phuong phép Qua duong miéng
Tan suét truyén 1 14n hang ngay vao cac ngay 3-20
Thé tich liéu 10 ml/kg (thé tich dugc didu chinh theo trong luong riéng cua
dong vat)
Miic liéu xem Bang 2
Cdc quan sdt:
Kha ning sdng/Tir vong Hang ngay
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D4u hiéu 1am sang Hang ngay
Trong luong co thé Ba 1in mdi tudn (Thir Hai, Thir Tu va Thit Sau)

Theo di sw phat trién cta khbiu:  MJ3i tudn mot 1an vao cac ngay 2, 9, 15 va 20
bing cach thu hinh anh phat quang sinh hoc
trong co thé sdng

Thu hinh danh phadt quang sinh hoc trong co thé song:

Trong sudt qua trinh nghién ctru, sy phat trién ctia khéi u dugc theo doi mdi tudn
mot 14n vao cac ngdy 2, 9, 15 va 20 bang cach thu hinh anh phét quang sinh hoc trong co
thé sdng. V4i muc dich nay, 150 mg/kg D-Luciferin dd dwogc tiém vao mang bung (i.p.)
vao chudt 7 phut trude khi gdy mé. Phat xa anh sang duoc do 10 phut sau khi ti€ém bing
camera CCD tir 1 dén 5 phut bang hé théng thu hinh anh phat quang sinh hoc NightOWL
LB 981 (Berthold Technologies, Dtrc).

Mé tir thi:

Vao ngay 20, dong vat da chét bsi cb tir cung bi pha hiy. Céc khéi u nguyén phat
duoc thu thap, trong luong udt va khéi luong da xac dinh.

Phén tich thong ké:

Cac khdi lugng khdi u nguyén phét dugc phan tich bang phén tich dit liéu m6 ta
(gié tri trung binh, SEM, trung vi va dd trai giita). Phan tich théng ké dit liéu hiéu qua
duoc thuc hién bang cach st dung thi nghiém Mann Whitney va thi nghiém t-test khong
ghép doi (trong ngodc). T4t ca cac phan tich dit liéu da dugc thuc hién bang cach sit dung
GraphPad Prism 5 tir Tép doan GraphPad Software, San Diego, USA.

Cdc két qua:

Nghién ctru bao gbm bbn nhém thi nghiém, mdi nhém chtra 12 con chuft céi
BALB/c sau khi lya chon ngiu nhién. Vao ngay 0, cac té bao 0,5x105 CT26wt_LLN bj
ngung lai trong 15ul PBS:Matrigel (1: 2) d& dugc cdy ghép chinh hinh vao manh trang
cla tit ca cac dong vat tham gia. Sau khi dong vét dugc chon ngiu nhién vao ngay thir 2
theo cac két qua thu hinh anh phét quang sinh hoc trong co thé sdng, viéc diéu trj duoc
b4t d4u vao ngdy hom sau (ngay 3). Pioglitazon HCL va pamapimot déu duogc st dung
don 1¢ (Nhém 2 va 3 tuong ing) cling nhu theo dang hdn hop (Nhém 4) va duge danh gia
50 v6i chat Kidm soat Dan thudc twong tng (Nhém 1).

Vao ngay 20, nghién ctru dd duge ket thuc, tic 12 cic dong vat da duge hién va
thuc hién md x4c dé danh gia su phét trién cta khoi u.
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Hiéu qua cua viéc diéu tri doi v4i su phat trién cua khoi u

Cdc quan sdt chung

e Sau khi md tir thi, cac khdi u nguyén phat da dugc cét bo va céc khéi lvong khébi u
va trong luong udt duge xac dinh (Hinh 3 va hinh 4).

e Trong trudong hgp khong thé thiy hiéu qua chéng ung thu ddi v&i pioglitazon HCL
don (Nhém 2), pamapimot don (Nhém 3) cing nhu didu tri két hop ca hai hop chat
(Nhém 4), ¢6 thé thdy hiéu qua chéng ung thu dang ké va c6 thé so sanh trong truong
hop khéi luong khéi u nguyén phat (Hinh 3) va vuot ra khoi dang ké trong trudong hop
khdi lugng khdi u nguyén phat (Hinh 4).

e Cac di can dugc tim théy & sau dong vat trong nhém chét kiém soat dan thubc, bbn
dong vat thudc nhom pioglitazon, hai dong vét thuéc nhém pamapimot va mdt dong vat
thudc nhéom piglitazon/pamapimot. Céc di cén nim cht yéu & thanh bung va cé trong mac
treo.

Hon hop giita pioglitazon HC1 va pamapimot (Nhém 4) cho thdy su giam manh
hon ca vé thé tich khdi u va trong lugng khéi u so v6i chat phan tng don 1€ cho thay
pioglitazon lam tdng tdc dung ctia pamapimot trong mAu khéi u cu thé nay. Pang ngac
nhién, sb luong dong vat c6 di cin co thé nhan dang 1a thép nhét trong nhém dugc két
hop so véi chét phan tng don 1é hodc nhém chét kidm soat din thudc, mang lai hiéu qua
tdng hop ctia hdn hop. Nhitng dit liéu nay chi ra réng hiéu qua chdng ung thu clia hai hop
chét thir nghiém pioglitazon HCL va pamapimot s& 16n hon khi dung két hop, so véi viéc
dung don 1€.
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YEU CAUBAO HO
1. Hdn hop duge phdm bao gdm:
(a) chat chi van PPAR

(b) hop chét theo cong thirc I hogc I

Xl
Rl L
\WJ\Z N G
RS

Céng thie |

Xl
A = \Arl

N
|
R1 Z Z
\w)\z N

Cong thae I

NR®R®

ho#ic cac mubi duoc dung ciia chiing, trong d6
Z 1a Nito hodc CH;

W 1a NR?%;

X! 12 O, NR* (trong d6 R* 14 hydro hoic alkyl), lvu huynh, hodc CR°R®
(trong d6 R’ va R® 1a hydro tu do hodc alkyl) hogc C=0;

X213 O ho#ic NR’;

Ar' 12 aryl hodc aryl di vong;

R? 13 hydro, alkyl, axyl, alkoxycacbonyl, aryloxycacbon, alkyl di

vongcacbon, ankylxyclocacbon di vong hodc -R?!-R?2 trong d6 R?' 14 alkylen hogc -

C(=0)- va R 1a alkyl hodc alkoxy;

R! 13 hydro, alkyl, haloalkyl, aryl, aralkyl, aryl di vong, aralkyl di vong,

xycloalkyl, xycloalkylalkyl, alkyl di vong dugc thé xycloalkyl, xycloalkyl dugc thé di
vong, alkyl di vong, xyanoalkyl, xyclyl di vong, xyclylalkyl di vong, R!2-S0,-
xycloamino di vong (trong @6 R!? 1a haloalkyl, aryl, aralkyl, aryl di vong hodc aralkyl di
vong), -Y!-C(0)-Y>R!! (trong @6 Y' va Y2 14 tu do hogc véng mit hodc 1a nhom alkylen
va R!' 1a hydro, alkyl, haloalkyl, hydroxy, alkoxy, amino, monoalkylamino hodc
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dialkylamino), (xyclyl di vong)(xycloalkyl)alkyl hodc (xyclyl di vong)(aryl di
vong)alkyl;

R3 14 hydro, alkyl, xycloalkyl, xycloalkylalkyl, aryl, arankyl, haloalkyl,
alkyl di vong, xyanoalkyl, alkylen-C(O)-R*! (trong d6 R’! 1a hydro, alkyl, hydroxy,
alkoxy, amino, monoalkylamino hodc dialkylamino), amino, monoalkylamino,
dialkylamino hodc NR32-Y?-R® (trong d6 Y* la -C(O), -C(0)O-, -C(O)NR*, $(0)2 hodc
S(0):NR3S; R32, R¥* va R* 1a hydro tu do hodc alkyl; va R* 1a hydro, alkyl, xycloalkyl,
xycloalkylakyl, alkyl di vong hodc tuy chon thé phenyl) hoic axyl;

R 14 hydro hogc alkyl; va

R8 va R? 14 c4c hydro tu do, alkyl, aryl, aralkyl, xycloalkyl, xycloalkylalkyl,
alkyl di vong, alkylsulfonyl, arylsulfonyl , -C(O)-R¥ (trong d6 R®' 1a alkyl, aryl, aralkyl,
xycloalkyl, xycloalkylalkyl, alkyl di vong, alkoxy, aryloxy, amino, mono- hodc di-
alkylamino, arylamino hodc aryl(alkyl)amino) hodc R® va R® cung tao thanh =CR*R%
(trong d6 R82 va R® 13 hydro, alkyl, xycloalkyl, xycloalkylalkyl tw do hodc dugc tuy chon
thé phenyl);

va tuy chon
(c) mot hodc nhidu chét pha loéng, t4 dwoc hodc chit mang dugc dung.
2. Hdn hop duge phim theo diém 1, bao gdm
(a) chit chi1 vin PPAR;

(b) hop chét c6 cong thirc I nhu duge dinh nghia trong diém 1 hodc mudi duge dung;
va tuy chon

(c) mot hodc nhidu chét pha loang, t4 dugc hodc chit mang duoc dung.

3. Hdn hop dugc phim theo diém 2, trong 6 hop chat nay c6 cong thirc I 12 6-(2,4-
Diflorophenoxy)-2-[3-hydroxy-1-(2-hydroxyetyl)-propylamino]-8-metyl-8 H-pyrido[2,3-
d]pyrimidin-7-on (pamapimot, Cong thirc III) hodc mudi duoc dung ctia chung.

E

Q.

XX

o
HN™ °N 'il [¢]
HO OH Gong thuclil
4. Hbdn hop duoc phdm theo diém bét ky trong sb cac diém tr 1 dén 3, trong d6 chat
chu van PPAR nay la pioglitazon hodc mudi duoc dung clia ching.
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0i u nguyén phat

Thé tich kh
trung binh + SEM (mm?3)

tich khdi u nguyén phat +
fruna binh va dd trai aitka (mm3)

e
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800
700 -
P=0,0837 *P=0,0410
600 - (P=0,0889) (*P=0,0377)
T *P=0,0017

500 -

—

***pP=0,0006)

400 -
300 -
200 A
100 1

0 -
B Nhom 1: 10mifkg Chét dén thubc mdi ngay mét I3n qua miéng véo cac ngay tir 22 dén 45 (n=10)

[T Nhém 2: 10mi/kg pioglitazon HCL m&i ngay mot [&n qua dudng miéng vao cac ngay tr 22 dén 45 (n=10)
NR6m 3: 100mirkg pamapimot méi ngay mét 13n qua dwing miéng vao cac ngay tr 22 dén 45 (n=10)

Nhém 4: 10miikg pioglitazon HCL + 100mi/kg pamapimot méi ngay mét l&n qua dudng miéng vao
céc ngay tir 22 dén 45 (n=10)

800 & ‘ 2
700 - o
600 - — @
Q a7

500 - —ee— o a? S

e® e :
46’0 B ) _@% %S@'-

O 2 ——
300 - NIN]
200 -
100 -
0
HINH 1
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Trong lrong khdi u nguyén phat
trung binh + SEM (g)
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0,6

05 P=0,0532

¥ -1 (P=0,1200) *P=0,0176
” -1 (**P=0,0094)

0,4 - / —I_Q

0,3 -

0,2

0,1 1 \

0,0 - // N

B Nhom1: 10mlikg chét dan thudc méi ngay mét 1an qua dwdrng miéng tir ngay 22 dén 45 (n=10)

1 Nhédm2: 10mg/kg pioglitazon HCL m3i ngay mét [4n qua dudng migng vao céc ngay tir 22 dén 45 (n=10)
Nhém 3: 100mg/kg pamapimot m&i ngay mét 1an qua duéng miéng vao cac ngay tir 22 dén 45 (n=10)
NhAm 4: 10mg/kg pioglitazon HCL + 100ml/kg pamapimot m3i ngay mét 1an qua duéng miéng

vao cac ngay tir 22 dén 45 (n=9)

0,8
t 0,7 2
qua O
EE 0,6 - ®e
<5 ® )
L T
ca O SO IS
% 04 - [ \a
] ° Y
E’_‘é 03 - Z S
-] 2
§g 0,2 - ©
2
g7 01 4

0,0

HINH 2




A 1200
- 1000+ R
E
:
& £ 800-
) =
=)
o
= =|
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0- %f &
B Nhom 1: 10mifkg Chét kidm soat dén thudc méi ngay mét 14n qua dwéng miéng vao céc ngay tir 3 dén 20 (n=10)
] Nhém 2: 25mllkg STROO1/pioglitazon HCI méi ngay mét 14n qua dudng miéng vao cac ngay t 3 dén 20 (n=11)
Nhém 3: 100milkg STRO02/pamapimot m&i ngay mét 14n qua dwang miéng vao cac ngay tir 3 dén 20 (n=12)
N Nhém 4: 25mikkg STR001/pioglitazon HCI + 100ml/kg STR002/pamapimot mé&i ngay mét lan qua duwdng miéng vao
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cac ngay tlr 3 dén 20 (n=12)
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Trong Iwrong khoi u nguyén phat

trung binh + SEM (g)

hat

trai gitra (g)

0i u nguyén p

o]

Trong lwreong kh
+ trung binh va d
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P=0,0554 P=0,0698
(P=0,0522) (P=0,0782)

_

0,0-
B [hom 1- 10mikg Chét kiém soat din thude mdi ngay mét 1&n qua dwéng miéng vao cac ngay tir 3 dén 20 (n=10)

[ Nh6m 2: 25mirkg STROO1/pioglitazon HCI mdi ngay mét I&n qua dwing miéng véo cac ngay tlr 3 dén 20 (n=11)
Nhom 3: 100mirkg STRO02/pamapimot méi ngay mat I&n qua dwong miéng vao cac ngay tir 3 Gén 20 (n=12)

Nhém 4: 25mifkg STROO1/pioglitazon HCI + 100mi‘kg STRO02/pamapimot mdi ngay mét lan qua duwéng miéng
Va0 céc ngay tir 3 dén 20 (n=12)

25

] O
2,0-

l O
1,54 & S

; &
1,0’ @ "

o {‘/ ¢ A
91

5- f o M%;a@

) ® :

0,0 O
HiNH 4
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