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~ ........................... f)';j';j:I.Jf)1';i . ........ ~~?~....... fl';j';j:I.Jfl1';j 

('U1\l611151~il ~\l~CJ~'UP!6) 
' 

('U1\l6111tlCJ~i"j';j Vl\l'l1~CJ) 



.. 
I IV q 

bl1 ?l'd'U\11-:J'U 

®. ~1~~~1'Ub~-:I-:11'U~~~ 
"' "'> IV ~ 

h ~1~~~1'Ufltl.Jfl1'\AI~(;'l~[ltl.J6fl 
"' ' 

b tl'U~1t.lf11~CJ1b~CJ'Ubb 'U'U 1-M~1~~~1'U h-:!-:!1'U ... 

mo 

bo 

®0 

mo 

fl~bb'U'U 

fltbb'U'U 

fltbb'U'U 

fl~bb'U'U 

fl~bb'U'U 

mru~1~eV€l 'IJ Vl1f16'11~1~~~-:Jb€lf1?11~~'U~€l-:Jfltl.Jfl1'\AI h-:~-:J1'U'IJ€l-:!'t.h~b 'VIP!~~~~ ~lil1~ru11-M 
' '\1 

fltbb'U'Ub~~~1m~1'U(;'lt ® fltbb'U'U ... Vl~eJ tl1?11~1"j~~-:~ 1Jlmu~-:~ oc 1X1ob'eJ ( ®.®-®.oc) lilt~lil1~ru1~1~ 
IV ~ q.,j 

V!(;'lflbf1tu6fl'Ue:m1~ru'V! tv 

n<Jwa tv ~~~lil1n h-:~-:~1'W1 w.h~b'VIP~ ~lil1~ru1m~bnrusvi~eJ hHf 
®.® '\J1~bfl'Vl~1~~~1'U GMP fl~bb'U'Ub~:w ®o fl~bb'U'U ~lil11tu11il1f1 ... 

- 1Jl PICs GMP 

-1~ GMP lv tJ 
- 1Jl GMP bb~1lJiim~~-:!b€lf1?11~ 

®0 

0 

fl~bb'U'U 

fl~bb'U'U 

fl~bb 'U'U 

- 1lJ1Jl GMP hl~u~lil1~ ru1 bb(;'l ~ ~eJ111lJ ~1'U bf1 rusvi~1 \91 ~~1 'U ... 
V I Q I 11'..::1:11 il d I I .!Cit. CV ~ 0 c=: ct 

®.tv bfl?l'l1f1J~1t.J~(;'l~ ,~1t.Jfl1'Ufl~flrun1'\AI bb(;'l~~~Vl'W1'V!U(;le:Jt.Jm'W~(;'l\9lfltu6fl?l1b~'<il1'\J bifld.J roo flt!.!.'Y'W 
~ q '\J \1 

- ~1t.J(;'l~ ® fl'W (\911~'\J~~mP~m~'Vl~1-:~?11l'i1~ru?I'IJ b~eJ-:~m~n1Vl'WI1111t.J(;'ltb~t.JI11 b~t.J1n'U'Vl~mnrusvi 
' 

bb(;'l~16m"j~~\9lt.J1bb~'W'u'<il~u'W ~1:wn.QV!~1t.~11Jl1t.~t.J1 'IAI.P~.tv<t<toc) ~ fl~bb'U'U 
I ~ 

- ?I-:Jf1J1bf1tl.J6jl] ®0 fltbb'U'U 
'U 

Vl~1t.lb'Vll?j ~eJ-:Jbtl'Ub.fl61''1Jm~ffiu'\J~~neJu1'111~'\Aibfl61''11m~~ btlW~l1bmil-:~-:~1'U'\J~~~1b~~n(;'l1bl11m.fl61'11m 
~ 1 t.1 ~ ~ ~ bb(;'l ~ m u r1~ r1 run1'IAI ~ eJ-:~ b tl'W B ?I~~~ eJ n'W ~1 'W ~1 t.1 m u r1~r1 run1'IAI bb(;'l~ ~ii'Vll41~'\J ~ eJ t.1 ~1'W~ ~ \9ln rusvi 

q q q q \1 

~1b ~lil~u m'<il b tl'Ufl'Ub~CJ1n'UV!~eJ1lJn1~ 
'\1 

..::::. v cv c:; 
®.bl'l bb~'Uf1J'<ilt.Jbb(;'l~'\AI~'U1 fl~bb'U'U b~:W <f fltbb'U'U 

- iibb~'Wn1~C.Ibb(;'l~'W~'U1 ~iib.fl61''1Jm'\J~t"il1b~~nm bb(;'l~~-:Jbe:Jf1?11~~(;1-:J1'W1~mb(;'l~'W~'W1b~eJ 
bb?l111-:~~nt.Jm'!Aim~1~mb(;'lt~~'U1fl1CJ1 'U m tl ('\J1tf1eJ'UJ11CJf11~~~'U1~~\9lnru6fl1V!lJ m~1-tl'?l11bflffi'VllJ 

Vl~m'\J bb uuu~~'<ilnru6fl1 V!lJ) 
'U ' 

- iibb~'Wn1~mb(;'l~'W~'U1bb(;'l~iibfl61''1J'\J~~"il1b~~nm 

- ii bb~'U n1~ CJ bt(;'l~'W~'W1 bb~ b.fl61''1Jm~~'U~I11'11eJ'Uvl1-:J1'U 1lJ b~~ b 1m 

Vl~eJ1lJ1Jl bbCJ f1€l€lf1'<il 1 flbb~'U f1~'U 
- 1lJiibb~'Uf11~C.Ibb(;'l~'W~'U1 

- 1lJ~-:JeVeJ~(;'l 
'U 

........... ~ .......... m~~m~ 
('U1-:J?I1151~u ~-:~~t.~~uP~~) 

0 

0 

........ !~~~~ ...... . 

fl~bb'U'U 

fl~bb'U'U 

fl~bb'U'U 

fl~bb'U'U 

fl~bb'U'U 



v v.C:: v c; 
@.cr: nT'jliJ\?Jfl1"jm'W6'f~bnmre.J:w fl~bb'W'Wb~:w ct fl~bb'W'W 

- ~1'W:W1m~1'W ISO @CS:ooo Vl~B:W1~"j~1'Wf11~'Vl"j''J-:JB~6'fTVlf11"j:J.J 
d!l "' ' 

- ffi u-r'LJ"je:J\J"I.JB~m~'VJ"j'N6'f1151WJ6'f"I.JVI~B:W1~"j~1'WVJB~~'W 
' d!l 

- n1~-:J~1b'W'WmTW\9ll'W1bb~~iiVI~n~1'Wbtl'WmCJ~mnueYm~"j ... fl~bb'W'W 

- 1~ii.Va:w~ I hl~1'W:w1m~1'W 
~ "' 0 fl~bb 'W'W 

QQ.I~ ~ <r I Q ~I 
l!J. :J.J1~'Hi1'Yfl~lU11'W~g:)~/Hl.!sn fl~bb'W'Wb~:J.J bo fl~bb'W'W b\?lt.lbb'LJ~fl1"j'V'IIiJ1"jru1bu'W 

OS i 

\e>.@ f1Wfl1'V'I1~~~'LJ fl~bb'W'WbM:W @o fl~bb'W'W ~a~61~ 1 'Ulbfl"j1~'V1flru.fl1'V'I"I.JB~1~t~~'LJ~~Iil1f1 q q . q q 

'U~~'Vl~tl.J~~f~ti~'Ubb~~~~"I.JB~ 1 "j~\l1'Wtl.J~~CJ1 
~ ' "' 

- vnn61~fl"j'\J~\l 1e> bb V!~\l 

- V!1f1ilbu'V'11~"1.JB\l t "j~-:J1'Wtl.J~~CJ1 
.c::l QO,.I!lJQQ,J Q 

- Vl1f1:J.Jbu'V'11~"/.JB\l'IJ"j~'VJtl.Jtl.J~~1~ti\?I'\J 
~ ' 

- Vl1n1~61~.Ua~~ 0 

Q,J Q,J ~ c; 
le>.le> ~n~ru~"I.JB\l.fl1"11'W~'\J"j"jliJ,'IJ"j"jliJ.flruev~bb~~umn f1~bb'Y'Yb®1.! @o fl~kb'Y'W 

' ' 

fl~bb'W'W 

fl~bb'W'W 

fl~bb'W'W 

fl~bb'W'W 

- Vllil1'j'W1'j'U bb uu ~n~ru~"I.JB\l.fl1"11'W~'\J"j"j"<\J, '\J"j"jliJJlruev~1 'W~1'Wfi11:W6'f1:J.J1'j't!fl1'j'Ue:J\ln'W 
~ ' ' 

bb6'f\l fl1'j'Ue:J-:Jn'Wfi11:W~'W fl1'j'Ue:J-:Jn'Wfl1"j'l.J'Wb~B'W bb~~fi11:W6'f~\?11f11 'Wfl1"jt-ifCJ1 

- fllil1'j'W1oVBfl11:l.J'U'Wu~1f1l1 b VI:W1~6'f:J.Jtl f1~ B\l b .y; CJ\111?1 fl"j'\Jtl1'Wb .y;CJ\111?1 b "1i'Wfl1"j"j~'I.Jf'W 
~ ' 

Q Q..l 0 .:;:!1 0 QJ I 

tl.J~~1'WVI:J.J\?IB1~ fl1"jbb6'f\?l~fl1b~B'W be:Jf16'f1"jfl1f1'\JCJ1 bb~~umn"I11CJ 

iuFJ~UtJUt(i)c.mlJCJut ii!CJuu!i(9JnrusnveNu~fgy~uj1]n"i7cti:f~}f;r{i) Zu @o FJ~uuu um;it iJeJCJn'h 
' Zum;uuuir{i)'tlfgfuwn.nm:mf7~'U (un1JeJir~ (9) FJ~uuuJ 

hm ~n~ru~'V11\lfl1CJ.fl1'V'Itl.J~~Ji'ru~ fl~bb 'W'WbM:J.J @o fl~bb 'W'W fllil1'j'W1f1ru~n~ru~~:J.JB-:Jbi1'W1~ 
~1CJmVI~Biil1f1U"j~6'f1'V16¥:W~6'f~\l ct 1~bbrl 
,, 

iflil\?ln1~ fl1"jbU~CJ'W~ fl1"jbfl1~~1?1n'W"I.le:l\lb~\?1CJ1 Vl1e:Jfl1"j~f1tl.J~f1'\J'Wtl.JtJ~.fl1"11'W~'\J"j"jliJVI1B'U'W~1b~\?1CJ1 
' ' 

CJ1 b~\?1 bfl~ B'\J \?lfi11W~fl~6'f.fl1'V'J'1JB\l b~\?1 bfi~B'\J fi11:W6'f~1 b6'f:WB'1JB~ bfi~B'LJ 11?1 CJ\?IIil1f1 
~ ~ 

.c::l Q,l .:;:!1 cv 
"je:Jt.Jbb~n :w~\?lm~ fi11:J.JbVI'WB~'lJB~16'f~bfi~Bubb~~m"jbfl1~n'W'1lB~CJ1 

CJ1bbfiU611~ blil~m~'Wbb ~\l Vl~ml:w l?l~n~ru~'lJB~bbfiU611~11bb~\lVI~mia'W~1 hJiil1f1 
'tl q \.1 'V 

o I "' ' o I ' lfiJ 'i "' "' "" "" "" 1 "' 1 ' old ~ uf1~"je:J~"je:JCJ fl1"ju~BCJfl1611 b\?lt.l~lil1f1f11~m~'V!:l.Jbf1\?lfl1"jt.J\?Jm , 6'f'1JB\ltl.J\lCJ1.fl1t.J 'W~B~ :Wbu~CJ'W;~ 

t.l1bb'1J1'W~~na'W \?Jfl11:whlfl\l6'f.fl1'V'I 1~bbtl fl1"jf11~1il1t.J~1bdm'1l~1 , \?l~bb~~n~'W 
~ ~ 

~~~1t.J f11"jbf11~~1'1JB~tl.J~CJ1 

- CJ10\?1bb'U'\J6'f1"j~~~1CJ \?lfi11:J.J16'f ~ 
~ 

.c::l Q,J 0 Q,l 

- t.J1u\?lbb'U'Ubb'1J1'W~~f1B'W \?Jfl1"jf11~1il1CJm fi11:W6'f:J.J1b6'f:J.JB"I.JB\lfl1"jf11~1il1t.I~1"/.Je:J\lt.J1 . ~ 

tf7lu7ff·t.h~t~utf7rfw ({i)~';e)m:J"ifJ"i"iU(i)7J ZuunFJ~uuun"ffiJgy~ (9) FJ~uuu 
... 'IJ 

tf7ttlutl"i~t~ 7~w ({i)~-;-Dm~n:U{i)tfiuJ iuunFJ~uuun"JfiJgy~ 1v FJ~uuu 
... 'IJ 

'l.J"j~f51'Wm"j:J.Jfl1"j ............ ~ ......... f11"j:J.Jfl1"j ......... }~.'....... f11"j:J.Jfl1"j 

('W1~6'f11151~iJ ~\l~t.I~'LJ~v) ('W1~6'f11Ut.J~'V'I"j V!-:J~~t.J) 



tv.~ ~!;'lfl1'J"~fl'I.?J-1 Stability e:::bblJ'Wb~h.J cvo fWbblJ'U 
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- ~~m"J"~fl~111i~"J"-:Jfl'UeJ1~'UeJ\ltJ1~nTvt'WI'l Hu'Womn c:i fl:::Lb 'W'W 

- 11i~'l'J"1tJ\l1'W~!;'lfl1'J"~fl~1fl1111fl-:!~1'UeJ\ltJ1 0 fl:::bb'W'W 
2.1 ctl Q Ql 6' ~ 

lv.ct. 'UeJ~!;'lG'f'W'UG'f~'W~rum'\"J~~~flruen fl:::bblJ1.Jb~11 lvo fl:::bb'UlJ 

tv.<t.cv ih1 CJ\l1'Wfl1"J"~ fl~TVII\lfl~'W n V!~eJ"J"1CJ-:!1'WVI1\lfl~'Wn~'tJ'l bbG'f111-:Jt1-:Jth:::~VJ5fl1'\"J'UeJ-:!CJ11 'W 

-11eJ'tJ-:J1-il'~~'WVJ:::b u CJ'W 

lv.<t.cv.cv 15m"J"~fl~1bU'Wbb'U'U Randomized controlled trial cv<t fl:::bb'W'W 

lv.<t.C91.1v 15m"J"~fl~1bU'Wbb'U'U Non-randomized controlled trial ®Q1 fl:::bb'W'W 

lv.<t.®.Q1 15m"J"~fl~1bU'W Comparative studies bb'U'U 
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'<il1'W1'W~1 8 ~~\l~~ fl~1~8-:J 11itJ'8 tJ n·;h cvlv fl'W bb!;'ltli'1 b U'Wfl1"J"~fl~1 bb 'U'U Parallel 

'<il1'W1'W~18~1\l~~fl~1 ~8\lblitJ8CJfl'",h tv bvJI'UeJ~bb'U'U Randomized crossover 

ii fli'J"~ 'J"1 "il6'18'Ufl1111 b '\1!11 1:::G'f11 bb!;'l::: ~ fl ~8-:J'UeJ-:!151 bfl"J"1 :::~~1 CJ11 'W biological 

sample '\1!~8111 

15m"J"1~m ~1'W1m!JbU'Wbb'U'U single dose fl1"J"1~CJ1bb'U'U multiple dose "il:::1.U 

bd8ii"J"t~'UCJ11 'Wb~eJI'l~1111fl V!~e:JbU'WCJ1 sustained release bb!;'lt~11ii washout 

period V!~811i~'lii"J"ttJtnm8~1\ltJ8tJ ct bvJ1'U8\l T (9)/\v 
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I il I I 
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tle:J';hnT~~mnhhl1b~e:Jtle:J (l~1~1'l~bb'U'U) 
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"' 
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- b~l'l':i'Ulh'!.Jil.~tlf)~e:J-:1 
\1 

lv l'l~bb'U'!.J 

m.<S:: m':i-r'UbtJ~CJ'U/ fi'U~'Wrl1 lv l'l~bb 'U'!.J 
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