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iB�-� □ �i;i;i:iit�HJ.1� 
itfff-�illl�i5!.llll=l!#-t£�Yilifr;J-!al"Fitffl 

[ �!!.\!Iii: l 
ilffl .ti<, lll!l>Jtl!!I□ illl!li!ill 
illj'&..g�: ii;f.li.�® { Noxafil® l 
9tX.€ifiit: Posaconazole Oral Suspension 
1X�VI''=: Boshakangzuo Koufuhunxuanye 

[ ,Jtifr l 
*li!,slsi!<Jltifr, lil!i>*l!!lo *!!,ll:a'.\!li<, 4-[4--[4-[4-[[(3R,5R)-5--(2,4-=U¥)11!1. ll:-5-(1 H-1,2,4--:l!!l-1-'I' 

li!,)-3-�PII!] 'I' ali!.]lleli!]--1-lll!illill]llell]-2-[ (1 S,2S)-1-Z: li!,--2-l"!Wll]-2,4-=i(-3H-1,2,4-:l!!l-3--ll'I 
ll:a'!i'i�st, 
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�Tit: CJ.rl--i42F2 Ns04 
*"'•:700.8 
ol�, Ailoll!�Ulf>J/<, �-D-1/<'i!J, W:iU, illlo:tliC/111, ll!!lJ!iliUli80, i!!i'l'lillb, l!E'l'lllllla I E211), ¥1 

all;l!/!lla=J/<'i!l, =$ill:1:t I E171 I , :11:Jl<� 

[ tt� ] /a%1l!>lill, W>.!i!!i<ll!Jl!lll¥'l'Jl!lll /a%'1'-1<11$:iU!l:o 

[ ilh\'liie l 
1, l';iilni!!ill!llllllili'lll$:llleiliillll! 
*li!,iliffl'r13l!i'lll13l!i �.L.t:l/ilU:!el!!Gi.Hlllii,lalm�!!ill!JxlltlillJJor,<J,Mf, 9'J:11Jlji!l:�llil 'r!illl!l!H!i I HSCT I Foll< 

!E$ffiJl!lli<fflsler. I GVHD I r,<J,$,!\'>,ltl?,laf:ir'llal>Jf;J 'fatU!lill�iil<!l>liiefllJllililUH/fl.<l!llolil.$,!\' o 

2, illfi □ 0ii$:lllelll!>i, '!sl'liil' lll,l!l!!l,01.it!iillll!!lililll!I □ 0ii$:lllelllr. 
*li!,ilffl'rilll?□�Hlll•.'!sffiilllll•l!!l,01.it•Jtl!!lililltt□�Hlll•o 

[ !Al� l 40mg/ml 

[ ffl i:/iffla l 
1, lllil'.l!!l□li1"Aillfl<Jli'Ja'IIJJlli1i 
*li!,fl'J/l'Jil,offlili!M<1 o 

il!J;\>'!iE 

lili '1iii;l!l!I Ill ilili'lllUIII ill� 

□11!$:jjlll![,;. 

i,i Ill •n!l'llll.it!ii.-l!!lilillt't 
□!i!*llleilli#I 

2, lllil' ,111!!1 □!ill!li!ilfl<Jiii!<ffl i:liililil 

li'lt'lllillfi�!!llt-Jf;J 

200 mg (5 ml J, fitB3lXo fi1£fl!M'l't'ttt!Jlllfii,Jt!l>!iie>,�!1!jQJ!Mfi<J 
�;!!1£/l!illilEo 

:fl!?,fl'i'Jt, lll1;i<:100 mg I 2.5 ml J, &B21':o !l�l'i'Jt, 
100 mg (2.5 ml), fi,811':, '-111!13;/<:o 

400 mg I 10 ml I , fit El 2lXo fi1£fl!MlB,!\'llilll'll<!ofl'1!"':ili:1£Jl!'lll 
rll\.ile$''1!1liilEo 

*li!,ii'r4ft'OI I 123 ml I i<llifeQll!ii'I, ll!!liJL:l!:'lflililili INDC 0085-1328--01), ,i1!;105 mli!!.li!ill 14ilm11!; 
40 mgl!lil'.-n!I I ,

• Ila 'Fla !l>.ffi'l!!!lliii # ,O □illtll!>lill!'1 ffl �li'Jt 'I' l"I , JIJ 1-li'J!l!!'l'W:!i!!litffl o J;\>'illflilll !I> Jt l!!llliiii # ,o la !I> .ffi'I!! 
□lllllli!>icl!lfl<J,m)i;:)lli:/ifflli!lil.PJH1tfi,t:/f o 

• itffl"-�*-*�· fflm�fl'1tll!.{001) �ffo 

1111, -Ttll!;, <i\'112.5 ml,r,5 mlaiJJl!, 
• &1':�1§s,,111r,,,. fflJ/<iitiSl;tl!so 

• !l!-iil:<£ilt¥11H�;;!tlll'¥Fo:!l:llll I 2o*l!l>i'I J !lffl*li,, Wf!lllrlll!l>Jtl!!l□ !lil!AilfllJ!l!i&, f;l';ll:JIIll!il/lll!o 

• ;;i'r,cili:iE !l!i1tfffl'1 lll;!f , mlllffllilil' Jtl!!IDiiii #fl:illll !l>.ffi'l!!I □ illl!li!illo ia;,; Jtn!l§lfl # m�iltffl 'rffii>lli 
Jllll!iilt$'iiL <E!rl!t!t�f!Fl", llli!l>ll!l!!llli:i#lllW!Xlll!l>Ji!l!!l□!lil!l!!ill!!!�lPJi!fl<Jllil!f!lo'i!Jllllli'Jlio ,,ff,c 
i:/i:iE!l!ilttfW!.'lci:lii!;Jlllil!l>&n!IDii:i#fllJail!a!!, Wl/!i'l!lfi\!;/;r;i&.itr,IUlltl'.� I :Ill, .;ttl'tJ/< I !ifflia;,J>S!I!!!□

Ji!Ml!!illo 

• ;;i'r'lci:li:iE li!ilttf lal!'l'llllii'.tll! □Ii l!;';;i&lal!illil!!!ll(�W!.'lci:lii!;Jll lll21> .!II Q!!Jli:i # r,<J,;i;a!! , "i'J>!li!ffl ;ll;fll!li<J!lli 
il!lf>,;;t,$,!\'tlllli!!'1�111!ttalll!llil<i1tfiil'ltJJ!ll:i!llo 

• <Etlllli!:ili/l!�� .. ��r,<J/ll,!;''fa,!l!-�;;i�ill!Ulll!ll�iltfiil'/tJJ!ll:OOo 

• ill.i.millli\of ,lalil'lll!l>.ffi'Q!lllil!l'!i:/1/l!l'ltilffllJ*j>; Jll.,;, 111<1'llt'!U!!;,t,il� o :li!!ll�'I\HJ!Jllil<!l!l!i!lti, !i!-jjij;;i/l!,;!f 
tfjlJi!fl'J�ill!ji·J/j·�lll'fiil'/l7JJll:�o 

3, \!!l:,;/Jf!li'l''.'tllla!!fllJli'lliill!i!' 
'l!l:,;/Jf!li'l''.'t;;i'rla!l>.-1!!1 □ fllil!!!!illfl<J�fl:;i/J:/J ,;e;ismE.!iUf fl<J/iil(o], l!slJlt, <E�lltJ>:lillt'l!l:,;/Jf!lill!lii\!11<1' <ta , ::i<II! 

i!<iltfi!i'Jaillll!'" 

ll!rullffl400 mgJJDUll:Mlii.Ja, �lt (Cler: 50 - 80 mVmin/1.73m2, n = 6) ��.It (Cler: 20-49 ml/min/1.73rn1-, 
n = 6) \!!l:,;/Jf!li'l''.'t;;i'rlJl2i>.n!lfl<J.,;f1:;i/J:/J,;e:is1"¥<£.!1.il!fl'1/ii0O, l!slilt, <E�Jl!J>:<j,Jl!'l!l:,;/Jf!li'l''.'t!ll;!f'fa, ::i<!lli!<iltfi 
li'Jtillli!'o <E!l!Jl!\!!l:,;/Jf!li'l''.'t!l!<I' I Cler, < 20 ml/m;n/1. 73m' I 'fa , 'l'l;,Jliljj!li!lliJ/<'I' I AUC ) -'i \!!l:,;/Jf!li:iE !I! fl<);[;,!;' 
I Cler, > 80 ml/m;n/1 .73m' J fflf�; !liili-'i;lt'l?:\!t:,;/Jll!'l''.'tlll I !li!J'llil!tt < 40% I ffl!X, ll!Jl!\!t:,;/Jll!'l'i1'Ji!!;!f <j,, AUC 

�tt�m�1l'<E-�fl'1�fftt!�ff�!tt=96%l o @'r&RJ/<'l'tt'<E�ff!i,!l!-ffi;;ill!Jl!\!!l:,;/Jllll'l''.'tl!!<\'tlllli!fl'1�111!1i 
!!!iii .;&!/l,iltfiil'ltJJ lll:00 0 

4, llfl/Jf!li'l''.'t 
<E�Jl! (ChUd-Pugh A!&, N = 6), 'fall (ChUd-PUgh �. N = 6) ,r,Q (ChUd-PUgh C�, N = 6 )llf:,;/Jllfl'l'i1sjj;!i' 

,;, , .f.lX□ flolil!l>.1!!! 400 mg!§, 'l'l!!AUC-'illfl/JilliE'lofllJll!ff I N = 18 J ffltt*llU:fHl!43%, 27"/411l21 %, -'illfl/Jill 
:iE1i!fl<Jll!Uffl!X, <Eb, 'l'Jl!'lll:ili:lltllf:r:!rBl!'l''.'t$,!\''I', 'l'J;,Cma,&llU:fl-11!1 %, :fl-i\1!4o%,r,H34%o -'illfl/Jll!:iE1i! 
fl<J>'BM'ffltt, <E�!l, 'fa!l,O:iliiltllfl/Jllll'l''.'tll!;!f'fa, 'f'J;,!IUl!□fli-'fllll<l!! {CLJF I *l1Ul"fit18%, 35%'11l 28%0 <Ellf:r:!r 
llll:iE'li1!'1!l:iM!I/!&�, 'fallt'lll!llltllf l/Jilt::r-'.'t,$<1''1', /llll§t'i'-'i!M I 1,. I *l1Ul'l27'J,n,t, 39'],n,t, 21,J,n,t,043,J,n,t o 

<f�Jl!J>:llll!llfi;/Jllfl'l''.'t I ChUd-Pugh A, B'IIJC� I JB,!\'<j,, 'l'llilm*lil,iltfili'Jail!H!Jl\ [ lllU<llli] o 

5, !iJJU 
<Elill!l,n:l<li <ta , lll!I> M!l!!lfl<Jlo fl:;i/J :/J 'i'ffliil, 'l'll!i!<�ll!ttli;;i*�iltfil'i'Jtll'I ll! o 

6, A'" 
l�&.-l!!lfl<Jlofl:;i/J:/Ja'M'l'l!eA'";<i.11.\lfi,I(,], 'l'i!;i!<fl!ll!A'"m*�iltfiillJt\lilll!'o 

l 'l't.il l 
1,i"'ll!'l't..&h\''lll=ltfll!ll!�'l't.!ilh\' 
,�Fm:isi..&m'lll:itfll!m�:isi..&hl'=IE*�IJl�fl<J:it�•��rr�m��, 
1 l Wlt.&.,o 

2 l •Ml!!le1!UllQTf�lU!�'ilao 

3) llf•tt,
2, rll\i.cil':®li!'lt
Iii!" n!;.ileil':'lt=tE lH•'l' 1"1 ll<f!F, * !il , :is llll'ffl*li!, 11!;.ileil':®<ta ;g;is i..&mll!-'i ;11;�z.qi, na; llsil':!ltfl'1 !ii ll!iltrr 1mm

/ii!, # ll'l'll!lfl:11!11!;,ile!tl!l <tafllJ!tllf-li<!lsl!!o 

<Etlilleil':il&fllJ 1844.\!l !l!<I' <ta ;;im;p • l!!lilll?fl<J'lic'.'tl!llll'fi 7 w� o :It <ta-!sffiel; JJoii!ttt;;t l!ll llilnl!I 1tfi<J605.\!l !l!<I', 
el; ll!rii!ttt;;t l!ll □ Olll*l¼lll!iil!l1tfl<J557.\!I 5-;!f, el; JJOlllllll!i □ !1!$:l¼lll•IJl1tfl<J23gg ,e;!f , 111& el;J,o =ltfll!ilJ;iZlfi'IJl1tfl'1
443.\!lli!l<l'o il<.&�7'l'�fl<JA#l,'!sfflltli!:,;/Jf!lill!�!ll<\',:11Jl�t'tID�!o-ltl?�'l'tt�mU�-�ID'r$�§�� 
§4!@)1/i:l\Uc.&&'IIJHIV.;&!/;' 1/!&s,<tal!ll'<IJll�ia<� Ill<\' 0 iii,!!,!;' A#l'l'71 %'-i!i!tt' 'l't!J<i'�l',42,!; I mllill'l8 ~ 84 
l!i, 6%fi<J/i!la!!a> 65,!;, 1%fi<J!ll;!f< 18,!; I , 64%'-i/aA, 16%'-iJ!i'l!Hfil, 36%s,/aAA'" I -!sl'/i14%fi<J/.IIA I o 111 
.t!l!<l'�ll!Ta,61'-Jlr,<JlJl;,J>.l!!!illff,=lt'l'�.t!l!<l'�ll!Ta,12-t-Jlfl<Jl!lil'.-l!!lilll?,*2.!1.;;,7m;p.-l!!lllilnlJl'lt'I' 
li<!lsl!!;;t'r 10%fi<Jillfi'l't!l>Ji!fl'1'l't..&h\'o $!3.11.jf.7□ 1@1:tlliell!!>i { OPC I /llilll!l□Ol!l:tlllei!ll!>i { rDPC I IJl1t'l'll1!E 
l!!J>:!I> l'l 1 O%fi<Jlllfi'I' W lli!fllJ'I' io.&J,/'o 

Ill lJJl!i!O:tlllell!fl<Jliiln, 
'1E2lllilil/l, tt/ii!1illii>l1J11t'I' ( m;,;.-l!!l□fli-'l!li!illlJl1t1 'IIJIJl'l,2 I , <E!li:.ltltli!:r:!rllll!\'!l,l;,\!l,!\''I', �m;,;.-O!l□l•

m,11�200 mg, &E:lll::/f$-'ilUll!!l400 mg, fi;E 1»:;;!tfl'oll.1!!1200 mg, &E121'::/fll;r,<J'li''.'t!ii1tfi71X/ii!o 

lli!>llll\J,el!llli'fa.lilllill!lltl'r!'1'l't..&& I> 30% I -!sl!i:l!M, ffl!lll'lll�•t'o 

ffi!>l�i.c1J11t'l'Ji11!,lalil'fi'Jl:lil!l>Jtn!lillfifl'1'l' t..&m.s;l!l!li!ii!IEfflcle, Alo:illi1'-!sffi�•t, I 2% I , •�<ti: I 2% I ,Ollf 
-'l':fl-J! I 2% I " 

*2, lll21>.ffi'l!f□ li1"Ailllll'it1,0IJl..i2o llti!rillfi'l'tlllli!fl<J'l'li!&h\'fl<Jlil/l'1;ll'il':altll!:t I% I , 
lJl;,J>Jtl!!l>,Ul!!lilll?!l!Zli<!E!iil!!J>:!l>l'l10% I l[ll.ffi'1i'lci1st't:SHJr J 

ff'i<S!l!if*!l!�l>i jJ)/!)'$:1!!1 
(n=605) 

l1ii!n£f<l'I' t.Jif J;iZfllJll!il':,!\' 595198) 
,t--!ii 
li<M 274 (45) 

ll.l\ll 171 (28) 
J!I!� 122(20) 
liil, 101 I 171 
ffil!/:ilJ/<i� 93 I 15 J 
l.l<k 92 I 15 J 
ll.!i! 64(11) 
,J<W), 54 I 9 J 
,c:/J 51 I a J 
lfJl,t•IDltf�jg 
<!11Ill3i 108118) 
1lf.Iln.lli 83 I 14 J 
nill'llllll-B �!ifllilo' 
litllil 149(25) 
<j,-ffll-�liE 141 (23) 
l!tf.l'l!E <ta -!ill�lt!l>!iE 118 I 20 I 
!!slliS!l!if,oU�lo' 
ll'llitllll!l• 24110 I 
,.. llilli�lltllilo' 
lllill 2� 142) 
�,c, 232138) 
•�<ti: 174(29) 
lllffll 161 ( 27) 
111!.» 126(21) 
ii'lll:'l' i. 61 { 10) 
,t,l!!'lll'll"!ll!l!llli!< 
,Nlb-rtil 72 I 12 J 
llll!!'l!Ellilo' 
0[ljjt 11 I 12 J 
llf !S:'lllll!!i! S!l!if!l:ffii 
ll!!iliilllilliis 59 { 10) 
fl:il!tt,.,;,;;11i;;r. 
ilflil'JIIl!iE 181 (30) 
Ji�JIIlliis 110(18) 
;l!JIIlilllliie 68(11) 
ilft<IJIIl!iE 56 I 9 I 
llllili'IH�llt'll<II/ 
llllill'lllffll'll 95 116 l 
cle'll"lii 89(11) 
'll'liii 63 { 10) 
ll!l,N&, Wllil,nill!IDl!fll! 
ll!l,N&�!l>liE 175(29) 
llfe 84(11) 
fil!li'll<lii 
!lieilil 103(17) 
Ol'!l!�!ifloelo' 
�II 146(24) 
Ol'llli!lil 121 (20) 
!!llll 82 I 14 J 
lltM'llllltl"!!l!ll!l:r. 
Btls 113 I 19 I 
11!1! 69(11) 

• fllffi!ll tt/:1<1ill!<I' A!ttlt:11:t'tJJUq>;;;>tt'I' "-*l*fl<J'ia * IX o 

£!Is □ 01!1$:l3!flli!>i!'1H1Vlli\lll!lif i>:a!i', 

-1!!1 
(n=539) 
531 ( 99 l 

254 I 471 
141 (26) 
87 I 16 J 
98 I 18 J 
67 I 12 J 
94 I 171 
56 I 10 J 
68 I 13) 
52 I 10 J 

68 I 16) 
79 I 15 J 

124 I 23 I 
122 I 23 I 
85 I 16 l 

20 19 I 

212 I 39 I 
198137) 
173(32) 
147 ( 27) 
94 I 17 J 
50 I 9 I 

75 I 14 J 

60(11) 

51 I g I 

142 I 26 I 
84 I 16 J 
76 I 14 J 
55 I 10 I 

82 115 l 
67 I 12 I 
66 I 12 J 

146 I 21 I 
54 I 10 J 

92 I 11 I 

130(24) 
116 I 22 I 
73 I 14 J 

96 I 1a J 
82 I 12 J 

il'll,$:111! 
In =58 I 

� 11001 

32(55) 
23140) 
11 I 29 J 

5 I g I 
1t I 19 J 
16 I 2a J 

5 I 9 I 
a I 14 I 
2 I 3 I 

3 I 5 I 
10 I 171 

16 I 28 J 
23(40) 
23(40) 

3 112) 

35160) 
30152 I 
24 I 41 l 
21136) 
10 I 17 J 
6 I 10 I 

3 I 5 I 

12 I 21 J 

1t I 19 J 

30(52) 
1t I 19 J 

2 I 3 I 
5 I 9 I 

9 116 I 
5 I 9 I 
4 (7) 

20(34) 
g I 16 I 

1t I 19 J 

14 I 24 J 
15 I 26 l 
12 I 21 J 

25(43) 
1t I 19 J 

<E 2tJicle'r□0H$lllellir.fl<J!lil/l, ;;ii!l!!ilf'lt'fa, ;;!557;\;HIV!il!i!ill<l'!l!ll!1llil'.l!!l□Dol'lilildl,;; 400 mg, flJ El 1 lXfllJ 
S<i1s1!£-'i282.\!IHIV.&!/;$.t!l!!l:U0!<100 mg, flJ 81JXfi<JS<'.'t!ii1tfi7 lt/ii!o 

,l '1,239;!; tllli!ilffltt□ 1@1$:jj1'1l'!iiil'1HIV!ll!/;$,!\':/E2tJicle'r$illt't □ 0!l$:Jl;'ll'!>i I rOPC I fl<Jaelt/ii!ttlrlilfeil':ilt'fa 
!l!ll' 7lll,l>•n!l□!B!ll!li!illillfi o <Eil<l!!1ll!1't<l''I', 149.\!l!l!ll!lif 8 800 mg/1'1-fi, :lt*!!eil':<l'�l!eli'Jii,;; 400 mg, 
fit El 11':il!fr o 

ttOPC/rOPCIJl!ll!'fa, Ji1i!Jl\fi<J'l't.Jif/;!;'-!,(jj!ll(!7.1, Iii,;, /l!l,t,, ll.lii, 0�<tf:'lll��o 

'(E;;!l!!lOPCi[ll,IJIJi<j,' am ,latt/$.ll:lll!l>.n!lillfifl<J'l' li!!ilh\'-!sl'/i"l'l,l:,;/Jfl@'l'i1' 11 % I 'lllffillll! 11 % I O <Eiillilll!I 
OPCj[$ilf!ll!'I', Ji!l!,laf:ir/lo.11:lil!l>Jtl!!lillfir,<J::i< t.&J;iZ-!sffiAIDS I 7% I ,OOJ'l,l:r:!rfl@'l'i1s I 3% I o 

*3, llli!l>.ffi'l!!I □ fll!Mli!illfllJOPCilfoJ!,'fa£1'lffil!!J;;:!i>l'l 10%!'1illff 'I' tlllli!!'1'l't..&.!i! I fflfl' Affl' l 

il!'i< S!l!it*!l!�l>i ll!il':a!i' All! I% I 

lltl'r!Ol'l' Ii! >IH'lafl<J ll!il':,!;'• 
'.'talt-i1salt!l:lll 

£!7.1 
ll.ll 

8!1t 

1il!;;; 
Si> 
�m 

ll'liii 
llili!i,nll!-l'lJl!if!oeli!i 

<tattttffll��PliE 
litllil 

!o'llilli�lif-
�lll 
1/1,t, 
•�<ti: 
�· 

!i!l-!l:r. 
□1@$:llfelllf,; 
Jlti'lil!llll!s 
11,jl! 

fl:ll!tt,,'l!';;t't!l:1< 
11:!lilll,$\' 

111!1/< 
l\li!li'll<l>i 

!le iii 
n>J'!l!�!ifilelii 
�· 

"1'11!1>1$ 
ans,,a, !!!11u;;,;; 

lit� 

>lli'flli� 

OPC=□•U:J¼illi1": 

lll,l>ll!Q!I 
n =557 

356(641 

34 I 6 I 
44 I 8 I 
10 I 2 I 
18 I 3 I 
9 12 l 

2 ( < 1 ) 
4 I 1 I 

21 I 4 I 
11 ( 2 I 

58 I 10 I 
48 I 9 I 
37 I 7 I 
21 I 5 I 

3 I 1 I 
16 I 3 I 
11 I 3 I 

4 I 1 J 
4 I 1 I 

a I 1 I 

1a I 3 I 
a I 1 J 

15 ! 3 I 
13 I 2 I 

Mill! 
OPCIT:,� 

lfl&l!!I 
n=262 

175(67) 

22 (8) 
23 I 9 I 
4 I 2 I 
12 I 5 I 
512 I 
4 I 2 I 
2 I 1 I 

a I 3) 
5 I 2 I 

34 I 13 I 
30 I 11 I 
1a I 7 I 
11 I 6 I 

1 ( < 1 ) 

a I 3) 
6 I 2 I 

2 I 1 I 
7 I 31 

3 I 1 I

11 I 4 I 
a I 3) 

10 I 4 I 
5 I 2 I 

ilill 
OPCiC.� 

lll!l>ll!l!!I 
n=239 

221 (92) 

82 I 34 I 
47120 I 
46 I 19 I 
31 I 13 I 
31 113 I 
29 I 12 I 
21 I 1t I 

39 I 16 I 
34 I 14 I 

10 I 29 I 
70 I 29 I 
67 I 2a I 
43 I 1a I 

26 I 12 I 
26 I 1t I 
25 I 10 I 

33 I 14 I 
21 I 11 I 

39 I 16 I 

60 I 25 I 
2a I 12 I 

36 I 15 I 
23 I 10 I 

•'(EIJl1tll! fij J>:!l>l1Ho1 illilll? <ta tll llilfi<J'l' "-*ft fl<Jll!f;t;!f Alt , 'l'"i' li-ai!llff !'1clell" ll!il':<I' Wllllllli.1 iii 1/11:fllJ'l' "-
ll!l'l'o 

ttiltil!li □ •�$:llie'll'lo";&,,!\'j[,!l,<j,, ::i< t.&mll'l'l'li1 filo ;;<Ei>l!!1,'>;#�lU!HIV!ll!/;r,<J/!'jllt�ll!liUl,$<\'<j, , i"'!l'l't. 
&J;\>' I SARs I :l!!EiO<l'l55% I 132/239 J o Jio'li1Jl\fl<J!"'ll'l'li!&.l\l!::IJ:l!!!> I 13% I 'lll<tattttml!!!'l!l>ii I 10% I o 

/ii!::i<1i!Jl\!'1'1't..&m,1':/f�tllT<Effii>lM!IEfl<Jil':ilt,OPC/rOPc.it��lilil'.ffi'l!!liitilt'fallti!r�t..&m£1'l!!<5%fllJ 
<i"l!;,lcli!)'(fllJ'I' lo.&.!i!o 

• JIIli&,0111-l'l�!if, lflllilMliltt�1'rtiE-ntt!Mt!in,J,_!l>ttil:!11, <tal!lsm-!l>Jrn!IL 
• i'I *i>ll S!l!if , \It 1:Mll/J llll'f-'.'t o 

• !li!i!S!l!if, !i!llllffli!o 

• j!,l!!�!if, l,ltt,&J;\>'o 

• ,t,Jll, 91lll!Hrul!!lii;tt,t,;i/Jlil!l!o 

• JfiL'lf: Jtilittao 
• !o'llli�!if, &l!lll!i!t 
• llfll.!.�!l'f, ll!!ililJIIlliE, llfliJ/<'l':fl-;I!, llf:,;/Jfl@ff1i!, llfll!llfJo;;t, 'i\t!l!, AST*'f':fl-;I(, ALTJ/<'f':fl-;l(o 

• fl:11!,0,!';r,' ilflll'JIIlli'i, 
• Jfil.1Mi., tl::!Jfn.�&l.lfiL: JfiL1M'i�1>iiEo 

• \!!llll,Oil!lll�lif, laft'l!lf!lli, 

111\lle!tilt!i!*ff, 
i:E••*�,!;',O,;[;,!;'<j,,llf:r:!rfl@*li!�ll!m:fl-•-'im!l>•l!!lllil�l/llltft;l!,cc)eo 

<Effilnlll'lt'I', llf :r:!rllll�l!!'!lill!l,t!iltl!l!llfl<Jiiiffl.tt<r.11! I CTC I o, 1 >,21ltli!l'llJIJ'!lllf;Jfl'J3>,41ltfl<J!!a!i' All!W# 
.!i.*4 o 

!l;i(tli,�!11: 
'l"fl'¼t!.Mt!.H3i;I; ! AST I 

WilllU!.IJlill I ALT I 
Jmillll 

lilittilll!/!5 

l!t!!s�ltfi<JlB<l'A!tt ! % I •  
lJl;,J> ll!l!!I □ lliiliJiill1111t 1 

/a21>&111! I n = 301 J 
11/26614 I 

47/271 I 171 
24/271 I 9 I 
9/271 13 I 

lll!I> ll!Q!I □ llii1Ulill1111t2 

••l!!I (n=299) 
13/266 I 5 I 
39/272 I 14 I 
20/275 I 71 
8/271 13 I 

!l;jtli,�!11: lll!l>$:III! I n = 304 J •$:l!!l/i,illl_.l!!I I n=29B I 
'l"fl'¼t!.lltl.H3i;I; { AST I 

Wt!.11,U.ffl!Jlii I ALT I 
Jm!'.tlil 

!ill·l'Eillllt. 

9/286 13 I 
18/289 I 6 I 
201200 I 71 
4/281 11 I 

5/280 I 2 I 
13/284 I 5 I 
25/285 I 9 I 
1/276 ( <1 l 

• !l.loi!l<lllfl'101':.2.lf!lll!l'l ilf '1Jlll r;J fl'13>,4.!l!o il<Hll!*;;,l', XN�st, =It 'fa"*;f-llliJEffi;f-<i\$ fl'J,\!l,!;' All!: , liiY*;f-
A<i"¥!1Ullill.'lll1':!1>1 »:¥!lsill•III Ji<fl'J,$,!;' Ml:o 
CTC =Affi'1;1i<i\11!; AST ='l"'¼Uf;.ll:ff§lli; ALT =Wf;.ftj;,li!,ff§llio 

l'EIJIQfi<Jfff,Jl>Jf;J tlllli!�i.cli!lifi<Jllf:r:!rllll!Hi: I LFT I ;;>li!fl<J □ 0l!:tlllelll!>iail!a!I All!:of -.!i.11!5 I flll*ail!,!\':/E'/f-
1t�'i!Jlllfiiwct!lll!llf :r:!rft�!O'ff1i! J " 

!tiltli,ltl!! 

ALT> 3.0/ll:iE!l!ilil:'1 
AST> 3.0 /ll:iE'li1ili1:'1 

,\iJmilll! > 1.5/ll:iEli!Ll:'1 
liltt!Jllll!llli > 3.0/ll:iE!l!ilil:111. 

jJ);)'JllO!, 
n=557 

16/537 I 3 I 
33/537 I 6 I 
15/535 I 3 I 
17/535 I 3 I 

ALT =ia9.ll-311i: AST ='l"f14iill-811io 

3, 1:m-® 

;;!)ffl 
Un!I 

n=262 
13/254 I 5 I 

26/254 110 I 
5/254 I 2 I 
15/253 I 6 I 

$ill 
la,l>•I!! 
n=239 

25/226 I 11 I 
39/223 I 17 I 

9/197(5) 
241190 I 13 I 

<El: m Foitffl iB!i> Jtl!!ll!ll r�l!tlli! 7111 l"'l' i..&m , li!I '-iil<'l!''I' ,!,&J,ZJ,; @'l'llilE!li!lll!'1 Ali¥ § ll!ffl.l'rfl<J , Iii W\l'l'ill 
WIIJl!�lt ;ll;li<!!s!llill<o 

i'l*>i!'ll'i!l, fil!IBlill!OOlt�liEo 

[ \11,io l 
1,l,J:� 
;;tl!l!l>•l!!l-*li!,fl<Jffiililt*�=ltfll!n!l!l!li<AHli•ffffl*'"o 

2, -'il!i!!l':l!"lllffl 
•.11:*!!,.s;i!!iW�'OJll)\;";�fflo *!!,-'ii!!iW�'OJll)\;";Jll;;,r;;f:iri!!iW�"lm•i:/1ilt�:fl-�9/ll,,!l.lii�,laf:lr�W�"I 

'fa'l;o 

3, -'iCYP3A4Jil:#ill)\j>; )ll .,;,r ,laJ:IQT(O] Jlilllsi!< 
• JI:.*!!, .s; CYP3A4Ji;:,[!,ll)\j>;itffl , Ii!] ;<,*i!titffi�,laJ:IQT(�llllls* o *�-'i CYP3A4}i![!Jq>;j1ll!lE, '11"1 ru(<Q!I, 

J!i!l>!i!-l'I , l!!iJl:c/fq>;'IIJ;I' /BT*;"; Jll;;,r ;iattl:ij;.,; !!!'1llillli:/<Jl!:fl-it , !I. ili,lattQT ef;Jllllllsi><'lll'I' Jl\fl<Jll1!ll!HUlo'. tt 
NbEl:ii<o 

4, slsi!<ii!Ei:CYP3A4fl:il!fl'1HMG-CoA,l;Jl<i!lliijQJ$Jji11J 
.Jl:.*!1,-'is!s!liliMCYP3A4fl:ilfi<JHMG-CoAi'E.ll!H!lf)llJll)\j>;itffl, 911:IIJl, il'Jlt!J!�lT, >l!!J!fll!lT'llli$!J!fll!lT o 

Ila 'r *i!titffl!al>t!!'l!i!l!JfllJJIIll!ii:/<Jl!�JJo , !l.lii� ,la!il'jjl!JtlllliDMo 

5, .!aj;fffi!l;:!IIJl;;lill)\ffl 
lilil'3"Q!l�,lal'!!il!ffi !E!lllllill { il!ffilliifo'.ll(.;;il!ffilli I llillli:/<Jl!:fl-a!, Wlll!,laf:11:il!ffi 'l'll,:o 

6, -'i!l!i!!iJ'l;l!i'M 
•.11:f!!!ilill'lm�iallili. I CLL I ,;,J,!ill'lml!l!l!!lll-l'l!lli I SLL I /ll,!;'-;i;J'l;j;\mlft�;;,,111til\Jlllll!f;J;";#�'l'lil 

!l>llll!!!Wl?, lxWlllllli/Jllill'lllflffi11�1'rtiEfl<JJxlit I -m [ !15:*llii l 'Ill [ i;'l!lffl:!if�Jll l I o 

[ llli!1Jllii l 
1,-'i����i,���fl<J�#iffl:!i�Jll 
*�',$�Jl!ll!>,�J',;-'OJll)\j>;Jll1§W,lal'!!lx�li!t<ll!!/a��lllfi<J'.'tIDi:/<Jl!�lll:fl-il!o �llefr�l1f'lt'fa,;;i£1'll!i!II 

lil;;!t�J'l;�"li:/<Jl!ft�&;!fc.;-\!!l$tt'lll�/a�M(-!sffi��ffl001lltl'ro :/Ela!l>lffll!!lillfrllll(O],ofi;Jl:illfi!a$'�!1li-lll: 
�$�Jl!-�fll!J',;�'0Jfl<Ji1sllil�llt�ffi.#ll���Rll!'$�§-�MJ',;�"1!'111lao 

2, ,t,fl!/e1i!,oQTf;JlU!liai!< 
li!!!:Q!l/l!ll!i#I , -!s!i'hll21>& O!i<E pg il, ,la!il(,t, •UIOTf'l 1111[ 'ilao ,l;t-, il!Jll la !I> ll!Q!I fl<Jli!la!! c'I! ll1liii!H.ft!l!!li,tt,t,;i/J 

lilll!!>iOOllt½o 

U$Jlil,!\'<j, fl<J�ll!lt-J(O] l!!iJ!i!.D<tOO:Sttlil\lll!li,asQT ejla]lll! 'I' i<J1l[jjt'l,fl'f<[:fl-� 0 <Eloil'llllM,I>!' lall< 7!!!l'tlll!l>.ffi' 
l!!l□li.'IU!dil1400 mg, fi; B21':, f.l!ffillii1!11$11!t!tfl'1173.\!lil!ll!!l!!i,offi>!ll!!<I' { lslltl'l18 -85,!; I =tE12,J,l>Ji'Jlllll;r,<J� 
!l!lt-Jf;Jl!!ili!•t,<tOOo <El1'Xll.*'111'1', lil!lff�J,eli'Ja!rl:Z.Ja, QTefijJll I Friderie"' I 'f'J;,1liffl;;l'rliltl!!'1:!l'ltl'l-5 mseco 

tt!!t'l''lc!i!lllfllJ!l>ll:ll'f;t,!\' I n=16) 'l'Ulli!QTe { FI f;Jlll!!\lill' I -3 msae I o 'lic!i!li'IW!ll!Fofl<Jlii:;;tQTe IF I f;JIU!'l'J;, 
�ffl;;i'rllittfl'1sl1lt< 0 msac I -8 msac J o !l!ll!lll,l>ll!n!lfl<Jlil!ll!ll!il':a!fllt'l!tlllli!OTe { FI f;JIII a,500 msae,;£QTe IF I 
f;Jl!l-'ilotl!ffltt:fl-11! ;<60 mseeo 

*i!,'l'ffl-'i II! 'l'CYP3A4!l,![IJ,n Blil aJlia 'ilaQT ej,]lUJ fl<)� �ll1(j>;itffl o 

Wllll�!lslo'i!Jl!l,b�!/ieli!�mr,<J!l!;!fmilimffllll!l>ll!l!!lo 

:/Etlllli!li•t,lll!!le1i!�mfl<J;i;,!;'<ta, !i!-lili1'i!!l*!!, illJ:11!, 
• lls'l"!i�!IH8ttOTd'll!llli!'ila 
• 11)ffllfiii, ;lt;M;�it•1J$::Oi

• ll!t't•t,il/Jli!l 
• Btllllilliis�!'lhlil!!/ie!I! 
• *j>;�Jllc�jij",laf:il:QTef;Jllllii!:'ilafl<Jff� I il§t7<E:lt.io'l'IH<Jfl'11§![;J I 0 

,tM,Jllt;HL, <Ela !I> M!Q!lillfillfl'llllllfiEl:l!l 'I' , !l!-i!<l>J JIZ;;l<tfi.lllt*i'il, 1\1�1)£111' ill 'r, Ii! Jll 'r"1t�Jll 'r1/<'l'i1tfi 
.OO:lWl:f4:JtqiEo 

la&Jti!!!£CYP3A4ilP�li'I, :/E=lt'i?:ill.Ei:CYP3/\4fti!Jr,<J1§�illfilUl(O], Rillttl\l!llffim l"U I ej;Jll1§![1Jffl:!i�Jll Io 

3, llf•tt 
:/Erll\i.c1't!lt'I', tll>Ji! 7 llflll'l' t.!ilh\' I 1!1:IIJl�/J!J>:'fa/J! WtlllliH§l!li I ALT I , 'l"-1,lii!tlilliff§lil I AST I , ;it 

tt!illi!tlll, S.Jmilll!*'l':fl-ll!,01,;1111;aellfll! l o llfl/JBl!*f!-!ll!':fl-il!iii1i!l'E1'.11:illfil>!Wil!ff, :/El;!ffml", tf;Uf 
i,<.,;![!Jillfrlt-J, il<-�!l\ll!of �S:iE1i! o /j'l,/"!l!Ulli;li/ I l!l:ll!llililll\!if!!ltti�lili I fl<Jli!l<l'<Elil,l>Jtn!lfflffllljla] tlllli! 
£1i/J!fl<Jllflll'l't.&m,-!sl'/i�tt��lal!llfl/J�*�·�-"��o �1!:lilltllfM'l't.&J,1'sls�fil'r-��.ileil':!lt'l'!l!ll!lll 
il'.llll!!!□limli�& aaoo mg I 400 mg, &E12lX]lt200 mg, & El4lX I illfifllJll!il':a!!o 

<E'lflftlil!l>Jtl!!lffll?'lllfflfilll(O],!l!-lJi;;illf�llll���fi��o ;;t'rl!l!l>•l!!!illfitlllli!llfl/Jllll-ff�fl<J!l!;!f,!l!
i;;;;t;l!!lsll'li.!l!fl<JllflmlliiltfiJ;l:i;mo !!!;!f'fl!l!l!-ili'!sffillfl/Jllll!l.!lt"'i'I'� I :it=ltli!llf:r:!rlU�l!i:'lllll!!illl! I " :ll!ll!rll\,lcl$:fiE 
'lll���i'tllf!ii,#g-'ilJliJ'.-l!!llllcle,!l!-iil:�Jl:lilil'.n!lfflfio 

4, -'i0¥l/sl!!l1?:M 
*Ii!, -'i-111!�11)\j>; ffl !!i il, ,laf:ir-111!�11Illlil<Jl!!'J :fl-lll5/ll o illiml<l/s!!l�mll i:/<llt:fl-lli JIil! �l!ll!i# !iii! 'llafllll!'lllf!I 

ill>� ffl O !l!-lilii!l'\JJ lll:ll!lfflfi ,ii!<\' £i§£1,ru(<l/sl!!l1?; mll i:/<llti,I;!! ,lal!j[ <1'1'1' i.&m , * g,l!-Jjj frr<flle=lll.;!ll!f;t:/lili<illJ ffl 
'J'il,l,��J!<h\'o 

s, -t><,Hillt$11 
!li!i!•tt,o�Mi"'£'l'�.&JIZ-'i'lla�ffilil'llln!l!l!li<•m1o,§l'/i!a!l>ll!n!lfl<J�i'titfflffl�.§l'li•fi:l!t\C,��!li!i! 

!>i!II!, li<"'lli<i!lt'ilii*ll!'l' l!, !:<;";fiE,oJW#ll!lliol! fflo it/ll'lla\!;!l;:![IJ;it , '!sl'li-lla\!lffiilll!'1 l!<\'<E'lc=lt Mli<lllfflfiW il!a1¥1>! , 
ar�ffil!!l!l\li<a§�,-!s!i'hll!l>Jtn!lfl<Jillfio 

6, !llll;J'l;!;i'lijtt 
wtCYP3A4llP!llli'I I -!sffil!l!l>,l!n!I l -'i!l!�J'l;!;i';";#!rl;!!i,rll!llli/Jll!l�J'l;!;i'll;l!I, l'l'<Elollllflll11/li<1'rtiE ( TLS I , 

,j,U!illl!!ll�!IE,r,J"';.;lll*fl<JJii\�o :lt.11:CWSLL!ll<l':/EUJ'l;!;i'ffl!l/l!l!;.,;,o)llJ!i!lll!llllll (O]i',#!!t'l'lilil'll!I!!! I el; Jl\ [ :it 
.. l Io cle'rCLUSLL!lla!!<EfitElll!lElllt��lllfl<J'li'i1'ttli!l!,,/l'JtH, ej;Jl\!l!li<J'l;/!i'�l!ll'llo 

;;i'r,il!tttt!ill�/amm(AML)�a!f •• �<Elil!l>$:l!!l-'i!l�J'l;!;i'i',!l'!i!;!!il>!fitffi'IIIA#i1tfi'li''.'tttli!IJll(ej;.!i.[� 
![!Jffl:!ittcffl l Io 1/il!iil!IJlel;Jll!l!i!!iJ'l;/!i'�l!ll'l!o 

7, =It� 
Ettim 
11, ;1cm!I> Jtlll!-'i a"' Q!l/l!liwili.,;!lti.,"JtEtfil:fl<Jfflclefll ;;.o =tE;;t� 'i?:n!l/l!.,;#Jitlllfl'1 !l!Uffl 1ail'•111!1>1 , mttffi 

!1!!1!�11illlo 

l'j]ljj:r:!ff!liiliii'il 
.;-c)e£Jl!l!l§:r:!rf!liifi!l I :11!£/l!!if', I !l!<l''l'fllJ�fl:il/J:/J'l'Wtll!.;-mo <E£Jl!!if',;;!tn�<tf:!l!<l''I', !i!-liliM�<llttliili 

!!i!/;iltfiil'l\lJli!IJII, 

l'Ulilllllili<ili.,;#1 I tUll'I', l'Jli,lilT I , q>;Jtr,<Jl/i:1,il!l(/11 I ;it,ll,!I!, -le'li!!i'I', l!El'l!X,l/,, ff*lll I, l<!ili'o�,O 
J!iml<ltT 

:/E'.111!,'>;ffifilll r;J , lllil' ,l!Q!lr,<Ji:/<Jl!W li!fff "l, I/ii.It, ll§t1l<M$a!i'!'1iB�liJxll&, i§m!!l!-IJiil!Qj>;fj;JlllJl,l>ll!l!!lo 

llllflf 

fi;5 ml U;l, !!,il!!!!ill;;\c!,<J½1.75 glilali'o lilali'-'l'-!Pllll!l!i&Plil!,\!l,!\''l',ij�!!!l!!l\l!i#lillfi o 

;;tl!!l�'lll!llimRB!:/J fl<Jl!n� 
lla'rc�ffll'rEl:fl<Jlll!l>.ffi'l!!lfllJ¥1!:'l'1'!.&J;\>' I :ll!;!lall!, ll!!lli\!I I li!<Eofftll!l(o]�!li!/11\lttcl/lilifl<Jtt:/J, :ll!ll/�'lf�li/1' 

1/llll!mf!ffl*,'i\o 

[ a>IS&l!ll!Pllll/S:l<fflll!i l 
lfl.o, /1,*lIH:i<tt <ta 'If Ill�* fil,/1!!!�/il'fl<Jilf 'Ito 11§!1,i!ll'El<UW.D�JLfl<Ji!l=tEl'I�. i§mia>ts::r�@ffl:,):�o 

<E;;\cll'I', li'Jlia, 27 mg/kg I lllll!fl!Jt*ll!<l''l'fl<Jlli!:<JIIlWi:/1/l!, li>ll*'l'l'l400 mg, □llill!li!illfitE2ll:�l!i:/f 
!11!!'1a, 1,4fll I fl<Jlll�J>ll!l!!IW,lattlilliffll!!� I i!illilll!!�,o!IIJ!i/�!lie, <E:;\:ll'I', *!l!!ll!DJ!ill!flll�fl<Jli'Jll I 'lc�J,1'il1/JI I 
"19 mg/kg, Al!IIJ/<'1'::1!400 mg, □ iillii,i111!i'fitEl2lX�l!i:/fll;r,<Jo.7/llo :/E;it§<ta, Jl;;tli'Jaao mg/kgl"*ill•!!'Jff 
WIP.lmo <£;1(§'1', 'lc�JIZll'Jtl'l20 mg/kg, illi:;\:il1/t40 mg/k9,080 mglkgW,lalil'!l!i&floJllho, ;it�l'i'Jt1"1'fl'1li>llb� 
'f'*jUJ!l400 mg □li!Mli!il! flJ 8 2»(!rl;.,;:/f * fi<J2. 9lot5.2fll o <Ell!§ 'fa , 80 mg/kg)ilJl! l"Will!ll!ll<llllltt;i/J'i!Jlo:lliltllJl!I> 
'lll!l!fflil<l'l!I> O 

Olll!la:I< 
lil!J>ll!Q!I WNf il!!J>:n;il'l;l:Jlr,<Jl'L<J-'I' o II, *'"*lil,Jlci§�Nf il!!J>:Awt <tao l!sll'l *!!lil!i�III !l!JL 'l'-:l!!Ei"':ili'I' 

i.&mfllJ�tE,r�,J;\>'ili"f�l!!i!l!Jtt'r�mfl'1mlott@tll��Jl:�!PliliJi!fi;;Jl:l!!i#Jillfifl<J�lEo 

!I;: JI :/J 
Jiit;;tli'Ja1ao rrg11<g lfflffll!,sJ!!ll!iMf<tafllJlM>JID.!l!i:/<Jl!, l!IIJ/<'l';<,400mg, &E2lXdJ\"ll!fl'11.1111 I ;;!t45m!l'ko 

I li>lli*'l'l'l400mg, &Ei21':!lil!!i:nll!fl'12.2!/! I r,<JlJl&S!l!!!*Jll!;;i'r!lltt;;ti.�llllli;;\clir,<J1'lf:/J'l'1HElrfiill>Ol!o fol 
i.!!fli'l'�lllil',l!l!!l;;tA/l!!islf:/Jfl<J�l(,]fl<J�lle��o 

[ JL!l!ffl� l 
<£13 -17'i/ 1!sllt!I! 'faliE:!t 7 lJl;,J> • l!!I □ !i-ilfllJ'li''.'tt't,o<i"�l!I, l'f *# ll li!/il';;il!llfl<JJltAIJllli::l!l!l !l>.-l!!l<EJx!!: 

A#l'I' fl<JitfflHTl.tliEo f!l;[e!lll)ElJl;)'S!n!l{E13,!; 1/11' I !l.tll!EJ>: 12,!; I JL!l!!!a!i''l'fl<J!li!'.'tft,O'l,,ttt'to 

Jc\'1,12.\!113¥17l!ifl'J$altllll!lilil'•n!l□ii!Mli!illfi;8600 mg I 200 mg, fi; 8 :lX I ll'lii, 1/!ffii>l�illilUi!ll 
!l!o ��,J,'J'18'i/fi<J!ll<l''I' fl<J'll'.'tl!l-'iJ;itAffiiil, fl!l!!1 o.tJL!l!li!l<l''I' r,<J.,;fl:;i/J:/J'i'!ttl!!, ��/ll,!\''lll,ltA I "1 all;' I 
<tafl<JU1ll,!>$:l!!ll/lll! I c,,, I 'l'J!Jfliffliilo lI/ll&,l-JJirn!h\'liiefllJilf'lt'I', Jc\1'i136;!;111-JlJ>:,J,'J'18l!ifl'1'1'Mml!liil< 
![>r,<J,;1;,!\'lll!elllil'a!�□lll-ll!i'fllJlll!l', l'l50%,;l;;it I liis1Ui.!!lEfi<J90%,$,!\' I l/sl!l7.!<i<U!a;,J>Jtl!!!!U' ( c..,.) 
:iili�500ng/mU111J,T2500ng/mLZfEil o 

I Si!<i'Jlli'a l 
ttffi!>lli�i.cill:ilt'l'lililllll'lll,l>Jtn!l□!lll!li!illillfifl<J605.\!l/j,!\''fa, 63.\!I I 10% I !1!<1'<1'1<i'i!it" 65'il o ft�,, tE 

,l-!JiiltJ,llfi''fa!l!!\'!a,IIJ B800 m91llil'll!l!!l!/lfffi<J48;!; !l!<l'fi<J<i'llta, 65;/;, <£,;!f <i'!l!,!;',n<is�!l!<l'Zf• , m;,;.-l!!lr,<J'lc 
>ttt::r-t;stE,!l. ff<lEff o 

tt<i'�'lllil!<i' I" 65l!i I l'till:<1''1', lJl;,J>.ffi'l!!l□ illl!li!illfl<Jl!!ifl:il/J:/J'l'ffliW.o ttil!<i'&<l''I', ;is;,,;i.ffil!!<i'�;;t* 
,§1,�fili'JAil!l!l!o 

:/Ellli,lciltitllll(O] , :/Eil!<i''lll<i'�ll'iM!<ta !'1�!1:il/J:/Ja',o;/;i,ttt!Jt.;-,!l,1$,.�, f!!'l'f!li�f MO:l!l!!1il!<i' Afl<Jilltl&ttl[;l:o 

I .,;'i!Jffl:!i f\cffl l 
lil,l>.l!!!slsi!<iiEl:UDPll!itlffiltltiltfifl:ll!, !l'll£ptl!&'/a I P-gp I li<tll�Jllr,<JJi![!Jo lli!Jlt, ��ill!t�l!!cfi<JjQ)r,,J 

Ill >,,11,la/l'llij"J!'tlJl& Ill �r,<Jmll!l/llltJ"!!;:iijlllo 111!11;;t'r 11,!\'r,<J;llf filREl:Jxlll& , lilt!> !ll l!!!-lll!J;i1i1;;it�.s;,rllflllilailf l!lil'!ll 
l!!lmll!l/llltfllJ!o�l"llt-J��.:IIJl����-'iJlt/l!lo!l!I,JIZilii"'il'llll:�li!la!fli<!ls�M•lil!/l,o 

lil!l>$:l!!!-&JlcCYP3A4fi<J!l!��$1J)lllo li!l�lil!i>.Q!lofl/!llilmslsl!;iill,J:CYP3A4fl:i!Jr,<J.,;![IJ;<im!ll/l.li:o 

1, iliEl:CYP3A4fl:il!fl<J:!e!1!jQJ�Jlll 
i!!i!!l'al:"I , fl!.ffi'll'ill:<1''1', □llltlil!l>Jtn!l!l!i!illJ!i�ff ( if 8 21':□illl!li!ill400 mg, ffl!ll16'l" I , i!!i!!l'al:"I I 2mg 

-'liillJt I !'1Cm..,OAUC*lll!'l'J;,lllllo6. 7ftl'lll8.9f,\ o l!!Ui!!il!l'.;'OJ fl<J,il!<\''/f!ftla!l>.ffi'l!!llllfil>J, J;\>'ililll,�i!!il!l'.;"I fl<Jli'J 
t I 911:11! , llt!I> 1': l!! .. ll'Jt fl<J 1/1 0 I , #!liill lll:il!Ji!!i Will 'OJ ,t m@l/lll!, '/f-!!iz or, )"I It-/ !lffl lll! f;J ,OjJ)/!)' .n!lilll?!I' 
.11:l>J JIZlll'fi i!!i W �'OJ i:/<lltlll:i!II , ll'fflSJl!'J\lll!'i!!i W l!;"l li'Jao 

�J'l;,l;"I, lllil'Jtl!!!W-io!ill:fll!J'l;al:'OJ I 0.05 mg/kg$/l'lii I fl<JC....JIIIAUCll!*Jll!li!l!!llllm121%11l358% o tt'IFJ/llilil' 
Jtn!lffll?lt-J O �fl!!)';;,I: "I r,<JillJ ffi;;:m#tJtlJil:!'1!.<J =* z -0 l'Elll!I>. l!!llllfillll (O]jftJfi'Jl:illfi Jamili!lli. li!BIJ�J',;,I: "I ;g 
,tni:/1/l!�m' # g1<11fflJlt\l!Jll!'fll!J'l;i!!'OJ r,<J/l'Jao 

$�'II'*, <E'lflijllJlM>.-111!illfiJa, la!l>.-111! □JIIIM,llill2oomgfi, El 1 i,:,r ,la!il(,t,Jll<Jlil:$,!i'r,<J$�'1l'*<!:11Ili:/<llt:fl
liil, &iS(<E'lf Jlllllil' • l!!lil!fil>! , �$ffl'll'll!!'1m al!lt¥mJ/lli'Jafl'1� l!!I* z = o <Em;,;• n!l!&filll r;J "� .11:illfi Ja m:u. 
l!lilllll:illl$�lllll!!'1'.'tni:/<Jl!@/I!, Jtg�fflJltill!i!'f.l'll;lll*fllJJ'llliio 

2, CYP3A4Jii[#I 
m21>.-l!!!.!;CYP3A4Jii[#i, jJJ 11!,Ji!c/f,m,oll!JB T�;"; ffl i.ar ,lal!il:ill!ll!i � fl<Jnl/!1/illt:fl-J! , ». lii ;iattaT e�1111li!i *"° 

ll1111!l!ff!l!!li,tt,t,;i/Jl,J:iio llil�. •.11:m!l>$:1!!1',�� .. ![j)*Jllo 

3, iliEl:CYP3A4fl:il!fi<JHMG-CoMElll!U!Mli'I { fll!lT!l\l!i'ill I 
□lll!lil!l>$:1!!1Jli;![)llllll;�.,; I flJ El 1JX□!Rilili!ill50, 100, 200 mg, lt!ll13'lc I i$!J!�lT I 40mg.f.li'Jll! I r,<Jc.� 

'IIJAUC'I' Ml*l1Ullill!r7 .41': 11.4il!'lll5.71': 1 0.6il! o lliJJollilll 'fa HMG-CoAHlll!l!i�9'J)llli:f<!lWllll1'1ffilll!ltmliill11liEo •.11:m 
!I> .1!!1-'islsi!<illl,J:CYP3A4fl:!ltfl'1HMG-CoAH.!Jll!lil!Pil>llll !'ii I>! !iffl o 

4, il<1111'![1Ji.l 
;;t¥1!1;f;ffi!ls#illtl$£CYP3A41i'illo lil,l>.l!!!il,,lal!j[;f;ffi!ls#illt I ;f;ffil!J!,OJ!l(!;;;f;ffil!li) llilll!i:/<Jl!ft;!!, jij"ft,la!il( 

i111ll'fali,:o llilJlt,.Jl:jJ),l>.�.!;il!11i!l;:!l!JIQtfflo 

5, iill,J:CYP3A4fl:il!fi<J;J=jj;,S,:/j\.,;![!J 
lll,l>ll!l!!l-'i-l!!l�ll)\j>;!!l1§il,;;attlll(l/sQ!l�nll!li1Jl!!'J:fl-il!51llo □llil!lil'$:l!!!ll;!illla�1§ I fi;E12�□ll1",1!� 

200 mg, WU;<; I *iUllilllri!>lll<!ltmlt-Jlll(l/sn!l1?: { 0.4mg.>\iill!a I C-'lllAUCfllJ'l'Ml1.3i'll'lll4.6!/!o &B21':lliffllail' 
-l!!l□lll!ii>ic.400 mg, �!ll75'c, *J11lll!Jlnl!>lll<�ll!ii,/ill(l/sl!!l�C=•'AUCr,<J1.6fll'IIJ6.2ftlo ia!l>$:1!!12ll:li'lll!*�UIII 
J,o□Jlllill(llsl!!!� I 2mg□fll.f.lflll! I Cmu;nAUCr,<J2.2ffi'lll4.5/llo ,i;;, l"IO/ll!Jlllll(�□!illl,l>$:Q!I { 200mg>,400mg□ 
!illllilil I ,r ;iattlll(llsl!!l1?:fl<J'f'J;,!!'i1<-'i''l!M!l.!'J3-4,J,l>Jlia'ila1':B-1 o,J,l>J o liiill(l/sl!!l�ID!ll/lllt:fl-ll!�U�llill!# Ri!!'ila 
/l!Oi,O!li>ttc ffl O 

lll21>11!1!!!-', ��illEl:CYP3A4fl:!ltfl<JliE=i!.;!ll!ll!i![IJ { ill:11!, "llfn!I�, :1!!11?; I �,'>;)ll.,;il,,lattil<�liE=i!.;!/l!ll!i 
#I llill!lll!llt:fl-;I; o !l!-ffiil'/"1 il!\!il!tlfi /ll;!f �i§:l!!I;: Ila 'rill r!:CYP3A4fl:!ll!'1 liE=ll• !l!lo'i!J llil!l'! l/llltr!:;I; ,la!il(fi<J'l' �.& 
J,1' , # ll!l!-ili fr,.;-l!E=li,S,:ll!lo:llili<li'Jffl 'ril\fflx�!ilh\' o -'illl!l>$:l!!ll'il I>! !Rffl lU! roJltiS("f lfi\l!Jll/liiil;l:CYP3A4fl:illfl'111t 
=•...:!l!.,;![;Jr,<J/l'Jao 

6, lltHIV.,;'i!J 
llill'l HIV!!! la l!ll!WtU/lll'lCYP3A4Ji#i , llilnll!I> -Q!l��;til<�ll\il\$U!1<$il':li'I fl<Jllilll!J/<'l'o Ull!il':<l''I' , □ ii 

l!l!l>.-1!!1!1!;11:illJt�l!!i I fit B2ll: □ !lil!llll!i'400 mg, 'i!s!!l7'lc I **l'l'J;,Jl!JJo'11tlfl!'o I fit El 11':300 mg, lt!ll7'lc I ;<i 
c='"AUC2.6fl'l,03.7i'llo M•!\'!il':,!\''I', l!,lliffl_,Jltj!'o I & El 11':300 mg'1!fLj!'oJI01 oo mg.,Jltll)!'o, ltt.11:7:>; I ft 
l'loll!llfi!liil>J, □ flilll!l>ll!n!llli;!l!/t.,; I IIJ82lX□!ill!,loill400 mg, lt!ll7'l" I *llU/ii!Ni/J!'l't!Jlllll!rPiltlfl'oC='lil 
AUC1 .5fl\'IIJ2.51!\o -'illl!l>,l!l!!ll"ll>Jlll/llMroJ, ltiS(!\li.J;\:i!IJ-'ili<il,ffJi!f,;'l;;,t:)llJ I CYP3A41!1if�Jll#I I fflclefl<J'l' t.lJf'F 
'IIJl;lto 

l<!i:li'o�, �i:li'o�Wli!,laUDP-lillffllll, ll' R.11.\tfitflfia;,J>.n!lm�l/lll!o 400 mgfi; B 1 »:,r *MIJ$ilflll;,J>.Q!I 
C='lilAUCfi<)45%,050%, 111tsm;l/fifaJ,!Jii!Ji, i§JlllJ!ll'1l'il!j!,g,ffi'o�-'ilil!J>.l!!!ll)\Jllo 

'1Jl£j!'o,0'1itllll!'o, _,Jltfl'olllPil>LIJl'oi!El:CYP3A4fl:il!, liilll,l>.l!!lil,,la!il(Jx�!l!Jfi<JID!l!i:/1/J!:fl-;l!o <E-'ilil 
il' Jt l!!!Jl;";itffllll r;J , mU.Jlli.lll:l!IU'l' t..&;\',0$1!1, # H;;t.i!lt�!'o,0 '11 af'ljj)l'tiltfiillJi!l'll!! o 

m;,;�,,_ , ;";!l'itffll.liil'!J 'o'llllll!I> Jt l!!lof tll!,lalil'lll!I> Jt l!!lm�i:/1/l!lll<i!f o :ll!i!<llt� I>! !lffl , ltill, il'/l7Jli!i!W�ill!tta 
i!lil\l!/l,, jjj;,J>ll)!,i, I 700 mgfitE2»:, lt!ll10'lc I !l!:ll�Z.*IUfitilH!a,l>•l!!I I ll!1'l"□ll!!M>lll!i' 4ilE11':200 mg, lll= 
'le □lli11!loillfi; 821':200 mg, l!!IFol!!lil:8'lc□ fll.llilloill& 8 21':400 mg I c-'IIJAUCfi<J21 %,023% 0 

1, .. rn,,i,rr 

..Ui,lilTWll!,laU DP-li!ll'!l'it, _,Hi,lilT300mgfi, El 1 »(,r *Jll!Hlllil' ,lln!ICmuifOAUC(l'143%,049% 0 ,U!i,lilT 1!! 
ilil>i:CYP3A4fl:il! o llil.lt, ;j,Jlll,lilT .s;j/{ !I> Jt l!!!*i!t fflW� ;;a!il(.,Jlll,lilTCmu'lllAUC*il:fl-�31 %'11l72%o ll§ts1n lll<l'fi<J 
!lli-r!:Jxllllt, i§JIJJ,lil!j!,lJl!J>&�.s;if,Jl,l<lilT*fflo tlilii, :ll!�il!I'.�;"; Jllls, Ila 'r>'Hll<lilTllilllil<lltil,:fl-oi, !lff;;! 
lll!ill!1ilollliU1!lll'l'ril'ltJJlll:i!IJ, #.rulli.lll:illli1sllil\ttl:'lll'l't.!ilh\' I l!l!ll, iil!Jlllli!t, /ailll-!l>liie I o 

8, ;it,ll,li: 
;it,ll,li,lij"!lj,laUDP-'lllilllfflli, J!E,ll,li,200mgl!J El 1 ll:*�U '11,jijJ);,]>.l!!!Cm�'lllAUCfi<)41 %'11l50%0 l!E,ll,li,-t!!ii!M 

CYP3A4fl:i!J o I/ii�, ;Jl!tli,-'illl !I> ,l!l!!llll!i'; Jlll!i� ,la!il(;Jl!tlil;ll!l�i:/<llt:fl-11! o II§! 1eM i!a!ffl<Jtt!l!i!!!;,t,illt , i!i'mUJ;l>'Jl!j!, 
lJl;,J>lffln!l-'l**lil.ll!!lo f!lllii,:li!!ll�i!<ll)\*ffll!i,!llff�-'illl,l>.ffi'l!!lll!!ll>J;;t�-l!lalll��iltfii!l'tJJ!ll:�,!lli-lll: 
i!Wl!E,l/,:/i!l/lll!, ll' g"f !£fitffi'l!El!!:/i!fl<Jli'lto 

9, l'liltjQJl!>J)llJ/<j,,0/1') 
i!!iQl(l!fT I H,!l:lo:li!ili<li'J I lll:ltlo/Jll!! I Jllt'rli<W�J)ll! J lij",laJ'!!lil!l>.!lii11!IDll!ffilltH, 111!11!1li;llfifar!:Jxlli, i!i'mi!II 

ffill!:!ei!!i�lfT'lll:it;;/!i'l!!l.s;!a,l>ll!n!l*fflo Ila 'r'.i!iti>l!i!lll!!I>, lllliilil!l>.1!!1!'11,li&l\l!!I>, llitl'illt-Jii/!llllil'.l!!!□!i 
llilli!ill-'ii!!i*lfT I 4il821':, fi;1':400mg) jij",lalil'lll!l>Jtn!lmll!i:/1.ll! I c .... OAUC I i!tll.\39%0 :li!oftt, /;!;'ill�l!l;,]>.ffi' 
l!!I □ lllL'l!li!ill,O H,l!ff<llili<illJ l'l l>JU o 

�!I'll!!, .s; ¥!!1liffl400mgl!l,l>.l'l!fflcc, l"llt-/lll.ffl400mgl!l!l>S!Q!l□iill!loill,r,Jl!:llill!i'l!!I I fit'l"40mg I 'l't!JC= 
'IIJAUC*JIIIH46%,032% o ;n,r�, JIZill:!elll!l>.1!!1 □ ii!Mlo.,oJJIHli<WIPJ)llJ l"ll>J!iffl o 

f/1 lii, :li!ll!llll.i:lllt;"; ffl�, lllff Mlll!ill!li!tlll Slil!mtnfl\JJlll:illlo :/Elll,I> Jtn!l-'ill!i�lll(lf T •f<l'11i<l!l/lll,oH-/lili<ll'l 
*ffllt-!, 8!'1,l!tlli!l!;.ilefflclel,lllo lJl;,J>Jtn!l-'illl<i!!iml<lfTl/!effl<Jli<lllli'J'lllH,!!!1$/lili<illJW!llt-J, 'lclo\lllli!lla!l>Jtl!!lli'lilo 

10, *�!ls#iilt 
;;t$!tt *f;!ls@H!I I 9'1:ll!*f;-,o-[la-) lll!�CYP3A41ili'll!o i"'ll'l'�!ilh\'-'i*f;flilil'llll!!l!l\li<;.;;lli'i,, -!sl!illl 

!1>$:n!lfl<Jlllt;";�Jllfflcle !-Jl\ "ll!Uillii" I o lll!l>$'111!W,la!ill:*f;!!s#Jlltfl<J11Il!ll!il<Jl!:fl-il!, !l.illi,la!ill:�!!!$tt'"=lt�i"' 
m:is�.&mo llililt,@ffl'llaW!ls#lllt,-!sl'li'llaWflilltfllJ$,!\':/E'lc=ltfll!m'll'illl?���l>J.W�ffli11!!1\li<AH,-!s!fullil' 
·®fl<Jil!fio 

11, ilil,J:CYP3A4ftil!fi<J\llilli'riiilllfflllllli'I 
lilil'.l!!!offm-iolil'iiEl:CYP3A4fl:il!fllJ�Ji'riii!!ffllllllllfl'111Il!ll!i:/1Jl!:fl-illi I 00:11!, !11/!i'lll*, 11!!/i<i!iJ!i, itl11tll!!'I', 

fflfl!!'I', lelliltfl'I' I o -;";itlfiMf'l, JliS(!iill!lll:illJ\ll.lHi!iil!ffl!llli'Jffl�fl<J'l' �&m'lll•tto Wllliii!<H\'lill'r 
iliiiRll.lllllllfllJli'J!l!o 

12, ll!!;!!i$ 
<E!lill'll!!loi$.s;!a,l>Jtn!l*;";lllfifl'1ail!<l''I', ffll'rll!!loi$ID!ll!i:/<!l:fl-�o 11,�, -;";lllfilll!f;J, iliS(;;ill!!;!\"i$fi<JID 

lli:/1/l!�fili!illlo 

13, l!llllifw:/Jll!i 
'l'•&it•ar-iottlll&$:111!llil¥�Jl!'11,�o :ll!*l"IOlitffl'l'•&it•.•M�ill!�-•lilll!i1tfiil'l\lJ!ll:�o 

>l!O!!T lll''l'*lloi!lll21>ll!111!fill!�Jl!o >l!!liTJll1,olJl!J> llll!!!*Jll It-/, 'le illi;;ilil,l>ll!O!<iltfili'Jailll! o 

14, tf,>JnJtnli 
1 Omg.lll,/l'Jt;;ila !!>.I!! r,<JC.....,AUC!Jt<i"lll\!ie.11.\ll,I(,] o I,. 'if jJ)!J> .l!!l.s;;,f ,>J 0ltil!i�j>; Jll�I>) , 'l'li! l!<;;i;,f �J 0ltilli 

;amis1•w•.'l'M!l#mli�Hlltiltrrlll:�, 

15, c/f$;1clE I AZT I , lll*;l<JE { 3TC I 'IIJ'l(;ltfllJ!'o 
rhl;,leilf 'itli!ff-l!, -'illlil' ,l!n!I� I>! !iffl I>! , ;[el!!!l!l!J c/f $;le�, !>t*;lc�,o'l(;Jl!l!'il r,<J rlllleli!f;l!ni,o Iii!� , -'i ix!!'i, 

!III f.l l>J Diffl'l'�>J<llltl!lll!', 

16, !li!!il'l;/!1 
!11_.)';;tt { -.. CYP3A4/R:� I -'ilil!i>Jlll!!l;";#!r'tl!illl/Jll!l!_.)';;ttr,<Jc-,0AUC0-i,,, il<Willll!ho!l_.)';;ttjij!i I ej;Jll 

[•�J,o[ttli!�tJil l o <i"cle�l!ill'l•,o!l!*J'l;/!i'•a•111wmll!fl<J��,.;;.,e1;m!l*J'l;l!iil!l!ll'l!o 

I .,;'i!JJ;:A l 
<Ell!;J;eil':Jltfflf;J, lll*,il!<l'*ll!li;;tlllt& El 1600 mgr,<JlJl,l>.-l!!l□iiil!>lll!i'illl?, il<�ill<l'tll>Ji!fllJ'l't.llH*-'llll,J, 

li'Jal"ill!i<lllfi<J!!i*S!<f loff, Jltt,, 1.\!1$,!\'tlllli!Tli!;,rtaffll!i, U,:,$,!\'ll/ll 1200 mg, fi; B 2lX, "1Jll3'lc, ilf§!,!\' 
;[e£>Ji!.,;#ifflclefl<J'l' i. lj;f!F O 

lll&.ffi'l!l!'Jillcl!ilinilli!il!rifli!l,o 

[ 1hl;,lc- l 

1, l!li!l>.-n!l□!U!!!!illllilnlll!llll,r,$:lllellllii!/l, 
<Emllt!U! JI-Ill lo!ill:Jii!llt!il/111'1 !l!<l''l'�fi 72tJicle'rlll,I> .l!!!Bilnti!*ttll 5 if;!/, I I Fis I fl<J l!il/l, ;;I lll!!ilf !ll!o 
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