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Linh vie k§ thuét dwgc dé cap

Séang ché @& cip dén axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-
metylpropanoic va dugc phim chira n6 ma hitu ich trong viéc didu hoa ham lugng axit
uric trong mau hodc huyét thanh. Hop chit nay dugc sir dung trong diéu tri hoic ngin

ngira cdc rbi loan lién quan dén ham lugng bat thudng cia axit uric.
" Tinh trang k§ thuit ciia sing ché

Axit uric 12 két qua ctia qué trinh oxy hod xanthin. Cac rbi loejn v& sy chuyén hoa
axit uric bao gém, nhung khong chi gi¢i han &, chimg ting hdng cau, di san dang tuy,
bénh gut, con gt tai phat, chimg viém khép do bénh gut, sy ting axit uric-huyét, bénh
- cao huyét ap, bénh tim mach, bénh tim mach vanh, hoi chimg Lesch-Nyhan, hdi ching
Kelley-Seegmiller, bénh thén, soi thén, suy thén, viém khop, ching viém khédp, séi ni€u,

chtng nhiém ddc chi, chitng cudng can giap, bénh vay nén hoic bénh sacoit.
Ban chét k§ thuat ciia sang ché

Muc dich cua sang ché 13 d& xuét duge phdm chira hop chét dé st dung trong viéc
lam giam ham lugng axit uric trong huyét thanh & ngudi, trong d6 hop chét nay la axit 2-
((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic hodc mudi dugc dung
cia n6. Cu thé, sang ché dé xudt duoc phidm chia it hon 50mg axit 2-((3-(4-

xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic, hodc mudi duge dung clia né.
MO ta vén tit cac hinh vé

FIG.1A thé hién sy m6 ta theo biéu db cuia sy sdp xép cic sy kién trong thir nghiém dugc

mod ta trong Vi du 3.

FIG.1B thé hién sy md ta theo biéu d6 cia su sép xép cac su kién trong thir nghiém dugc
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mo ta trong Vidu 5.

FIG.2A thé hién ndng @6 axit uric trong huyét thanh tuyét d6i (mg/dL) dugc do tir 0 dén
72 gi® sau khi ding lidu dbi véi Nhém 1 (2mg, & trang thai d6i). Cac déi twong 1 va 2 st
dung gia dugc; cac dbi twong tir 3 dén 8 st dung hoat chét.

FIG.2B thé hién % thay ddi axit uric trong huyét thanh so véi gia tri ban dau duge do tr 0
dén 72 gid sau khi ding liéu déi v6i Nhém 1 (2mg, & trang thai d6i). Cac d6i twong 1 va

2 st dung gia duoc; cac dbi tuong tir 3 dén 8 sir dung hoat chét.

FIG.3A. thé hién ndng d6 axit uric trong huyét thanh tuyét d6i (mg/dL) dugc do tir 0 dén
72 gi® sau khi ding lidu dbi véi Nhom 2 (5mg, & trang thai d6i). Cac dbi twong 1 va 2 sir
dung gia duoc; cac dbi twong tir 3 dén 8 sir dung hoat chat.

FIG.3B thé hién % thay ddi axit uric trong huyét thanh so v6i gia tri ban dau dugc do tir 0
dén 72 gio sau khi ding lidu dbi véi cac Nhom 2 va 3 (Smg, 1an lugt & trang thai doi va

no). Cac d6i twrong 1 va 2 sit dung gia dugc; cac dbi twong tir 3 dén 8 sir dung hoat chit.

FIG.4A th8 hién ndng d6 axit uric trong huyét thanh tuyét d6i (mg/dL) duoc do tur 0 dén
72 gior sau khi dung liéu dbi véi cic Nhom 4 va 5 (20mg, 14n luot & trang thai d6i va no).

Cac d6i twong 1 va 2 st dung gia dugc; cac d6i twong tir 3 dén 8 str dung hoat chét.

FIG.4B thé hién % thay dbi axit uric trong huyét thanh so v&i gia tri ban dau duoc do tir 0
dén 72 gid sau khi ding liéu d6i v6i cac Nhom 4 va 5 (20mg, 1an luot & trang thai d6i va

no). Cac dbi tugng 1 va 2 st dung gia dugc; cac dbi twong tir 3 dén 8 sir dung hoat chét.

FIG.5A thé hién ndng do axit uric trong huyét thanh tuyét d6i (mg/dL) duoc do tir 0 dén
72 gid sau khi ding lidu déi véi Nhoém 6 (40mg, & trang thai déi). Cac doi twong 1 va 2

stt dung gia dugc; cac dbi tuong tir 3 dén 8 sir dung hoat chét.

FIG.SB thé hién % thay ddi axit uric trong huyét thanh so véi gi4 tri ban d4u dugc do tir 0
dén 72 gio sau khi ding liéu déi véi Nhém 6 (40mg, & trang thai déi). Cac dbi twong 1 va
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2 sit dung gia dugc; cac d6i trong tir 3 dén 8 sir dung hoat chit.

FIG.6A th8 hién ndng d6 axit uric trong huyét thanh tuyét d6i (mg/dL) dugc do tir 0 dén
72 gio sau khi dung liéu d6i véi cac Nhom 1, 2, 4 va 6 (2mg, Smg, 20mg va 40mg mét

cach twong mg, tit ca & trang thai d6i).

FIG.6B thé hién % thay dbi axit uric trong huyét thanh so véi gid tri ban dau dugc do tir 0
dén 72 gid sau khi dung lidu d6i véi cac Nhom 1, 2, 4 va 6 (2mg, Smg, 20mg va 40mg

mot cach twong tng, tit ca & trang thai d6i).

FIG.7A thé hién ndng d6 axit uric trong huyét thanh tuyét ddi (mg/dL; gia dugc trung
binh-cac déi tugng 1, 2 va 3; va hoat chét trung binh-cac ddi twong tir 4 dén 12), duoc do
& chc thoi diém theo danh nghia (cac ngay tir 0 dén 9 dung lidu mot 14n hing ngay, cong
véi cée ngay tir 10 dén 13, sau khi dung lidu) di v&i muoi hai dbi twong trong nhém 7

(1mg, mdt 14n hing ngay trong 10 ngay), nhu dwgc md ta trong vi du 6A.

FIG.7B thé hién % thay ddi axit uric trong huyét thanh so véi gia tri ban dau (gia duoc
trung binh-cac d6i twong 1, 2 va 3; va hoat chét trung binh-cac d6i twong tir 4 dén 12),
duge do & cac thoi diém theo danh nghia (cac ngay tir 0 dén 9 dung liéu mot 14n hing
ngdy, cdng voi cac ngay tir 10 dén 13, sau khi dung lidu) dbi v6i mudi hai déi twong

trong nhém 7 (1mg, mot 1in hing ngdy trong 10 ngdy), nhu dwge mé ta trong vi du 6A.

FIG.8A thé hién ndng d tuyét dbi cua axit uric trong huyét thanh (mg/dL; gia dugc trung
binh-cac dbi twong 1, 2 va 3; va hoat chit trung binh-cac dbi tugng tir 4 dén 10), duoc do
& cac thoi diém theo danh nghia (cac ngay tir 0 dén 9 dung liéu mét 14n hing ngay, cong
véi céo ngdy tir 10 dén 13, sau khi dung lidu) d6i véi mudi dbi tugng trong nhém 8 (Smg,

mot 14n hing ngay trong 10 ngay), nhu dugc md ta trong vi du 6B.

FIG.8B thé hién % thay ddi axit uric trong huyét thanh so véi gié tri ban dau (gia dugc
trung binh-cac di twong 1, 2 va 3; va hoat chit trung binh-cac déi twong tir 4 dén 10),

duge do & cac thoi diém theo danh nghia (cac ngdy tir 0 dén 9 dung 1i8u mot 14n hing
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ngdy, cdng voi cac ngay tir 10 dén 13, sau khi dung liéu) d6i véi mudi dbi twong trong

nhém 8 (1mg, mét 1an hing ngay trong 10 ngdy), nhu duge md ta trong vi dy 6B.

FIG.9A thé hién ndng d6 axit uric trong huyét thanh tuyét déi (mg/dL; gia dwgc trung
binh-cac d6i twong 1, 2 va 3; va hoat chét trung binh-cac d6i twong tir 4 dén 11), duogc do
& cac thdi didm theo danh nghia (cac ngdy tir 0 d@n 9 dung liéu mot 1an hing ngdy, cong
véi cac ngay tir 10 dén 13, sau khi dung lidu) d6i véi mudi mot déi twgng trong nhom 9

(10mg, mot 14n hing ngay trong 10 ngdy), nhu dwge md ta trong vi du 6C.

FIG.OB thé hién % thay dbi axit uric trong huyét thanh so véi gia tri ban déu (gia duge
trung binh-cac déi twong 1, 2 va 3; va hoat chét trung binh-cc ddi tuong tir 4 dén 11),
duge do & cac thdi diém theo danh nghia (cac ngay tir 0 d&n 9 ding lidu mot 1dn hing
ngay, cong voi cac ngay tir 10 dén 13, sau khi ding liéu) d6i v6i mudi mot d6i twong

trong nhém 9 (10mg, mdt 1an hang ngdy trong 10 ngay), nhu duge md ta trong vi du 6C.

FIG.10A thé hién ndng db axit uric trong huyét thanh tuyét dbi trung binh (mg/dL), dugc
do & cac thoi diém theo danh nghia (céc ngay tir 0 dén 9 dung liéu mot 1dn hang ngay,
cong voi cac ngay tir 10 dén 13, sau khi dung lidu) d6i v6i cac nhém 7, 8 va 9 (Img, Smg
va 10mg twong tmg, mot 14n hing ngdy trong 10 ngdy, cac nhom gia duge gom lai), nhu

dugc mo ta trong vi duy 6.

FIG.10B thd hién % thay dbi axit uric trong huyét thanh trung binh so v&i gié tri ban dau
duoc do-d cac thoi diém theo danh nghia (c4c ngay tir 0 dén 9 dung lidu mot 14n hing
ngdy, cong véi cac ngay tir 10 dén 13, sau khi dung lidu) dbi véi cac nhom 7, 8 va 9
(Img, 5Smg va 10mg tuong &ﬂg, mdt 1an hing ngay trong 10 ngady, cic nhom gia duge

gom lai), nhu dugc mé ta trong vi du 6.
MO ta chi tiét sang ché

Theo mdt sé phuong 4n, axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-

metylpropanoic hogc mudi dwgc dung cua né dugc dung cho ngudi véi licu it hon
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IOOnig/ngéy. Theo mét sb phuong an, axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-
y1)thio)-2-metylpropanoic, hoic mudi dugc dung ciia nd, duge ding cho ngudi véi lugng
it hon 50mg/ngay. Theo mét s6 phuong an, axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-
y1)thio)-2-metylpropanoic, hozic mudi dugc dung cua nd, duge ding cho ngudi véi lugng
khoang 40mg/ngay. Theo mdt sé phuong an, axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-
4-yl)thio)-2-metylpropanoic, hoic mubi duwoc dung cia nd, duge dung cho ngudi voi
lddng Mkhoéng 20mg/ngdy. Theo mot sé phuong an, axit 2-((3-(4-xyanonaphtalen-1-
yl)pyridin-4-y1)thio)-2-metylpropanoic hoic mudi dugc dung cla nd, duge dung cho
ngudi v6i lwong it hon 20mg/ngdy. Theo mot sé phwong 4n, axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic hodc mudi duoc dung cia no,
dugc dung cho nguoi v6i luong khoang Smg/ngay. Theo mot s6 phwong 4n, axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic duwoc ding cho nguoi véi
luong it hon 5mg/ngdy. Theo mot s phuong 4n, axit 2-((3-(4-xyanonaphtalen-1-
yl)pyridin-4-y1)thio)-2-metylpropanoic hogc muébi dugc dung cia nd, dugc dung cho
nguoi véi luwong khoang 2mg/ngay. Theo mot s6 phwong an, axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic hodc mubi dwoc dung cia nd,
duoc dung cho ngudi v6i lwgng it hon 2mg/ngay. Theo mot s& phuong an, axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic dugc dung cho nguoi véi
luong khoang 1mg/ngay.

Theo mdt sd phuong an, 24 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-
yl)pyridin-4-yl)thio)-2-metylpropanoic hodc mubi duoc dung cua nd, ham lugng axit uric
trong huyét thanh duoc giam it nhit 0,5mg/dL. Theo mét sé phuong an, 24 gio sau khi
ding axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic hodc mubi
dugc dung cta nd, ham luong axit uric trong huyét thanh dwoc giam it nhét 0,8mg/dL.
Theo mdt sb phuwong an, 24 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-
4-yl)thio)-2-metylpropanoic hodc mudi dugc dung cia nd, ham lugng axit uric trong

huyét thanh dugc giam it nhit Img/dL. Theo mot sb phuong 4n, 24 gid sau khi dung axit
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2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic hodc mubi duoge dung
cta né, ham luwgng axit uric trong huyét thanh duoc giam it nhit 2mg/dL. Theo mot sb
phuong an, 24 gi¢ sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-
metylpropanoic, hoic mudi dugc dung ciia nd, him lugng axit uric trong huyét thanh

dwoc giam it nht 3mg/dL.

Theo mét sé phwong an, 48 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-
yl)pyridin-4-yl)thio)-2-metylpropanoic, hoic mudi dugc dung cua nd, ham luong axit
uric trong huyét thanh dwgc giam it nhét 0,5mg/dL. Theo mdt s6 phuong an, 48 gid sau
khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic, hodc
muéi dugc dung cua nd, ham lwong axit uric trong huyét thanh dwoc giam it nhat
1 mg/dL. Theo mdt s phuong an, 48 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-
yl)pyridin-4-yl)thio)-2-metylpropanoic hodc mudi duge dung cia nd, ham lugng axit uric

trong huyét thanh dwoc giam it nhat 3 mg/dL.

Theo mdt sb phuong an, 72 gi¢ sau khi dung axit 2-((3-(4-xyanonaphtalen-1-
y1)pyridin-4-yl)thio)-2-metylpropanoic hodc mubi duge dung ctia nd, ham lwong axit uric
trong huyét thanh dwoc giam it nhat 0,5mg/dL. Theo mot s6 phuwong an, 72 gid sau khi
dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic, hodc mudi
duoc dung ctia n6, ham lwong axit uric trong huyét thanh dwgc giam it nhét 1 mg/dL.
Theo mdt s phwong an, 72 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-
4-y1)thio)-2-metylpropanoic hoic mubi dugc dung cta néd, ham luwgng axit uric trong

huyét thanh dugc giam khoang 2mg/dL.

Theo mét s6 phwong an, 24 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-
yl)pyridin-4-yl)thio)-2-metylpropanoic, ham luong axit uric trong huyét thanh duoc giam
it nhét 15% so v&i gia tri ban dau. Theo mot s§ phuong an, 24 gid sau khi dung axit 2-
((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic, hodc mubi duge dung

. eha nb, him luong axit uric trong huyét thanh dugc giam it nhéat 20% so v&i gié tri ban
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dau. i;heo mot s phuong 4an, 24 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-
yl)pyridin-4-yl)thio)-2-metylpropanoic hodc mudi duoc dung cia nd, ham lugng axit uric
trong huyét thanh dugc giam it nhat 30% so véi gié tri ban d4u. Theo mét s§ phwong 4n,
24 gio0 sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-
metylpropanoic hoic mudi dugc dyng cta nd, ham lugng axit uric trong huyét thanh
duge giam it nhit 40% so véi gia tri ban ddu. Theo mét s6 phuong an, 24 gio sau khi
ding axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic, hodc mudi
duogc dung cta nd, ham lwong axit uric trong huyét thanh duge giam khoang 20% so v6i
gi4d tri ban dau. Theo mdt s6 phuong 4n, 24 gi0 sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic hodc mudi duoc dung cta nd,
ham lugng axit uric trong huyét thanh dwgc giam khoang 40% so véi gia tri ban dau.
Theo mdt sé phuwong an, 24 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-
4-y])thio)-2-metylpropanoic hoic mudi dugc dung cua nd, ham lwong axit uric trong

huyét thanh dugc giam khoang 60% so véi gia tri ban dau.

Theo mét s phwong an, 48 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-
yD)pyridin-4-yl)thio)-2-metylpropanoic hodc mudi duge dung cia nd, ham lugng axit uric
trong huyét thanh dugc gidm khoang 10% so véi gia tri ban diu. Theo mot s6 phuong an,
48 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-
metylpropanoic, hoic mudi dugc dung cliia nd, ham lugng axit uric trong huyét thanh
duoc giam it nhat 20% so véi gid tri ban d4u. Theo mot s6 phuong an, 48 gid sau khi
dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic, hodc mudi
duge dung cta nd, ham lwong axit uric trong huyét thanh dugc giam it nhét 30% so véi
gid trj ban diu. Theo mdt s6 phwong an, 48 gio sau khi dung axit 2-((3-(4-
xyanonaphtalen— -yl)pyridin-4-yl)thio)-2-metylpropanoic, hodc mudi duge dung cta no,
ham luong axit uric trong huyét thanh duge giam khoang 40% so véi gié tri ban dau.
Theo mot s6 phwong an, 48 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-

4-y])thio)-2-metylpropanoic hoic mudi dugc dung cia no, ham luong axit uric trong
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huyét thanh dugc giam khoang 50% so véi gid tri ban d4u. Theo mét s6 phwong 4an, 72
gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic,
hoiic mudi dugc dung cia nd, ham lugng axit uric trong huyét thanh duge giam it nhét
15% so vé6i gié tri ban dau. Theo mdt sé phwong an, 72 gid sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic hodc mudi duoc dung clia nd,
ham luong axit uric trong huyét thanh dugc giam it nhéit 20% so véi gia tri ban dau. Theo
mot sb phuong an, 72 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-
yl)thio)-2-metylpropanoic hoic mudi duge dung ctia nd, ham lwgng axit uric trong huyét
thanh dugc giam khoang 20% so v&i gié tri ban dau. Theo mdt sb phuong an, 72 gid sau
khi ding axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic, hodc
muéi duge dung cia n6, ham lwong axit uric trong huyét thanh dugc giam khoang 30%

so vd&i gia tri ban dau.

Theo mét sé phuong an, hop chit 1a dé st dung trong diéu trj hodc ngén ngira tinh
trang bénh duoc dic trung boi ham lugng axit uric bét thuong trong mé hodc co quan.
Theo mét s6 phurong an, tinh trang bénh 13 bénh git, con gut tai phat, chimg viém khop
do bénh git, sy ting axit uric-huyét, bénh cao huyét 4p, bénh tim mach, bénh tim mach
vanh, hoi chimg Lesch-Nyhan, hoi ching Kelley-Seegmiller, bénh thin, soi than, suy
than, viém khép, chirg viém khop, soi niéu, ching nhiém doc chi, chimg cudng can
gidgp, bénh vay nén, bénh sacoit, hdi chimg thifu hut hypoxanthin-guanin
phosphoribosyltransferaza (HPRT) hodc td hop cua ching. Theo cac phuwong an cu thé,
tinh trang bénh la bénh gut.

Theo mot sb phuong an, chit thir hai hitu hidu dé diéu tri tri bénh gat duoc ding
cho ngudi. Theo mot sb phuong an, chét tht hai 1a chit @rc ché URAT 1, chit tc ché
xanthin oxidaza, xanthin dehydrogenaza, chit c ché xanthin oxidoreductaza, hodc td
hop cua ching. Theo mét s6 phuong 4n, chét e ché URAT 1 1a axit 2-((5-bromo-4-(4-
xyclopropyl-1-naphtalenyl)-4H-1,2,4-triazol-3-yl)thio)axetic hodc mudi dugc dung cua

né6. Theo mdt sb phwong an, chit irc ché xanthin oxidaza l1a allopurinol hodc febuxostat.



2171762

Theo mdt sb phwong an, sang ché mé ta phuong phap lam giam ham lwong axit
uric trong huyét thanh & nguoi, bao gdm cho ngudi dung axit 2-((3-(4-xyanonaphtalen-1-

yl)pyridin-4-yl)thio)-2-metylpropanoic hodc mudi duoc dung clia nd.

Séng ché md ta phwong phap bao gdm viéc budc dung axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic hodc mudi dwge dung cua nd
v6i lwong it hon 100mg, it hon 50mg/ngdy, khoang 40mg/ngay, khoang 20mg/ngay, it
tion 20mg/ngdy, khoang Smg/ngay, it hon S5mg/ngay, khoang 2mg/ngay, it hon
2mg/ngay, hodc khoang 1mg/ngay.

Theo mét s6 phuong an, ham hrong axit uric trong huyét thanh dwgc giam it nhat
0,5mg/dL, it nhat 0,8mg/dL, it nhit 1 mg/dL, it nhit 2 mg/dL, hogc it nhat 3 mg/dL 24
gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic,
hoic mudi duge dung cta nb. Theo mot sé phuong an, ham lugng axit uric trong huyét
thanh dugc giam it nhat 0,5mg/dL, it nhit 1mg/dL, hoic it nhit 3 mg/dL 48 gio sau khi
dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic, hodc mubi
duge dung cua nd. Theo mét sé phuong an, ham lugng axit uric trong huyét thanh duoc
giam it nhét 0,5mg/dL, it nhit 1 mg/dL, hogc 2 mg/dL 72 gid sau khi dung axit 2-((3-(4-

xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic, hodc mubi duge dung ctia nd.

-Theo mdt s& phwong an, ham lwgng axit uric trong huyét thanh dugc giam it nhét
15% so vé6i gia tri ban ddu, it nhit 20% so véi gia tri ban dau, it nhat 30% so v&i gid tri
ban dau, it nht 40% so v&i gia tri ban dau, khoang 20% so véi gia tri ban dau, hoic
khoang 40% so v&i gia tri ban dau, khoang 60% so vdi gia tri ban dau 24 gio sau khi
dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic, hogc mubi
duoc dung ctia nd. Theo mét s6 phuong an, ham luong axit uric trong huyét thanh duge
giam khoang 10% so voéi gia tri ban dAu, it nhit 20% so véi gia tri ban dau, it nhét 30%
so v6i gia tri ban dAu, khoang 40% so v&i gia tri ban d4u, hoic khoang 50% so v6i gia tri

ban diu 48 gid sau khi ding axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-
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metylpropanoic, hoic mudi duge dung cua nd. Theo mot s6 phuong an, ham lwong axit
uric trong huyét thanh duge giam it nhét 15% so v6i gid tri ban ddu, it nhat 20%‘ so véi
gié tri ban dAu, khoang 20% so véi gia tri ban dau, hodc khoang 30% so véi gié tri ban
dau 72 gio sau khi ding axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-

metylpropanoic, hoic mudi duge dyung cua no.

Sang ché mo ta phwong phap dé diéu trj hodic ngén ngira tinh trang bénh dugc dic
trung boi ham lwong axit uric bt thudng trong mé hodic co quan. Theo ban mo ta, tinh
trang bénh 13 bénh git, con ght tai phat, chimg viém khop do bénh gut, sy ting axit uric-
huyét, bénh cao huyét p, bénh tim mach, bénh tim mach vanh, hoi chimg Lesch-Nyhan,
hoi chimg Kelley-Seegmiller, bénh thén, soi than, suy thén, viém khop, chung viém
khop, soi niéu, chimg nhiém ddc chi, chimg cudng éﬁn giap, bénh vay nén, bénh sacoit,
hdi chimg thiéu hut hypoxanthin-guanin phosphoribosyltransferaza (HPRT) hodc t5 hop
cua chang. Theo ban mb ta boc 19, tinh trang bénh la bénh git.

Theo ban md ta bdc 16, phwong phap con bao gdm viée cho dung chét thir hai hitu
hiéu d& didu tri tri bénh git. Theo ban mb ta bc 1, chat thi hai la chét Grc ché URAT 1,
chat trc ché xanthin oxidaza, xanthin dehydrogenaza, cht trc ché xanthin oxidoreductaza,
hoic td hop cta ching. Theo ban mé ta boc 19, chat Gc ché URAT 1 la axit 2-((5-bromo-
4-(4-xyclopropyl-1-naphtalenyl)-4H-1,2,4-triazol-3-yl)thio)axetic hodc mudi duwoc dung
hoiic este cta nd. Theo mdt s§ phuong an, chét trc ché xanthin oxidaza 13 allopurinol hodc

febuxostat.

Sang ché mo ta viéc st dung hop chit trong san xuét thubc dé lam giam ham
luong axit uric trong huyét thanh & nguoi, trong d6 hop chat 1a axit 2-((3-(4-

xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic hodc mudi duoc dung cua no.

Sang ché mo ta viéc st dung hop chét trong san xuét thube, axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic = dugc dung cho nguodi voéi
lugng it hon 100mg/ngay, it hon 50mg/ngay, khoang 40mg/ngay, khoang 20mg/ngay, it
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hon 20mg/ngdy, khoang S5mg/ngay, it hon S5mg/ngay, khoang 2mg/ngay, it hon
2mg/ngay, hodc khoang 1mg/ngay.

Sang ché mé ta viéc sit dung hop chét trong san xuit thudc, 24 gio sau khi dung
axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic, hodc mubi dugc
dung cua né, him lwong axit uric trong huyét thanh duge giam it nhét 0,5mg/dL, it nhat
0,8mg/dL, it nhit 1 mg/dL, it nhit 2 mg/dL, hogc it nhéat 3 mg/dL. Theo ban mb ta bc
16, 48 gio sau khi diung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-
metylpropanoic hodc mubi duoc dung ciia nd, ham lugng axit uric trong huyét thanh
dugc giam it nhat 0,5mg/dL, it nhit 1 mg/dL, hoac it nhit 3 mg/dL. Theo mét s6 phuong
an, 72 gi0 sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-
metylpropanoic, hoic mudi dugc dung cua nd, ham lugng axit uric trong huyét thanh

dwoc giam it nhit 0,5mg/dL, it nhét 1 mg/dL, hogc khoang 2mg/dL.

Sang ché mé ta viéc sir dung hop chét trong san xuét thude, 24 gio sau khi dung
axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic, ham luong axit
uric trong huyét thanh dwoc giam it nhit 15% so vé6i gia tri ban ddu, it nhat 20% so véi
gi4 tri ban dAu, it nhat 30% so v6i gid tri ban ddu, it nhit 40% so véi gié tri ban dau,
khoang 20% so véi gid tri ban dAu, khoang 40% so véi gié tri ban dau, hodc khoang 60%
so v6i gia tri ban diu. Theo mot s& phuong an, 48 gio sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic, hodc mubi dugc dung cua nd,
ham lugng axit uric trong huyét thanh dwgc giam khoang 10% so véi gia tri ban dau, it
nhét 20% so v6i gié tri ban dau, it nhit 30% so véi gié trj ban dau, khoang 40% so véi gia
tri ban dau, hoic khoang 50% so v&i gia tri ban du. Theo mdt sd phuong an, 72 gi& sau
khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic, hodc
mudi duoc dung clia nd, ham luong axit uric trong huyét thanh dugc giam it nhat 15% so
VG gid tri ban dAu, it nhat 20% so véi gia tri ban d4u, khoang 20% so véi gia tri ban dau

hoiic khoang 30% so v6i gia tri ban dau.
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Sang ché mé ta viéc st dung hop chét trong san xuét thude, thude nay dé sir dung
trong diéu tri hoic ngin ngira tinh trang bénh duge dic trung boi ham lugng axit uric bét
thudng trong mé hodc co quan. Theo mdt sb phuong an, tinh trang bénh 1a bénh gut, con
gt tai phat, ching viém khdp do bénh gut, sy ting axit uric-huyét, bénh cao huyét ap,
bénh tim mach, bénh tim mach vanh, hdi chimg Lesch-Nyhan, hdi ching Kelley-
Seegmiller, bénh than, soi than, suy than, viém khop, ching viém khop, soi niéu, ching
nhidm ddc chi, chimg cudng can gidp, bénh vay nén, bénh sacoit, h¢i chimg thiéu hut
hypoxanthin-guanin phosphoribosyltransferaza (HPRT) hodc t6 hop cta ching. Theo céac
phwong an cu thé, tinh trang bénh 13 bénh gut.

" Sang ché md ta viéc st dung hop chit trong san xuét thudc, thude nay duoc dung
v&i chét thir hai hitu hiéu @ didu tri tri bénh git. Theo mot sb phuong an, chat thit hai 1a
chét (tc ch& URAT 1, chit dc ché xanthin oxidaza, xanthin dehydrogenaza, chét Grc ché
xanthin oxidoreductaza, hodc t& hop cta ching. Theo mot sb phwong an, chit trc ché
URAT 1 la axit 2-((5-bromo-4-(4-xyclopropyl-1-naphtalenyl)-4H-1,2,4-triazol-3-
yl)thio)axetic hosc mudi dugc dung hogc este cua nd. Theo mot s6 phuong an, chat trc

ché xanthin oxidaza 1a allopurinol hoic febuxostat.

Céc phin sau trong ban m6 ta sang ché nay la chi nham myc dich 1am r3 va khong

duoc hidu 12 1dm gii han dbi trong clia sang ché.
Mot sb thuét ngit vé& duoc phdm

Thuét ngit "ngudi bénh", "d6i twong" hodc "ca thd" duwoc st dung hoan dbi cho
fihau. Nhu duoge st dung trong ban mé ta sang ché nay, ching dé cép dén cac ca thé méc
18i loan, va twong tu, bao gdm ddng vét c6 vii va dong vét khong co va. Khong co thuat
ngit ndo doi hoi ring ca thé chiu sy chim sdc va/hodc giam sat cua chuyén gia y té. Pong
vit c6 via 13 thanh vién bét ky cia 16p dong vét c6 v, bao gdm nhung khong chi gi6i han
& con ngudi, dong vt linh trudng khong phai con ngudi nhu tinh tinh va cac loai khi

hinh ngudi va khi khac; cac dong vat trang trai nhu gia sic, ngua, clru, dé, lon; cac dong
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vét trong gia dinh nhu tho, ché va meo; cac dong vat phong thi nghiém bao g0m loai gim
nhim nhu chudt cbng, chudt nhét va chudt lang va cac dong vat twong tw. Cac vi du vé
dong vat khong ¢ va bao gdm, nhung khong chi gi6i han &, chim, ca va twong tw. Theo
mot sé phuong 4n v& mot s6 phuong phap va duge phdm duge dé xuét trong ban mé ta
sang ché nay, ca thé 1a dong vat c6 vii. Theo cac phuong an dugc wu tién, ca thé 14 con

nguoi.

Thuét ngit "didu tri," "viéc diéu tri" hodc "su didu tri" va cac thuit ngit tuong
dwong vé quy tic ngir phap khac nhu duge st dung trong ban mé ta sang ché nay, bao
gdm lam dju, 1am yéu hodc cai thién bénh hogc tinh trang bénh hodc mdt hogc nhiéu trigu
chimg cla nd, ngin ngira cac tridu chimg bé sung, cai thién hodc ngan ngira nguyén nhan
chuyén hoa co ban clia cac triéu chimg, {rc ché bénh hoic tinh trang bénh, vi dy, lam
ngung sy phat trién ctia bénh hoic tinh trang bénh, lam diu bénh hodc tinh trang bénh,
gdy ra sy thoai lui bénh hogc tinh trang bénh, 1am dju tinh trang bénh do bénh hodc tinh
trang bénh gay ra hoic 1am nglng cic triéu ching cua bénh hoic tinh trang bgnh va dugce
du dinh bao gdm phong bénh. Cac thuit ngit nay con bao gdm viéc dat dwoc loi ich didu
tri va/hodc loi ich phong bénh. Thudt ngtr loi ich didu tri c6 nghia 13 sy trur tiét hodc su
cai thién réi loan co ban dwoc diéu tri. Ngoai ra, l¢i ich didu tri dat dugc véi su trur tiét
hoiic cai thién mét hodc nhiéu triéu chimg sinh 1y két hop voi r6i loan co ban sao cho su
cai thién quan sat duoc & ca thé, mic du ring ca thé vAn bi mic rbi loan co ban. Péi voi
iui ich phong bénh, dugc phidm duge ding cho ca thé cd nguy co phat tridn bénh cu thé
hoic cho cé thé bao cao mdt hoc nhiéu triéu chimg sinh 1y cua bénh, thim chi mic du sy

chin doan bénh nay da khong duoc thyc hién.

Thuat ngit “khoang” thudng ding dé chi khoang chit s6 ma ngudi c6 hidu biét
trung binh trong linh vuc ndy s&€ xem 1a twong dwong vdi gia tri duoc ké dén (vi dy, cb
cing chéc ning hodc két qua). Trong nhicu trudng hop, thudt ngit “khoang” co thé bao
gdm cac chit s6 ma duge 1am tron dén céc sb c6 y nghia gin nhit. Theo cac vi du dugc

wu tién, thuét ngit “khoang” c6 nghia 1a nim trong 10% gié tri hodc khoang da néu.
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nn nn

Thuat ngir "dung," "viéc ding", "sy dung" va tuong ty, nhu dugc s dung trong
ban mb ta ndy, 13 @ chi cac phuong phap ma c6 thé duge si dung dé cho phép sy phan
phéi ctia hop chét hoic dwgc phdm dén vi tri tac dong sinh hoc mong mudn. Cac phuong
phéap nay bao gbm, nhung khéng chi gi6i han & duong miéng, duong trong ta trang, tiém
ngoai duong tiéu hoa (bao gdém trong tinh mach, dudi da, trong bung, trong co, trong
mach hodic truyén), ding cuc bd va qua tryc trang. Ngudi c6 hiéu biét trung binh trong
linh vyc nay quen thudc véi cac k¥ thudt ding ma c6 thé dugc ding véi cac hop chét va
phuong phép duoc md ta trong ban mé ta sing ché nay. Theo cac phuong an duge wu
tién, hop chét va duge phim drgc md ta trong ban md ta sang ché nay dugc ding qua

duong miéng.

Thuat ngi "lwong hifu hidu", "hrong hiru hidu vé mit didu tri" hodc "lwong hitu
hiéu v& mit dugc phim" nhur duge st dung trong ban mé ta sang ché nay, 1a dé chi lugng
d0 cua it nhat mot chit hodc hop chit dugc ding ma s¢ 1am diu & m§t mirc do nao d6 mot
hogc nhidu tridu chitng clia bénh hofc tinh trang bénh dwgc didu tri. Két qua cd thé 1a sy
giam va/hodc lam thuyén giam cic diu hiéu, triéu ching hodc nguyén nhan gdy bénh
hodc sy thay d6i mong mudn bét ky khac clia hé sinh hoc. Vi du, "lwgng hiru hi¢u" d6i
véi cée g dung diéu tri 13 luong cua dugc phim chira axit 2-((3-(4-xyanonaphtalen-1-
y1)pyridin-4-yl)thio)-2-metylpropanoic dugc doi hoi dé tao ra sy giam dang ké bénh vé
mit 14m sang. Luong “hiru hidu” thich hop c6 thé khac nhau d6i véi mdi c4 thé. Luong
“hitu hicu” thich hop trong trurdng hop riéng ré bat ky c6 thé duoc xac dinh bang cach str
dung cac ky thuat, nhu nghién ciru thang licu.

Thuat ngft "chip nhan duoc” nhu duge sir dung trong ban mé ta sang ché nay, d6i
v&i duge phadm, cach bao ché hoic thinh phin, c6 nghia la khong co tac dung gdy hai lién

tuc d6i voi strc khoé chung cua ca thé dugce dicu tri.

Thuat ngft "dwgc dung” nhu dugc str dung trong ban mé ta sang ché nay, 1a dé chi

nguyén liéu, nhu chit mang hogc chit pha lodng, ma khong huy bo hoat tinh sinh hoc
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hoic dic tinh cua axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic
v trong d6i khéng doc, nghia 13, nguyén liéu co thd dwoc dung cho ca thé ma khong gay
ra chc tac dung sinh hoc khéng mong mudn hogc twong tac theo cach co hai voi bét ky

trong s6 cac thanh phan cua ché phdm ma no dugc chira trong do.

Thuét ngit "tién dwoc chét" nhu dugc st dung trong ban mé ta sang ché nay, 1a dé
chi tién chét clia duge chit ma, sau khi ding cho ca thé va sau khi hip thu tiép theo, dugc
chuyén hoa thanh hoat cht hodc cc loai c6 hoat tinh hon qua mot s6 quy trinh, nhu
chuyén hoa bdi con dudng trao dbi chat. Do d6, thuat ngit ndy bao gdm din xuét bat ky
cla axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic ma khi dung
cho nguoi nhan, la c6 kha ning tao ra, mot cach truc tiép hodc gian tiép, axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic hodc chét chuyén hoa c6 hoat
tinh dugc hodc gbe cta nd. Mot sé tién dugc chit c6 nhom hoa hoc c6 mat trén tién dugc
chit ma 1am cho no c¢6 hoat tinh kém hon va/hoic tao ra d6 tan hodc mot s6 dic tinh khac
so voi dugc chit. Khi nhom hoa hoc duge tach va/hodc duge bién dbi tir tién duoc chét,
thi duoc chit cd hoat tinh dwgc sinh ra. Cac tién dugce chét thuong 13 hiru ich bai vi, trong
mot s trudmg hop, ching c6 thé ding d& dang hon so véi duge chat gbc. Vi duy, chiing c6
thé 1a sinh kha dung nhd viée ding qua dudng miéng trong khi duge chét gbc thi khong.
Cac din xuit hodc cac tién dugc chét duoc uu tién mdt cach dac biét ma lam ting mirc
sinh kha dung cua axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic
khi duge ding cho ca thé (vi du bing cach cho phép hop chét dugc ding qua dwong
miéng dugc hip thu mét cach dé dang hon vao mau) hodc ma lam ting cuong sy phan

phéi cia hop chit gbe dén khoang sinh hoc (vi du ndo hodc hé bach huyét).

Thuét ngit "mubi duge dung" nhu duge sir dung trong ban md ta sang ché nay, 1a
d8 chi cac mudi ma van c6 hiéu lyc sinh hoc ctia céc axit va bazo ty do cua axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic va khong mong mudn vé& mit
smh | hoc hodc khong mong muén theo cach khac. Axti 2-((3-(4-xyanonaphtalen-1-

yl)pyridin-4-yl)thio)-2-metylpropanoic c6 thé phan tng voi cac bazo vo co hodc hitu co
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va cac axit v co hodc hitu co, dé tao ra mudi dugc dyng. Cac muoi nay co6 thé dugce tao
ra tai chd trong qua trinh tach va tinh ché sau cung hodc bang cach cho hop chat duge
tinh ché & dang bazo tu do ctia né phan ing mdt cach riéng biét vdi axit hiru co hodc vo

co thich hop va tach mudi dugc tao ra theo cach nay.

Thuét ngit "duoc phdm" nhu duge st dung trong ban md ta sang ché nay 1a @& chi
hop chét c6 hoat tinh v& mit sinh hoc, tuy ¥ dugc tron véi it nhdt mot thanh phan hoa hoc
duoc dung nhu, mic du khéng chi giéi han &, chit mang, chit 1am 6n dinh, chit pha

lodng, chét gay 14, chét tao hdn dich, chit 1am dic, tA dugc va twong tu.

Thuét ngit "chit mang" nhu duge st dung trong ban mé ta sang ché nay, 1a dé chi
cac hop chét hoic chit hoa hoc tuong d6i khong doc ma tao thuan l¢i cho sy két hop cia

hop chat vao té bao hodc mo.

nn

Thuat ngi "viéc phéi hop thudc", "dung liéu phap didu tri bd sung", "dung chét
diéu tri bd sung" va twong tw, nhu dugc st dung trong ban m6 ta sang ché nay, la dé chi
lidu phap duoc pham thu duge tir viée tron hodc phéi hop nhiéu hon mét hoat chét va bao
gdm cac t6 hop c¢b dinh va khong cb dinh cua cac hoat chat. Thuat ngir "td hop cb dinh"
c6 nghia 13 axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic va it
nhét mot ddng chét, dugc ding cho ca thé mot cach dong thoi & dang thyc thé hoic lidu
don 18. Thuat ngit "td hop khéng cb dinh" c6 nghia rang axit 2-((3-(4-xyanonaphtalen-1-
yl)pyridin-4-yl)thio)-2-metylpropanoic va it nhét mot ddng chat, duge dung cho ca thé &
dang céc thuc thé riéng biét mdt cach cing luc, ddng thoi, hodc theo trinh ty voi cac gioi
han thdi gian xen gitra thay dbi, trong d6 viée dl‘mg nay tao ra cac muc hiru hiéu cua hai
hosc nhidu hop chit trong co thé clia ca thé. Dicu ndy ciing ap dung cho cac liéu phap

didu tri hdn hop, vi du viéc ding ba hogc nhiéu hoat chat.

Thuét ngit " ding ddng thoi", "duge dung két hop voi" va thuat ngit twong duong
v& mit ngit phap cua ching hoic twong tu, nhu duge st dung trong ban md ta sing ché

ndy, c6 nghia 12 bao gdm viéc dung cac chat diéu tri chon loc cho ca thé don le va duoc
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du dinh bao gdm céac phéac db didu tri trong d6 cac chit ndy dugce dung qua dwdng dung
giéng nhau hoic khac nhau hodc & cac thoi diém giéng nhau hoic khac nhau. Theo mét
s6 phuong an axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic sé
duoc ding ddng thdi véi cac chat khac. Cac thuat ngir nay bao gdm viéc dung hai hoic
nhidu chit cho dong vat sao cho cac chét va/hodc chat chuyén hoa clia ching c6 mit
trong dong vat ¢ cung thoi diém. Chiing bao gdm viéc dung ddng thoi trong ché phim
riéng biét, viéc ding & cac thoi diém khac nhau trong céc ché phim riéng biét va/hoic
viéc ding trong ché phim trong d6 c6 mit cac chét ndy. Do d, theo mot s6 phuong an,
- axii Z-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic va (cac) chét khac
dugc ding trong ché phdm don 1é. Theo mot s6 phuong an, axit 2-((3-(4-xyanonaphtalen-
1-yD)pyridin-4-yl)thio)-2-metylpropanoic va (cac) chit khac dugc tron 13n trong ché

phim.

Thuat ngit "chit chuyén hoa," nhu dugc sir dung trong ban md ta sang ché nay, 1a
d chi din =xuidt coa axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-

metylpropanoic dugc tao ra khi hop chit duoc chuyén hoa.

Thuat ngit "chit chuyén héa hoat tinh," nhu dugc st dung trong ban md ta sing
ché nay, 1a dé chi din xult c6 hoat tinh sinh hoc cua axit 2-((3-(4-xyanonaphtalen-1-

yl)pyridin—4-yl)thio);2-metylpropanoic dugce tao ra khi hop chit dugc chuyén hoa.

Thudt ngir "dwoc chuyén hoa," nhu dugc sit dung trong ban md ta sang ché nay, 1a
d& chi toan bd cac quy trinh (bao gom, nhung khong chi giéi han ¢, cac phan img thuy
phan va cac phan ng duge xtc tac boi cac enzym) ma theo do chit cu thé dwoc thay doi
b6i sinh vat. Do do, cac enzym c6 thé tao ra cic thay dbi cu trac cu thé dbi vai hop chét.
Vi dy, xytochrom P450 xiic tic nhiéu phan ung oxy hod va khir trong khi uridin
diphosphét glucuronyltransferaza xiic tac viéc chuyén hoa cua phén tir axit glucuronic
duwoc hoat hoa thanh cac rwou thom, rugu béo, axit carboxylic, cac nhém amin va

sulphydryl ty do. Cac thong tin khac vé sy chuyén hoa c6 thé thu dugc tr The
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Pharmacological Basis of Therapeutics, 9th Edition, McGraw-Hill (1996).
Cac phuong thirc dung

Theo mdt s6 phwong an, axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-
metylpropanoic dugc ding don 1¢ hodc két hop véi cac chit mang, ta dugc hoic chét pha
lodng duge dung, trong dugc phim. Vide ding c6 thé duge thuc hién bing phuong phap
b4t ky ma cho phép phan phdi axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-
metylpropanoic dén vi tri tac ddng. Cac phuong phap nay bao gém, mic du khong chi gbi
han &, phan phdi qua dudng rudt (bao gdm miéng, da day hodc 6ng nap ta trang, thude
dan dung trong tryc trang va thut tryc trang), cac duong dung ngoai duong tiéu hoa (tiém
hodc truyén, bao gdm trong dong mach, trong tim, trong da, trong ta trang, trong tuy
xuong, trong co, trong xwong, trong mang bung, trong vo nao, trong mach, trong tinh
mach, trong thuy tinh thé, mang cimg va duéi da), ding theo cich xdng, qua da, qua niém
mac, dudi ludi, khoang miéng va cuc bd (bao gdm da md, da, thut, giot nho mét, giot nho
tai, trong mili, am dao), mic du duong thich hop nhit c6 thé phy thudc vao vi du tinh
trang bénh va rbéi loan cia nguoi nhan. Chi bing cach vi du, axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic c6 thé duoc dung mét cach cuc
bd cho khu vuc cén diéu tri, bang cach vi du, truyén cuc bo trong khi phAu thuat, ding
cuc bo nhu kem hoic thubc m, tiém, dng thong dudng tiéu hodc manh ghép, manh ghép
ndy duoc tao thanh vi du, tir vat liéu x6p, khong x6p hoic gelatin, bao gdbm cac mang,
nhu mang sialastic hodc soi. Viéc dung cling co thé bang cach tiém truc tiép & vi tri mo

ho#c co quan bi bénh.

Theo mot sb phuong an, dang bao ché thich hop dé dung qua dudng miéng dugc
trinh bay & dang cac don vi roi rac nhu vién nang, vién nhdng hodc vién nén, mbi loai
chira lvgng dinh trude cia hoat chat; nhu bot hodc hat; nhu dung dich hoic hén dich
trong chit 16ng chita nudc hojc chét 1ong khong chira nudce; hodc nhw nhil trong dang

16ng dau trong nude hoic nhil trong dang long nudc trong dau. Theo mdt sb phuong an,
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hoat chit duoc trinh bay & dang lidu cao, thudc t& hoic bt nhio.

Duogc phim ma c6 thé duge st dung qua dudng miéng bao gdm vién nén, vién
nang dély‘khép duge tao thanh tir gelatin, cling nhur vién nang mém, duge boc kin duge
Até,u() thanh tir gelatin va chit 1am déo, nhu glyxerol hodc sorbitol. Vién nén co thé dugc tao
ra bang cach nén hoic dic, tuy y v&i mot hodc nhidu thanh phin bd sung. Vién nén dugc
nén c6 thé duoc bao ché bing cach nén hoat chit & dang chay tw do nhu bt hodc hat, tuy
y duoc trén voi chat gén két, chét pha loang tro hoic chét bdi tron, chét c6 hoat tinh bé
mit hodc chit phan tin trong may thich hgp. Cac vién nén duge dac co thé dwoc tao ra
bing cach dic hdn hop gdm hop chét duge tao bot duge lam 4m bang chit pha loing
dang 16ng tro trong may thich hgp. Theo mdt sé phuong an, vién nén dugc bao hodc
duoc khic va duge bao ché dé tao ra sy giai phong cham hodc cd kiém soat cuia hoat chét
trong 6. Tht ca cac ché phim dé ding qua duong miéng cAn phai c¢6 cac liéu thich hop
d5i v6i dudmg ding ndy. Vién nang Iip khit ¢6 thé chira cac hoat chét trong hdn hop véi
chit 1am dy nhu lactoza, chit gén két nhu tinh bot vahodc chat boi tron nhu bot talc
hoiic magie stearat va tuy y, chit 1am 6n dinh. Trong céc vién nang mém, hoat chét c6 thé
duge hoa tan hodc dugc tao hdn dich trong chit 1ong thich hop, nhu cac diu béo, parafin
dang 10ng hoic polyetylen glycol dang long. Theo mot sé phuong an, cac chit lam 6n
dinh duoc bd sung vao. Cac dang 15i dugc boc dudong duoc dé xuét voi 16p bao ngoai
thich hop. P6i véi muc dich nay, dung dich duong duoc c¢d dic co thé duoc sir dung, ma
tuy ¥ c6 thé chira gom arabic, bot talc, polyvinyl pyrolidon, carbopol gel, polyetylen
glycol, va/hoic titan dioxit, dung dich dang keo va cac dung mdi hiru co thich hop hodc
hdn hop dung mdi. Cac thudc nhudm hogc chit mau c6 thé duge bd sung vao vién nén
hoiic 16p bao ngoai boc dudng dé viéc nhan dang hodc d& mé ta cac td hop khac nhau cta

cac liéu hoat chat.

Theo mét s6 phuong an, duge pham duge bao ché dé dung ngoai duong tiéu hoa
bang cach tiém, vi du, bing cach tiém lidu cao hoic truyén lién tuc. Cac dugc pham de

tiém c6 thé duogc trinh bay & dang liéu don vi, vi dy, trong 6ng thubc tiém hoic trong cac
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vét chira da lidu, v&i chit bao quan dwgc bd sung. Cac duge phim c6 thé dugc tao ra &
cac dang nhu hdn dich, dung dich hodc nhil twong trong ta duoc long co tinh dau hoic
trong nude va cb thé chira cac chit biao ché nhu chét tao hdn dich, chit 1am én dinh
va/hodc chét gy rd. Cac dugc phidm c6 thé duge trinh bay trong cac vat chira lidu don vi
hoic da lidu, vi du céc éng tiém va lo nho ddy kin va c6 thé dwgc luu trit & dang bot hodc
didu kién 1am kho lanh (déng kho) chi doi hoi viéc bd sung chit mang dang long vo
trung, vi dy, nrdc mubi hodc nude khong chira pyrogen vo trung, ngay trude khi str dung.
Céc dung dich tiém ngoai bao ché ngay khi ding va hdn dich co thé duoc tao ra tir bot,

hat vo trung va vién nén thudc loai dwgc mo ta trén day.

Céc dugc phdm d& ding ngoai dudng tiéu hoa bao gém dung dich tiém vd tring
chita nudc va khong chita nude (c6 tinh diu) chira hoat chit ma c6 thé chira cac chét
chéng oxy ho4, chit dém, chit kim khuin va chit hoa tan ma tao ra dugc phim déng
truong voi mau cia nguoi nhan dinh trude; va hén dich chira nude va khong chira nude
v tring ma c6 thé bao gdm chit tao hdn dich va chit 1am dic. Cac dung mdi hoic ta
duge 1ong wa chit béo thich hgp bao gdm cac diu béo nhu diu vimg hodc este clia axit
béo tdng hop, nhu etyl oleat hoic triglyxerit hogc liposom. Cac hdn dich tiém trong nudc
c6 thé chira cic chit ma lam ting do nhot cua hdn dich, nhu natri carboxymetyl
xenluloza, sorbitol, hodc dextran. Tuy ¥ 13, hdn dich ciing ¢6 thé chita cac chit lam 6n
dinh thich hop hoic cac chit ma lam ting do tan cua axit 2-((3-(4-xyanonaphtalen-1-
yl)pyridin-4-yl)thio)-2-metylpropanoic @& cho phép dbi véi viée bao ché dung dich dugc

cd dic 0 muc cao.

Hbn hop duge ciing c6 thé duge bao ché & dang dugc pham depot. Cac dugc pham
co tac dung kéo dai co thé duge dung bing cach ciy (vi dy, dudi da hodc trong co) hodc
b?lﬁg cach tiém trong co. Do d6, vi du axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-
yD)thio)-2-metylpropanoic ¢ thé dugc bao ché véi vét liéu polyme hodc ky nuée thich
hop (vi dy, nhu nhil twong trong diu chip nhan dugc) hoic nhya trao dbi ion hodc cac

dan xuat it tan, vi du nhu mudi it tan.
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P4 diing trong miéng hodc dudi ludi, duge phim c6 thé & dang vién nén, vién hinh
thoi, vién nén hinh thoi hodc gel dugc bao ché theo cich thong thudng. Cac dugc phim

ndy c6 thé bao gdm hoat chét trong gbc thom nhu sucroza va keo hodc tragacanth.

Hdn hop duoc c6 thé duge bao ché thanh duge phim dung qua truc trang nhu vién
thuc dan hodc thut duy tri, vi du, chita cac nén thudc dan thong thuong nhu bo cacao,

polyetylen glycol, hodc cac glyxerit khac.

Hbn hop duge cb thé dwoc dung cuc b, tirc 12 bing cach dung khong toan than.
Viéc nay bao gbém viéc ding axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-
metylpropanoic bén ngoai cho biéu bi hoic khoang miéng va dan vao tai, mét va mili, sao
cho hop chit khong di mot cach dang ké vao dong mau. Trai lai, viéc dung toan thén la

dé chi viéc dung qua duong miéng, trong tinh mach, trong mang bung va dung trong co.

Dugc phim thich hop dé dung cuc b bao gdm cac duge phim dang long hodc ban
16ng thich hop dé thim thAu qua da vao vi tri viém nhu gel, diu xoa, thudc xirc dung
ngoai da, kem, thuéc m& hodc bdt nhdo va cac giot thich hop dé dung cho mét, tai hoic
miii. Hoat chét c6 thé bao gdm, dé dung cuc bd, tir 0,001% dén 10% trong luong, vi du tir
1% dén 2% trong lwong cia duoc phim. Tuy nhién, c6 thé bao gdm nhiéu dén 10% trong
lwong nhung tét hon 1a s& bao gdm it hon 5% trong luong, t6t hon nita 1a tir 0,1% dén 1%

trong lwong cta dugc pham.

Duoc phdm d& ding bing cach xong dugce phan phdi mét cach thong thuong tir
khi cu bom, goéi nén khi dung hodc cac phuong ti¢n phan phdi phun sol khi thong thudng
khac. Go6i nén c6 thd bao gdm tic nhan diy thich hop nhu diclodiflometan,
tricloflometan, diclotetrafloetan, cacbon dioxit hodc khi thich hgp khac. Trong truong
hop sol khi dwgc nén, don vi lidu c6 thé duge xac dinh bing cach bé tri van dé phan phéi
lugng dinh trudce. Theo cach khac, dé ding bang cach xéng hit hodc théi, dwgc phim cd
thé & dang duoc phim dang bot khd, vi du hdn hop bot voi nén bot thich hgp nhu lactoza

hoac tinh bot. Dugce phim dang bdt cb thé duoc thé hién & dang liéu don vi, vi dy, vién
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nang, hop, gelatin hodc goi phdng ma tir d6 bt co thé dwoc dung voi su trg gilip cua

dung cu xdng hodc théi.

Céc thc gia sang ché da phat hién ra ring viéc bd sung vao céc thanh phén dugc ké
dén cu thé trén diy, axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-
metylpropanoic c6 thé bao gdm céc chit thong thudng khac trong linh vuc nay c6 xét dén
kléu dwge phdm yéu cau, vi du duge phidm thich hop dé dung qua dudng miéng co thé

bao gdm cac chit tao huong,
Duogc phim

Axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic c6 thé
dwoc phan phdi trong thi, nhu liposom. Axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-
yl)thio)-2-metylpropanoic ciing c6 thé dugc phan phéi trong hé giai phong co kiém soat
hodc hé giai phong co kiém soat c6 thé duge dit O trang thai gin véi dich di€u tri. Theo

mot phuong an, bom c6 thé dugc st dung.

Céc duge phim duge mo ta trong ban md ta sang ché nay cling co thé chira hoat
chit & dang thich hop dé sir dung qua dudng miéng, vi du nhur vién nén, vién det, vién
hinh thoi, hdn dich trong nudc hodc c6 tinh diu, bot hogc hat co thé phan tan, nhii trong,

vién nang cimg hoic mém hoic xi-rd hodc cdn ngot. Duoc phdm dugc dy dinh dé sur
dung qua dudng miéng thudng dugc tao ra theo phuwong phap da duoc biét dén va cac
dwoc phim nay c6 thé chira mot hodc nhidu chit duge chon tr nhom gdm c6 chit tao
ngot, chét tao huwong, chit tao mau va chit bao quan dé tao ra duoc phdm c6 vé bé
ngoaicé thé chip nhan dugc. Vién nén chira hoat chét két hop vdi ta duge duge dung
khong doc ma thich hop dé san xuét vién nén. Céc ta dwgc nay co thé 1a, vi du, cht pha
lodng tro nhu canxi cacbonat, natri cacbonat, lactoza, canxi phosphat hodc natri phosphat;
cac chit tao hat va gy rd, nhu xenluloza dang vi tinh thé, natri crosscarmelloza, tinh bot
ngd hodc axit alginic; cac chit gin két vi du tinh bot, gelatin, polyvinyl-pyrrolidon hodc

acacia va cac chét bdi tron, vi du magie stearat, axit stearic hodc bot talc. Vién nén co the
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khéng duoc bao hoic duge bao bing cic k§ thuat da dugc biét dén dé che gidu vi cua
duogc cht hodc 1am chim sy phan rd va hip thy trong dudng da day-rudt va do do tao ra
tac dung kéo dai trong thoi gian dai hon. Vi dy, vét li€u che gidu vi hoa tan dugc trong
nuéc nhu hydroxypropylmetyl-xenluloza hodc hydroxypropylxenluloza, hodc vét li€u
lam cham thoi gian nhu etyl xenluloza, hodc xenluloza axetat butyrat co thé dugc dung
néu thich hop. Cac dugc phim dé dung qua dudng miéng cling co thé dugc trinh bay &
dang vién nang gelatin cimg trong d6 hoat chét dugc tron véi chét pha lodng tro dang rén,
vi du, canxi cacbonat, canxi phosphat hodc cao lanh hodc nhu vién nang gelatin mém
trong d6 hoat chit dwoc tron voi chit mang hoda tan duogc trong nudc nhu

polyetylenglycol hodc méi truong dau, vi du dau lac, parafin dang long hodc dau oliu.

Hbn dich trong nudc chira nguyén lidu c6 hoat tinh két hop véi cac ta dugce thich
hop dé san xu4t hdn dich trong nude. Cac ta duge nay la cac chét tao hdn dich vi du natri
carboxymetylxenluloza, metylxenluloza, hydroxypropylmetyl-xenluloza, natri alginat,
polyvinyl-pyrrolidon, gém tragacanth va gdm keo; cac chit gay ra hogc 1am wét co thé 1a
phosphatit ¢6 trong ty nhién, vi du lecithin, hodc cac san phim ngung tu cua alkylen oxit
voi cac axit béo, vi du polyoxyetylen stearat hoic cac san phim ngung tu cua etylen oxit
v6i cac ruou béo mach dai, vi du heptadecaetylen-oxycetanol, hodc cac san phim ngung
tu cla etylen oxit véi cac este riéng phan thu duge tir cac axit béo va hexitol nhu
polyoxyetylen‘ sorbitol monooleat hodc cac san phim ngung tu cla etylen oxit véi cac
este riéng phan thu dugc tir cac axit béo va hexitol anhydrit, vi du polyetylen
sorbitanmonooleat. Cac hén dich trong nude cling c6 thé chira mot hodc nhiéu chit bao
quan, vi du etyl, hodic n-propyl p-hydroxybenzoat, mét hodc nhiéu chit tao mau, mot
hodc nhidu chét tao huong, va mdt hodc nhidu chit tao ngot, nhu sucroza, sacarin hogc

aspartam.

Céac chit mang dung trong dugc phim thich hop bao gdm cic chét pha loang hoic
chét lam ddy tro, nwdc va cac dung mdi hiru co khac nhau. Cac dugce phdm c6 thé, néu

iudn, chira cac thanh phin bd sung nhu chit tao huong, chét gin két, ta dugc va tuong
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tu: Do @6, @& dung qua dudng miéng, vién nén chira cac ta dugc khac nhau, nhu axit
xitric ¢6 thé duoc ding cung véi cac chit gay 1 khac nhau nhu tinh bot, axit alginic va
mdt sb silicat phirc hé va vdi cac chat gan két nhu sucroza, gelatin va keo. Ngoai ra, cac
chét boi tron nhu magie stearat, natri lauryl sulfat va bét talc thudng hitu ich dbi véi cac
muc dich tao vién nén. Dugc phim dang rén thudc cling loai cling c6 thé dugc dung trong
nang gelatin mém hoic cimg duge lam diy. Do do, cic vat lidu duge wu tién bao gdm
lactoza hodc duong trong sira va polyetylen glycol co trong lugng phan tir cao. Khi hdn
dich trong nuée hodc cdn ngot mong mudn dé ding qua dudng miéng, thi axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic co6 thé dwgc két hop voi cac
chit tao ngot hoic chét tao hwrong khac nhau, chat mau hogc thudc nhudm va, néu muén,
cac chét nhii hoa hodc chit tao hdn dich, cling v&i cac chét pha loang nhu nudc, etanol,

propylen glycol, glyxerin, hodc t6 hop cua chiing.

" Céchdn dich chira diu c6 thé dugc bao ché bing cach tao hdn dich hoat chét trong
diu thuc vat, vi du ddu lac, dau 6liu, diu ving hogc dau dira hogc trong déu khoang nhu
parafin dang long. Chc hén dich ¢ tinh dau c6 thé chira cac chét 1am dic, vi du sap ong,
parafin cing hodc ruou xetyl. Chét tao ngot nhu cac chit duge néu trén diy va chét tao
huong c6 thé dugc bd sung vio dé tao ra duge phdm ding qua dudng miéng chép nhan
duge. Cac duge phdm ndy cd thé duge bao quan bing cach bd sung chit chéng oxy hod

nhu hydroxyanisol dugc butyl hoa hodc alpha-tocopherol.

Bot va hat c6 thé phan tan thich hop dé bao ché hdn dich trong nudce bing cach bd
sung nudc tao ra hoat chit két hop véi chit phan tan hodc chét 1am wét, chit tao hdn dich
va mot hodc nhidu chét bao quan. Cac chét giy rd hoic lam udt thich hop dwgc néu lam
vi du boi cac chét duge ké dén trén ddy. Cac ta dwgc bd sung, vi du chit 1dm ngot, chat
tao hurong va chét tao mau, cfing c6 thé c6 mat. Cac duge phim nay c6 thé duge bao quan

bing cach bd sung chit chdng oxy hoa nhu axit ascorbic.

Duoc phim ciing c6 thé & dang nhii tvong dau trong nude. Pha dau c6 thé 1a dau
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thuc vat, vi du diu 6liu hoc diu lac hoic diu khoang, vi du parafin dang long hoic hén
hop chira chiing. Cac chit nhii hoa thich hop c6 thé 1a phosphatit c6 trong ty nhién, vi du
lecithin du twong va cac este hodc cac este riéng phan thu dugc tir cac axit béo va
hexitol anhydrit, vi du sorbitanmonooleat va cac san phim ngung tu cta cac este riéng
phén véi etylen oxit, vi du polyoxyetylen sorbitanmonooleat. Cac nhii trong ciing co thé

chira chét tao ngot, chét tao huong, chit bao quan va chit chéng oxy hoa.

Xi-rd va cdn ngot c6 thé duoc bao ché véi chit tao ngot, vi du glyxerol, propylen
glycol, sorbitol hodc sucroza. Cac dugc phdm nay ciing c6 thé chira thudc 1am diu, chit

bao quan, chit tao huong va chét tao mau va chét chéng oxy hoa.

Céc duge phdm c6 thé & dang dung dich nude v6 trung tiém dugc. Trong s6 cac ta
duge 16ng va dung méi chip nhan dugc ma c6 thé duge st dung la nudce, dung dich
Ringer va dung dich natri clorua ding truong. Dugc phim vé tring tiém dugc cling cd
thé 13 vi nhil twong diu trong nudc vo trung tiém duge trong do hoat chit dugc hoa tan
trong pha diu. Vi du, hoat chit thir nhit c6 thé dugc hoa tan trong hdn hop gdm dau dau
nanh va lecithin. Sau d6, dung dich diu dugc dua vao hdn hop gdm nude va glyxerol va
duge xur Iy dé tao ra vi nhil trong. Dung dich tiém dwoc hodc vi nhil twong co thé duogc
dua vao dong mau cua ca thé nho viée tiém 1idu cao cuc bo. Theo cach khac, ¢o thé ¢6 loi
d& dung dung dich hogc vi nhii twong theo cach nhu dé duy tri nong do tuan hoan khong
dbi cha axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic. D& duy
tri ndng do khong ddi ndy, thiét bi phan phdi trong tinh mach lién tyc cé thé duge sir
dung. Vi du vé thiét bj ndy 1a bom trong tinh mach Deltec CADD-PLUS™ kiéu mau
5400 Céc duge phim c6 thé & dang hdn dich trong nudc vo trung tiém dugc hodc
oleagen d& ding trong co hogc dudi da. Hon dich nay co thé duoc bao ché theo phuong
phéap d3 biét bang cach st dung cac chét gy rd hoic lam w6t thich hop va cac chit tao
hdn dich ma dugc ké dén trén ddy. Dugc phdm v6 tring tiém dugc ciing c6 thé 1a dung
dich hoic hén dich v6 trung tiém duoc trong chét pha loang hoic dung méi chap nhan

duge ngoai duong tidu hoa khong doc, vi du nhu dung dich trong 1,3-butan diol. Ngoai
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ra, diu ¢b dinh v6 tring thudng duge ding lam dung mdi hoic méi trudng tao hén dich.
Déi v6i muc dich nay, diu cb dinh bit ky c6 thé dugc dung bao gdm cac mono- hoic
diglyxerit tbng hop. Ngoai ra, cac axit béo nhu axit oleic duge st dung trong dugc pham

tiém duoc.

Duoc phim ciing c6 thé duoc ding & dang vién thubc dan dé dung duge chit qua
tryc trang. Cac duoc phim nay c6 thé dugc bao ché bang cach tron hoat chét voi ta duge
.khong kich tng thich hop ma 1 dang ran & nhiét d6 thudng nhung 13 dang long & nhiét
5 truc trang va do d6 s& chay trong truc tring dé giai phong duge chat. Cac nguyén lidu
ndy bao gdm bo cacao, gelatin dugc glyxerin hoa, diu thuc vat duge hydro hoa, hdn hop
gdm polyetylen glycol c6 trong lugng phan tir khac nhau va cac este cua axit béo véi

polyetylen glycol.

Pé dung cuc bd, kem, thudc md, thach, dung dich hoic hdn dich v.v, chira axit 2-
((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic co thé dugc st dung.
Nhu duge st dung trong ban md ta sang ché nay, viéc diing cuc bd c6 thé bao gdm nudc

xuc miéng va thudc xic miéng.

Duoc phdm c6 thé duge ding & dang trong mili qua viée st dung cuc bd ta dugc
16ng trong miii thich hop va cac thiét bi phan phdi hosc qua da, bing cach sir dung miéng
dép» da_qua da. Pé duoc dung & dang hé phan phdi qua da, tht nhién viéc dung liéu lién

tuc s& tot hon 1a gian doan trong toan bd phéc dd lidu.

Duoc phdm c6 thé dugc trinh bay thuan tién ¢ dang lidu don vi va c6 thé duoc tao
ra bing phuong phap bt ky di duogc biét dén trong linh vyc duge phim. T4t ca cac
phwong phap bao gdém budc cho vao sy két hop axit 2-((3-(4-xyanonaphtalen-1-
yl)pyridin-4-yl)thio)-2-metylpropanoic hodc mubdi duge dung, este, tién dugc chét hoic
solvat ctia n6 ("hoat chét") véi chdt mang ma céu thinh mét hodic nhidu thanh phin bd
sung. N6i chung, dugc phdm duge tao ra bang cach cho hoat chit két hop ddng nhit va

chiit ch& v6i chit mang dang 1ong hodc chit mang dang rin dugc phan chia min hodc ca
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hai va sau d6, néu can, tao hinh san pham thanh duwgc pham mong muon.
Dang licu

Dugc pham cb fhé, vi du, & dang thich hop @ ding qua dudng miéng nhu vién
nén, vién nang, vién tron, bot, duge phim giai phong duy tri, dung dich, hdn dich, dé
tiém ngodi dudng tiéu hoa nhu dung dich v6 tring, hdn dich hodc nhil trong, dé dung cuc
bd nhu thudc md hodc kem hodc dé ding qua tryc trang nhu thudc dan. Duge phim co
thé & dang liéu don vi thich hop @& ding don 1¢ cac lidu chinh xac. Duge phim c6 thé bao
gdm chit mang hoic ta dugc dung trong dugc phim théng thudng va axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic lam hoat chét. Ngoai ra, né co
thé bao gdm cac chit dung trong y té khac hogc chat dung trong dugc phim, chit mang,

chét phy tro, v.v.

Vi du vé cac dang ding ngoai duong ti€u hoa bao gdm cac dung dich hogc hdn
dich cia axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic trong
dung dich trong nudc vo tring, vi dy, propylen glycol trong nuéc hodc dung dich

dextroza. Cac dang 1idu nay c6 thé duoc tao dém mét cach thich hop, néu mudn.
Liéu luong

Thi nhét, lugng duge phdm duge ding s& phu thudc vao dong vat c6 vii duge didu
tri. Trong cac truong hgp trong do duoc phim dwgc ding cho con ngudi riéng ré, lidu
hing ngay sé thudng duogc xac dinh boi bac sy ké don voi lidu thuong thay ddi theo tudi,
gidi tinh, ché d6 #n, trong lugng, strc khoé tdng thé va sy dap tmg clia ca thé, mirc trdm
trong cua cac triéu ching cua ca thé, su chi dinh ho#c tinh trang bénh chinh xac dugc
diu tri, mic trAm trong cua chi dinh hodc tinh trang bénh dugc diéu tri, thoi gian dung,
duong ding, khuynh huéng ctia dugc phém, téc do bai tiét, viée phdi hop thude va y
mudn cia bac sy ké don. Ngoai ra, dudng dung co thé thay dbi phu thudc vao tinh trang

bénh va mic trAm trong clia no. Tét hon 13, duge phdm 13 & dang lidu don vi. O dang nay,
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duge phim duoc phan chia thanh cac lidu don vi chita luong thich hop clia hoat chat, vi

du, lirgng hitu hiéu dé dat dwoc muc dich mong mudn. Ngudi c6 hiéu biét trung binh |
trong linh vuc ndy s& xac dinh dwgc lidu thich hop déi véi trudng hop cu thé. Trong mot
sb truong hop, viée didu tri c6 thé dwgc khdi dau voi cac lidu nho hon ma it hon lidu t6i
wu cua axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic. Sau do,
lidu duoc gia ting timg luvgng nho cho dén khi dat duge hiéu qua t81 vu trong cac trudng
hop. D& thuén loi, tong liéu hing ngay co thé dwoc phan chia va dugc ding theo cac phan
trong ngdy, néu mudn. Lugng va tin s6 dung cua axit 2-((3-(4-xyanonaphtalen-1-
yD)pyridin-4-yl)thio)-2-metylpropanoic va néu ¢ thd ap dung cac chét diéu tri khac
va/hoic cac lidu phap didu tri khac, s& dugc diéu hoa theo sy phan quyét ctia thay thubc
(bac s¥) didu tri xét dén cac nhan t6 nhu dwgc md ta trén day. Do do, luong dugce phim

dwoc ding c6 thé thay d6i mot cach rong rai.

| Viéc ding c6 thé xay ra véi luong it hon khoang 50mg/kg thé trong /ngdy (dugc
diing trong cac lidu don 1é hodic dugc phan lidu). Liéu didu tri cu thé ¢6 thé bao gdm, vi
du, it hon khoang 1000mg axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-
metylpropanoic va tét hon 13 bao gdm, vi du, it hon khoang 250mg. Lugng cua axit 2-((3-
(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic trong lidu don vi cua dugc
phdm c6 thé duoc thay dbi hodc dugc diéu chinh tir it hon khoang 500mg, tot hon la tir it
hon khoang 100mg, tot hon nita 1a tr it hon khoang 50mg, hodc tir it hon Smg, theo tng
dung cu thé. Trong mot s6 truong hop, mirc liéu nho hon gidi han dudi cia khoang da
néu c6 thé 16n hon twong xtng, trong khi cac tredng hop khac céc liéu 16n hon vén ¢6 thé
duge ding ma khong gy ra tac dung phu gy hai bét ky, vi du bang cach phan chia cac
lidu 16n nay thanh vai lidu nho dé ding trong ca ngay. Trong cac {ng dung t5 hop trong
d6 axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic khong phai la
liéu phap didu tri don 1, ¢6 thé dung lugng nhd hon va van cd tac dung diéu tri hodc

phong bénh.

Theo mot sb phuong an, axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin—4-yl)thi0)—2-
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metylpropanoic dugc ding mét 1an mdi ngay. Theo cac phuong an khac, axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic dwoc dung hai lAn mdi ngay.
Theo mdt sb phuwong 4an, axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-
metylpropanoic dugc ding vo6i thirc #n. Theo cac phwong an khac, axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic dugc dung khong cung voi

thire an.

Viéc dung lidu didu tri cua axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-
metylpropanoic dugc md ta trong 4n phdm: “Methods of Reducing Serum Uric Acid
Levels” va cac vi du nay c6 thé dugc sir dung dé diéu tri bénh bat ky dugc mé ta trong

ban md ta sang ché nay.
Liéu phap phdi hop

Axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic hodc mudi
duoc dung, solvat, dang da hinh, este, tautome hodc tién duge chit cia nd co thé duoc
ding nhu liéu phap didu tri don nhét hoac két hop véi liéu phap hodc cac liéu phap diéu
tri khac.

Vi dy, hidu qua didu tri c6 thé duoc ting cuong bing cach dung chit phy trg
(nghifa 13, ty ban than chit phu trg chi c6 thé c6 lgi ich diéu tri tdi thidu, khi phdi hop vdi
chit didu tri khac, loi ich didu tri tong thé dbi voi ca thé 13 dugc ting cudng). Hodc, chi
bang cach vi du, loi ich ma c thé ¢6 duge c6 thé duge gia ting bing cach dung axit 2-
((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic voi chit diéu tri khac
(ma cling bao gdm phac dd diéu tri) ma cling c6 loi ich didu tri. Chi bang cach vi du,
trong viéc didu tri bénh git, loi ich diéu tri gia ting cling co thé thu duoc bang cach cho
c4 thé st dung chét diéu tri khac dung cho bénh gut. Hodc, liéu phap diéu tri hodc cac
liéu phap didu tri bd sung co thé bao gbm, nhung khong chi gidi han ¢ vat 1y tri liéu, tam
Iy tri liéu, liéu phap diéu tri buc xa, viéc ding gac cho ving bi mic bénh, viéc nging,

thay dbi ché d6 in va twong ty. Khong xét dén bénh, rbi loan hoic tinh trang bénh dugc
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didu tri, 1 ich téng thé duoc trai qua boi ca thé c6 thé 12 bd sung vao hai lidu phap didu

tri hodc cc chét didu tri hodc c4 thé c6 thé trai qua l¢i ich hi€p ddng.

Trong cac trudng hop trong d6 axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-
yD)thio)-2-metylpropanoic dugc dung két hop voi cac chét diéu tri khac, axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic khong can thiét phai dugc
duing trong cung dugc phdm nhu cac chit didu tri khac va c6 thé, boi vi cac dic trung vat
1y va hod hoc khic nhau, dugc dung bing duong khac nhau. Vi du, axit 2-((3-(4-
“Xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic co thé dugc dung qua duong
miéng dé tao ra va duy tri ham lugng trong mau tt cta nd, trong khi chét diéu tri khac c6
thé dwoc dung trong tinh mach. Do do, axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-
yl)thio)-2-metylpropanoic c6 thd duge dung mét cach ddng thoi (vi du, ddng thoi, hau
nhu ddng thoi hoic trong cung phuong phap diéu tri), theo trinh ty hoic ding lidu mét
chch tach biét vdi cac chét diéu tri khac. Viéc dung ban dAu c6 thé dwge thyc hién theo
cac phuong phap dwoc thiét 14p da dugc biét dén trong linh vyc nay va sau do, dya trén
céc tac dung quan sat duoc, lidu ding, phuong thirc dung va thoi gian ding c6 thé duoc

cai bién boi bac sy 1am sang co ky ning.

Viéc lya chon cu thé clia chit diéu trj khac s& phu thudc vao su chin doan cia bac
sy diéu tri va su phan xét cia ho vé tinh trang bénh cua ca th8 va phuong phap diéu tri
thich hop. Theo mét sb phuong an, chit bd sung 1a chét wc ché URAT 1, chét trc ché
xantﬁin oxidaza, xanthin dehydrogenaza, chét &c ché xanthin oxidoreductaza, chitt e
ché purin nucleosit phosphorylaza (PNP), chét trc ché van chuyén axit uric, chét tc ché
véan chuyén glucoza (GLUT), chét e ché GLUT-9, ho chit mang hoa tan 2 (tao thuan lgi
cho sy van chuyén glucoza), chit trc ché thanh vién 9 (SLC2A9), chét trc ché van chuyén
anion hiru co (OAT), chét irc ché OAT-4 hoic td hop cua chiing. Trong mét sb truong
hop, URAT 1 1a chét trao dbi ion ma 1am trung gian van chuyén urat. Trong mot s6
truong hop, URAT I lam trung gian van chuyén urat trong dng lwon gan. Trong mot 56

trwong hop, URAT I trao dbi urat trong 6ng lwon gan d6i véi lactat va nicotinat. Trong
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mot s6 truong hop, xanthin oxidaza oxy hoa hypoxanthin thanh xanthin va con thanh axit
uric. Trong mot s§ trudng hop, xanthin dehydrogenaza xuc tac sy chuyén hoa cua
xanthin, NAD", va H>O thanh urat, NADH, va H*. Theo m{t sb phuong an, chat bd sung
la axit 2-((5-bromo-4-(4-xyclopropyl-1-naphtalenyl)-4H-1,2,4-triazol-3-yl)thio)axetic,
allopurinol, febuxostat (axit 2-(3-xyano-4-isobutoxyphenyl)-4-metyl-1,3-thiazole-5-
carboxylic), FYX-051 (4-(5-pyridin-4-yl-1H-[1,2,4]triazol-3-yl)pyridin-2-carbonitril),
probenecid, sulfinpyrazon, benzbromaron, acetaminophen, steroit, dugc chét chéng viém
khong steroit (NSAID), hormon adrenocorticotropic (ACTH), colchicin, glucorticoit,
adrogen, chit ttc ché cox-2, chit chu viAn PPAR, naproxen, sevelamer, sibutmain,
troglitazon, proglitazon, chit 1am giam axit uric khac, losartan, axit fibric, benziodaron,

salisylat, anlodipin, vitamin C, hogc t6 hgp cta ching.

CN
Lo A3~
woe s = LW

Febuxnsiat FYX-051
Cac bénh

Pugc mé ta trong ban mé ta sang ché nay la cac phuong phap didu trj bénh ¢ ca
thd mic bénh bao gdm cho ca thé ding lugng hiru hiéu cua axit 2-((3-(4-xyanonaphtalen-
1-yl)pyridin-4-yl)thio)-2-metylpropanoic hodc mubi duoc dung, solvat, dang da hinh,

este, tautome hodc tién dugc chat cua no.

Ciing duge mé ta trong ban md ta sang ché ndy 1 cac phwong phap ngin ngira
hoic 1am cham su khoi phat ctia bénh & ca thé c6 nguy co phat trién bénh bao gém cho ca
thé dung duoc phim chita axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-
metylpropanoic hodc mubi duge dung, solvat, dang da hinh, este, tautome hoic tién duoc

chét clia n v&i luong hiru hiéu dé ngin ngtra hodc 1lam chdm sy khoi phat cua bénh nay.

Con dwge mé ta trong ban md ta sang ché niy la cac phwong phap dé phong hoic
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didu tri bénh hodc rbi loan bt ky trong d6 ham lugng bét thuong cua axit uric dong vai
trd bao gdm, ma khong gidi han &, ting axit uric huyét, bénh git, chimg viém khép do
bénh git, ching viém khép do viém, bénh than, bénh soi than (soi than), viém khop, su
ling tu tinh thé urat trong khép, s6i nidu (sy hinh thanh soi than trong duong nudc thai),
su ling dong tinh thé urat trong nhu md than, hdi ching Lesch-Nyhan, hoi chimg Kelley-
Seegmiller, phan ing ban do do gut, bénh gt c6 san, suy than, hodc t6 hop cla ching &
ngudi hodc déng vat cd vii khac. Cac phuong phap dwge md ta trong ban md ta sang ché
ndy mé rong dén viée st dung va dé st dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-
4-yl)thio)-2-metylpropanoic dé san xuit thubc dé didu tri bénh hoic rbi loan. Hon nita,
cac phuong phap dugc mé ta trong ban md ta sang ché ndy dugc mo rong dé dung lwong
hiru hiu cia axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic cho
ngudi dé didu tri bénh hosc 16i loan bét ky nay.

Céc c4 thd ma c6 thé duge diéu tri bang axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-
4-y1)thio)-2-metylpropanoic hoic mudi duge dung, este, tién dugc chét, solvat, hydrat
hoic din xuét clia nd, theo cac phwong phap cta sang ché bao gdm, vi du, cac ca thé ma
d3 dugc chin doan 1a mic bénh gut, chimg viém khép do bénh gut, chimg viém khép do
viém, bénh than, bénh soi than (soi than), viém khép, sy léng dong cua tinh thé urat trong
khép, s6i niéu (sy hinh thanh soi than trong dudng niéu), su ling dong tinh thé urat trong
nhu mé than, hdi chimg Lesch-Nyhan, hoi chimg Kelley-Seegmiller, phan tmg ban do do

gut, bénh gut co san, suy than, hodc td hop cua ching.

Theo mot sb phuong an, ca thé co6 ham lugng axit uric bt thuong duoc ding
lwong axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic du dé diéu
hoa ham lugng axit uric bat thudng (vi du, dén mitc @ chip nhan duoc vé mit y té).
Theo mdt s& phuong an, ca thé dwoc didu tri bang axit 2-((3-(4-xyanonaphtalen-1-
yl)pyridin-4-yl)thio)-2-metylpr'opanoic thé hién ham luong axit uric bt thudng trong do
ham luo‘ng axit uric trong mau vugt qua khoang duogc chip nhan v& mit y té (nghia 13,

axit uric trong mau cao). Theo mot s6 phwong an, ca thé dugc diéu tri bang axit 2-((3-(4-
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xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic thé hién ham lwong axit uric
bat thuong trong d6 ham lwong axit uric trong mau vugt qua 360pmol/L (6mg/dL) d6i
véi ca thé 13 nit giéi hodc 400pumol/L (6,8mg/dL) dbi véi ca thé 13 nam gidi. Theo mét sb
phuwong an, ca thé duoc didu tri bang axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-
yD)thio)-2-metylpropanoic thé hién ham lrong axit uric bt thudng trong d6 ham lugng
axit uric trong nude tidu vurgt qua khoang dugc chip nhan v& mit y té (nghia 13, ting uric
niéu). Theo mét s& phuong an, ca thé dugc didu tri bang axit 2-((3-(4-xyanonaphtalen-1-
yD)pyridin-4-yl)thio)-2-metylpropanoic thé hién him lugng axit uric bét thuong trong d6
ham lugng axit uric trong nuwdc tiéu virgt qua 800mg/ngay (& ca thé 13 nam gi6i) va 16n

hon 750mg/ngay (6 ca thé 1a nir gidi).

- Theo mét s6 phwong an, ca thé dugc didu tri béng axit 2-((3-(4-xyanonaphtalen-1-
yl)pyridin-4-yl)thio)-2-metylpropanoic (1) thd hién ham lugng axit uric bat thuong, va
(2) méc rbi loan tim mach. Theo mot s6 phuong an, ca thé dugc didu tri bang axit 2-((3-
(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic (1) thé hién ham luong axit
uric bit thuong, va (2) mic chitng phinh mach; bénh viém hong; chimg xo vita dong
mach; ching d6t quy; bénh mach méau ndo; suy tim do xung huyét; bénh dong mach
vanh; vi/hodc chimg nhdi mau co tim. Theo mdt s6 phuong 4n, ca thé duoc didu tri bing
axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic (1) thé hién ham
luong axit uric bt thuong, va (2) thé hién ham lwong (a) protein phan tmg ¢ (CRP) cao
hon khoang 3,0mg/L; (b) him lwong homoxystein cao hon khoang 15,9mmol/L; (c) ham
lugng LDL cao hon khoang 160 mg/dL; (d) ham lugng HDL thip hon khoang 40mg/dL;
va/hoiic (€) ham luong creatinin trong huyét thanh cao hon khoang 1,5mg/dL.

Theo mdt sb phuong an, ca thé duge didu tri bing axit 2-((3-(4-xyanonaphtalen-1-
yl)pyridin-4-yl)thio)-2-metylpropanoic (1) thd hién ham luong axit uric bat thudng, va
(2) mic bénh d4i thdo dudng. Theo mot s& phuong an, ca thé dugc didu tri bing axit 2-
((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic (1) thé hién ham luong

axit uric bat thuong, va (2) méic bénh dai thao duong typ I. Theo mot s6 phuong an, ca
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thé duoc didu tri bang axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic (1) thé hién ham luegng axit uric bét thuong, va (2) mic bénh dai thao
duong typ II. Theo mot s6 phuong an, ca thé duge didu tri bang axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic (1) thé hién ham luong axit
uric bat thuong, va (2) méc sy méit t& bao beta ctia dao nho Langerhans trong tuyén tuy.
Theo mét s6 phwong 4n, ca thé dugc didu tri bang axit 2-((3-(4-xyanonaphtalen-1-yl)
pyridin-4-yl thio)-2-metylpropanoic (1) th8 hién ham luong axit uric bat thuong, va (2)
méc sy khang insulin va/hodc giam tinh nhay insulin. Theo mét sé phuong an, ca thé
duogc didu tri bing axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic (1) thé hién ham lugng axit uric bét thuong, va (2) thé hién (a) ham
luong glucoza trong huyét twong bén vitng > 126mg/dL; (b) ham lwong glucoza trong
huyét trong > 200mg/dL hai gi¢ sau khi thir nghiém dung nap glucoza; va/hogc (c) cac
tridu chimg cua glucoza huyét cao va ham lugng glucoza trong huyét tuong binh thuong

> 200 mg/dL (11,1mmol/l).

Theo mot s& phuwong an, ca thé duoc diéu tri bang axit 2-((3-(4-xyanonaphtalen-1-
yl) pyridin-4-yl thio)-2-metylpropanoic (1) thé hién ham lwong axit uric bt thuong, va
(2) méc hoi chimg chuyén hoa. Theo mot sé phuong an, ca thé duogc diéu tri bang axit 2-
((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic (1) thé hién ham luong
axit uric bat thuong, va (2) méc (a) bénh dai thdo dudng, sy dung nap glucoza bi suy
giam, su khang glucoza va/hodc insulin khi do6i bi suy giam, (b) it nhét hai trong s6 (i)
huyét ap: > 140/90mmHg; (ii) réi loan lipit huyét: triglyxerit (TG): > 1,695mmol/L va
lipoprotein cholesterol mat @ cao (HDL-C) < 0,9mmol/L (nam gi6i), < 1,0mmol/L (nur
gi6i); (iii) sy béo phi phan giita: ty 1& eo:hdéng > 0,90 (nam gioi); > 0,85 (nit gioi),
va/hodc chi sb khéi lugng co thé > 30kg/m2; va (iv) ty 1& vi albumin niéu: bai tiét
albumin nudc tidu > 20 mg/phit hodc ty 1€ albumin:creatinin > 30mg/g. Theo mot 56
phuong an, ca thé dugc didu tri bing axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl

thio)-2-metylpropanoic (1) thé hién ham lugng axit uric bit thudng, va (2) mic sy khang
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insulin (nghia 13, cao nhét 25% gia trj insulin khi déi trong s6 cac c4 thé khong méc bénh
d4i thao dudng) va (b) it nhit hai trong s (i) béo phi phan giita: chu vi that lung > 94cm
(nam gidi), > 80cm (nir gidi); (ii) réi loan lipit huyét: TG > 2,0mmol/L va/hoic HDL-C <
1,0mmol/L hogic dugc didu tri d6i v6i chig réi loan lipit huyét; (iii) bénh cao huyét ap:
huyét ap > 140/90 mmHg hodc viéc dung thubc chéng ting huyét ap; va (iv) glucoza
trong huyét tuwong khi d6i > 6,Immol/L. Theo mét s6 phuong an, ca thé dugc diéu tri
béng axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic (1) thé hién
ham lwong axit uric bat thuong, va (2) thé hién it nhét ba trong s6 (a) chu vi vong hong
tang: Nam gi6i > 40 ino (101,6cm) (nam gi6i) va > 35 inso (88,9cm) (nit gioi); (b)
triglyxerit ting: > 150 mg/dL; (c) HDL giam: < 40 mg/dL (nam gi6i) va < 50 mg/dL (nir
gi6i); (d) huyét 4p tang: > 130/85mm Hg hoc st dung thubc dbi voi bénh cao huyét ap;
va (e) glucoza khi d6i tang: >100 mg/dL (5,6mmol/L) hodc sit dung thudc dbi véi

glucoza huyét cao.

Theo mot sé phuong an, ca thé dwoc diéu trj bing axit 2-((3-(4-xyanonaphtalen-1-
yl) pyridin-4-yl thio)-2-metylpropanoic (1) th hién ham luong axit uric bat thudng, va
(2) méc bénh than hogc suy than. Theo mot sé phwong 4n, ca thé duge dicu tri bang axit
2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic (1) thé hién ham
Ywong axit uric bit thuong, va (2) thé hién sy giam niéu (giai sy tao ra nudc tiéu). Theo
mot sb phwong an, ca thé duoc diéu trj bang axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-
4-yl thio)-2-metylpropanoic (1) thé hién ham luwong axit uric bt thuong, va (2) tao ra it
hon 400mL nude tiéu /ngay (ngudi trudng thanh), tao ra it hon 0,5mL nuéc tidu /kg/gio
(tré nho), hodc tao ra it hon ImL nuéc tiéu /kg/gid (tré vi thanh nién).

Axit uric

Trong mdt s& truong hop, purin (adenin, guanin), thu dwgc tir sw xoay vong thire
an hoiic md (cac nucleotit t& bao trai qua sw xoay vong lién tuc), dugc di hod & ngudi

thanh san phdm oxy hoa cubi ciing cua chiing, axit uric. Trong mét so truong hop, guanin
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dwoc oxy hoa thanh xanthin, ma Ian lugt con duge oxy hoa tiép thanh axit uric nho tac
dung cua xanthin oxidaza; adenosin dugc chuyén hoa thanh inosin ma con dugc oxy hoa
tiép thanh hypoxanthin. Trong mét s trudng hop, xanthin oxidaza oxy hoa hypoxanthin
thinh xanthin va con thanh axit uric. Trong mét s§ tredng hop, nhu mét phan cla quy
trinh nghich chuyén, enzym hypoxanthin-guanin phosphoribosyltransferaza (HGPRT) thu

hdi guanin va hypoxanthin.

H

HN'J‘\/E
J\ »> - }\ \FO

NH, OoH ’
= N = N N
tiIl? - T:‘I“? - HDL"| N/> / Xanthin Axit uric

Riboza Riboza

Adenosin Inosin Hypoxanthin
- Trong mot s6 truong hop, dang keto cia axit uric 13 cAn bang véi dang enol ma
mét proton & d6 pH sinh 1y d& tao ra urat. Trong mét s6 trudng hop, (vi dy, trong diéu
kién huyét thanh (d6 pH=7,40, 37°C)), khoang 98% axit uric dugc ion hoa nhu mudi
mononatri urat. Trong mot sb trudng hop, urat 1a cht khir manh va chét chéng oxy hoa

hiéu lyc. O con ngudi, khoang mét nira lwgng chit chéng oxy hoa clia huyét trong dén tir

axit uric.
0 o
H
HN A
l " on 4 )&
H H
Axit uric Axit uric Urat

(dang enol)
Trong mét sb trudng hop, hiu hét axit uric hoa tan trong mau va di vao thén, trong
d6 né dwoc bai tiét nhd sy loc cia ciu than va sy bai tiét cua 6ng chira. Trong mét s6
truong hop, phdn déang k& cua axit uric dugc hp thy lai bdi cac éng than. Mot trong 50

chc dic didm bit thuong clia hé van chuyén axit uric 13, mac du hoat tinh thyc cua chie
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ning 6ng 1a sy hap thu lai axit uric, phan t nay dugc bai tiét va dugc hip thu lai trong
qué trinh né di qua éng sinh niéu. Trong mét sb trudng hop, su hép thu lai chiém wu thé
trong cac doan S1 va S3 cua 6ng luon gin va su bai tiét chiém wu thé trong doan S2.
Trong mét sb trudng hop, sy van chuyén hai chidu din dn duoc chit ma tc ché su van
chuyén axit uric gidm, chir khong tang, sur bai tiét clia axit uric, lam ton hai dén tinh hitu
ich cua chung trong didu tri. Trong mét s6 trudng hop, ham lugng axit uric binh thuong &
ngudi trudng thanh (5,1 +/- 0,93mg/dL) 13 gan véi cac gidi han cua do tan urat (khoang
7mg/dL & 37°C), ma tao ra sy cAn bang urat sinh ly nhe. Trong mot s& truong hop,
khoang axit uric théng thuong dbi véi nit gidi 1a khoang 1mg/dL thp hon khoang cua

nam gioi.
Axit uric huyét cao

Trong mét sé truong hop, axit uric huyét cao duge dic trung boi sy cao hon ham
lwong axit uric trong mau thong thudng, duge duy tri trong khoang thoi gian dai. Trong
mét s6 truong hop, ham luong urat trong mau ting co thé 1a do su tao ra axit uric duoc
ting cudng (khoang tir 10 dén 20%) va/hodc sy bai tiét trong than giam (khoang tir 80
dén 90%) axit uric. Trong mdt sd trudng hop, cac nguyén nhén cua axit uric huyét cao cb

thé bao gdm:

. Su béo phi/sy ting trong lugng
. St dung rugu qua muc
. Sy hap thu purin ctia khiu phan an qua miic (thire &n nhu tom, trimg c4, so,

dau Ha lan, d4u va thit ¢ mau do, dic biét la thit kém chét luvong — ndo, than, Iong

bo, gan)

= Mot s6 thudc, bao gdm aspirin 1idu thap, thube loi ticu, niaxin, xyclosporin,
pyrazinamit, ethambutol, mot s6 dugc chat huyét ap cao va mdt so hoa hoc tri liéu

bénh ung thu, chit e ché mién dich hogc chét gay doc té bao
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. Tinh trang bénh cu thé, cu thé 1a cac bénh két hop véi tbc @6 xoay vong té
bao & mic cao (nhu khdi u 4c tinh, bénh bach cau, bénh ung thu bach huyét hoic
bénh vay nén), va cling bao gdm ap huyét cao, cac réi loan hemoglobin, bénh thiéu
méu do tan huyét, bénh thiéu mau té bao hinh Iudi liém, cic bénh than khac nhau,
cac rbi loan ting sinh tuy va ting sinh té bao bach huyét, chimg cudng cén giap,
bénh than, cac tinh trang bénh két hop véi sy khang insulin va bénh dai thao

dudng va trong viéc nhan manh ghép va c6 thé 1a bénh tim

. Thiéu hut enzym thira huéng
" Chirc ning than bét thuong (vi du sy xoay vong ATP gia ting, sy loc urat

cua cau than giam)

. Sy phoi nhim véi chi (chimg nhim ddc chi hodc “bénh git do nhiém ddc
chi”)

Trong mét s trudng hop, bénh axit uric huyét cao c6 thé 1a khong c6 triéu chimg

bi bénh, mic du c6 lién quan dén cac tinh trang bénh sau day:

Bénh gut

Ching viém khop do bénh gut

Soi axit uric trong duong niéu (soi niéu)

Su ling dong cua axit uric trong m6 mém (san urat)

Sy léing dong cua axit uric trong than (bénh than do axit uric)

Chitc ning than bi suy giam, c6 thé din dén suy thin man tinh va cAp tinh

Bénh gut

Sy phd bién

Ty 1é mic bénh git dwgc gia ting trong hai thap ky qua va, 6 My, lam anh huong
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dén 2,7% quin thé nguoi nim trong khoang tir 20 tudi dén gia, chiém téng s6 hon 5,1
triéu nguoi trudng thanh cia My. Bénh git la phé bién & nam gidi hon so véi 0 nit gidi,
(3,8% hoic 3,4 triéu nam gi6i so voi 1,6% hodc 1,7 triéu nir gioi), thudng tac dong dén
nam giéi & d6 tubi 40 va 50 (mic du sy tAn cong clia bénh gt cd thé xay ra sau tudi day
thi ma nhén thdy ham luong axit uric gia ting). Sy gia ting vé sy phd bién cta bénh gat
tir 2,9 dén 5,2/1000 trong khoang thoi gian tir 1990 dén 1999 duge quan sat, vdi hau hét
S gia ting x4y ra & quan thé nguoi c6 d6 tudi hon 65. Sy tén cong cua bénh git la phd
bién hon & nit gi6i sau khi man kinh. Trong mét sb trudng hop, bénh git 1a mot trong 56
cac dang phd bién nhét cta chimg viém khép, chiém khoang 5% trong s6 tat ca cac
trudng hop méc chimg viém khép. Trong mét s6 trudng hop, suy than va soi niéu xay ra
trong khoang tir 10 dén 18% c4 thé v6i bénh glt va cic ngudn phd bién ctia bénh tit va sy

t vong do bénh.
Céc nguyén nhan hang dau

Trong hiu hét cac tredng hop, bénh git duge két hop voi chimg axit uric huyét
cao. Trong mét sb trudng hop, cac ca thé mic bénh gt bai tiét khoang 40% axit urit it
hon so v&i cac c4 thé khong méc bénh git d6i voi ndng do urat trong huyét twong di néu
bét ky. Trong mét s6 trudng hop, ham lugng urat gia ting cho dén khi dat dén diém bio
hoa. Trong mot s trudng hop, sy két tia cia tinh thé urat xdy ra khi dat dén diém bao
hoa. Trong mdt sb truedng hop, sy léng dong (san urat) hoa cing két tinh tao ra trong
khép va da, giy ra sy viém khop (chimg viém khop). Trong mot s6 trudng hop, su ling

| dong duoc tao ra trong chét long trong khop (chét 16ng hoat dich) va/hodc 16p 16t khop
(16p 16t hoat dich). Cac vung phd bién dbi véi cac ling dong nay la ngén chén cai, ban
chan, mét c4 chan va tay (cac ving it phd bién bao gdm tai va mét). Trong mdt s6 trudng
hop, da xung quanh khép bi tac dong trd nén bi do va bong voi ving bi tac dong bi v3 va
dau khi tiép xdc. Trong mét sb truong hop, su tin cong cua bénh git gia ting theo tan so.
Trong mdt s6 trudng hop, sy tAn cong cta bénh git cap tinh khong dugc didu tri dan dén

su ton hai va bat luc khép 1au dai. Trong mot sé truong hop, su ling dong mo cua urat
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din dén: chimg viém khép do viém cép tinh, chimg viém khép man tinh, sy ling dong
cta tinh thé urat trong nhu md than va s6i niéu. Trong mot s§ trudng hop, ty 1& méc
chimg viém khép do bénh git tang ghp 5 1n & c4 thd v6 ham lwong urat trong huyét
thanh tir 7 dén 8,9me/dL va dén 50 14n & cé thé c6 him luong > 9mg/dL (530pmol/L).
Trong mét sé truong hop, cac ca thé méc bénh ght phat trién thidu ning than va bénh
thén giai doan cudi (nghia 13, “bénh than do bénh gat”). Trong mét s trudng hop, bénh
than do bénh git duoc dic trung boi bénh than khe man tinh, ma duoc thac day boi su

lang dong tuy xwong cua mononatri urat.

Trong mot s6 truong hop, bénh git bao gdm con dau do chimg viém khdp cap
tinh, mot khép, sy ling dong cua tinh thé urat trong khép, su ling dong cua tinh thé urat
trong nhu md than, soi nidu (sw hinh thanh soi than trong duong niéu), va bénh soi than
(s hinh thanh sdi than). Trong mdt sb truong hop, bénh git thir cép xay ra ¢ ca thé méc
bénh ung thu, dic biét 1a bénh bach cau va cac ca thé méc r6i loan mau khac (vi du chimg

ting hdng cau, di san dang tuy, v.v).
Triéu chimg

Trong mét s6 trudng hop, con gt phat trién rit nhanh, du tién thudng xay ra vao
ban dém. Trong mét sé trudng hop, cac triéu ching bao gdm dau khép dot ngdt va tram
trong va rat d& bj tdn thuong trong ving khép, sung phong khép va da do bong va tia
xung quanh kh&p. Trong mét s trudng hop, con thuong kéo dai trong tir 5 dén 10 ngay,
khong o triéu chung nao gitra cac dot. Trong mot s6 truong hop, cic con tré nén thuong
xuyén hon va c6 thé kéo dai hon, dic biét 1a khi rdi loan khéng duoc kiém soat. Trong
mdt sb trudng hop, tdn hai theo dot tac dong dén (cac) khép din dén sy cung, sung

phdng, su vin dong bi gidi han va/hodc con dau kéo dai tir nhe dén vira phai.
Diéu trj

Trong mdt s6 trudng hop, bénh git dugce didu tri bang cach 1am giam sy tao ra axit
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uric. Trong mét sé trwong hop, bénh git duge diéu tri bang cach 1am ting sy bai tiét axit
uric. Trong mot s& truong hop, bénh git dwge diéu tri bing URAT 1, xanthin oxidaza,
xanthin dehydrogenaza, xanthin oxidoreductaza, chdt wc ché purin nucleosit
phosphorylaza (PNP), chét trc ché sy vén chuyén axit uric (URAT), chét &c ché van
chuyén glucoza (GLUT), chét (rc ché GLUT-9, ho chit mang chét tan 2 (tao thuén loi cho
su van chuyén glucoza), chét trc ché thanh vién 9 (SLC2A9), chét (e ché van chuyén
anion hitu co (OAT), chét rc ché OAT-4 hoic t6 hop clia ching. N6i chung, myc tiéu cia
viéc diéu tri bénh gt 13 i) 1am giam ching dau, sung phdng va trong con cép tinh va ii)
ngin ngira sy tin cong va tén hai khép tiép theo. Trong mot s6 trudng hop, su tdn cong
cta bénh gat duoc diéu tri mot cich thanh cong béng cach phéi hop cac phuong phap
didu tri. Trong mdt sd trudng hop, bénh gut la mot trong s6 céc dang c6 thé didu tri nhit

cua chirng viém khop.

i) Viéc diéu tri sw tdn cong ciia bénh gut. Trong mot s6 treong hop, chimg dau va sy sung
phdng két hop voi su tAn cong cip tinh cua bénh git c6 thé duge giai quyét bang thude
nhu axetaminophen, steroit, dugc chit chéng viém khéng steroit (NSAID), hormon
adrenocorticotropic (ACTH) hodc colchicin. Trong mot sb trudong hop, viéc dung thube
ding kiém soat bénh gt trong khoang tur 12 dén 24 gio va viée diéu tri dugc nging sau
vai ngdy. Trong mot s§ trudng hop, viée ding thude duge s dung két hop voi su nghi
ngoi, udng nhiéu chit 1ong, chudm da, nang cao va/hodc bao vé (cac) vung bi tac dong.
Trong mét sb trudng hgp, cac phuong phép didu tri duge ké dén trén day khong ngin
ngira con tai phat va ching khéng tac dong dén cac 151 loan co ban cla sy chuyén hoa

axit uric bat thuong.

ii) Viéc ngdin ngira sw tdn cong tiép theo. Trong mot s6 treong hop, viéc giam ham lugng
axit uric trong huyét thanh dudi mic bao hoa 1a muc tiéu d8 ngan ngwra cac tin cong
khéc. Trong mét s§ trudng hop, viéc nay dat duoc bang cach 1am giam sy tao ra axit uric
(vi du allopurinol), hodc lam gia tang sy bai tiét axit uric bing cac chit ting axit uric niéu

(vi du probenxit, sulfinpyrazon, benzbromaron).
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Trong mdt sb trudng hop, allopurinol e ché sy hinh thanh axit uric, dan dén sy

giam ham lwong axit uric trong huyét thanh va nude tiéu va trd nén co hiéu qua sau tir 2

dén 3 thang.
0 JO\ H Guanin _—
] xantin
HN R\ HN —H—
Ij\lf\," s, /”: » Hypoxanthin oret
N N N~ N A }
H .
. . Pugc rc ché
Allopurinol Hypoxanthin bas allopurin

~ Trong mdt sb truomg hop, allopurinol 13 chit twong tu vé mit cdu tric cua
hypoxanthin, (chi khac voi sy chuyén vi ciia cac nguyén tir cacbon va nito & cac vi tri 7
va 8), ma trc ché tac dung ctia xanthin oxidaza, enzym dép Gmg d6i voi sy chuyén hoa clia
hypoxanthin thanh xanthin va xanthin thanh axit uric. Trong mot s6 trudng hop, né duoc
chuyén hoa thanh chit twong tu xanthin twong Umg, alloxanthin (oxypurinol), ma cling Ia
chét trc ché cla xanthin oxidaza. Trong mét s truong hop, alloxanthin, mic du c6 hiéu
lyc hon trong viéc uc ché xanthin oxidaza, 13 it dwoc chip nhan vé mit dugc phém do
muc sinh kha dung qua dudng miéng thép. Trong mot sd trudng hop, cac phan ing gay
hai 12 do tinh nhay qua mirc, sy trc ché tuy xuong, bénh viém gan va bénh viém mach da
duoc bao cdo vai Allopurinol. Trong mot s§ trudng hop, ty 18 méc phai cac tac dung phu
c6 thé chiém tong sb 20% tat ca cac ca th dwoc didu tri bdng duoc chét. Viée didu tri dbi
voi cac rdi loan chuyén hoa axit uric khong dwoc tién trién mot cich dang ké trong hai

thap ky tiép theo do su dua vao allopurinol.

Trong mot sb truong hop, chat ting axit uric niéu (vi dy, probenxit, sulfinpyrazon,
va benzbromaron) 1am gia ting sy bai tiét axit uric. Trong mét s6 truong hop, probenxit
1am gia ting sy bai tiét axit uric boi cac dng than va, khi dugc st dung mdt cach man
tinh, huy déng kho luu trir urat ctia co thé. Trong mdt sé trudng hop, tir 25 dén 50% ca
thé dugc diéu tri bang probenxit khong dat dugc sy giam ham luong axit uric trong huyét
thanh < 6mg/dL. Trong mdt s6 trudng hop, tinh khéng nhay véi probenxit thu duge tir sy

khéng dung nap dugc chét, ché do #n kém theo salixylat va su suy than. Trong mdt sb
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truong hop, mot phin ba ca thé c6 sy khong dung nap véi probenxit. Trong mot 56
truong hop, viée dung cac chit ting axit uric nidu cling din dén so6i dudng niéu, nghén da

day-rudt, bénh vang da va bénh thiéu mau.
Chimg nhi®m ddc chi hoic “bénh gt do nhiém ddc chi”

Trong mot sb trudng hop, su phoi trdn qua mic véi chi (nhiém doc chi hoic

- chimg nhidm ddc chi) din dén “bénh git do nhiém doc chi,” chi gay ra axit uric huyét

cao do su trc ché chi cta su van chuyén urat ctia 6ng gay ra sy bai tiét axit uric cua than
giam. Trong mdt sb truong hop, nhidu hon 50% cé thé méc bénh than do chi mic bénh
git. Trong mdt sé truong hop, sy tAn cong cdp tinh cla bénh git do nhiém ddc chi xuét
hién & dAu gbi thuong xuyén hon so véi ngon chan cai. Trong mot sb trudng hop, bénh
than 13 thudng xuyén hon va trdm trong hon ¢ bénh git do nhiém ddc chi so v6i bénh git
so cAp. Trong mét sb truong hop, viée didu tri gdm ¢6 viéce loai trir ca thé ra khoi sy phoi
tran tiép voi chi, viéc st dung chét tao chelat @3 1oai bo chi va viéc kiém soat chimg viém
khép cAp tinh do bénh gt va sy ting axit uric-huyét. Trong mot s6 truong hop, bénh git
do nhiém chi dwgc dic trung boi su tAn cong voi tin sd it hon so véi bénh git so cap.
Trong mot s trudng hop, bénh git két hop véi chi xay ra & phy nit tién man Kinh, su

kién bét thuong & bénh git khong lién quan dén chi.
1i6i chimg Lesch-Nyhan

Trong mdt s§ trudng hop, hoi chimg Lesch-Nyhan (hdi chimg LNS hogc Nyhan)
tac dong dén khoang mot trong 100.000 ca sinh séng. Trong mdt sb truong hop, LNS do
sy thiéu hut di truyén gay ra cla enzym hypoxanthin-guanin phosphoribosyltransferaza
(HGPRT). Trong mét s§ trudng hop, LNS 1a bénh tinh ln lién két X. Trong mot sb
trudng hop, LNS ¢6 mit ¢ lic méi sinh bé trai. Trong mét sé truong hop, rdi loan din
dén bénh gat trAm trong, sy kidm soat co kém va trdm phat trién tri 6c & mic d vira
phéi, ma xut hién trong nim thi nhét cta cudc doi. Trong mot s6 truong hop, rdi loan

cting din dén hanh vi ty tén hai (vi dy, viéc cdn moi va mong tay, dap dau) bat dau vao
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nim thi hai cia cudc doi. Trong mot sé trudng hop, 1i loan ciing dan dén sy sung phdng
twong tu bénh git trong cac khdp va cac vn dé than trim trong. Trong mot s6 truong
hop, rdi loan din dén cac triéu chimg clia than kinh do chi bao gom biéu hién xoa bop
‘mit, sy dau don khong cd v va sy van dong lap lai clia canh tay va chén twong tu voi sy
van dong dugc quan sat & bénh Huntington. Sy du doan d6i v6i cac ca thé voi LNS la
kém. Trong mdt sb truong hop, tudi tho trung binh clia ci thé khong dugc didu tri véi
NS 14 it hon khoang 5 nam. Trong mdt sb truong hop, tudi tho trung binh cia ca thé
khong duge didu tri véi LNS 1a 16n hon khoang 40 tubi.

Axit uric huyet cao va cac bénh khac

Trong mdt sé truong hop, bénh axit uric huyét cao duge tim thiy & ca thé mic
bénh tim mach (CVD) va/hoiic bénh than. Trong mét s§ truong hop, axit uric huyét cao
duge tim thdy & cac ca thé méc bénh tién cao huyét ap, bénh cao huyét ap, su hép thu lai
natri ddu gan gia ting, vi albumin niéu, protein niéu, bénh than, chimg béo phi, triglyxerit
huyét cao, lipoprotein cholesterol mat d§ cao thip hon, insulin huyét cao, leptin huyét
cao, adiponectin huyét thip, bénh dong mach ngoai vi, dong mach canh va déng mach
véﬁh, bénh xo clng thanh dong mach, bénh suy tim do xung huyét, chimg dot quy, hoi
chimg tiéu khdi u, réi loan chitc ning mang trong, cing thing do oxy hoa, ham luong
than t6 ting, ham lrong endothelin ting, va/hodc ham lugng protein phan tng C ting.
Trong mét sb trudng hop, axit uric huyét cao dugc tim thiy & ca thé méc bénh béo phi (vi
du, bénh béo phi phin giira), huyét ap cao, lipit huyét cao, va/hodc glucoza khi doi bi suy
giam. Trong mot sé treong hop, axit uric huyét cao duge tim thiy & ca thé méc hoi ching
chuyén hoa. Trong mdt s6 trudng hop, ching viém khép do bénh gat su biéu thi nguy co
cao ctia chimg nhdi mau co tim cip tinh. Theo mot s6 phwong an, viée dung axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic cho ca thé 13 hitu ich dé lam
giam kha ning cua sy kién lam sang két hop v6i bénh hoic tinh trang bénh duoc lién két
v6i axit uric huyét cao, bao gdm, nhung khong chi gigi han &, bénh tién cao huyét ap,

bénh cao huyét ap, sy hip thy lai natri diu gan gia ting, vi albumin niéu, protein niéu,
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bénh thén, bénh béo phi, triglyxerit huyét cao, lipoprotein cholesterol mat do cao thép,
insulin huyét cao, leptin huyét cao, adiponectin huyét thip, bénh dong mach ngoai vi,
bénh ddng mach canh hojc dong mach vanh, bénh xo cimg thanh dong mach, bénh suy
tim do xung huyét, chimg dot quy, hdi chung tidu khéi u, réi loan chirc ning mang trong,
cang thing do oxy hoa, ham hrong than t6 ting, ham lugng endothelin ting, va/hodc ham

lugng protein phan tmg C ting.

Béan m6 ta boc 10 phuong phap didu tri hodc ngin ngira tinh trang bénh dugc dic
trung bdi ham lugng axit uric trong md hodc co quan bat thuong & ca thé bao gdm cho ca
thé dung lwong hiru hiéu cua axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic. Phuong an khac @ xudt phuong phép trong do tinh trang bénh la bénh
glt, con gt tai phat, ching viém khdp do bénh gut, sy ting axit uric-huyét, bénh cao
huyét ap, bénh tim mach, bénh tim mach vanh, hdi ching Lesch-Nyhan, hoi ching
Keiley-Seegmiller, bénh than, soi than, suy than, viém khop, chimg viém khdp, soi nigu,
chimg nhidm dc chi, chimg cudng cin gidp, bénh vay nén, bénh sacoit, hoi chimg thiéu
hut hypoxanthin-guanin phosphoribosyltransferaza (HPRT) hodc t6 hop clia ching. Ban
mé ta boc 10 phuong phap trong do tinh trang bénh la bénh gut.

Béan mb ta boc 10 phuong phap con bao gdm budc cho dung chét thtt hai hitu hiéu
dé didu tri bénh gat. Phuong an khac dé xuét phwong phap trong do chét thir hai 1a chit
frc ché URAT 1, chit &c ché xanthin oxidaza, xanthin dehydrogenaza, chit e ché
xanthin oxidoreductaza, hodc t6 hop cua chiing. Ban mé ta bdc 10 phuong phap trong do
chit th hai 1a axit 2-((5-bromo-4-(4-xyclopropyl-1-naphtalenyl)-4H-1,2,4-triazol-3-
yl)thio)axetic, allopurinol, febuxostat, FYX-051, hodc t6 hop cua chiing.

Theo mdt sb phwong an, axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-
metylpropanoic duge dung cho ca thé méc bénh hoic tinh trang bénh doi hoi diéu tri
béng thudce loi tiéu. Theo mot s6 phuong an, axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-
yl)thio)-2-metylpropanoic dugc dung cho ca thé méc bénh hoic tinh trang bénh doi hoi
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didu tri bang thubc loi tiéu, trong do thudc 1oi tiéu gy ra sy gilt urat cua thdn. Theo mot
s6 phuong 4n, bénh hodc tinh trang bénh 1a bénh suy tim do xung huyét hoic chu yéu 1a
bénh cao huyét ap.

Theo mdt sé phuong an, viée dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-
yD)thio)-2-metylpropanoic cho ca thé 13 hiru ich @& cai thién tinh van dong hodc cai thién

chat lwong cua cudc song.

Theo mdt sb phwong an, viéc dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-
yD)thio)-2-metylpropanoic cho ca thé 1a hitu ich d& diéu tri hodc 1am giam tac dung phuy

cla vige diéu tri bénh ung thu.

Theo mét sb phuong 4n, viéc dung 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-

yl)thio)-2-metylpropanoic cho ca thé 1a hifu ich dé lam gidm déc t than clia cis-platin.
Phuong phap lam giam ham luong axit uric trong huyét thanh

Ban mo ta boc 16 cac phuong phap dé 1am giam ham lwong axit uric trong huyét
thanh nho viéc dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic. Theo ban md ta, phuong phap lam giam ham luong axit uric trong huyét
thanh & dong vét co via bao gdm budc dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-
ylthio)-2-metylpropanoic. Theo mdt sé phuong an, dong vat c6 va 1a con ngudi. Ban md
ta boc 16 phuong phap lam giam ham lugng axit uric trong huyét thanh & nguoi bao gdm
cho con nguodi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-

mctylpropanoic hoic muoi duge dung hodc este clia no.

Theo ban md ta, phuong phap lam giam ham lugng axit uric trong huyét thanh bao
gdm budc dung it hon 100mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic. Ban md ta bdc 16 phuong phap bao gdém budc ding it hon 50mg axit 2-
((3-(4-xyanonaphtalen-1-yl)pyridin-4-ylthio)-2-metylpropanoic. Bin mé6 tda boc 10

phuong phap lam giam ham luong axit uric trong huyét thanh bao gdm buéc dung it hon
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150mg, it hon 125mg, it hon 100mg, it hon 90mg, it hon 80mg, it hon 70mg, it hon
60mg, it hon 50mg, it hon 45mg, it hon 40mg, it hon 35mg, it hon 30mg, it hon 25mg, it
hon 20mg, it hon 10mg, hoc it hon 5mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl
thio)-2-metylpropanoic. Theo ban md ta, phuong phap lam giam ham lugng axit uric
trong huyét thanh bao gdm budc dung it hon 2mg hojc it hon 1mg axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo ban md ta, phwong phap
1am giam ham lwong axit uric trong huyét thanh bao gdm budc dung khong nhiéu hon
150mg, khong nhidu hon 125mg, khong nhidu hon 100mg, khong nhidu hon 90mg,
khéng nhiéu hon 80mg, khong nhidu hon 70mg, khong nhiéu hon 60mg, khong nhiéu
hon 50mg, khéng nhidu hon 45mg, khong nhidu hon 40mg, khong nhiéu hon 35mg,
khéng nhiéu hon 30mg, khong nhidu hon 25mg, khong nhidu hon 20mg, khong nhiéu
hon 10mg, hodc khong nhidu hon Smg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl
thio)-2-metylpropanoic. Theo ban md ta, phwong phap lam giam ham lwgng axit uric
trong huyét thanh bao gdm budc ding khéng nhiéu hon 2mg hogc khong nhiéu hon Img
axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Theo ban mb ta, phuong phap 1am gidm ham lugng axit uric trong huyét thanh bao
gém bude dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic
v6i lugng khoang 40mg. Theo ban mé ta, phuong phap bao gdm budc dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic v6i lugng khoang 20mg. Theo
cac phuong an khac, phuong phap bao gdm budc dung axit 2-((3-(4-xyanonaphtalen-1-
yl) pyridin-4-yl thio)-2-metylpropanoic véi luong khoang 5Smg. Theo ban mé ta, phuong
phap lam giam ham lugng axit uric trong huyét thanh bao gdm budc ding axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic véi lugng khoang 150meg,
khoang 125mg, khoang 100mg, khoang 90mg, khoang 80mg, khoang 70mg, khoang
60mg, khoang 50mg, khoang 45mg, khoang 40mg, khoang 35mg, khoang 30mg, khoang
25mg, khoang 20mg, khoang 10mg, hodc khoang 5mg. Theo ban mé ta, phuong phap

ldm gidm ham lwong axit uric trong huyét thanh bao gbm budc dung axit 2-((3-(4-
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xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic véi luong khoang 4mg,
khoang 3mg, khoang 2mg, khoang 1mg hodc khoang 0,5mg.

Theo ban mé t&, phwong phap 1am giam ham lugng axit uric trong huyét thanh bao
g6m birde dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic
vé6i lugng it hon 100mg/ngay. Theo ban mé ta, phuong phap bao gdbm bude dung axit 2-
((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic véi lwong it hon
50mg/ngay. Theo ban md ta, phuong phap lam giam ham lwong axit uric trong huyét
thanh bao gdm budc ding axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic véi lugng it hon 150mg/ngay, it hon 125mg/ngay, it hon 100mg/ngay, it
hon 90mg/ngdy, it hon 80mg/ngay, it hon 70mg/ngay, it hon 60mg/ngay, it hon
50mg/ngay, it hon 45mg/ngay, it hon 40mg/ngay, it hon 35mg/ngay, it hon 30mg/ngay, it
hon 25mg/ngay, it hon 20mg/ngay, it hon 10mg/ngay, hodc it hon 5mg/ngay. Theo ban
mb ta, phuong phép 1am gidm ham lugng axit uric trong huyét thanh bao gdm budc ding
axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic véi lwgng it hon
2mg/ngay hoic it hon 1mg/ngay. Theo bdn md ta, phuong phap lam giam ham luong axit
uric trong huyét thanh bao gdm buédc ding axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-
yl thio)-Z-metylpropanoic v6i lwong khong nhiéu hon 150mg/ngdy, khong nhiéu hon
125mg/ngay, khong nhiéu hon 100mg/ngay, khong nhiéu hon 90mg/ngay, khong nhiéu
hon 80mg/ngay, khong nhiéu hon 70mg/ngay, khong nhiéu hon 60mg/ngay, khong nhiéu
hon 50mg/ngay, khong nhiéu hon 45mg/ngay, khong nhiéu hon 40mg/ngay, khong nhiéu
hon 35mg/ngay, khong nhiéu hon 30mg/ngdy, khong nhidu hon 25mg/ngay, khéng nhiéu
hon 20mg/ngay, khong nhiéu hon 10mg/ngay, hodc khong nhidu hon Smg/ngay. Theo
ban md t, phuong phap 1am giam ham lwgng axit uric trong huyét thanh bao gdm budc
dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-ylthio)-2-metylpropanoic v6i lugng
khéng nhidu hon 2mg/ngay hoic khong nhiéu hon 1mg/ngay.

Theo ban md ta, phuwong phap lam giam ham luong axit uric trong huyét thanh bao

gdm budc ding khoang 40mg/ngay cua axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl
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thio)-2-metylpropanoic. Theo ban md ta, phuong phap bao gdm budc dung khoang
Z'Omg/ngéy cua axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.
Theo cac phwong an khac, phuong phap bao gdm bude dung khoang Smg/ngay cia axit
2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo ban md ta,
phuong phép lam gidm ham luong axit uric trong huyét thanh bao gdm budc ding
khoang 150mg/ngay, khoang 125mg/ngay, khoang 100mg/ngay, khoang 90mg/ngay,
khoang 80mg/ngay, khoang 70mg/ngay, khoang 60mg/ngay, khoang 50mg/ngay, khoang
45mg/ngay, khoang 40mg/ngdy, khoang 35mg/ngdy, khoang 30mg/ngay, khoang
25mg/ngay, khoang 20mg/ngay, khoang 10mg/ngay, hodc khoang Smg/ngay cua axit 2-
((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo ban md ta,
phuong phap lam giam ham luong axit uric trong huyét thanh bao gém buéc dung
khoang 4mg/ngay, khoang 3mg/ngay, khoang 2mg/ngay, khoanglmg/ngay hodc khoang
0,5mg/ngay cua axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Theo mét s phwong 4n vé& phuong phap lam giam ham lwong axit uric trong huyét
thanh, ham luong axit uric trong huyét thanh dugc giam it nhat 0,3mg/dL 24 gio sau khi
dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot
s6 phuong 4n vé phuong phap 1am giam ham lwong axit uric trong huyét thanh, ham
lugng axit uric trong huyét thanh dugc giam it nhat 0,5mg/dL 24 gio sau khi dung axit 2-
((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot s6 phuong 4n
vé phuwong phap lam giam ham lwgng axit uric trong huyét thanh, ham lugng axit uric
trong huyét thanh dwoc giam it nhit 0,8mg/dL 24 gi¢ sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo m{t s6 phuong 4n vé
phuong phap lam giam ham lugng axit uric trong huyét thanh, him lugng axit uric trong
huyét thanh dugc giam it nhét 1 mg/dL 24 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-
1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot sé phuong 4n vé phuong phap lam
giém ham lugng axit uric trong huyét thanh, ham lugng axit uric trong huyét thanh duge

giam it nhit 2 mg/dL 24 gi¢ sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl
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thio)-2-metylpropanoic. Theo mdt sé phuong an vé phuong phap lam giam ham lugng
axit uric trong huyét thanh, ham lwong axit uric trong huyét thanh duge giam it nhat
3 mg/dL 24 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic. Theo mét s6 phuong 4n vé phuong phap lam giam ham lwong axit uric
trong huyét thanh, ham lugng axit uric trong huyét thanh dugc giam it nhét 4 mg/dL 24
gio sau khi ding axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Theo mdt s6 phwong 4n v& phuong phap 1am giam ham lugng axit uric trong huyét
thanh, ham luong axit uric trong huyét thanh dugc giam it nhét 0,5mg/dL 48 gid sau khi
dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot
s6 phuong an vé phuong phap lam giam ham lwgng axit uric trong huyét thanh, ham
lu(jng axit uric trong huyét thanh dwoc giam it nhat 0,8mg/dL 48 gio sau khi dung axit 2-
((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot s6 phuong an
v& phuong phép 1am giam ham lwgng axit uric trong huyét thanh, ham lwong axit uric
trong huyét thanh dugc giam it nhit 1 mg/dL 48 gio sau khi ding axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot s6 phwong 4an vé
phuong phap lam giam ham luong axit uric trong huyét thanh, ham lugng axit uric trong
huyét thanh dwge giam it nhét 2 mg/dL 48 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-
1-yl) pyridin-4-y1 thio)-2-metylpropanoic. Theo mét s6 phwong 4n vé phuwong phap lam
giam ham luong axit uric trong huyét thanh, ham lwong axit uric trong huyét thanh dugc
giam it nhit 3 mg/dL 48 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl
thio)-2-metylpropanoic.

Theo mot sb phwong 4n vé phuong phap lam giam ham lugng axit uric trong huyét
thanh, him luong axit uric trong huyét thanh dugc giam it nhét 0,5mg/dL 72 gid sau khi
dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot
s6 phuong 4n vé phwong phap lam giam ham luong axit uric trong huyét thanh, ham
lwong axit uric trong huyét thanh dwgc giam it nhét 0,8mg/dL 72 gid sau khi dung axit 2-
((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot s6 phuong 4n
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vé& phuong phap 1am gidm ham lwong axit uric trong huyét thanh, ham lugng axit uric
trong huyét thanh dwgc giam it nhit 1 mg/dl. 72 gid sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot s6 phwong an vé
phuong phap 1am giam ham luong axit uric trong huyét thanh, ham lwgng axit uric trong
huyét thanh dwoc giam it nhit 2 mg/dL 72 gi¢ sau khi dung axit 2-((3-(4-xyanonaphtalen-
1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mdt s6 phuong an vé phuong phap l1am
giam ham luong axit uric trong huyét thanh, ham lugng axit uric trong huyét thanh duoc
giam # nhat 3 mg/dL 72 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl
thio)-2-metylpropanoic.

Theo mot s§ phuong 4n vé phuong phap lam giam ham lugng axit uric trong huyét
thanh, ham lwong axit uric trong huyét thanh duoc giam it nhat 0,5mg/dL & 6 gio, 12 gio,
18 gio, 24 gio, 30 gio, 36 giv, 42 gio, 48 giv, 54 gio, 60 gio, 72 gio, 84 gio, 96 gio, 108
gio, hodic 120 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic. Theo mét s& phuong 4n vé phwong phap lam giam ham lwong axit uric
trong huyét thanh, ham lrong axit uric trong huyét thanh duge giam it nhat 0,8mg/dL & 6
gio, 12 gio, 18 gio, 24 gio, 30 gio, 36 gio, 42 gio, 48 gio, 54 gio, 60 gio, 72 gio, 84 gio,
96 gio, 108 gid, hodc 120 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-
yl thio)-2-metylpropanoic. Theo mdt s6 phuong an vé phuong phap 1am giam ham luong
axit uric trong huyét thanh, ham lugng axit uric trong huyét thanh dugc giam it nhat
1 mg/dL & 6 gid, 12 gio, 18 gio, 24 gio, 30 gio, 36 gio, 42 gid, 48 gid, 54 gio, 60 giv, 72
gio, 84 gio, 96 gio, 108 gio, hodc 120 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-
yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot sé phuong 4n vé phwong phap lam
giam ham lugng axit uric trong huyét thanh, ham lugng axit uric trong huyét thanh duge
giam it nhit 2mg/dL & 6 gio, 12 gio, 18 gid, 24 gio, 30 gio, 36 gio, 42 gio, 48 giv, 54 gio,
60 gio, 72 gio, 84 gio, 96 gio, 108 gio, hodc 120 gio sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mét s6 phuong 4n vé

phuong phap lam giam ham luong axit uric trong huyét thanh, ham lrong axit uric trong
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huyét thanh dugc giam it nhit 3mg/dL & 6 gio, 12 gid, 18 gid, 24 gio, 30 gio, 36 gio, 42
gio, 48 gio, 54 giv, 60 gio, 72 gio, 84 gid, 96 gio, 108 gio, hodc 120 gio sau khi dung
axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-ylthio)-2-metylpropanoic. Theo mot 56
phuong 4n vé phuong phap lam giam ham lugng axit uric trong huyét thanh, ham luong
axit uric trong huyét thanh duoc giam it nhat 4 mg/dL & 6 gio, 12 gio, 18 gio, 24 gig, 30
éic‘r, 36 gio, 42 gio, 48 giv, 54 gio, 60 gio, 72 gio, 84 gio, 96 gio, 108 gio, hodc 120 gio
sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl thio)-2-metylpropanoic.

Theo mét sé phuong an vé phuong phap lam giam ham lugng axit uric trong huyét
thanh, ham lwong axit uric trong huyét thanh dugc giam khoang 0,5mg/dL 24 gio sau khi
dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot
s6 phwong 4n vé& phuong phap 1am giam ham lugng axit uric trong huyét thanh, ham
lwong axit uric trong huyét thanh dugc giam khoang 0,8mg/dL 24 gio sau khi dung axit
2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-ylthio)-2-metylpropanoic. Theo mot s6 phuong
4n v& phuong phép lam giam ham lugng axit uric trong huyét thanh, ham lwong axit uric
trong huyét thanh duoc giam khoang 1mg/dL 24 gio sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot s phwong 4n vé
shuong phép 1am gidm ham luong axit uric trong huyét thanh, ham luong axit uric trong
huyét thanh dugc giam khoang 2mg/dL 24 gid sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot s phuong an vé
phuong phap lam giam ham lugng axit uric trong huyét thanh, ham lrong axit uric trong
huyét thanh dugc giam khoang 3 mg/dL 24 gio sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Theo mdt sb phuong 4n vé phwong phéap 1am giam ham lwong axit uric trong huyét
thanh, ham lwong axit uric trong huyét thanh duge giam khoang 0,5mg/dL 48 gio sau khi
dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot
sé phuwong 4n vé phuong phip lam giam ham lwong axit uric trong huyét thanh, ham

lwong axit uric trong huyét thanh duge giam khoang 0,8mg/dL 48 gi¢ sau khi dung axit
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2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl thio)-2-metylpropanoic. Theo mot sé phuong
an Ve phutorng phap lam giam ham luong axit uric trong huyét thanh, ham lrong axit uric
trong huyét thanh dwoc giam khoang 1mg/dL 48 gi¢ sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mdot s6 phuong an vé
phuong phap lam giam ham luong axit uric trong huyét thanh, ham lugng axit uric trong
huyét thanh dugec giam khoang 2mg/dL 48 gid sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot s6 phuong 4n vé
phuong phap lam giam ham lwong axit uric trong huyét thanh, ham lugng axit uric trong
huyét thanh dugc giam khoang 3 mg/dL 48 gio sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Theo mot sb phuong 4n vé phuong phap 1am giam ham lugng axit uric trong huyét
thanh, ham lugng axit uric trong huyét thanh dugc giam khoang 0,5mg/dL 72 gio sau khi
dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot
s6 phuong 4n vé phuong phap 1am giam ham lugng axit uric trong huyét thanh, ham
lwong axit uric trong huyét thanh dugc giam khoang 0,8mg/dL 72 gio sau khi dung axit
2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl thio)-2-metylpropanoic. Theo mdt s6 phuong
4n v& phuong phap 1am giam ham lwgng axit uric trong huyét thanh, ham lwgng axit uric
trong huyét thanh duoc giam khoang lmg/dL 72 gio sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mét s6 phuong 4n vé
phuong phép lam giam ham luong axit uric trong huyét thanh, ham luwong axit uric trong
huyét thanh duge giam khoang 2mg/dL 72 gi0 sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mdt s6 phuwong 4n vé
phuong phap lam giam ham luong axit uric trong huyét thanh, ham lugng axit uric trong
huyét thanh dwgc giam khoang 3 mg/dL 72 gio sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

" Theo mdt s§ phwong 4n vé phwong phap lam giam ham luong axit uric trong huyét

thanh, ham luong axit uric trong huyét thanh duge giam khoang 0,5mg/dL ¢ 6 gio, 12
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gio, 18 gio, 24 gio, 30 giv, 36 gid, 42 gio, 48 gio, 54 gio, 60 gio, 72 gio, 84 gid, 96 gio,
108 gio, hodc 120 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-y] thio)-
2-metylpropanoic. Theo mét s6 phuong an vé phuong phap 1am giam ham lwong axit uric
trong huyét thanh, ham lwong axit uric trong huyét thanh dwoc giam khoang 0,8mg/dL &
6 gio, 12 gio, 18 gio, 24 gio, 30 gio, 36 gio, 42 gio, 48 gio, 54 gio, 60 gio, 72 gio, 84 gio,
96 gio, 108 gid, hodc 120 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-
yl thio)-2-metylpropanoic. Theo mot s6 phuong 4n vé phuong phap lam giam ham lugng
axit uric trong huyét thanh, ham lugng axit uric trong huyét thanh duoc giam khoang
1mg/dL & 6 gio, 12 gio, 18 gio, 24 giv, 30 gio, 36 gio, 42 gio, 48 giv, 54 gio, 60 gio, 72
gio, 84 giv, 96 gio, 108 gid, hodc 120 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-
yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mdt sé phuong 4n vé& phwong phap lam
giérh ham lwong axit uric trong huyét thanh, ham lugng axit uric trong huyét thanh dugc
giam khoang 2mg/dL & 6 gid, 12 gio, 18 gio, 24 gio, 30 gio, 36 gio, 42 gio, 48 gio, 54
gio, 60 gio, 72 gio, 84 gio, 96 gio, 108 gio, hodc 120 gid sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot s phwong 4n vé
phurong phap lam giam ham luong axit uric trong huyét thanh, ham lugng axit uric trong
huyét thanh dwgc giam khoang 3 mg/dL & 6 gid, 12 gio, 18 gio, 24 giv, 30 gio, 36 gio, 42
gid, 48 gio, 54 gio, 60 gio, 72 gid, 84 gid, 96 gio, 108 gio, hodc 120 giv sau khi dung
axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mdt 56
phuong 4n vé phuong phap 1am giam ham lwong axit uric trong huyét thanh, ham lugng
axit uric trong huyét thanh dugc giam khoang 4 mg/dL ¢ 6 gio, 12 gio, 18 gio, 24 gio, 30
gid, 36 gid, 42 gio, 48 gio, 54 gid, 60 gid, 72 gio, 84 gio, 96 gio, 108 gid, hodc 120 gio
sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Theo mdt s& phwong 4n v& phuong phap lam giam ham lwong axit uric trong huyét
thanh, ham legng axit uric trong huyét thanh dugc giam it nhit 10% so véi gia tri ban du
24 gid sau khi ding axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl thio)-2-

metylpropanoic. Theo mdt sd phuong 4n vé phuong phap 1am giam ham luong axit uric
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trong huyét thanh, ham lugng axit uric trong huyét thanh dwoc giam it nhat 15% so véi
gi4 tri ban dau 24 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-ylthio)-
2-metylpropanoic. Theo mét s6 phuong 4n vé phuong phap 1am giam ham lwong axit
‘uric trong huyét thanh, ham lwong axit uric trong huyét thanh dugc giam it nhét 20% so
v6i gia tri ban diu 24 gio sau khi ding axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl
thio)-2-metylpropanoic. Theo mdt s6 phuong 4n vé phuong phap lam giam ham leong
axit uric trong huyét thanh, him lugng axit uric trong huyét thanh dwoc giam it nhat 30%
S0 v6i gié tri ban ddu 24 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl
thio)-2-metylpropanoic. Theo mét s6 phwong 4n vé phuong phap lam giam ham lwong
axit uric trong huyét thanh, ham lugng axit uric trong huyét thanh dwoc giam it nhat 40%
so v&i gid tri ban déu 24 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl
thio)-2-metylpropanoic. Theo mdt s6 phuong 4n vé phuong phap 1am giam ham lugng
axit uric trong huyét thanh, ham lugng axit uric trong huyét thanh dugc giam it nhét 50%
so v6i gia tri ban dau 24 gid sau khi ding axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl
thio)-2-metylpropanoic. Theo mdt s phwong 4n vé phuong phap lam giam ham lwong
axit uric trong huyét thanh, ham lugng axit uric trong huyét thanh dwoc giam it nhit 60%
so v6i gi4 tri ban dAu 24 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl
thio)-2-metylpropanoic. Theo mét s& phuong 4n vé phuong phap 1am giam ham lugng
axit uric trong huyét thanh, ham lwong axit uric trong huyét thanh duge giam it nhét 10%,
it nhit 20%, it nhAt 30%, it nhit 40%, it nhit 50%, hoic it nhit 60% so véi gid tri ban dau
24 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-

metylpropanoic.

Theo mét sé phwong 4n vé phwong phap lam giam ham lugng axit uric trong huyét
thanh, ham luong axit uric trong huyét thanh dugc giam khoang 10% so v6i gia tri ban
ddu 48 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl thio)-2-
metylpropanoic. Theo mét s6 phuong 4n vé phuong phap lam giam ham lrong axit uric

trong huyét thanh, ham lwong axit uric trong huyét thanh duoc giam it nhit 20% so véi
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gi4 tri ban dau 48 gid sau khi diing axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-y1 thio)-
2-metylpropanoic. Theo mét s§ phurong 4n vé phwong phéap 1am giam ham lugng axit uric
trong huyét thanh, ham lwong axit uric trong huyét thanh dugc giam it nhét 30% so v&i
gi4 tri ban dAu 48 gid sau khi ding axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-
2-metylpropanoic. Theo mdt s§ phwrong 4n vé phuong phép 1am giam ham lugng axit uric
trong liuyét thanh, ham luong axit uric trong huyét thanh dwgc giam it nhét 40% so véi
gi4 tri ban dau 48 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-
2-metylpropanoic. Theo mdt s§ phurong an vé phuong phap lam giam ham lugng axit uric
trong huyét thanh, ham lwong axit uric trong huyét thanh dugc gidm it nhéat 50% so véi
gié tri ban dau 48 gio sau khi ding axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-
2-metylpropanoic. Theo mdt s6 phuwong 4n vé phuong phap 1am giam ham lugng axit uric
trong huyét thanh, ham luong axit uric trong huyét thanh dwoc giam it nhét 10%, it nhét
20%, it nhit 30%, it nhat 40%, it nhit 50%, hodc it nhit 60% so véi gia tri ban dau 48 gid
sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Theo mot sb phwong 4n vé phwong phap 1am giam ham lugng axit uric trong huyét
thanh, ham lwong axit uric trong huyét thanh dugc giam it nhat 15% so véi gié tri ban dau
72 gi¢ sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-ylthio)-2-
metylp'fbpanoic. Theo mdt sb phuong 4n vé phwong phap 1am giam ham lugng axit uric
trong huyét thanh, ham lrong axit uric trong huyét thanh duoc giam it nhit 20% so v&i
gi4 tri ban dAu 72 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin—4;ylthio)-
2-metylpropanoic. Theo mdt s6 phuong 4n vé phuong phap lam giam ham luong axit
uric trong huyét thanh, ham lugng axit uric trong huyét thanh duoc giam it nhat 30% so
v6i gia tri ban dAu 72 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-
ylthio)-2-metylpropanoic. Theo mdt s§ phuong 4n v& phuong phéap lam giam ham lwong
axit uric trong huyét thanh, ham lwong axit uric trong huyét thanh dugc giam it nhat 40%
so v6i gid tri ban d4u 72 gio sau khi ding axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl

thio)-2-metylpropanoic. Theo mét s& phuong 4n vé phuong phap lam giam ham lrong
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axit uric trong huyét thanh, ham hrong axit uric trong huyét thanh dugc giam it nhét 10%,
it nhat 15%, it nhét 20%, it nhit 25%, it nhit 30%, it nhit 35%,it nhat 40%, it nhat 50%,
hodc it nhit 60% so voi gié tri ban dau 72 gio séu khi dung axit 2-((3-(4-xyanonaphtalen-
1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Theo mdt s6 phwong an vé phuong phap 1dm giam ham lugng axit uric trong huyét
thanh, ham lugng axit uric trong huyét thanh duoc giam it nhét 10% so véi gia tri ban dau
§ 6 gio, 12 gio, 18 gio, 24 gid, 30 gio, 36 gio, 42 gio, 48 gio, 54 gio, 60 gio, 72 gio, 84
giy, 96 gio, 108 gio, hodc 120 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)
pyridin-4-yl thio)-2-metylpropanoic. Theo mét s§ phuwong 4n vé phuong phap lam giam
ham lwong axit uric trong huyét thanh, ham Irong axit uric trong huyét thanh duoc giam
it nhat 15% so véi gia tri ban dau ¢ 6 gio, 12 gio, 18 gid, 24 gio, 30 gio, 36 gio, 42 gio,
48 gio, 54 gio, 60 gid, 72 gio, 84 gio, 96 gio, 108 gio, hodc 120 gid sau khi dung axit 2-
((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot s6 phuong 4n
vé phuong phap lam giam ham luong axit uric trong huyét thanh, ham lugng axit uric
trc}ig huyét thanh dugc giam it nhit 20% so véi gid tri ban dau & 6 gio, 12 gid, 18 gio, 24
gio, 30 gio, 36 gio, 42 gio, 48 gio, 54 gio, 60 gio, 72 gio, 84 gio, 96 gid, 108 giv, hodc
120 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic. Theo mét sé phuong an vé phuong phap lam giam ham lwong axit uric
trong huyét thanh, ham lwong axit uric trong huyét thanh dugc giam it nhét 30% so véi
gia tri ban diu & 6 gio, 12 gio, 18 gio, 24 gio, 30 gio, 36 gio, 42 gio, 48 gio, 54 gio, 60
gio, 72 gio, 84 gio, 96 gio, 108 gio, hodc 120 gio sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot s6 phwong an vé
phuong phap lam giam ham lugng axit uric trong huyét thanh, ham luong axit uric trong
huyét thanh dugc giam it nhit 40% so véi gia tri ban dau & 6 gio, 12 gio, 18 gio, 24 gio,
30 gio, 36 gio, 42 gid, 48 gio, 54 gio, 60 gio, 72 gio, 84 gio, 96 gio, 108 gio, hodc 120
gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Theo mdt sé phwong 4n vé phuong phap 1am giam ham luong axit uric trong huyét thanh,
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him lugng axit uric trong huyét thanh dwgc giam it nhit 50% so véi gia tri ban ddu & 6
gidy, 12 gid, 18 giv, 24 gio, 30 giv, 36 gio, 42 gid, 48 gid, 54 giv, 60 gid, 72 gid, 84 gid,
96 gio, 108 gid, hodc 120 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-
yl thio)-2-metylpropanoic. Theo mdt s6 phuong 4n vé phuong phép lam giam ham lugng
axit uric trong huyét thanh, ham lwong axit uric trong huyét thanh dugc gidm it nhat 60%
S0 voi gid tri ban ddu & 6 gio, 12 gio, 18 gid, 24 gio, 30 gio, 36 gio, 42 gio, 48 gio, 54
gio, 60 gio, 72 gio, 84 gid, 96 gio, 108 gio, hodc 120 gio sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Theo mot s6 phuong 4n v& phwong phap 1am giam ham lugng axit uric trong huyét
thanh, ham lwong axit uric trong huyét thanh dugc giam khoang 15% so véi gia tri ban
ddu 24 gio sau khi ding axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl thio)-2-
metylprdpanoic. Theo mot s6 phwong 4n vé phwong phap 1am giam ham lugng axit uric
trong huyét thanh, ham hrong axit uric trong huyét thanh dwgc giam khoang 20% so v6i
gi4 tri ban dAu 24 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-
2-metylpropanoic. Theo mét s6 phwong an vé phwong phap 1am giam ham lugng axit uric
trong huyét thanh, ham lwong axit uric trong huyét thanh dwgc giam khoang 30% so véi
gi4 tri ban dau 24 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-
2-metylpropanoic. Theo mét s& phuong an vé phuong phap lam giam ham lwong axit uric
trong huyét thanh, him lugng axit uric trong huyét thanh dwgc giam khoang 40% so véi
gi4 tri ban déu 24 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-
2-metylpropanoic. Theo mdt sé phuong 4n vé& phuong phap lam giam ham lwong axit uric
trong huyét thanh, ham hrong axit uric trong huyét thanh dwgc giam khoang 50% so véi
gi4 tri ban dau 24 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-
2-metylpropanoic. Theo mét s& phuong an vé phuong phap lam giam ham lugng axit uric
trong huyét thanh, ham lugng axit uric trong huyét thanh dugc giam khoang 60% so véi
gi4 tri ban dau 24 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-

2-metylpropanoic.
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Theo mét sé phuong 4n vé phuong phap 1am giam ham lugng axit uric trong huyét
thanh, ham lwong axit uric trong huyét thanh dwgc giam khoang 10% so véi gié tri ban
diu 48 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl thio)-2-
metylpropanoic. Theo mét s6 phwong 4n vé phuong phap lam giam ham lwong axit uric
trong huyét thanh, ham lwong axit uric trong huyét thanh dwgc giam khoang 15% so véi
gi4 tri ban diu 48 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-
2-metylpropanoic. Theo mét s6 phuong 4n vé phuong phap 1am giam ham lwong axit uric
trong huyét thanh, ham lugng axit uric trong huyét thanh dugc giam khoang 20% so véi
gia tri ban d4u 48 gio sau khi ding axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-
2-metylpropanoic. Theo mét s6 phuong an vé phuong phap 1am giam ham lwong axit uric
trong huyét thanh, ham lwong axit uric trong huyét thanh duge giam khoang 30% so véi
gi4 tri ban dau 48 gi® sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-
2-metylpropanoic. Theo mot s6 phuong 4n vé phuong phap 1am giam ham luong axit uric
trong huyét thanh, ham lrong axit uric trong huyét thanh dugc giam khoang 40% so v6i
gia tri ban dAu 48 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-
2-metylpropanoic. Theo mét s6 phuong an vé phuong phap 1am giam ham luong axit uric
trong huyét thanh, ham hrong axit uric trong huyét thanh dugc giam khoang 50% so véi
gi4 tri ban dau 48 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-
2-metylpropanoic. Theo mdt s§ phuong 4n vé phuong phap 1am giam ham lugng axit uric
trong huyét thanh, ham lrong axit uric trong huyét thanh dwgc giam khoang 60% so véi
gia tri ban d4u 48 gio sau khi ding axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-

2-mety1propanoic.

Theo mot sé phuong an v& phuong phap 1am giam ham lugng axit uric trong huyét
thanh, ham luong axit uric trong huyét thanh dwgc giam khoang 10% so véi gia tri ban
ddu 72 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl thio)-2-
metylpropanoic. Theo mot s& phuong 4n vé& phuong phap lam giam ham lwong axit uric

trong huyét thanh, ham lwong axit uric trong huyét thanh dwgc giam khoang 15% so véi
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gi4 tri ban dAu 72 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-
2-metylpropanoic. Theo mét s& phuong 4n vé& phuong phap 1am giam ham lwong axit uric
trong huyét thanh, ham lwong axit uric trong huyét thanh dugc giam khoang 20% so véi
gi4 tri ban diu 72 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-
2-metylpropanoic. Theo mét sb phuong 4n vé phuong phap 1am giam ham lwong axit uric
trong huyét thanh, him lugng axit uric trong huyét thanh dwgc giam khoang 30% so véi
gi4 tri ban dAu 72 gi¢ sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-
2-metylpropanoic. Theo mot s6 phuong 4n vé phuong phap lam giam ham lugng axit uric
trong huyét thanh, ham lwong axit uric trong huyét thanh dugc giam khoang 40% so v6i
gi4 tri ban dAu 72 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-
2-metylpropanoic. Theo mét s6 phuong 4n vé phuong phap 1am giam ham lugng axit uric
trong huyét thanh, ham hrong axit uric trong huyét thanh dwgc giam khoang 50% so véi
gi4 tri ban dau 72 gi¢ sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-
2-metylpropanoic. Theo mdt sé phuong 4n vé phwong phap 1am giam ham lugng axit uric
trong huyét thanh, ham lirong axit uric trong huyét thanh dwgc giam khoang 60% so véi
gi4 tri ban diu 72 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-

2-metylpropanoic.

Theo mot sé phuwong 4n vé phuwong phap lam giam ham lwong axit uric trong huyét
thanh, ham luong axit uric trong huyét thanh duge giam khoang 10% so v6i gia tri ban
ddu & 6 gio, 12 gio, 18 gid, 24 gio, 30 gio, 36 gio, 42 gio, 48 gio, 54 gio, 60 gio, 72 gio,
84 gio, 96 gio, 108 gid, hodc 120 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl)
pyridin-4-yl thio)-2-metylpropanoic. Theo mt s6 phwong 4n vé phuong phap lam giam
ham lugng axit uric trong huyét thanh, ham lugng axit uric trong huyét thanh duoc giam
khoang 15% so véi gi4 tri ban ddu & 6 gid, 12 gi0, 18 gio, 24 gio, 30 gio, 36 gio, 42 gio,
48 gid, 54 gio, 60 gio, 72 gio, 84 giv, 96 gio, 108 gio, hodc 120 gio sau khi dung axit 2-
((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mdt s6 phwong 4n

vé phuong phap lam giam ham lugng axit uric trong huyét thanh, ham luong axit uric
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trong huyét thanh dugc giam khoang 20% so véi gia tri ban dau & 6 gio, 12 gio, 18 gio,
24 gid, 30 gio, 36 gio, 42 giv, 48 gid, 54 gio, 60 gio, 72 gio, 84 gio, 96 gio, 108 gio,
hodc 120 gid sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-ylthio)-2-
metylpropanoic. Theo mét s& phuwong an vé phuong phap lam giam ham hrong axit uric
trong huyét thanh, ham lugng axit uric trong huyét thanh duoc giam khoang 30% so véi
gi4 tri ban ddu & 6 gio, 12 gio, 18 gio, 24 gio, 30 gio, 36 gio, 42 gio, 48 giv, 54 gio, 60
gio, 72 gio, 84 gio, 96 gio, 108 gid, hodc 120 gid sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mét s6 phuong 4n vé
phuong phap lam giam ham luong axit uric trong huyét thanh, ham lugng axit uric trong
huyét thanh duoc giam khoang 40% so véi gia tri ban ddu & 6 gio, 12 gig, 18 gio, 24 gio,
30 gio, 36 gio, 42 gio, 48 gio, 54 gio, 60 gio, 72 gio, 84 gio, 96 gio, 108 gio, hodc 120
gi® sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.
Theo mdt s6 phwong 4n v& phuong phap 1am giam ham lwong axit uric trong huyét thanh,
ham luong axit uric trong huyét thanh dwgc giam khoang 50% so véi gia tri ban diu & 6
gio, 12 gio, 18 gio, 24 gid, 30 giod, 36 gio, 42 gio, 48 gio, 54 gio, 60 giv, 72 gio, 84 gio,
96 gid, 108 gio, hoic 120 gio sau khi dung axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-
yl thio)-2-metylpropanoic. Theo mot s6 phwong 4n vé phuong phéap lam giam ham luong
axit uric trong huyét thanh, him lugng axit uric trong huyét thanh duoc giam khoang
60% so voi gid tri ban ddu & 6 giod, 12 gio, 18 gio, 24 gio, 30 gio, 36 gio, 42 gio, 48 gio,
54 gio, 60 gio, 72 gio, 84 giv, 96 gio, 108 gio, hodc 120 gid sau khi dung axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot s phuong an vé
phuong phap lam giam ham luong axit uric trong huyét thanh, ham lugng axit uric trong
huyét thanh duoc giam khoang 70% so véi gi tri ban dau & 6 gio, 12 gio, 18 gio, 24 gio,
30 gio, 36 gio, 42 gio, 48 gio, 54 gio, 60 gio, 72 gio, 84 gid, 96 gio, 108 gid, hodc 120
gio sau khi ding axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Theo mét s§ phuong 4n vé phuong phap lam giam ham lwgng axit uric trong huyét

thanh, ham luong axit uric trong huyét thanh dwgc giam it nhét 0,5mg/dL 24 gi¢ sau khi
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ding khoing Img axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
mietylpropanoic. Theo mét s6 phuong 4n vé& phuong phéap 1am giam ham lrong axit uric
trong huyét thanh, ham lugng axit uric trong huyét thanh duoc giam it nhét 0,5mg/dL 48
gio sau khi ding khoang 1mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic. Theo mét sé phwong an vé phuong phap lam giam ham lwong axit uric
trong huyét thanh, him lwong axit uric trong huyét thanh dugc giam it nhét 0,5mg/dL 72
gid sau khi ding khoang 1mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic. Theo mét s6 phwong 4n v& phuong phéap lam giam ham lwong axit uric
trong huyét thanh, ham lwgng axit uric trong huyét thanh dwoc giam it nhat 1 mg/dL 24
gio sau khi ding khoang 1mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic. Theo mét s phuong 4n vé phuong phap lam giam ham luwong axit uric
trong huyét thanh, ham Iuwong axit uric trong huyét thanh dugc giam it nhit 1 mg/dL 48
gio sau khi dung khoang 1mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
ineiylpropanoic. Theo mét s6 phuong 4n vé phuong phap lam giam ham lugng axit uric
trong huyét thanh, ham lugng axit uric trong huyét thanh dugc giam it nhat 1 mg/dL 72
gio sau khi ding khoang 1mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-

metylpropanoic.

Theo mot sé phwong 4n vé phuwong phap lam giam ham lwong axit uric trong huyét
thanh, ham lugng axit uric trong huyét thanh dwgc giam it nhét 0,5mg/dL 24 gio sau khi
dung khoang 2mg axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl thio)-2-metylpropanoic.
Theo mdt sé phuong an vé phuong phap lam giam ham luong axit uric trong huyét thanh,
ham luong axit uric trong huyét thanh dugc giam it nhéat 0,5mg/dL 48 gio sau khi dung
khoang 2mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.
Theo mdt sé phuong an vé phuong phap lam giam ham luong axit uric trong huyét thanh,
ham luong axit uric trong huyét thanh dwoc giam it nhét 0,5mg/dL 72 gid sau khi dung
khoang 2mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Theo mét s6 phuong 4n vé phwong phap lam giam ham luong axit uric trong huyét thanh,
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ham lwong axit uric trong huyét thanh dugc giam it nhit 1mg/dL 24 gid sau khi dung
khoang 2mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.
Theo mdt s6 phwong 4n v& phuong phap 1am giam ham lugng axit uric trong huyét thanh,
ham lwong axit uric trong huyét thanh dugc giam it nhét 1 mg/dL 48 gio sau khi dung
khoang 2mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.
Theo mdt s phuong 4n vé phuong phap 1am giam ham lwgng axit uric trong huyét thanh,
ham lugng axit uric trong huyét thanh dwgc giam it nhét 1 mg/dL 72 gid sau khi dung
khoang 2mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Theo mdt s6 phwong 4n vé& phuong phap 1am giam ham lwgng axit uric trong huyét
thanh, ham luong axit uric trong huyét thanh dugc giam it nhit 1 mg/dL 24 gio sau khi
dung khoang 5mg axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl thio)-2-metylpropanoic.
Theo mét s6 phwong an vé phuong phap 1am giam ham lwong axit uric trong huyét thanh,
ham lugng axit uric trong huyét thanh dwgc giam it nhét 1 mg/dL 48 gid sau khi dung
khoang 5mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.
Theo mét s6 phwong an vé phuong phap lam giam ham lwong axit uric trong huyét thanh,
ham lugng axit uric trong huyét thanh duge giam it nhat 1 mg/dL 72 gio sau khi dung
khoang 5mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Theo mét s6 phwong 4n vé phuong phap 1am giam ham lugng axit uric trong huyét
thanh, ham lugng axit uric trong huyét thanh dugc giam it nhét 1 mg/dL 24 gid sau khi
ding khoang 20mg axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl  thio)-2-
metylpropanoic. Theo mét sé phwong 4n v& phuong phap lam giam ham lugng axit uric
trong huyét thanh, ham lugng axit uric trong huyét thanh dugc giam it nhét 1 mg/dL 48
gio sau khi dung khoang 20mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic. Theo mét sé phwong 4n vé phuong phap 1am giam ham lugng axit uric
trong huyét thanh, ham lugng axit uric trong huyét thanh dugc giam it nhét 1 mg/dL 72
gio sau khi dung khoang 20mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-

metylpropanoic.
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Theo mot s6 phwong 4n vé phuong phap 1am giam ham lwong axit uric trong huyét
thanh, ham lwong axit uric trong huyét thanh dugc giam it nhit 2 mg/dL 24 gid sau khi
ding khoang 40mg axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl  thio)-2-
metylpropanoic. Theo mét s phuong 4n vé phwong phap 1am giam ham lwong axit uric
trong huyét thanh, ham lugng axit uric trong huyét thanh dugc giam it nhét 2 mg/dL 48
gid sau khi ding khoang 40mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic. Theo mét s6 phuong 4n vé phuong phap 1am giam ham lugng axit uric
trong huyét thanh, ham lugng axit uric trong huyét thanh dugc giam it nhit 1 mg/dL 72

“gidr'sau khi dung khoang 40mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-

metylpropanoic.

Theo mdt sé phuong an vé& phwong phap lam giam ham luong axit uric trong huyét
thanh, ham lwong axit uric trong huyét thanh dwgc gidm it nhat 5% so véi gia tri ban dau
24 gid sau khi ding khoang 1mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic. Theo mdt s phuwong 4n vé phuong phap 1am giam ham luong axit uric
trong huyét thanh, ham luwgng axit uric trong huyét thanh dugc giam it nhét 10% so véi
gi4 tri ban ddu 48 gid sau khi dung khoang lmg axit 2-((3-(4-xyanonaphtalen-1-yl)
pyridin-4-yl thio)-2-metylpropanoic. Theo mot s6 phuong 4n vé phuong phap lam giam
ham luong axit uric trong huyét thanh, ham lugng axit uric trong huyét thanh dugc giam
it nhit 15% so v6i gid tri ban diu 48 gid sau khi dung khoang lmg axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Theo mdt s& phuwong 4n vé phuong phap lam giam ham lwong axit uric trong huyét
thanh, ham luong axit uric trong huyét thanh duoc giam it nhat 8% so véi gid tri ban dau
24 gid sau khi ding khoang 2mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic. Theo mdt sé phuong an vé phuong phap 1am giam ham luong axit uric
trong huyét thanh, ham lugng axit uric trong huyét thanh duoc giam it nhét 10% so véi
gi4 tri ban dAu 24 gid sau khi dung khoang 2mg axit 2-((3-(4-xyanonaphtalen-1-yl)
pyridin-4-yl thio)-2-metylpropanoic. Theo mot s6 phuong 4n vé phuong phap lam giam
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ham lugng axit uric trong huyét thanh, ham lugng axit uric trong huyét thanh duge giam
it nhat 15% so v&i gia tri ban dau 24 gid sau khi dung khoang 2mg axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot s6 phwong 4n vé
phuong phap lam giam ham luong axit uric trong huyét thanh, ham luong axit uric trong
huyét thanh dwoc giam it nhat 10% so véi gié tri ban diu 48 gio sau khi ding khoang
2mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic. Theo mot
‘sﬂck)vnf)huorng 4n vé& phuong phap 1am giam ham luwong axit uric trong huyét thanh, ham
lwong axit uric trong huyét thanh duge giam it nht 15% so véi gié tri ban du 48 gid sau
khi ding khoang 2mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic. Theo mot s§ phuong an vé phuong phap lam giam ham luwong axit uric
trong huyét thanh, ham lugng axit uric trong huyét thanh duoc giam it nhét 15% so véi
gi4 tri ban ddu 72 gid sau khi dung khoang 2mg axit 2-((3-(4-xyanonaphtalen-1-yl)
pyridin-4-y1 thio)-2-metylpropanoic.

Theo mét sé phuong an vé phuong phép lam giam ham lugng axit uric trong huyét
thanh, ham lwong axit uric trong huyét thanh duge giam it nhét 20% so v&i gié tri ban diu
24 gid sau khi dung khoang Smg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic. Theo mét s6 phuong an vé phuong phap 1am giam ham lwong axit uric
trong huyét thanh, ham luong axit uric trong huyét thanh duoc giam it nhét 20% so vé&i
gia tri ban ddu 48 gid sau khi dung khoang 5mg axit 2-((3-(4-xyanonaphtalen-1-yl)
pyridin-4-yl thio)-2-metylpropanoic. Theo mot s6 phwong 4n vé phuong phap lam giam
ham luong axit uric trong huyét thanh, ham lugng axit uric trong huyét thanh duoc giam
it nhit 10% so véi gia tri ban ddu 72 gid sau khi dung khoang 5mg axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Theo mdt s6 phwong 4n vé phwong phap lam giam ham luong axit uric trong huyét
thanh, ham lwong axit uric trong huyét thanh dugc giam it nhét 40% so véi gid tri ban dau
24 gid sau khi ding khoang 20mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-

2-metylpropanoic. Theo mgt s& phuong 4n vé phuong phap 1am giam ham luong axit uric
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trong huyét thanh, ham lugng axit uric trong huyét thanh dugc giéfn it nhat 30% so véi
gia tri ban diu 48 gid sau khi dung khoang 20mg axit 2-((3-(4-xyanonaphtalen-1-yl)
pyridin-4-yl thio)-2-metylpropanoic. Theo mét s§ phuong an vé phuong phap 1am giam
ham lﬁc_mg axit uric trong huyét thanh, hAm lugng axit uric trong huyét thanh dugc giam
it nhit 20% so v6i gid tri ban dau 72 gid sau khi ding khoang 20mg axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Theo mot sb phwong 4n vé phuong phap lam giam ham lugng axit uric trong huyét
thanh, ham lugng axit uric trong huyét thanh dugc giam it nhét 50% so véi gia tri ban dau
after viéc ding khoang 40mg axit 2-((3-(4-xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-
metylpropanoic. Theo mét s6 phuong dn vé phuong phap lam giam ham lwong axit uric
trong huyét thanh, ham lugng axit uric trong huyét thanh dugc giam it nhét 40% so véi
gia tri ban diu 48 gid sau khi dung khoang 40mg axit 2-((3-(4-xyanonaphtalen-1-yl)
pyridin-4-yl1 thio)-2-metylpropanoic. Theo mot s6 phuong 4n vé& phwong phap lam giam
ham lwong axit uric trong huyét thanh, ham lugng axit uric trong huyét thanh dugc giam
it nhat 20% so v6i gia tri ban dau 72 gio sau khi dung khoang 40mg axit 2-((3-(4-
xyanonaphtalen-1-yl) pyridin-4-yl thio)-2-metylpropanoic.

Kit

Hop chét, dwoc phim va phuong phap dwgc md ta trong ban mo ta sang ché nay
d& xuAt kit dé diéu tri rdi loan, nhur kit dugc md ta trong ban mé ta sang ché nay. Cac kit
nay bao gdm hop chét, cac hop chit hoic duge phim duoc mo ta trong ban mo ta sang
ché ndy trong vét chira va, tuy ¥, cac chi din cho biét viéc st dung kit theo cac phuong
phép va cac phuong thirc khic nhau duge md ta trong ban mo ta sang ché nay. Cac kit
nay ciing c6 thé bao gdm céc thong tin, nhw cac tham chiéu tai liéu khoa hoc, tai liéu 1ong
vao goi, cac két qua thir 1am sang va/hodc ban tdng két clia ching va twong ty, ma cho
biét hodc thiét 1ap cac hoat tinh va/hodc thudn loi cua duge phim vi/hoic ma mb ta viéc

phén lidu, viéc ding, tic dung phy, twong tac dugc chét hoic cac thong tin khac hitu ich
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cho ngudi chim séc sirc khoé. Cac thong tin nay c6 thé duge dya trén cac két qua cua cac
nghién ctru khéc nhau, vi du, cic nghién ctru bing cach sir dung cac dong vét thir nghiém
bao ,gém cac mo hinh in vivo va cac nghién clru dya trén cc thir nghiém 14m sang cua
ngudi. Kit dwoc mé ta trong ban mé ta sang ché nay co thé dwgc d& xuat, duge ban trén
thi truong va/hodc dugc ban cho ngudi chdm soc ste khoe, bao gdm bac sy, y ta, dugc
sy, nguoi bao ché va twong tw. Kit cling ¢6 thé, theo mdt sé phuong an, dugc ban mot

cach truc tiép cho ngudi tiéu dung.

Axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic  ¢0 thé
duge st dung dé chin doan va lam cac thubc thir nghién clu. Vi du, axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic don lé hodc trong: t6 hop voi
cac hop chét khac, co thé dugc st dung lam cdng cu trong cac phan tich khac nhau
va/hoic td hop dé giai thich mAu biéu hién cua gen dugce biéu hién trong t& bao va md.
Déi v&i mét vi du khong han ché, cac miu biéu hién trong t& bao hoic mé dugc didu tri
bing mdt hoic nhiéu hop chét duoc so véi vide kiém soat té bao hodic md khong dwoc
‘diéu tri bang cac hop chit va cic miu dugc tao ra duge phén tich d5i v6i cac mic biéu
hién gen khac nhau nhu ching lién quan dén, vi du, dén su két hop bénh, con duong
truyén tin hiéu, sy dinh vi t& bao, mirc bidu hién, kich c&, cau trac hoic chic ning cua
gen dugc thir nghiém. Sy phan tich nay c6 thé duge thyc hién trén té bao duge kich thich
hodic khéng duge kich thich va véi sy ¢6 mit hodc khong c6 mit cua cac hop chét khac

ma tac dong dén mau bicu hién.

Bén canh viéc hitu ich d6i véi viéc didu tri cho nguoi, axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic va dugc phim chira ching, cd
thé 13 hiru ich dbi v&i viée diéu tri trong th y clia céc dong vat bau ban, dong vat ngoai
lai va cac dong vat trang trai, bao gbém ddng vat cb v, loai gam nhim va twong tu. Cac

dong vat dugc ru tién hon bao gom ngua, ché va meo.
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Vi du thwe hién sang ché

Cac vi du va cach diéu ché duoc md ta dudi day con minh hoa va lam vi du sang
ché. Pham vi cta sang ché 1a khong bi gidi han theo cach bat ky boi pham vi cua cac vi

duy sau day.
Vi du 1: Diéu ché axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic

Axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic dugc tao
ra nhu dwoc méd ta trong don yéu ciu cip patent tam thoi My s6 61/355,491 va
PCT/US11/40585 va nhu duge mo ta dudi day.

Buoc A

- Khudy hén hop gébm 3-bromo-4-clopyridin (10,0g, 52mmol) va natri sulfua
(12,2g, 156mmol) trong DMF (100mL) ¢ 130°C trong 2 gi¢. Lam ngudi hdn hop trong
bé nudc d4 va thém nho giot nude HCI (6N, 45mL) vao kém khudy manh. Co dic bot
nhio mau vang thu dugc bing cach st dung su bay hoi kiéu quay trén bé nudc (80°C)
dén kho. Chiét chit rin mau vang thu duoc bing metanol (4x50mL), va phén chiét gom

lai duge cb dic dé thu dugc chit rin mau vang (9,5g, 96%).
Buoc B

Khuiy hén hop gdm 3-bromopyridin-4-thiol (budc A, 4,75g, 25mmol), etyl 2-
bromoisobutyrat (9,75g, 50mmol), va natri cacbonat (7,95g, 75mmol) trong DMF
(50mL) & 60°C trong 1 gio. Phan bd hdn hop phan ung gitra nude (100mL) va etyl axetat
(100mL). Rira 16p hitu co bang nude (2x100mL) va natri clorua bao hoa (100mL). Chiét
lai cAc phan rira trong nude bing etyl axetat (2x100mL). Lam khé céc 16p hiru co gom lai
trén natri sulfat, c6 dic va tinh ché bing sic ky pha thuong (tr 0 dn 25% etyl axetat
trong hexan gradient) dé thu duoc etyl 2-(3-bromopyridin-4-ylthio)-2-metylpropanoat &
dang chit rdn mau vang nhat (6,6g, 88%).
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Buéc C

Thém dung dich chira etyl 2-(3-bromopyridin-4-ylthio)-2-metylpropanoat trong
THF, axetonitril va natri cacbonat vao hdn hgp gdm axit (4-xyanonaphtalen-1-yl) boronic
va Pd(dppf)Clo. Loai khi hdn hop thu dugc béng cach suc nito trong 1 phit va gia nhiét
dén 150°C trong 30 phit trong diéu kién chiéu xa vi séng. Nap hdn hop vao hdp loc
ISCO va rtra giai bing gradient tir 0 dén 100% etyl axetat trong hexan trén c6t ISCO dé
thu duoc etyl 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoat.

BuocD

Thém metanol va natri hydroxit vao etyl 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-
y1)thio)-2-metylpropanoat va khudy & nhiét 9 mdi truong trong 2 gio. Lam giam thé tich
bing cach bay hoi kiéu quay. Thém HCI (dung dich nudc 6N) vao phén con lai kém theo
khudy cho dén khi d6 pH=6, d4n dn sy hinh thanh chét két tha mau tring, ma dugc tach
bing cach loc. Rira chat rdn bang nude, lam kho bang khong khi va lam khd trong chan
khong (P20s) qua dém dé thu duoc axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-

2-metylpropanoic.

'H NMR (400 MHz, DMSO-ds) 8 ppm 13,22 (bs, 1H), 8,61 (s, 1H), 8,34-8,39 (m, 2H),
8,02 (dd, J = 7,2, 7,2 Hz, 1H), 7,74-7,79 (m, 2H), 7,60 (dd, J = 7,6, 7,6 Hz, 1H), 7,44-
7,53 (m, 2H), 1,61 (s, 3H), 1,54 (s, 3H).

MS (m/z), M+1, 349,14
Vi du 2: Panh gia bang thir nghiém mo hinh URATI

Nhan gidng té bao than phéi clia ngudi HEK293 (ATCC# CRL-1573) trong mdi
truong nudi ciy mé EMEM nhu duge md ta boi ATCC trong khi quyén goém 5% CO2 va
95% khong khi. Tién hanh chuyén nhidm té bao HEK293 véi céu triic URATI kiéu miu
bing cach st dung tac nhan chuyén nhi€m L2000 (Invitrogen) nhu dugc md ta boi nha
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san xudt. Sau 24 gid, tach t& bao da chuyén nhiém vao cac dia nudi cdy md 10cm va duoc
cho phat trién trong 1 ngay sau d6 thay thé méi trudng bang mdi trudng sinh trudng sach
chira G418 (Gibco) & ndng @ cudi ciing 0,5mg/ml. Chon loc cac khuén lac khang duoc
chét sau khoang 8 ngady va sau d6 thtr nghiém hoat tinh van chuyén axit C. Pua cac té
bao kiéu miu HEK293/ URAT]1 1én cac dia 96 giéng dugc phu Poly-D-Lysin ¢ mét do
125.000 t& bao/giéng.

Té bao dugc phat trién qua dém (tir 20 dén 26 gid) & 37°C trong thiét bi u. Cac dia
dugc dé & nhiét do trong phong va rira mdi truong biang mot 1an rira 250l dung dich dém
rea (125mM Na Gluconat, 10mM Hepes d6 pH=7,3). Thém axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic hodc ta dwgc long vao dung
dich dém thir nghiém véi axit uric C d5i v6i ndng do cudi cung 125pM axit uric voi
hoat tinh dic hiéu 54 mCi/mmol. Dung dich dém thir nghiém 1a 125mM Natri Gluconat,
4,8mM kali Gluconat, 1,2mM Kali phosphat, bazo don, 1,2mM magie sulfat, 1,3mM Ca
Gluconat, 5,6mM Glucoza, 25mM HEPES, d¢ pH=7,3. U cac dia & nhiét d6 trong phong
trong 10 phut sau d6 rira 3 14n bang 50ul dung dich dém rira va 3 lan bang 250pl dung
dich d@ém rira. Chét 16ng nhép nhiy Microscint 20 duge bd sung vao va 1 cac dia qua dém
& nhiét d§ trong phong dé lam can bing. Sau d6, doc cac dia trén thiét bi doc dia
TopCount va gia tri EC50 duoc sinh ra. (Xem 4n phAdm: Enomoto et al, Nature, 2002,
417, 447-451 va Anzai et al, J. Biol. Chem., 2004, 279, 45942-45950.)

Axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic dugc thu
nghiém theo phuong phap dugc md ta trén day dbi v&i md hinh URAT-1. Axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic c¢6 gia tri ECso < 0,05uM.

Vi du 3: Thir nghiém 1am sang pha I lidu don 1¢

Axit 2-((3-(4-Xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic duge

nghién ciru theo thir nghiém 1am sang dugc mo ta dudi day.
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Nghién ciru

Nghién ciru dbi ching gia duge, pha 1, ngiu nhién, mu kép dé danh gia d6 an
toan, d6 dung nap, dugc dong hoc va tac dyng cua thirc an so bd cua cac liéu don 1¢ cia

chét trc ché URAT1 & ngudi tw nguyén nam gidi truong thanh khoé manh.
Cac muc dich

Dé danh gia do an toan, tinh dung nap, dugc dong hoc va tac dung ting axit uric
niéu sau khi diing qua dudng miéng nhu cac lidu don 1¢ clia duge phdm dang vién nén va

tac dung cua thirc &n doi v&i mure sinh kha dung.

K& hoach nghién ctru/thiét ké nghién ctru
Céc dbi tugng nhén lidu qua duong miéng clia hoat chit hodc gid duge don I¢, &
cac lidu sau day:
e Nhom 1: 2mg (& trang thai do6i);
e Nhom 2: 5mg (¢ trang théi do6i);
e Nhém 3: 5mg (cho in);
e Nhém 4: 20mg (6 trang thai d6i) [dung lidu du phong];
e Nhom 5: 20mg (cho an);
e Nhom 6: 40mg (& trang thai doi)

Chi tiét nghién ctru
Cac dbi twong

48 chc d6i twong trong 6 nhom lidu, 8 cac d6i twgng/nhom, duge chia ngAu nhién
theo ty 18 3:1 d& sir dung hoat chit (6/nhdm) hodc gia dwgc (2/nhom). Tét ca quy trinh
nghién ciru 14 twong tur ma khong can xét dén lidu c6 hay khong d6i twong st dung hoat

chét hodc gia dugc. Tong khoang thoi gian tham gia cua d6i twong, bao gdm thdi gian

sang loc, 13 khoang tir 2 dén 4 tudn va téng thé tich mau duoc gom tir mdi déi twong
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trong toan bd nghién ciru <500mL, (thudng it hon duge gom trong thoi gian cho mau cia

nguoi ty nguyén).
Viéc dung thube cua nghién ciru

5mg va 20mg, hoat chit va gia dugc, vién nén dugc dong goi trong 35 chai dém
HDPE, dugc luu trit & nhiét d6 trong phong c6 kiém soat (tir 15 dén 30°C). Vién nén gia
duge duge thiét k& dé 1Am hop vién nén hoat tinh — kich ¢&, dang, vi va mau sic gidng
nhau va chita céc ta dugc gibng nhau. 2mg dugc ding liéu nhu dung dich qua duong

miéng.
Cac tiéu chuan tham gia
Cac tiéu chuan bao gom:

Ngudi trudng thanh nam giéi khoé manh, tudi tir 18 dén 45, véi thé trong >50kg
va BMI tir 18 dén 30kg/m>.

T4t ca céc tham sb phong thi nghiém (hoa hoc, huyét hoc, xét nghiém nude tiéu)

trong cac gi6i han thong thuong; SUA >5mg/dL.

Céc d6i twong khong méc bénh dang ké v& mat 14m sang va c6 sy kham strc khoé
binh thuong, bao gdm huyét ap théng thuong (90-140/50-90mmHg), nhip tim (50-
100bpm), nhiét d6 co thé (35,0-37,5°C) va nhip tho (8-20bpm), va khéng co su bét

thuong vé dién tim dd.

Caéc tiéu chuin ngoai tru:

Bi 6m bAt ky trong 1 tudn dung liéu hoic HIV, Hep B hodc Hep C duong tinh.
Lich st s6i than, cac bét thuong chuyén hoa dang ké, huyét hoc, phdi, tim mach,
da day-rudt, than kinh, gan, than, niéu, 16i loan thin kinh, cac bat thuong vé tim hoic

phAu thuat chinh trong 3 thang qua.
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Su cho méau hodc huyét twong hosc nhan lidu phap diu trj nghién ctru trong 3
thang trudc.

Viéc didu tri duge chét bit ky, bao gdm thudc dugc ké don/OTC hodc duge phdm
thao dugc, trong 14 ngay trudc.

Lich str nghién dugc chét, st dung rugu qua mirc, nghién cafein nang, st dung cac
san phdm thubc 14 trong 30 ngay trude va/hodc tir chdi bo thude 14, rugu, cafein trong
thoi gian nghién cuu.

Tréanh tap thé duc vit va trong thoi gian nghién clru.

Cac d6i twong méc di tmg hodc d6 nhay qua mitc véi thanh phan bat ky trong cac

.san phain nghién ciru.
Tom tat nghién ctru hoat tinh/18p lich cac sy kién

FIG.1A th& hién theo so dd cua lich trinh cac su kién.
Thiam kham sang loc: Ngay tir -21 dén -3

Sau khi cé duge sy chip thuin duoc thong bao bang vin ban, cac d6i teong duoc
sang loc dé xac nhén tinh thich hop nghién ctru.
Trudc diéu tri: Ngéy tir -2 dén -1

Cac dbi twong duge ty nhan déi véi CRU khoang 48 gio trude khi dung liu va
con lai & trung tim cho dén khi tit ca cac danh gia nghién ctu két thuc, véi bira an duge
tiéu chudn hoa co tac dung & thoi gian thich hop.

Tiép theo duge thyc hién vao Ngay -1 bt ddu 24 gio trude dung lidu:

Nudec tiéu (tdng sb) duge gom trong cac khoang thdi gian sau day: tur -24 dén -18,
1 -18 dén -12, tir -12 dén 0 gid;

Cac miu huyét thanh duoc gom o -24, -18 va -12 gio.
Thoi gian didu tri: Ngay tir 1 dén 4

Tiép theo dugc thuc hién trong thoi gian xur ly:

Céc déi tuong duoc dung lidu vao budi sang ctia Ngay 1 v6i khoang 240mL nudce

0 nhiét do trong phong.
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O trang thai doi: cac dbi tugng duge cho dung lidu sau khi & trang thai d6i qua dém >10
gi® va con lai duge ¢ trang théi doi cho dén >4 gio sau dung lidu.
Cho #n: cac dbi twong & trang thai d6i qua dém trong >10 gio, sua d6 dugc dung lidu 30
phit sau khi két thic bita an sang chat béo vira phai tiéu chuan (khong c6 xi-rd ngd
fructoza & murc cao).

Céac mAu huyét trong duge gom 6:

-0,5 (trudc dung lidu);

0,25,0,5,0,75,1,1,5,2,2,5,3,4,5,6, 8, 10, 12, 24, 30, 36, 48, 54, 60, va 72 gio
(sau dung liéu)

MAu huyét twong bd sung (20mL) & 4 gid sau dung lidu (thtr nghiém chuyén
hoa)

Chc mAu nudc tidu (tdng s8) duoc gom trong cac khoang thoi gian sau ddy:
tir 0 dén 6, tr 6 dén 12, tir 12 dén 24, tir 24 dén 36, tir 36 dén 48, tir 48 dén 60, va tir 60
dén 72 gio sau dung liéu.

Cac mau huyét thanh duoc gom o:

0 gio (trong 30 phat dung lidu), 6, 12, 24, 30, 36, 48, 54, 60 va 72 gio sau dung
lidu.

Céac miu PD dugc 1am dong lanh (-20°C) va dugc luu trir; tht ca cac miu tir ddi

tuong da néu dwoc thir nghiém trong thir nghiém phan tich don le.
Két thic nghién ctru
Cac dbi twong con lai ¢ vi tri nghién ciru cho dén khi tit ca cac miu duoc lap lich

dugc gom lai cho dén budi sang ciia Ngay 4. Khi két thic tat ca cac quy trinh va danh gia

c6 lién quan dén nghién ctru, cac doi twong cho ve.

Cac dbi twong cho trd lai vi tri nghién ctru d6i v6i su thim kham tiép theo vao
Ngay 8+1, @& kham bénh, cac du hiéu cin cho sy séng, ECG, thir nghiém d6 an toan

phong thi nghiém, AE va cac thude kém theo.
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Céc su kién bét loi, cac su kién bét 1o trAm trong va loai bo ra khoi thir nghiém

Su kién bét loi (AE) 14 truong hop y khoa bat lgi bat ky két hop voi viée sir dung
duoc chét, liéu c6 hay khong duge chat duge xét dén c6 lién quan. Cac sy kién bt lgi

dwoc kiém tra mét cach lién tuc trong sudt qué trinh nghién ctru.

Tinh nghiém trong ctia AE s& dugc nhan dang nhu nhe, vira phai, 6n hoa, nguy
kich hodc hiém nghéo. Mbi quan hé cia AE véi viéc ding thude nghién ciru s& dugc

nhén dang nhu khong lién quan, dudng nhu khong xay ra hodc co thé co.

Sy kién bét loi nghiém trong (SAE) 12 AE bAt ky ma din dén: sy chét, AE hiém
nghéo, ndm vién, sy tan tat/su bat luc kéo dai hodc dang ké hoic su pha v& dang ké kha
niing thyc hién chitc ndng cudc séng théng thudng hoic dj tat bam sinh/khiém khuyét khi
sinh.

Déi twong c6 thé bi rat khoi nghién ctu vi vi pham dao dic, AE nguy kich, sy
thay déi dang ké v& mit 14m sang vé& tham s phong thi nghiém hozc khi d6i tugng yéu

cau. Cac d6i tugng bi rat khoi nghién ciru sau khi dung lidu khong dugc thay thé.
Danh gia két qua

Duoc dong hoc (PK), Dugc lyc hoe (PD) va cac sy kién an toan va bt loi duoc
danh gia. TAt ca cac dbi tugng duge dung lidu ma c6 dit liéu PK danh gia dugc ciu thinh
quin thé PK. T4t ca cac cac dbi twgng cu thanh quin thé an toan. TAt ca thoi diém lay

m3u tinh ti lac bit dAu ding liéu (d6i twong ding vién nén tht nhit).
Vi du 4A: Chc két qua thir nghiém 14m sang lidu don 1é d6i véi Nhom 1.

Axit  2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic  dugc

nghién ciru theo thir nghiém 14m sang dugc mo ta trong Vi du 3.

Céc két qua dbi voi tam déi tuong trong nhom 1 (2mg, & trang thai doi) dwoc thé
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hién duéi day. Cac dbi twong 1 va 2 sir dung gia dwgc; cac dbi tuong tir 3 dén 8 sir dung

hoat chit.

Céc ndng d6 sUA tuyét dbi (mg/dL) tir 0 dén 72 gid sau dung lidu duge thé hién trong
bang dudi day va duge thé hién & dang biéu dd trong FIG.2A.

o Nong d6 sUA tuyét d6i (mg/dL)
) Dbi twong s6 Trung binh Trung binh
glan
1 | 2 |3 | 4|5 |6 |7 | g |Ciddwe) GF

0 81 | 60 | 74 | 73 | 66 | 63 | 62 | 5,1 7,1 6,5
6 85 | 62 | 66 | 66 | 60 | 59 | 51 | 47 7,4 5,8
12 80 | 58 | 64 | 63 |56 | 55|49 | 42 6,9 5,5
24 80 | 62 | 68 | 64 |59 |62 |57 |47 7,1 6,0
30 77 1 57 65|63 |56 | 575343 6,7 5,6
6 72 | 55 6361|5253 48|40 6,4 53
48 74 | 55 | 68 | 64 ] 54|58 | 51|43 6,5 5,6
54 6,7 | 50 | 65|59 | 51|52 48 | 40 5,9 53
60 65 | 49 | 66 | 59 |50 | 49 | 46 | 3,8 5,7 5,1
72 69 | 53 | 65| 6,1 |53 |58 | 50|42 6,1 5,5

% thay dbi SUA (so v&i gia tri ban dau) tir 0 dén 72 gid sau dung lidu duoc thé hién trong
bang dudi dy va dugc thé hién & dang biéu dd trong FIG.2B.
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Thoi % tl,lay d6i sUA (so v6i gia tri ban dau)
) Déi tuong sb Trung binh Trung binh|
gian

1 | 2|3 | 45|67 | 8 |Gladwoe (38
0 0 0 0 0 0 0 0 0 0 0
6 6,5 | 2,8 |-30,4-475 |-35,5|-37,8|-38,2 | -33,3 4,1 -10,2
12 0 0 |-44,6 |-52,5|-48,4|-44,6|-43,4 | -42,3 -2,3 -15,6
24 8,1 | 42 |-41,1|-44,1|-43,5/-40,5|-43,4 | -46,2 1,1 -8,1
30 3,2 | -5,6 |-46,4 |-52,5 |-43,5|-44,6|-44,7 | -52,6 -5,0 -13,5
36 -8,1 | -9,9 |-48,2|-52,5|-45,2|-45,9|-46,1 | -52,6 -9,7 -18,8
48 -6,5 | -7 |-32,1|-42,4-38,7|-36,5|-35,5|-48,7 -8,5 -13,3
54 -1,6 |-14,1|-33,9 |-45,8 |-37,1| -27 |-32,9 |-48,7| -17,0 -19,3
60 -8,1 |-18,3|-35,7|-45,8|-35,5]-29,7|-32,9 | -46,2| -19,1 -21,3
72 3,2 |-11,3]-23,2|-30,5|-16,1|-14,9|-15,8 | -28,2| -13,3 -15,5

Vi du 4B: Céc két qua thir nghiém 14m sang lidu don 1é dbi vi Nhom 2

Axit  2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic  dugc

nghién ciru theo thir nghiém 1am sang dugc mé ta trong Vi du 3.

Céc két qua dbi voi tam dbi twong trong nhom 2 (5mg, & trang thai d6i) duoc thé
hién duéi day. Cac dbi tugng 1 va 2 sir dung gia dugc; cac d6i twong tir 3 dén 8 str dung

hoat chét.

Nong d6 sUA tuyét dbi (mg/dL) tr 0 dén 72 gio sau khi dung lidu dugce thé hién trong
bang duéi day. |
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Nong d6 sUA tuyét d6i (mg/dL)
Péi twon Trun
Thoi e &
_ binh Trung binh
glan .
1 1213|4567 8| Ca (3-8)
duoc
0 6054747216361 |61][59]| 57 6,5
6 62 55156625453 |44|46 ]| 59 53
1i2 59 1511471605153 |38|40] 55 4,8
24 62| 5455645661 |45/[49 | 5.8 55
30 5715915216052 ]56139]42| 58 5,0
36 53153[50(55|54]52|36/|40]| 53 4,8
48 541595464157 |54|42 |47 57 53
54 505751595351 |41 42| 54 5,0
60 48 149 535650484142 | 49 4,8
72 50515861 |55[53|45/|45] 5.1 53

% thay déi sUA (so véi gid tr ban dAu) tir 0 dén72 gi¢ sau khi ding lidu dugc thé hién

trong bang dudi day.
o % giam sUA (so v6i gia tri ban dau)
Déi trong Trung
Thoi Trung
binh
gian | Gia binh
ia
1 2 3 4 5 6 7 8 (3-8)
duoc
0 0 0 0 0 0 0 0 0 0 0
6 3,3 1,9 |-243 | -13,9 |-14,3 | -13,1 | -27,9 | -22,0 | 2,6 -19.3
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12 -1,7 | -5,6 | -36,5 | -16,7 |-19,0| -13,1 | -37,7 | -32,2 | -3,7 -25,9

24 3,3 10,0 |-257|-11,1 |-11,1| 0,0 | -26,2 | -16,9 1,7 -15,2
30 50193 1|-29,7|-16,7 |-17,5| -8,2 | -36,1 | -28,8 | 2,2 -22,8
36 |-11,7|-1,9| -32,4 | 23,6 |-14,3| -14,8 | -41,0 | -32,2 | -6,8 -26,4
48 |-10,0| 9,3 | -27,0 | -11,1 | -9,5 | -11,5 | -31,1 | -20,3 | -0,4 -18,4
54 "-16,7 5,6 | -31,1 | -18,1 |-15,9| -16,4 | -32,8 | -28,8 | -5,6 -23,9

60 |-20,0|-9,3 | -28,4 | -22,2 |-20,6 | -21,3 | -32,8 | -28,8 | -14,7 | -25,)7
72 |-16,7|-5,6 | 21,6 | -15,3 |-12,7 | -13,1 | -26,2 | -23,7 | -11,2 -18,8

Vi du 4C: Céc két qua thir nghiém 1am sang lidu don 1é d6i véi Nhém 3

Axit  2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic  dugc

nghién ciru theo thir nghiém 14m sang duge mé ta trong Vi du 3.

Céc két qua dbi voi tam dbi twong trong nhdm 3 (5mg, duge cho an) duoc thé hién
dudi day. Cac ddi tugng 1 va 2 st dung gia dugc; cac d6i twong tr 3 dén 8 sir dung hoat
chét.

Nong d6 sUA tuyét déi (mg/dL) tir 0 dén 72 gid sau khi dung lidu duoc thé hién trong

bang dudi day.
Nong d6 sUA tuyét ddi (mg/dL)
Thoi Déi tuong Trung
Trung binh
gian binh

Gia duoc
1 2 3 4 5 6 7 8 (3-8)

0 62 | 60 | 69 | 66 | 65| 6,0 | 57| 4,0 6,1 6,0
6 59 | 54 | 44 | 45 45 | 44 | 2,8 5,7 4,1
12 54 |51 | 41 | 41 | 46| 45 |44 ] 25 53 4,0
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24 6,2 | 58 | 50 | 51 [52] 55 (53] 3.3 6,0 4,9
30 56 | 53 | 46 | 46 | 47| 51 |47 ] 28 5,5 4,4
36 53 | 5,0 | 43 | 44 |46 | 49 | 45| 26 52 4,2
48 56 | 46 | 47 | 46 |50 46 |49 ] 29 5,1 4,5
54 50 | 50 | 43 | 3,5 |47 3,7 45| 2] 5,0 3,9
60 49 | 46 | 50 | 47 | 45| 48 | 43| 2,6 4,8 4,3
72 54 | 48 | 59 | 54 52| 53 |48 | 3,0 5,1 4,9

% thay dbi SUA (so v6i gia tri ban dAu) tir 0 dé&n 72 gid sau dung liéu dugc thé hién trong

bang dudi day.
% giam sUA (so v&i gié trj ban dau)
Thoi Pdi tugng Trung | Trung
gian binh binh

Gia dugc | (3-8)

0 0 0 0 0 0 0 0 0 0 0

6 -4,8 | -10,0 | -36,2|-31,8 -25,0 | -22,8 |-30,0 -7,4 -29,2
12 | -12,9 | -15,0 |-40,6 |-37,9 |-29,2 | -25,0 | -22,8 |-37,5| ~-14,0 -32,2
24 00 | -3,3 |-27,5(-22,7|-20,0| -83 | -7,0 |-17,5 -1,7 -17,2
30 9,7 |-11,7 |-33,3(-30,3 |-27,7| -15,0 | -17,5 |-30,0 | -10,7 -25,6
36 | -14,5 | -16,7 |-37,7|-33,3|-29,2| -18,3 | -21,1 |-35,0| -15,6 -29,1
48 9,7 | -23,3|-31,9(-30,3 |-23,1| -23,3 | -14,0 |-27,5| -16,5 -25,0
54 | -19,4 | -16,7 |-37,7|-47,0|-27,7| -38,3 | -21,1 |-32,5| -18,1 -34,1
60 | -21,0 | -23,3 |-27,5|-28,8|-30,8 | -20,0 | -24,6 |-35,0| -22,2 -27,8
72 | -12,9 | -20,0 |-14,5|-18,2|-20,0 | -11,7 | -15,8 |-25,0| -16,5 -17,5

sUA tuyét d6i (mg/dL) va % thay i sUA tix 0 dén 72 gid sau khi ding liéu d6i véi cac
Nhoém 2 va 3, duoc thé hién & dang biéu dd trong FIG.3A va 3B, mét cach tuong tng.
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Vi du 4D: Cac két qua thir nghiém 1am sang lidu don 1é d6i v6i Nhom 4

Axit  2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic  dugc

nghién ctru theo thtr nghiém 1am sang trong Vi du 3.

Céc két qua dbi voi tam dbi twong trong nhom 4 (20mg, & trang thai d6i) duoc thé
hién dudi day. Cac d6i twong 1 va 2 sir dung gia duogc; cac ddi twong tir 3 dén 8 sir dung

hoat chit.

Nong do sUA tuyét dbi (mg/dL) tir 0 dén 72 gid sau khi dung lidu duoc thé hién trong

bang dudi day.

. Nong d6 sUA tuyét dbi (mg/dL)

Thoi .
- boi tugng Trung binh | Trung binh
glan .
1 23| 4|5 6|7 |8 | Cladue (3-8)

0 7116278 |76]74]62|59]56 6,7 6,8
6 73166 |52 |47]46]40 3,139 7,0 43
12 71 141454316232 28]3,1 5,6 4,0
24 74167 424344353333 7,1 3,8
30 6,764 37 421413528130 6,6 36
36 6,4 |57 374140342829 6,1 3,5
48 66 | 58 | 40|49 | 4738|3438 6,2 4,1
54 6,1 | 6,1 |40 51]54|39]|32]37 6,1 4,2
60 5815742151 ]52]40]32]3,6 5,8 42
72 63 | 64 |56 |64]63]52]41]43 6,4 53

% thay dbi SUA (so v6i gid tri ban dAu) tir 0 dén 72 gid sau khi ding liéu dugc thé hién

trong bang dudi day.
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% giam sUA (so v6i gié tri ban dau)
Thoi Péi twong Trung | Trung
gian binh binh
L2734 05061 71 8 Giaduwe| (3-8)
0 0 0 0 0 0 0 0 0 0 0

6 2,8 | 6,5 |-33,3|-38,2 |-37,8|-35,5|-47,5| -30,4 4,7 -37,1
12 0,0 [-33,9-42,3| -43,4 |-16,2|-48,4|-52,5| -44,6 | -17,0 -41,2
24 42 | 8,1 |-46,2| -43,4 |-40,5|-43,5|-44,1| 41,1 6,2 -43,1
30 25,6 | 3,2 |-52,6| -44,7 | -44,6 | -43,5|-52,5 | -46,4 -1,2 -47.4
36 | -9,9 | -8,1 |-52,6| -46,1 |-45,9 |-45,2|-52,5 | -48,2 -9,0 -48.,4
48 | -7,0 | -6,5 | -48,7 | -35,5 |-36,5 |-38,7 |-42,4 | -32,1 -6,8 -39,0
54 |-14,1| -1,6 |-48,7|-32,9 |-27,0 |-37,1 | -45,8 | -33,9 -7,9 -37,6
60 |-183 | -8,1 |-46,2|-32,9 [-29,7|-35,5 -45,8|-35,7| -13,2 -37,6
72 | -11,3 | 3,2 |-282|-15,8 |-14,9|-16,1 |-30,5 | -23,2 -4,1 -21,5

Vi dy 4E: Céc két qua thir nghiém 1am sang liéu don 1¢ d6i voi Nhom 5

nghién ciru theo thit nghiém 14m sang dugc mo ta trong Vi du 3.

hién dudi ddy. Cac ddi twong 1 va 2 st dung gia dugc; cac dbi twong tir 3 dén 8 sir dung

Axit

hoat chét.

2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic

Céc két qua d6i voi tam ddi twong trong nhom 5 (20mg, duge cho an) dugce thé

Ndng d6 sUA tuyét d6i (mg/dL) tix 0 dén 72 gio sau khi dung liu duge thé hién trong

bang duoi day.
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Nong d6 sUA tuyét dbi (mg/dL)

Thoi Doi trong Trung | Trung
gian binh binh
Gia duoc | (3-8)

0 6,7 56 | 81 | 7.8 | 76 | 64 | 63 | 6,1 6,2 7,1
6,4 54 | 50 | 42 | 35| 3,6 | 36 | 35 5,9 3,9
12 6,0 51 | 40 | 3,7 | 24 | 25 | 3,0 | 2,8 5,6 3,1
24 7,0 56 | 45 | 46 | 3,1 | 32 | 35 | 338 6,3 3,8
30 6,3 510 | 43 | 42 |33 |30 32| 39 5,7 3,7
36 6,0 | 48 | 41 | 40 | 33 | 3,0 | 3,0 | 3,7 5,4 3,5
48 6,5 51 | 48 | 48 | 47 | 3,7 | 3,6 | 4,7 5,8 4,4
54 6,1 48 | 4,6 | 48 | 47 | 3,7 | 3,6 | 44 5,5 4,3
60 56 | 45 | 45 | 47 | 47 | 35 | 35 | 43 5,1 4,2
72 6,0 | 49 | 53 |55 |56 | 45|42 |50 5,5 5,0

(=)

% thay dbi SUA (so véi gid tri ban dAu) tir 0 dén 72 gid sau khi dung lidu dugc thé hién

trong bang duoi day.

% giam sUA (so v&i gié tri ban dau)

Thoi Déi tuong Trung | Trung
gian binh binh
1 2 3 4 5 6 7 8 | Gia du oc| (3-8)

0 0 0 0 0 0 0 0 0 0 0

6 -4,5 | -3,6 |-38,3|-46,2|-53,9 |-43,8|-42,9-42,6| -4,05 -44,6
12 | -10,4 | -8,9 |-50,6 |-52,6|-68,4 |-60,9 |-52,4|-54,1| -9,65 -56,5
24 4,5 0,0 |-44,4|-41,0(-59,2(-50,0 |-44.4|-37,7| 2,25 -46,1
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30 -6,0 | -8,9 |-46,9 |-46,2 |-56,6 | -53,1 |-49,2|-36,1 | -7,45 -48
36 | -10,4 |-14,3 |-49,4 |-48,7|-56,6 |-53,1 |-52,4-39,3| -124 -49,9
48 - -3,0 | -8,9 |-40,7(-38,5|-38,2|-42,2|-42,9|-23,0| -5,95 -37,6
54 | 9,0 |-14,3|-43,2|-38,5|-38,2|-42,2|-429 -27,9| -11,7 -38,8
60 | -16,4 |-19,6 |-44,4|-39,7|-38,2|-45,3 |-44,4|-29,5 -18 -40,3
72 | -10,4 |-12,5|-34,6 |-29,5|-26,3 |-29,7|-33,3|-18,0 | ~-11,5 -28,6

sUA tuyét dbi (mg/dL) va % thay ddi sUA tix 0 dén 72 gid sau khi dung lidu dbi voi cac
Nhém 4 va 5, duge thé hién & dang biéu dd trong FIG.4A va 4B mdt cach twong ng.

Vi du 4F: Céc két qua thir nghiém 14m sang lidu don 1é dbi v6i Nhom 6

Axit  2~((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic  dugc

nghién ciru theo thir nghiém 14m sang dwgce mé ta trong Vi du 3.

Céc két qua dbi voi tam cac d6i tuong trong nhém 6 (40mg, & trang thai déi) duge
thé hién dudi ddy. Cac doi twong 1 va 2 sir dung gia dugc; cac d6i twong tir 3 dén 8 sir

dung hoat chit.

Nbng d¢ sUA tuyét ddi (mg/dL) tir 0 dén 72 gid sau khi ding liéu dugc thé hién trong
bang dudi day va dugc thd hién & dang biéu dd trong FIG.5A.

Nong d6 sUA tuyét dbi (mg/dL)

Thoi gian Déi tugng s6 Trung binh | Trung binh
1 2|3 4|56 |7 | 8 |Ciddwe] (8

0 69 60|76 |741]68 | 6,1 |59 | 57 6,5 6,6

6 72 | 6,1 |58 |36 |42 28 | 3,0 | 33 6,7 3,8

12 6,7 | 5714523 /32|22 | 1,823 6,2 2,7

24 74 164 |40 |27 (33|27 | 17|25 6,9 2,8

30 1 6,7 | 583512512827 | L5126 6,3 2,6
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36 | 59 | 5431252727 | 15|27 5,7 2,5
48 59 |57 (35]3735] 38 |26 | 3,1 5,8 3,4
54 58 (5313339341 3,7 | 27| 34 5,6 3,4
60 55 149 33|37(35]| 37| 28| 3,6 5,2 3,4
72 6,5 5345 5145|499 | 41 | 46 5,9 4,6

% thay di sUA (so v6i gid tri ban dAu) tir 0 dén 72 gio sau khi ding liéu duoc thé hién
trong bang dudi day va dugc thé hién & dang biéu dd trong FIG.5B.

. % t’hay doi sI,JA (so v6i gia tri ban dau)

_ Doi tuong so Trung binh [Trung binh
T T s a4 s 6] 7] s |Gadoe G
0 0 0 0 o] o [o]o] o 0 0
6 43 | 1,7 |-23,7]-51,4]-38,2]-54,1|-49,2(-42,1 3,0 -43,1
12 | 2,9 | -50 |-40,8-68,9-52,9[-63,9/-69,5(-59,6|  -4,0 -59,3
24 | 72 | 6,7 |-47,4]-63,5]-51,5-55,7|-71,2|-56,1 7,0 -57,6
30 | 2,9 | -3,3 |-53,9|-66,2|-58,8|-55,7(-74,6|-54,4|  -3,1 -60,6
36 | -14,5 | -10,0 |-59,2 |-66,2 | -60,3 |-55,7|-74,6| -52,6 |  -12,3 61,4
48 | -14,5 | -5,0 |-53,9|-50,0|-48,5|-37,7|-55,9|-45,6| -9.8 -48,6
54 | -15,9 | -11,7 |-56,6 | -47,3 | -50,0 |-39,3|-54,2| -40,4 | -13,8 -48,0
60 | -203 | -18,3 |-56,6 | -50,0 | -48,5 |-39,3(-52,5/-36,8 |  -19,3 47,3
72 | 58 | -11,7 |-40,8]-31,1|-33,8]-19,7/-30,5/-19,3| -88 29,2

sUA tuyét dbi va % thay di sUA tir 0 dén 72 gid sau khi dung lidu dbi véi cac Nhom 1,
7, 4 va 6 (2mg, Smg, 20mg va 40mg, tht ca & trang théi d6i) duge thé hién & dang bicu do

trong cac FIG. 6A va 6B, mét cach twong tng.
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Vi du 5: Thtt nghiém l1am sang Pha I liéu don 1é

Axit 2-((3-(4-xyanonaphtélen—1-yl)pyridin—4-yl)thio)—2-metylpr0panoic duoc

nghién ctru theo thir nghiém 1am sang dugc md ta dudi day.
Nghién ctru

Nghién ctru d6i chimg gia dugc pha 1, ngdu nhién, mu kép dé danh gia do an toan,
tinh dung nap, duoc dong hoc va tac dung thirc an so bd cua da lidu tang cta chét wrc ché

URAT]I, & nhitng nguoi tw nguyén nam gidi trudng thanh khoe manh.
Ké hoach nghién ctru/ thiét ké nghién ctru

Céc dbi tuong duge & trang thai d6i nhan liéu qua dudng miéng cua hoat chét hoic

gia duoc, ngay mot 1an, trong 10 ngay, & cac liéu sau day:

e Nhom 7: Img
e Nhom 8: 5mg
e Nhom 9: 10mg

Chi tiét nghién clru
Cac dbi tuong

36 cc déi twong trong 3 nhém dwoc chét, 12 cac dbi tugng/nhom, duge chia ngiu
nhién & ty 18 4:1 @& sir dung hoat chit (9/nhdm) hodc gia dwoc (2/nhom). Tét ca cac quy
trinh nghién ctru 1a nhu nhau ma khéng xét dén liéu c6 hay khong d6i twong st dung hoat
chét hodc gia duoc. Tong sb khoang thdi gian tham gia cua dbi twong, bao gdm thoi gian
sang loc, 1a khoang tir 2 dén 4 tudn va tdng thé tich mau dwoc gom tir mdi dbi tugng
trong toan bd nghién ciru <500mL, (it hon thudng dwoe gom trong khi cho mau cia nguoi tir

nguyen).
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Viéc dung thube nghién ciru

5mg, hoat chit va gia dugc, vién nén dugc bao goi trong chai 35 count HDPE,
duge huu trit & nhiét d6 trong phong c6 kém soat (t 15 dén 30°C). Vién nén gid duoc
duge thiét k& dé vira vdi vién nén chira hoat chit — kich ¢&, dang, vi va mau sac gidng

nhau va chira cing ta dugc. 1mg lidu duge dung nhu dung dich dung qua dudng mi¢ng.

Cac tigu chuan tham gia

Céc tiéu chuén bao gom:

Ngudi trudng thinh nam gidi khoé manh, tir 18 dén 45, véi thé trong >50kg va
BMI tir 18 dén 30 kg/m?.

Tht ca tham sb phong thi nghiém (hoa hoc, huyét hoc, thtr nghiém nuéce tiéu) nim
trong cac gioi han thong thuong; SUA >5mg/dL.

Céc dbi tuong khong méc bénh dang ké v& mit 14m sang va c6 sy kham sic khoe
binh thudng, bao gdbm huyét 4p binh thuong (90-140/50-90mmHg), nhip tim (50-
100bpm), nhiét do co thé (35,0-37,5°C) va nhip thd (8-20bpm), va khéng o su bt

thudng vé dién tam dd.
Cac tiéu chuin ngoai tru:

Nguoi bi 5m bat ky ndm trong 1 tudn dung lidu hodc HIV, Hep B hoic Hep C

Lich st cua soi than, cac bt thuong vé& chuyén hoa dang ké, huyét hoc, phdi, tim
mach, da day-rudt, thin kinh, gan, than, nude tidu, r6i loan tAm thin, cac bat thuong vé
tim hodc phau thuat chinh trong 3 thang qua.

Viée cho méau hoic huyét twong hodc nhan lidu phap diéu tri nghién ciru trong 3
thang trudc.

Viée didu tri duoc chét bt ky, bao gom thude ké don/OTC hoic dugc phim thao
duoc, trong 14 ngay trudc.

Lich st nghién duogc chat, st dung rugu qua mirc, nghién cafein néng, su dung cac
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san pham thudc 14 trong 30 ngdy trude va/hodc tir chéi cai thudc, rugu, cafein trong qua
trinh nghién ctu.
Tir chédi tap thé duc vt va trong thoi gian nghién ciu.
~“" Céc dbi twong méc di tmg hodc nhay cam qua mic voi thanh phin bit ky trong

cac san phim nghién ciru.
Téng két nghién ciru hoat chét/lap lich cc sy kién

FIG.1B thé hién su biéu din theo biéu d6 cua lich trinh cac sy kién.
Sang loc sy kham bénh: Ngay tir -21 dén -3

Sau khi ¢6 duge sy chip thuin duge thong bao bing vin ban, cac dbi twong duge
sang loc dé xac nhén tinh thich hgp cua nghién ciru.
Trude didu tri: Ngay tir-2 dén -1

Cac dbi trong duge tw nhian CRU khoang 48 gid trudc khi dung lidu va vin &
trung tdm cho dén khi tt ca cac danh gia nghién clru hoan thanh, véi bita dn dugc tiéu
chun hoa c6 tac dung & thoi gian thich hop.

Cac mAu nude tidu, huyét thanh va huyét dugc gom Ngay 1 bat dau 24 gio trude
khi dfmg lidu.
Thoi gian didu tri: Ngay tir 1 dén 13

Céc quy trinh sau ddy duge thyc hién trong thoi gian diéu tri:

Céc déi tuong duoc ding liéu vao budi sing cua Ngay tir 1 dén 10 véi khoang
240mL nudc O nhiét o trong phong.

Cac miu nude tidu, huyét thanh va huyét tuong dwgc gom mot cach dinh ky

Céc mju PD duoc 1am déong lanh (-20°C) va duogc luu tri¥; tAt ca cac mAu tir doi

twong da néu dugc thir nghiém trong thir nghiém phan tich don le.

Két thuc thir nghiém

Céac dbi tuong van & vi tri nghién ctru cho dén khi tat ca cac miu duoc 1ap lich

dugc gom trong ca budi sang cta Ngdy 13. Khi hoan thanh tt ca quy trinh va danh gia
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lién quan dén nghién ciru, cac doi tugng dugc tro ve.

Céc dbi twong cho trd lai vi tri nghién cfru d6i véi sy kham bénh tiép theo vao
Ngay 17+1, d& kham strc khoé, cac ddu hiéu cin cho sy séng, ECG, céc thir nghiém phong

thi nghiém an toan, AE va cac thudc di kém.
Céc su kién bét loi, cac sy kién bét loi trAm trong va tach khoi thr nghiém

Su kién bét lgi (AE) 1a sy kién y khoa bét loi bat ky két hop véi viéc st dung dugce
chit, bat k& c6 hay khong xét dén dugc chit c6 lién quan. Cac sy kién bét lgi duge kiém

tra mot cach lién tuc trong subt qua trinh nghién ctru.

Su trAm trong cua AE s& duoc nhin dang nhu nhe, 6n hoa, nguy kich hogc hiém
nghéo. Mdi quan hé ctia AE véi viée dung thubc nghién ciru sé dugc nhan dang nhu

khong lién quan, dudng nhu khdng c6 hoc c6 thé co.

Sy kién bét lgi trim trong (SAE) 1a AE bt ky ma din dén: su chét, AE hiém
nghéo, nim vién, sy tan tat/sy bat lyc kéo dai hodc dang ké hodc sy pha v& dang ké kha
ning thyc hién cac chirc ndng cua cudc séng thong thuong hodc di tat bam sinh/khiém

khuyét khi sinh ra.

Déi twong c6 thé bi riat khoi thir nghiém do sy vi pham dao dirc, AE trAm trong, su
thay dbi dang ké vé mit 1am sang vé tham sb phong thi nghiém hodc theo yéu cdu cua d6i

tuong. Cac dbi tugng duge rit khoi thir nghiém sau khi ding lidu khong dugc thay thé.
Danh gia cac két qua

Duoc dong hoc (PK), Dugc lyc hoc (PD) va cac sy kién an toan va bét loi duge
danh gia. Tt ca cac d6i tugng dugc dung lidu c6 dit litu PK dugce danh gia ciu thanh
auin thé PK. Tt ca cac d6i tuong dugc dung lidu cAu thanh quin thé an toan. T4t ca thoi

diém 14y mAu tinh tir khi bt dAu dung lidu (d6i twong dung vién nén thir nhét).
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Vi du 6A: Céc két qua thir nghiém 14m sang da liéu d6i v6i Nhom 7

gia theo thir nghiém 14m sang duoc mé ta trén day trong Vi du 5.
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Axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic duoc danh

Céc két qua dbi voi muoi hai ddi twong trong nhém 7, nhan 1mg hoat chét hoic

gid duoc, mot 14n hing ngay trong 10 ngay, dugc thé hién dudi day. Cac d6i twong 1, 2

va 3 sir dung gia dugc; cac dbi tuong tir 4 dén 12 st dung hoat chét.

Ndng @6 sUA tuyét d6i (mg/dL) theo thdi diém danh nghia (nghia 1a cac ngay tir 0 dén 9

dung liéu mét 14n hing ngdy, cong vdi cac ngay tir 10 dén 13, sau khi ding lidu) dwoc thé

hién trong bang dudi ddy va duge thé hién & dang biéu dd trong FIG.7A.

Nong d6 sUA tuyét doi (mg/dL)
Thot Trung Trung
gian Déi tuong sb binh binh
gia dugc | (4-12)
1123456789 ]10]11]12
0 7316662706967 |62|60]59|5856]| 54 6,7 6,2
6 731656416968 67 62|53[58|55]|55|35,2 6,7 6,0
12 71161161 66|64[6,1 615053515049 6,4 5,6
24 74169617166 |68|67|58|60]58]|59] 35,5 6,8 6,2
48 7,0 (5844|6058 |54|55|47[49 513,648 5,7 5,1
72 7916865706662 |6255[59|53|5,6]| 35,3 7,1 6,0
96 791651626767 |6,1|60|50]|55(50|51]5,1 6,9 5,7
162 17,7163 62(62(62(59|57 4654|4449 49 6,7 5.4
108 [7,3159]55|61[59/(54(56|43|50 /4,144 438 6,2 5,1
120 (7,762 (6166|6262 |58|50|5614,6]|50]| 49 6,7 5,5
144 (766359656261 (58|50|55|46]50]| 438 6,6 5,5
168 |8,0/6,6|66|72|68|63|65|54|62 52|58/ 5,6 7,1 6,1
192 | 74(6,160|65|61(59]56]51]55]4,6]5,0, 49 6,5 5,5
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216 |7,5]60566158[53(56[49[59[47[49][47] 64 53
222 (77163 |61(63(59]5854(50](55[47|52]49] 67 54
228 | 74615762 [56|55]53[48[54[43[48[49] 64 52
240 |78 1675969626259 (52[60[48[55/53[ 68 5.8
246 | 73| 6,1 |54 | 641585657 5155|4448 49| 63 54
252 17315815669 6159]59|50]|54]4550]50] 62 5,5
264 7,558 |56(64(62(60|57|51[57[45[51[51| 63 5,5
270 6,9 | 51|51 |60[59(54(53[47[51(41[46 48] 57 5,1
588 1 6.6 4,9 5,0 | 60| 5.8 | 54 |52 |44 |49]39|45] 45| 55 5,0
312 16,9 |54 |54 |62|61|56|54(49][54[44[47[46] 59 5,3

Thoi didm in dam = thoi diém ding lidu

mau xam = sau khi dung liéu

% thay @i sUA (so v6i gia tri ban dau) theo thoi diém danh nghia (nghia 13 cic ngay tir 0
dén 9 ding liéu mét 14n hing ngay, cong voi cac ngay tir 10 dén 13, sau khi ding lidu)

dugc thé hién trong bang dudi ddy va dwoc thé hién & dang biéu dd trong FIG.7B.

% thay dbi SUA (so v6i gié tri ban dau)
Thoi ok ) Trung binh| ¢
gian ol tuong s0 Gia duogc binh
(4-12)

1|2 (34|56 |7 8|9 |1011]12

0 o|o0ojo0|0]O0O]O|O|O|O]O|O0]O 0 0

0,0 |-1,5/3,2|-1,4(-1,4|0,0 | 0,0 |-11,7/-1,7 |-5,2|-1,8 | -3,7 0,6 -3,0
12 -2,71-7,61-1,6(-5,7(-7,21-9,0 |-1,6 -16,7|-10,2]-12,1)-10,7| -9,3 -4,0 -9,2
24 14|45 |-16|1,4|-43]1,5(8,1(-33|1,7]0,0 54| 1,9 1,4 1,4
48 -4.1-12,1/-29,0-14,3|-15,9]-19,4-11,3-21,7]-16,9-12,1]-35,7|-11,1|  -15,1 -17,6
72 8,2/30(4810,0/|-43/-7,5/0,0 (-83]0,0|-8,6/0,0|-1,9 53 -3,4
96 8,2 (-1,5(0,0 [-43(-2,9]-9,0-3,2|-16,7|-6,8 |-13,8/-8,9 | -5,6 2,2 -7,9
102 |5,5|-4,5|0,0 |-11,4/-10,1}-11,9-8,1 |-23,3|-8,5 |-24,1]-12,5| -9,3 0,3 -13,2
108 | 0,0 |-10,6--11,3/-12,9-14,5/-19,4| -9,7 -28,3|-15,3|-29,3|-21,4|-11,1 -7,3 -18,0
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120 |55 |-6,1|-1,6|-5,7]-10,1/-7,5|-6,5 |-16,7 -5,1 |-20,7]-10,7| -9,3 -0,7 -10,3
144 | 4,1 |-4,5|-4,8|-7,1[-10,1/-9,0 |-6,5 |-16,7|-6,8 |-20,7|-10,7}-11,1 -1,7 -11,0
168 [9,6]0,0]6,5]|29|-1,4/-6,0| 4,8 |-10,0 5,1 |-10,3] 3,6 | 3,7 5,4 -0,8
192 | 1,4 |-7,6|-3,2|-7,1-11,6/-11,9/-9,7 -15,0| -6,8 |-20,7-10,7| -9,3 -3,1 -11,4
216 | 2,7 |-9,1 -9,7 |-12,9-15,9-20,9| -9,7 |-18,3| 0,0 |-19,01-12,5/-13,0 -5,4 -13,6
222 5,5 |-4,5|-1,6 -10,01-14,5-13,4-12,9-16,7| -6,8 |-19,0| -7,1 | -9,3 -0,2 -12,2
228 | 1,4 |-7,6|-8,1 |-11,4/-18,8/-17,9-14,5/-20,0| -8,5 [-25,9]-14,3| -9,3 -4,8 -15,6
240 |6,8|1,5|-4,8|-1,4|-10,1/-7,5|-4,8-13,3] 1,7 |-17,2|-1,8 | -1,9 1,2 -6,3
246 | 0,0 |-7,6-12,9/-8,6 |-15,9-16,4 -8,1[-15,0/-6,8 |-24,11-14,3| -9,3 -6,8 -13,2
252 |0,0 -12,1{-9,7 [-1,4|-11,6/-11,9|-4,8 |-16,7| -8,5 |-22,41-10,7| -7,4 -7,3 -10,6
264 |2,7 |-12,1/-9,7 | -8,6|-10,1/-10,4| -8,1 |-15,0( -3,4 |-22,4 -8,9 | -5,6 -6,4 -10,3
270 |-5,5-22,71-17,7-14,3|-14,5|-19,4\-14,5\-21,7-13,6|-29,3]-17,9|-11,1|  -15,3 -17,4
288 |-9,6 |-25,8/-19,4|-14,3|-15,9-19,4/-16,1]-26,7/-16,9|-32,8-19,6/-16,7 |  -18,3 -19,8
312 |-5,5]-18,2-12,9]-11,4[-11,6/-16,4-12,9-18,3| -8,5 |-24,11-16,1|-14,8|  -12,2 -14,9

Thoi diém in dam = thoi diém ding lidu
mau xam = sau khi dung liéu
Vi dy 6B: Céc két qua thir nghiém 1am sang da liéu dbi v6i Nhom 8

Axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic dugc danh

gia theo thir nghiém 14m sang dugc mo ta trén ddy trong Vidu 5.

Céc két qua dbi voi muoi ddi tugng trong nhom 8, nhin 5mg hoat chét hoic gia
duge, mdt 14n hing ngly trong 10 ngay, dwoc thé hién dudi day. Cac d6i twong 1,2 va 3

st dung gia dugc; cac d6i twong tir 4 dén 10 str dung hoat chét.

Ndng d6 sUA tuyét d6i (mg/dL) theo thoi diém theo danh nghia (nghia 1a cac ngay tur 0
dén 9 ding lidu mot 14n hing ngdy, cong voi cac ngay tir 10 dén 13, sau khi dung liéu)

dugc thé hién trong bang dudi ddy va dugc thé hién & dang biéu dd trong FIG.8A.
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Thoi Nong do sUA tuyét ddi (mg/dL)
g1an PG tuong 5 Trung binh| Trung binh
Gia dugc (4-10)
1234567819 10
0 6,563 54656560 |58|56]55]| 53 6,1 5,9
6 6,966 |58|53|53/48|48 (43|38 45 6,4 4,7
12 6,762 |54|5253/45/46(39|33]| 40 6,1 4.4
24 6,763 52(53|56|50|54|42|34]| 3,8 6,1 4,7
48 74165 |56|52|4,1|44/|51|3,73,1] 3,0 6,5 4,1
72 71159 |53|45|42|43|47|3,5/3,0]| 3.2 6,1 3,9
96 8,0163(57(46|43(42|48|3,7(3,5]| 3,6 6,7 4,1
102 | 8,068 |60 4,1|3,7(38|42|3,1]|3,0| 3,7 6,9 3,7
108 |7,2/62|55(44|3,8(3,4(4,0/29|28| 34 6,3 3,5
120 |7,416,6(56|49|44|43|46/|3,9|3,1] 3,7 6,5 4,1
'i44 [8,0(63 (6,1 444037443633 33 6,8 3,8
168 |68 |59(55|4,1|3,6(3,7|44|35|33] 29 6,1 3,6
192 |7,3/6,0(55|44|38|3,6(483,6[3,1 32 6,3 3,8
216 |7,5/6,1 66|44 (443944 |33 41| 3,0 6,7 3,9
222 76|67 6840393739 (3,1|32] 3,1 7,0 3,6
228 | 7,162 /63|4,139|34/3,73,1(32| 28 6,5 3,5
240 169 |64 6447|4540 |43 |4,136| 3,2 6,6 4,1
246 |63 5759|4440 3,8(4,1]3933| 3,0 6,0 3,8
252 15,853 |54|42(3,7(33(40/(3,8/32| 29 5,5 3,6
264 |57 53|57 (4440|4042 |41 40| 3.3 5,6 4,0
270 | 5653555044 (45|50 /4,740 4,1 5,5 4,5
288 |57 5415549434148 |48 |42 38 5,5 4,4
312 15,66,1|58|56|47(49(55|52[49]| 4,6 5,8 5,1

' Thoi diém in d4m = thoi diém ding lidu

mau xam = sau khi dung licu
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% thay dbi sUA (so véi gid tri ban diu) theo thoi diém theo danh nghia (nghia la cac
ngay tir 0 dn 9 dung liéu mot 1an hing ngdy, cong voi cac ngay tir 10 dén 13, sau khi
dung lidu) dugc thé hién trong bang dudi day va duge thé hién ¢ dang biéu dd trong

FIG.8B.

% thay ddi sUA (so v6i gid trj ban dau)

Thoi Péi tuong sb Trung | Trung
gian binh | binh
1 2 | 3] 4 5 6 | 7 8 | 9 10 Gia duod (4-12)

0 0 0 0] 0 0 0 0 0 0 0 0 0

6 6,2 | 4,8 |74 |-18,5/-18,5/-20,0|-17,2|-23,2|-30,9|-15,1| 6,1 -20,5
2 3,1 |-1,6 0,0 |-20,0|-18,5/-25,0{-20,7(-30,4|-40,0| -24,5| 0,5 -25,6
24 3,1 | 0,0 |-3,7|-18,5/-13,8/-16,7| -6,9 |-25,0|-38,2|-28,3| -0,2 | -21,1
48 13,8 | 3,2 | 3,7 |-20,0(-36,9|-26,7|-12,1|-33,9]-43,6| -43,4| 6,9 -30,9
72 9,2 |-631-1,9/|-30,8|-35,4|-28,3|-19,0|-37,5|-45,5/-39,6 | 0,3 -33,7
96 23,1 | 0,0 | 5,6 |-29,2|-33,8/-30,0|-17,2|-33,9|-36,4|-32,1 | 9,6 -30,4
102 23,1 | 7,9 |11,1|-36,9|-43,1(-36,7|-27,6|-44,6|-45,5|-30,2 | 14,0 | -37.,8
108 10,8 | -1,6 | 1,9 |-32,3|-41,5(-43,3|-31,0|-48,2|-49,1|-35,8 | 3,7 -40,2
120 13,8 | 4,8 | 3,7 |-24,6|-32,3|-28,3|-20,7|-30,4(-43,6/ -30,2 | 7.4 -30
144 23,1 | 0,0 |13,0]-32,3|-38,5|-38,3|-24,1|-35,7|-40,0| -37,7 | 12,0 | -35,2
168 46 |-6,3|1,9 |-36,9/-44,6|-38,3|-24,1|-37,5/-40,0|-45,3 | 0,1 -38,1
192 12,3 | -4,8 1,9 |-32,3-41,5(-40,0|-17,2|-35,7|-43,6|-39,6 | 3,1 -35,7
216 15,4 |-3,2 22,2|-32,3|-32,3|-35,0|-24,1|-41,1|-25,5|-43,4 | 11,5 | -334
72| 16,9 | 6,3 |25,9|-38,5|-40,0|-38,3|-32,8(-44,6(-41,8|-41,5| 16,4 | -39.6
228 92 |-1,6116,7|-36,9|-40,0|-43,3|-36,2|-44,6|-41,8|-47,2 | 8,1 -41,4
240 6,2 | 1,6 (18,5/-27,7|-30,8|-33,3|-25,9|-26,8/-34,5-39,6 | 8.8 -31,2
246 -3,1 [-9,519,3 |-32,3|-38,5|-36,7|-29,3|-30,4|-40,0| -43,4 | -1,1 -35,8
252 | -10,8 |-15,9] 0,0 |-35,4|-43,1|-45,0|-31,0|-32,1|-41,8/-453 | -89 | -39,1
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264 | -12,3 |-15,9] 5,6 |-32,3|-38,5|-33,3|-27,6|-26,8/-27,3|-37,7| -7,5 | -31,9
270 | -13,8 |-15,9| 1,9 |-23,1|-32,3|-25,0|-13,8|-16,1|-27,3|-22,6 | -9,3 -22,9
288 | -12,3 |-14,3| 1,9 |-24,6|-33,8|-31,7|-17,2|-14,3|-23,6| -28,3 | -8,2 | -24,8
312 ’-13,8 32|74 |-13,8/-27,7|-18,3| -5,2 | -7,1 [-10,9(-13,2| -3,2 | -13,7

Thoi diém in dam = thoi diém dung liéu

mau xam = sau khi dung liéu

Vi du 6C: Céc két qua thir nghiém 1am sang da liéu d6i véi Nhom 9

gia theo thir nghiém 14m sang duwgc mé ta trén day trong Vidu 5.

Axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic dwgc danh

Céc két qua dbi véi muoi mot ddi tuong trong nhom 9, nhan 10mg hoat chét hoic

gia duoc, mot 1an hing ngay trong 10 ngay, dugc thé hién dudi day. Cac d6i tuong 1 va 2

st dung gia dugc; cac dbi tuong 3-11 sit dung hoat chét.

Ndng d6 sUA tuyét d6i (mg/dL) theo thoi diém theo danh nghia (nghia 13 cac ngay tir 0

dn 9 ding liéu mét 1in hing ngay, cong voi cac ngay tir 10 dén 13, sau khi dung lidu)

dwoc thé hién trong bang dudi ddy, va dugc thé hién & dang biéu dd trong FIG.9A.

Nong d6 sUA tuyét dbi (mg/dL)

Thoi , ]

vian . boi tuong so Trung binh Trung binh
Gia duge | (3-11)

121345678910 11

0 7.815,8(8,0(73/686,664|6,2|56]|54] 5,2 6.8 6,4‘

6 8,060 /62 52/4445(4,1|42|4,1[4,0] 3,5 7,0 4,5

12 [75(586,5(4,7|4,1(3,2/3,5/42/3,6(3,8| 3,0 6,7 4,1

24 |78|6,168(52(4,0(3,3|4,2[4248|3,6| 3,2 7,0 4.4

48 [8,316,8|55|51(33/3,6(4,4|4,0(4,7/34| 33 7,6 4,1
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72 7,316,044 (4,0(2,7/3,0/3,6/3,0/3,5/2,6] 2,2 6,7 3,2
9% [6,756(3,9(3,7(23(29(3,12,8/32(25] 2,2 6,2 3,0
102 [7,0(62(3,9(3,1]2,4/3,0(3,4/2,7/2,8/2,7| 1,8 6,6 2,9
108 |6,6(59(3,9(3,0/2,1(23/3,1{2,8/2,8/2,7| 19 6,3 2,7
120 1 73(6,2|4,63,8/2,7(29|3,8/3,6(3,6/29] 2,5 6,8 3,4
144 |7,6/6,048/3,5/2,8/3,1|3,8/4,73,6/3,0| 2,6 6,8 3,5
168 |7,215949(3,22,4/29(33[4,133|2,5| 24 6,6 3,2
192 |6,8|5542(3,0(2,0(23(3,2(3,1[3,1|23]| 2,2 6,2 2,8
216 |7,3(6,0(4,5(3,212429|NA|3,2|3,5|2,6| 2,5 6,7 3,1
222 (7,616,1(3,9(2,6(2,1{2,6 NA|2,7|34[2,6| 23 6,9 2,8
228 |74 6,1 3,7 2412,1123129(2,53,1|2,7| 23 6,8 2,7
240 7,816,249 3,6(2,7(25/|4,1|3,1[3,6(24] 2,7 7,0 3,3
246 |7,616,1|54(3,6(3,2(3243(3,6(4,0/2,5| 3,1 6,9 3,7
252 7316,0(53(3,3(3,1[3,1/44|3,9|3,7[2,7| 29 6,7 3,6
264 7,116,0(57(3,6(3,4/3,7/49423,8|27| 3,2 6,6 3,9
270 |6,7(58|57|3,8[3,5/4,2(514,6(4,0{2,7| 3,2 6,3 4,1
288, 164 |54(57|4,0(3,7|4448|48/39|2,8/| 33 5.9 4,2
312 |6,8]5,7/6,5|4,8(43(5,055|52/43|33]| 3.8 6,3 4,7

Thoi diém in ddm = thoi diém dung liu
mau xam = sau khi dung liéu

% thay d@bi sUA (so v6i gia tri ban diu) theo thoi diém theo danh nghia (nghia la cac
ngdy tir 0 dén 9 dung lidu mot 1an hing ngay, cdng voi cac ngay tur 10 dén 13, sau khi
dung lidu) dwoc thé hién trong bang dudi ddy va dwoc thé hién ¢ dang biéu dd trong

FIG.9B.
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% thay dbi sUA (so véi gi tri ban dau)
Th01 Déi twong s6 Trung Trung
. 10 binh

glan : ., | binh

1 |23 |4|5/6|7|8]59 | 92

dugc

0 0 0 0 0 0 0 0 0 0 0 0 0 0
6 2,6 | 3,4 |-22,5/-28,8/-35,3|-31,8/-35,9(-32,3|-26,8|-25,9|-32,7| 3,0 |-30,2
12 -3,8 | 0,0 |-18,8/-35,6(-39,7|-51,5|-45,3|-32,3|-35,7|-29,6(-42,3| -1,9 |-36,8
24 0,0 | 5,2 |-15,0/-28,8|-41,2|-50,0|-34,4|-32,3|-14,3|-33,3|-38,5| 2,6 |-32,0
48 6,4 |17,2|-31,3-30,1|-51,5|-45,5/-31,3|-35,5|-16,1|-37,0|-36,5| 11,8 |-35,0
72 -6,4 | 3,4 |-45,0|-45,2|-60,3|-54,5|-43,8|-51,6|-37,5|-51,9|-57,7| -1,5 |-49,7
96 |-14,1]-3,4 |-51,3|-49,3|-66,2|-56,1|-51,6|-54,8|-42,9|-53,7|-57,7| -8,8 |-33,7
102 |-10,3| 6,9 |-51,3-57,5|-64,7 -54,5|-46,9|-56,5|-50,0|-50,0{-65,4| -1,7 |-55,2
108 .-15,4 1,7 |-51,3|-58,9|-69,1-65,2|-51,6|-54,8/-50,0(-50,0|-63,5| -6,9 |-57,2
120 | -6,4 | 6,9 |-42,5|-47,9|-60,3|-56,1|-40,6|-41,9|-35,7|-46,3|-51,9| 0,3 |-47,0
144 | -2,6 | 3,4 |-40,0/-52,1|-58,8|-53,0|-40,6|-24,2|-35,7|-44,4|-50,0| 0,4 |-443
168 | -7,7 | 1,7 |-38,7|-56,2|-64,7|-56,1|-48,4|-33,9|-41,1|-53,7|-53,8| -3,0 |-49,6
192 |-12,8|-52 |-47,5/-58,9(-70,6|-65,2|-50,0/-50,0|-44,6|-57,4(-57,7| -9,0 |-55,8
216 | -6,4 | 3,4 |-43,8|-56,2|-64,7|-56,1| NA |-48,4/-37,5/-51,9|-51,9| -1,5 |-51,3
222 | -2,6 | 5,2 |-51,3]-64,4|-69,1|-60,6| NA |-56,5|-39,3|-51,9|-55,8| 1,3 |-56,1
228 | -5.1 | 5,2 |-53,8|-67,1|-69,1|-65,2(-54,7|-59,7|-44,6|-50,0|-55,8| 0,1 |-57,8
240 | 0,0 | 6,9 |-38,7-50,7/-60,3/-62,1|-35,9 -50,0|-35,7(-55,6|-48,1| 3,5 |-48,6
246 | -2,6 | 5,2 |-32,5|-50,7|-52,9|-51,5|-32,8|-41,9|-28,6|-53,7|-40,4| 1,3 |-42,8
252 | -6,4 | 3,4 |-33,8|-54,8 -54.4|-53,0]-31,3|-37,1|-33,9]-50,0|-44,2| -1,5 |-43,6
264 | -9,0 | 3,4 |-28,8/-50,7|-50,0|-43,9|-23,4|-32,3|-32,1|-50,0|-38,5| -2,8 |-38,9
270 -14,1| 0,0 |-28,8/-47,9|-48,5|-36,4|-20,3|-25,8|-28,6/-50,0|-38,5| -7,1 |-36,1
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288 |[-17.9]-6,9 (-28,8|-45,2|-45,6(-33,3|-25,0|-22,6|-30,4(-48,1|-36,5| -12,4 | -35,1
312 |-12,8-1,7 |-18,8|-34,2|-36,8|-24,2|-14,1|-16,1|-23,2|-38,9|-26,9| -7,3 |-25,9

Thoi diém in ddm = thoi diém ding liéu
mau xam = sau khi ding liéu

sUA tuyét dbi va % thay d6i sUA theo thoi diém theo danh nghia (nghia 1a cac
ngay tir 0 dén 9 dung lifu mot 14n hing ngay, cdng voi cac ngay tir 10 dén 13, sau khi
dung lidu) d6i véi cac nhém 7, 8 va 9 (Img, Smg va 10mg, tt ca & trang thai doi; cac
nhém gia duge gom lai) dwoc thé hién & dang biéu db trong cac FIG. 10A va 10B, mét

cach tuong ng.
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YEU CAU BAO HO
1. Duoc phdm chira it hon 50mg axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-
metylpropanoic, hoac mubi dugc dung cua no.
2. Duge phidm theo diém 1, trong d6 dugc phim nay chira khoang 20mg, khoang 10mg,
hodic khoang Smg axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic,
hodc mudi dugc dung clia né.
3. Dugc phdm theo diém 1, trong d6 dugce phidm nay chira it hon 20mg 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic, hodc mudi duge dung.
4. Dugc phim theo diém 1, trong d6 dugce phim .na‘ly chira it hon 10mg axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic, hodc mudi duge dung.
5. Dugc phdm theo diém 1, trong d6 dugc phim nay chira it hon Smg axit 2-((3-(4-
xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic, hodc mudi duge dung.
6. Dugc phdm theo diém 1, trong d6 dugc phim nay chta it hon 50mg, it hon 20mg,
hodc it hon 5Smg axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic.
7. Dugc phim theo diém 1, trong d6 dugc phim nay chira khodng 20mg, khoang 10mg,
hoic khoang Smg axit 2-((3-(4-xyanonaphtalen-1-yl)pyridin-4-yl)thio)-2-metylpropanoic.
8. Dugc phim theo diém bt ky trong s6 cac diém tir 1 dén 7, trong d6 dugc pham nay 1a

dang vién nang hodc vién nén.
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Ngay -2 Ngay -1 Ngay 1 Ngay 4 Ngay 8+/-1

(trong vong 21 S nhan vao Rut khdi CRU (72gi0  Tiép theo
ngay cua CRU sau dung liéu)
Ngay 1)
Fig.1B
Ngay -2 Ngay -1 Ngay tv 1dén 10 Ngay 13 Ngay 17+/-1

(trong vong 21 Sy nhan véo Rutkhi CRU (72gic  Tiép theo
ngay cua CRU sau dung liéu cudi
Ngay 1) cung)
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Fig.2A
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Fig.3A
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’

sUA tuyét déi (mg/dL)

Fig.4A
=—@— Khi déi-gid dwgc
7o —— Khi d6i-20mg
) Q ..... ® Khi no-gia dwoc
. ...... - Khi no-20mg

6,0

5,0

4,0

3,0

12 24 36 48, 60 72

Thoi gian sau dung liéu (gio)

"% thay dbi sUA (so véi gia tri ban dau)

-60

Fig.4B
—g— Khi no-Gia dwoc =36 Khi no-20mg
..... o [l 90-Gid duge e K 61-20mg

12 24 36 48 60 72

Thoi gian sau dung liéu (gio)

-104-




2171762

e Ay Gid duoc

-
o

(&)

N

s,

N .}\\;vw,ﬁb\\‘."'

sUA tuyét doi (mg/dL)
w

24 36. 48

Thoi gian sau dung liéu (gio’)

12

60 72

Fig.5B

e Ay Gid duge

“=¢ - Av-4Umg

¢

g
N
R

03

o
>

N
\\\&,&

o% sUA % thay dGi sUA (so v&i gia tri ban dau)
R
o

24 36 48

Thoi gian sau dung liéu (gio)

12

60 72

-105-




2171762

Fig.6A
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Fig.7A
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Fig.8A
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Fig.10A
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