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5E 2P • � Jlw � Jt i� aJ.1 =I! 
•ffE��������ffi���ffl 

I ll!iiaS.i, l 
iAffl::t:ffl, m�.aiwftlil&J'i 
jt)t,tfl, Posaconazole Enteric-coated Tablets 
i:ltrujl:ff, Boshakangzuo Changrongpian 

I iitilt l 
*.§la�.±�.li.t?f�ffijly.l!l , ;l:t:i,E:�::tffl!: 4-[4-[4-[4-[(3R,5R} -5- ( 2,4-=� ) l!Q1Q-f.t-5- ( 1 H-
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i,($.��it: 

--0- (\ --0- I 
�

CH,
F
�

F ;:-- 0 N N 
� /J N N 

I ' \__/ '=N OH 
"' 

•' H,C 

( 0
N , N

I,, jJ N 
�Tit: �F�NaQ4 
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ffiflf, l'!"'l''llllJIJIHl!ll!llllltli, illtliiWUI, l'!"U!!lll, =oti<tt, Ult'l'lo'l!!lllla, o, 

Jli\lffli. i!l!l!!S,"l(ffllii�J ( llliU! ) l .tESfl:lljl1'; it;!IIZll!lf. lllZ=lil3350, =a!<lt. lll<il!l, aJ< 
llkil J .  

I lt'it l 
*!!,-"'Jll'.!li§a<!\ , -oo�J .. "100" $1'1, Oitsie§a<Foll!l!�1'. 

[ lOJ;li'li l 
1 . lllrrl<!sltt db.,. 
*�fflT.li.t.A.,@:i!ftmUtt�•�Mliaffo 

2, ffiOO!!lllttdb•ll�$�lli!!llll 
$.§lai!:.ffl TBi.'1J1 3* � 1 3* IU..l:.llil'!!Jll'�ie:iill!aii'ii��iiit:'li � s•il<A $$lll'!X�Ji!I.H1Jl tmi!.'i!f , 

@Jjn,i'°';;,JOL'f!(l(i!J#I< ( HSCT ) €:lt!E#li*lliffistffl ( GVHD ) i<J!l.ffi<ff'>lli<*Oll'iJ'Ott!Ji:!(l(i!J 
>ll<!>li'�'1i1U<!i'tll!<Ul8.1!"", 

[ �� l 100mg 

I ffllillfflll! l 
1 , mi!L>.-IIJ!Rli*J:\"�jlJ■:fll.mi!: 
�J!I; , 

"'""' �J-�rtifr3$,.ll<tfal 
lllrri<!slttdbU �:jllj'1f!JA: ffit�- l=l 2*, •*300mg [ 1 00mgMj�}=\"3fi" ) o 

!il�,l!Jtl:: ffl:a-Jfta, f! B 1 � .  4'J�300mg l 1 00mgM.iiWJ:\"3J:\" l o 

ltll'.ll!i'ff6-12Jill. 
l:l=:IJ-;i[af[JJ!wlff.J:\"JBTiij"}ff:fiifl]ffllfttio :l'fijffll��:,i-f;l?*ffl:ffi.fojjf!Jll:o 

!li'-ofi!sllt � "11!,□Ul! !Ill> �far1PJII:: �1 :i'<:- S 2»:;, 'UJ�300mg ( 1 oomg§j)!.}=\"3Jc\" ) o 

$�1f!Ja : tita:-JF�. fij: 8 1 � .  fiJ>.tsoomg ( 1 oomgMii'tJc\"3J:\" l o 

!i'lOff!J;; ;,tt�!W-<J>"',t!tmJJ�J l'J1!<l<l0Jlmia,. 

2� m�.Sll§!Rli*J:\"�m�m��ffl 
• !13:T5ai!.b-Si!W!:Bill!-J:tl11ml.ilfftKJ.ffll!j:tf!JI:;;:i-FcJ ,  i!i§"t,:tf!Jffll:;;:i-ii]":S:iM!.fflo ffMi"E.i!t-Sill§!:Jillf.J:t 

®!a!Pllt□!I □illl!li!ltl'Jtoa,ffllil,fflHOll>lfi,i,:/f" 
• loiPllt□!l§i!l!\,tilUKlolll, 'l'ltl!Hf, 5<(!,t□�"1€!Rffl.
• m�•�fi�Jc\"iiT����..!:;i-�fclDo 

• iai?P.Sll!i!J€iff□lll!IUffi!iiii'tKlffl7iit•mma>SflW!:□Dll�nlitKliSIJ!JH!o 

• -tE�.itt1t&1!f:""F, 5ai!.b-Jllt@Mif8.J:\" �tmi!II lllt@□DlifiiU!ltf{J.Iln.iliii4t.l!i!l:1fll.�o !11-fll!ffliEMIJii! 
"'"1111\!/tffll!il!tt db llffl, la& ,..,,,.111!\liffiOOlliJ;li'li'l'JM□ !K�Jli!. 

• l"'IU!!ill;;lt,.P±,l;a!!iffl!all> _..,,,.ill!l O/ J;li'il!l"'a, ll!ll!'!l!ia;,t,;ll[ 1!11!11. 
3, itml!'l'ic;i;s!ii<J�Jll\ll!I! 
\!i��:;;:i-��ff�-ll§!:�&tt�����-��-o ��, -tE����ft���ffl£�� . �

;,;;;--•· 
�IUfl400 mg□89.i.!t.U.§ , U (eGFR: 50-80ml/min/1.73m2

, n = 6 ) �i:j:1Jt ( eGFR: 20-49mV 
m;o11 ,7Sm', o • 6 I Jl;,;/Jlll'l'ic>t'n'E!Pllt,Ol'Jl;fl:i/J;/J-"l!ialliOO , 11iJJtl'E!>llliI'OIIJl;,;/Jlll'I' 
�,ffl:;!f!p , ;:J;-�.ittfi"�:tilil0 -tEii:lt\lifJJ.1�;:J;�,ffl:;!f ( eGFR: < 20 mVmin/1 .73m2 ) i:f:i ,  .>JL:1'$J.dn.#:&,ii 
7.1<:-¥ I ALIC l ..!:;i\!i:r;fJfltIE'Mtf{J!l!.:i!f ( eGFR: > 80 mVmin/1 .73rn2 l ffiW.; Mlm�lt-111!.'!JJ;!Jflt:-t-il!ffi ( ?1!:,¥1,ji; 
lt:< 40% l ffllt, tt •-�ft:-t-½.t.:i!f�AUct!ii.tl"t"telllofHE�a-tl(J�R:tt ( �R:!Qt:=96% l o !IH5U 
'i's'/El,�tt, -.JU!l;,;/Jlll'll'llli!s!il!i.,l'JHtt,1li!ill>ll!fl""'1llUI, ".tll!lffifl'Jllll'l'll,!O 
fflT!a�m .. §11!!\ , ffl!aiPm .. Hll#*>lfl�a,l'Jll!I�. 

4� JlfJ;!Jft�1t@.:i!ftl(J,f!J:ii:ijlj!!:; 
� ( Child-Pugh Ml. N = 6 } , *..IJl ( Child-Pugh B�. N = 6 )  !dli:11 ( Child-Pugh c�. N = 6 )  ff 

��;:J;½���, •J.i:□nl.j):IJ'J.'Altli:f:□Dllimff400 mg..§, ->¥-.tlJAU�M:i;.lJ�lEffi'tl(J�tl:i!f ( N = 18 l tm 
?t:l:lU:fl-i'=°43%, 27o/�21 %0 ..!:iJ!tttlfmIE#�3'/ii.il::i!f•ltm , 7:Eft.lt, �l.tiil:MJlJlfJ;!J•.::r-:-£-tM!f � ,  :i!<-Ml 
Cm..&�J:fl-i.-1 %, 71-.40°/4:ln H34 %0 .!;j"Jlf�fll!lE# R:l�i:it:'i!fffl t�, -tE� � � lfUn'.fflllJlf�fll!:-t-½"ffl. 
;l!f lj:I ,  :;µ:�:�UW.□01.lJUU,�- ( CUF l �Hlff""Flll18%, 36%� 28%0 .f£Jlf:i;.lJ�iE'M'tKl:¥1:i.il:$-£lliUilff, Jt!Jl 
�J!Jlffi:JJ"lik.::r-:½.n:t'-"P ,  ir.lM.$.:ll:M ( 1,12 ) :5titl'1271J\ll<t, 39/NI.J, 271J,Jl<t-'!J43Fj,Jl<t o 

tt�.1.t�•.1.t.llfJ;!Jfm:-t-½ ( Child-Pugh A, Bii!C&. I Jl:i!f � .  :-t-il:�*,§l,311:fi-11'1.�f,l,, �..l:.,llJ• 
\lllll'Jltll'l'li.mm'fmll>llt,.§m!l . mm�•□!l§i!l�#Uflff�l'Jm�. 

5� -fil!J 
l'Elltt!□:lcii'O , !all>,l! .. i<Jl!if\:i/J;/J'l'ffl!�. ;s;,;;;1t1H�l>l*liH!flll!IH!I!. 
6, A.� 
!aiP,!!□!li<Jllf\:i/J;/J 'i'U'l''°'Alo al"lilli"• 'l'fflJHlifflA!o>l*lld!flll'lol:lUI!. 
7� �-
ia�llt .. l;fl:i/I;/J,;>lll.,1£ir-l,li:;\;'f120kgi<J.li<fafll!-l'J!aiP.li .... ll,JI!, ll!Jltl'Elf...mt 

120kQtKl.ffl;z'Jttt.�.lntll�U1l!ii�o 

I 'l'll&J1' l 
1 . Fmas"'&"���••as"'&" 
�JJJFll:::F�&.ii.lDait!!:mll!:;;:i-S!&Jl!Z.f£*����-it!!�'p.ittfi"i¥-�i"<tit : 
1 ) �&Si:o 

2 J 'L-ff:�ffl'f!IOTiiijJJU�-tE.o 

3 I J!f ... t>. 

2, l)a;*itll&"�qt 
OOl'1Ilt�-li!»-tE§:flll;i-::; [ll.lff ""F:7f.1Ji, :;r,;W:111-*�llt�-lil»� �� fil&!!l!l�;ltit!!�!ftrJJai�-nt:!lfttl(J.tt!:I: 

1"titffli:li it;,!, # ll'l'i!f\:i!!l)tJ,Sll;l\l'O l'Jjl;ll,£!1,1"0 l'El!i.aitit<j, , ll!l!ei<Jm� .liO!!Bill! !\'i'Jlrul! 
�ffi.-lN:�iai!V!Rl!l□DIUft@-�lht�-wt�:lii!rtf{J�ffi.ffiW.o 

m�!l!□!l1Ut;1;,□mll>J11□!ln.111!lmrra.11m111ll!1<Jqj;,,m"'&@ 
-JJ[eeill'iliP Jl<O!!Oltt.ilM!O!!/t!i'il!il!ttllUlml'JlilllttOJlittl'Jli!Jl. J(l!g. llitt>lllllllli,le.,,,, I db

lllr,,!/tfim;,1 I i!•il;?m>)Jl!,Oiillii!OJ!a!PJl!,0§11!!\l'J;;,ictt, ;1t;,,M75i!OJ$liill�. 1!i;,s�ll!i,□1i 
Ha:tt�.mffitl(J_.'\!f' ( 5a?YJ.fti!l!:ffl.288ti.l ,  �JIJlli!l!:ffi2879lJ l o jj:1?.9Afllf'tl(J�©:i"€imtitlt-traJ;i!J61�. ti! 
1LJilW!tf.l*fitlft�fi�fal-'1649<:, � 1-i"ftffffl *t!ilfl'55%&:60%tl\i§:i:t:if�IIJBtiJjf!J ffift;ltff o A"t-iaff 
m;, , lJJ� .. iltffi<J'Oil!�IUlfil I a,JJJ □111!/tm,jo]t,Jt,1'/j(IJl"'iiliffZ,l I "'"""· "2 ,1 w Tdb. 
!liirtfii'F3t 1 �{I-�,fi"ffi.�£!:1:$: � 1 0%p{:j�JiUI fiij:;;:i-[l&Jill0 

33.9%tl\i!l!fftll's-7 ���J.l::il{J�li.J:illo C:#ffli!rtl\i��fl'ltlll::.�::;r-:t,tg (>2%�§'!�.- I 
Sffilli,)Jl!,.O!l'Jll!l!tt�:.:. 'l'!llll'll!,□31:'<'!fMidbllffl, l/t:i>Jll,Oll!l'JIIH�,!;®Ji<ttll!>laJllr,,. 

:&.2. 1atL>Stll!l!:i"iMi'��t!l:.�'1ffii'F�1 : ffli!r��:IT:M!lfii11:1::13Jil..::r-:!l!&h!Za93'l!it;i!f-JJ:• I %  J : 
£1::-�:1-'-:'1 1 0% 

>l!i'tft1"lH! m�a°"lt:tiilitOiil-J:\" tt.trlillfJnitilflilt □ou,im 
,r,l,((ili ( N = 288 ) , n  ( % )  ( N = 287 ) , n ( % )  

JID.1/Wiltl!! NN!Jf!W 
lt'1 25 ( 8.7 ) 29 ( 1 0.1 l 
!!11itt;,1tll'IJElll<lt<!>li' 42 ( 1 4.6 ) 38 ( 1 3.2 l 

/!IHN-!W 

!IHI! 29 ( 1 0.1 ) 24 ( 8.4 ) 
1 .. , 32 ( 1 1 .1 ) 23 ( 8.0 ) 
IJtilj 52 ( 1 8.1 ) 52 ( 1 8.1 ) 
1/!J.•l• 65 ( 22.6 ) 51 ( 1 7.8 ) 
O,P± 52 ( 1 8.1 ) 39 ( 1 3.6 ) 

�-df!W&!#:ifl/Jl(J!:,!ii;; 
•f1'l*III 32 ( 1 1 .1 ) 24 I a.4 l 
£Iii 81 ( 28.1 ) 72 { 25.1 } 

llfif,&/flil,tlf!/€#1 
lllll!ttilllll 36 ( 1 2.5 ) 26 I 9.1 l 

-ltt!f 
i'illill!U!li31il'l-1- 42 ( 1 4.6 ) 37 ( 1 2.9 ) 
:ilcr14W.i!l&.H:Si!lli71-"l!'i 38 { 1 3.2 ) 36 ( 1 2.5 1 
.11n.•tt:fililll:iiJ:fl-Jg 21 ( 7.3 ) 29 ( 1 0.1 ) 

ffll/&!flfi!liid!!W 
!lfl1(lJll!i 82 { 28.5 ) 49 ( 1 7.1 ) 
!lfll!'11i' 29 ( 1 0.1 ) 1 8  ( 6.3 ) 

-NNMNJJ!liii 
,!ejj 35 ( 1 2.2 ) 25 I 8.7 l 

'1lilf ,,;;, AfJlil/llJ-
""* 30 ( 1 0.4 ) 24 ( 8.4 ) 
... 32 ( 1 1 .1 ) 1 7  ( 5.9 ) 

m�.all§!:ffl-ffffl�:a,i;,flli!i-tf{J�l:ii&hi'1�� , 2a% i � 11£tt11.I1n.m: ( 28% 1 fa1it,t• t 23% J o 

m�llt .. !li�!\!!iOOlOJ;li'�,.;;s�@i!!� 
m�ll!□!l!lill!� l'J:sl:ict> Bi<!l'E230,S j>;o,�;,s.,,ti<J """"' 1' Wffi" .'l .. ),.fl!j)/JP T-Jli!all>llt□!I 

Biill!\ffl'f!!iOOli:liSlll>l'JJietmu!iM;/J'l'�:sl:ict>@ I lliii!l!\ .. R1 I O ·*"":!!,li"'!i't"""'l'J.!oU 
lffiffiil"!i\HH• J<!i'lil'Ottll!ia�, !lliJ!ll/cffistr,, I GVHD I �b-1< I HSCT I ,  
��.1!.�A..$62%'1.JJ.ltt, .Ijl��-'151 � ( �ltl1 9--78$7 ) , 1 7%;2!,65� , 93%'1 1:3�.A.. 1 6%'1-!!iMH
.o ttt'f-1l:l�•lll!fftff��W:.lt:ff�'12B�, 20:t •,..•s��200mg,l1.1:I:, 21 0:t••• s •�soomg,N 
• ( f!ffl�17';:1'$J�fj'jQj",X ) 0 *3$:ff.:-t£m?Y•il!!Jljj;$)=\"ffl�� .  i!E3M".300mgt€:u7�$.'i!il'JA!.j1Jtl(J�
1=.*;;,, 1 0%�1t-fi'ffl�:;;:i- !l&!'z:o 

�3: j�t).>JRll:§!!.§Jt.}=\"Wf�1 : - 8 �•300mgfitfi'a(J�i.il:ct-ffl.i!t��ffffi��-&.@ZIS:• ( % ) : 
�!:l:$fii:1'-10% 

"!ltft1":St!I! 
mi!ll•lffi.lli$-J:\" 1 300mg l ( n=210 l 

11,1,(('" 

ffi.�-B:1iiJ;i-::;�&1Ji.��iit:i' 201 (99) 
JID.ilt&i#l!!,,//tid!!W 
!<Jin 22 (1 0) 
.1l11.1MJiit!!>llE 29 (14) 
f!fl.i6iHl!lilt 
111!!1 23 (1 1 ) 
!l!IJ! 20 (1 0) 
Iii� 61 (29) 
111,t, 56 (27) 
OOP± 28 (1 3) 
�--&fttlfl/Jl(Jtlf#/Jf3i 
z;/J 20 (1 0) 
OIi/ii! 22 (1 0) 
�!llllli' 29 (14) 
��MJJ](�ljl 33 (1 6) 
:It/;; 59 (28) 
ffll/&!flfi!li!/€/iii 
!lll'11i' 46 (22) 
iUIJOIIE 20 (1 0) 
lfiltNililiNJJ!!W 
"'" 30 (14)
'1lilf, /JliJlil/llJilt!W 
lf:11< 35 (1 7) 
lll!IJII 30 (14) 
Jitl&&Jit7'1!J!Jl!li!l€!W 
Jilli! 34 (1 6) 
JID.f/f Jiiltl!!f/f!/ilJfllil 
l!f JIIBi 23 (1 1 ) 

'll!.ffliE�All!l.m&fi"300mg:fiJ B ->.tffl-fffi'M1ii!r ( >25% ) �:..t- li!.&:liY:'1.lllJ:'!i, £�;flil!ho 

�lt"Pll:ffi)!P-.i!i.BliFlil-J:\"300mg.l=l -lt�!l7�-'M'.!X'.:-t-S!&J:ili'1!11t, ( 2% ) 0 

m�P Mt,!! □Jliii!Mdlt<l�!l<ll!;t;te½lti!!it 
-tE:1 844::t ffl:i!f-� l15Si1>_. � □ �llili!Hlffl-fitl(J:tc�tt..ittfi" 7 Wfti o lt �§ffl.1Jli!'� !!tl.Bii!JJiiJf'9Etf{J 

605'8 ,!;s!i, # /JPl!i!!t>t!i cl lli$!llliffill!l,<l'J557'8 ;l;s!i, #/JP!li!!!Hl lli$!llliffi .. "1,l'J239'8 ;l;s!i, 
IU&•����@�fflRtf{J�3::tM:i!f"o ��-�tt�7�� �Am, ftffl�m����-• . ��tt.Iln. 
illffi, Ji ff €'0 tt@IJEi!l>l<!>, 11'1 Tlffli!l!lll€!1ll#!lltfflst&J;li' � HIV!!lll!'l"" , �:!las;, ttl;t!JEJJ!I 
�!1\�_;$0 �*:i!f.A.m: �71 %'1 J.ltt:, .ip-:t!J�ltt'142� (ffill'18 ~ 84� , 6%�*•;;;, 65� , 1 %�,iil!� 
< 1 8� I ,  64%'1 aA, 1 6%'1i!iM!fJl, 36%�F�AJ...Mi { "Elffi1 4%tKIJMA. l o 1 11 ::t�:i!f#3'l:7;;;e &t
J=l tl{Jffi�•li:ffl-fl' , lt�58�5:i!fli�T;;;, 1 21'-J=I �5a�,lfJl!l!:ffi,ff o *4�ff.:TiE?.91fJl�!J':iilmiitfYf*£1:: 
�T1 0%t0i"€iff�lflJli!!I�:;;:i-S1.&:Si: 0 �5 .ffit�7 □ 1¥1*•Jl"!W (OPC ) /$�□11!1*�•� ( rOPC ) ,ijf 
RJ:tljl:!:i:lf!JE.1> '1 1 0%ti(Jj�ff� tl:\331!.tl(J� S!.&llio 

dblllli!O$�El'Jffi@, 
;'E2'l[!l!Jl. ttil1'tffi00ll!l"1,'0 ( <l!i\U!illll!l"1,1 !n2 ) , l'EU/tBE;,;/JIIE\l!l!!'l .... , �m&m□!I□

DIUIUii!l200 mg l $ 8 3J;:: J 1.,*..!:;itUlJl!l!:400 mg ( . 8 1 �  l �fft �a[lf200 mg ( $ l=l 2!t l "n--�li-tt. 
>lffTeeil, 

Billlilllli*ffl1E*�H'ltlii!i"�:;r,;£it&E11: [ > 30% l -@!ffl�7'!.'t, !11�;.fll/l!lho 

lilil!nlhii.lfiitfR�:li.i:�.ij,!it-fi.:.itmai•�fftrrtm:;r,;�&.6!Z..!:i�JJmm:liEffl�. A-flfi:gmim,c, ( 2% l , 111&1t1: 
( 2% l fflDfil:7hi ( 2%, l o 

*4: lE.�-�i::1DlilllU!lli1f�1;.flliiJf�2:Jai!l-tl(Jfftffi:j:l!fl�Si&loctf{J
!l!Jl"1its!il&li I %  I , !a&m□!l□lll.il!Aill>ltUO!i!!!i'fflZ&!E!li$liI<l>'1 1 0% 

I IT:,11,!!i'-o;teict>lt"1 I 

J!llltlli1'lt/J! ia;pm., ii ... !i'dbmO! 
l!Hili [ n = 605 ) ( n = 539 ) ( n = 58 )  

ll!ff!OJ'I' ll&J;li'l'Jl'i!ot"" 595 ( 98 ) 531 ( 99 )  58 ( 100 ) 
i,:Jl,.--i,:,t,-,. 

£I!, 274 ( 45 ) 254 { 47 ) 32 ( 55 l 
""" 1 71 ( 28 ) 141 ( 26 )  23 ( 40 ) 
lllll! 122 ( 20 ) 87 ( 16 l 1 7  ( 29 ) 
,i;;; 101 ( 1 7 ) 98 ( 1a l 5 ( 9 )  
JllllM<-111 93 I 1 5  l 67 ( 1 2  l 1 1  ( 1 9  l 
!l:1' 92 l 1 5  J 94 ( 1 7 ) 1 6  ( 28 ) 
"'"' 64 ( 1 1  ) 56 ( 10 ) 5 ( 9 )
*� 54 { 9 l BB ( 1 3  l 8 ( 14 ) 
,C;/J 51 ( 8 ) 52 ( 10 l 2 ( 3 )
-&tl'.•.lfll.tr'ti:fiiil" 
;ioJlnJli 1 06 ( 1 8 ) 88 ( 16 ) 3 ( 5 )  
!lfJlnJli 83 ( 14 ) 79 ( 15 ) 1 0  ( 1 7 ) 
'1il!i:!llllES "lit"'" 
ltn 1 49 ( 25 ) 124 ( 23 }  1 6  ( 28 ) 
�ttttffll�ilE 141 ( 23 ) 122 ( 23 ) 23 ( 40 l 
!Elll!lill�fl,;,;,"' 
l!IU!!:!:l:!.lflr 24 ( 1 0 ) 20 { 9 l 3 ( 12 ) 
"""WO,"' 
m,;,, 256 ( 42 ) 212 ( 39 )  35 ( 60 ) 
;§,l, 232 ( 38 ) 1 98 ( 37 )  30 ( 52 ) 
,.P± 1 74 ( 29 )  1 73 ( 32 ) 24 ( 41 ) 
.... 161 { 27 ) 147 { 27 )  21 ( 36 ) 
!l!II! 126 ( 21 ) 94 ( 1 7 ) 1 0  ( 1 7 ) 
�{t:::F� 61 ( 1 0 ) 50 { 9 l 6 ( 10 ) 
,t,$:!l TI!tffisffi 
11'.-�i:'J:im 72 ( 1 2 ) 75 ( 14 l 3 ( 5 )  
,.,_ 
•Will 71 f 1 2  l 60 ( 1 1  ) 12 ( 21 ) 
JlfOD!mi:�!tt�tii 
Jl!!.tt•.lfll.ii 59 ( 1 0 ) 51 { 9 l 1 1  ( 1 9 ) 
ftil/M !!llll!!>"' 
iiffnli' 181 ( 30 ) 142 ( 26 ) 30 ( 52 ) 
If_., 1 1 0 ( 1 8 ) B4 ( 16 l 1 1  ( 1 9 ) 
l!SJllltll> 68 l 1 1  l 76 ( 14 l 2 ( 3 )
!lfl'!JOLIE 56 ( 9 ) 55 [ 10 l 5 ( 9 )
Jlll;o!l'l!!L!<!i't-
Jlll;ol,- 95 l 16 l 82 ( 1 5  l g ( 1 6  I 
*'pfl 69 ( 1 1  l 67 ( 1 2  l 5 ( 9 )
'll'lll 63 ( 1 0  l 66 ( 12 l 4 ( 7 )
.lfll.1Ni� l:l:l.dn.$1.ta.Iln.ilaiilil 
Jfa.1J�!l>ii 1 75 ( 29 )  146 ( 27 )  20 ( 34 ) 
/Ilia 64 ( 1 1  l 54 ( 10 ) 9 ( 1 6 ) 
111;;,,;,,. 
!lei!! 1 03 ( 1 7 ) 92 ( 1 7  l 1 1  ( 1 9  l 
R!Ji-lHJl;i.t�Jiii 
0/iill' 146 ( 24 )  1 30 ( 24 )  14 ( 24 ) 
'l'lftl!J!l 1 21 ( 20 ) 1 1 6 ( 22 ) 1 5  ( 26 ) 
. ., 82 ( 14 ) 73 ( 1 4 ) 12 ( 21 ) 
S,Wl.Jtl"ll!l!!ll!"'"' 
S,1§ 1 1 3 ( 1 9 )  96 ( 18 l 25 ( 43 l 
G 69 l 1 1  l 62 ( 12 ) 1 1  ( 1 9 ) 

• mmmw;,:•J<t,l;<!f A!i;itll:MJff;;ttas "'"'l'(el'Ja *"·

'.jt!I; □ [fl$ll(r;ll!ffii<JHIVJl!!l!'ll'ilt"" , 
-tE2GT□Pli!l�1PJiiiMIJ:lli:m, j;J"fflHilf'§i!tj:I ,  j;J-557::tHIVS�.$.:i!fm:W:m?Y•�mll�a:;;;400mg, 

4iJ l=l 1 �p{:J��f!l:�2624!; HIVWUtti!.$-��--Jli!I 00 mg, $ S 1 ;j::tKJ�½i!l:.ittfi 7 �ttl:o 

�li239::t ll:!lli!il:i'8tt:□Pli$:a:iH�tl(JHIVai�.@�-1'£2li*Tlt!IJ8tt□ ll!l$l¼ffi"Wii' ( rOPC ) tf{J��tt� 
•)iljfij�J:,!:ijtJtl-�75a�-ll�/:"ifffJ' 0 .(£:iX�.§!Jal::t'"� , 1 49::t • .§!fit 8 800 mg�iijffff , a-f<.§!Jit:\!f$,§! 
�-,:;:; 4oomg, $ l=l 1J.i:f�o 

-tf:OPC/rOPCfilf'.R� , .ffl'fil�:-t-til&Si'E!ffi��- Bl(�, il/1,t,, �-� R(g_Jtl:$1Jl1illti:0 

l'E>lffllOPCIT:,ll,111"1,;, ,  .,:rnll!l<Jt!a&m .. i!!ffl'J'l'"'&"§l.!'l'!ll;,;/Jl!'l'ic ( 1  % I !lld!l!tt!ili 
.i:lt ( 1% ) 0 .f£ill:i"€HiOPClLS.ffl��. M'M.ff.lt�ll:.m�•��mro:;r,;f/l&SZ'E!ffiAIDS ( 7% ) ;,i□lli)IJRJ;/Jft 
�� ( 3% l o 

J!l!i\;f;1"lt/J! 3'eit:�Aflt: ( % l 
llill,((ili >11111 -ff\' 

OPCj[,� OPCit:� 
m2P.a!W!: .... m�•� 
n = 557 n = 262 n = 239 

ltili.!f!ii'I' 1"1<i�l'J'°'ot,i• 356 ( 64 )  1 75 ( 67 )  221 ( 92 )
,.,.._,.,.._ 

:It!!. 34 ( 6 ) 22 ( 8 ) 82 [ 34 )  
"'" 44 ( 8 l 23 ( 9 ) 47 ( 20 l 
!l:1' 1 0  ( 2 ) 4 ( 2  l 46 ( 1 9  l 
""" 1 8  ( 3 ) 12 ( 5 ) 31 I 1 3  l 
"'" 9 { 2 ) 5 ( 2  l 31 f 1 3  l 
ill'U 2 ( < 1 I 4 ( 2  l 29 ( 1 2  l 
"'"' 4 { 1 ) 2 ( 1 l 27 f 1 1  l 

JID.i!l&�EBtrf� 
;,m,t!(l(-<J>ll> 21 ( 4 l 8 ( 3 l 39 f 1 6  l 
>1'1 1 1  ( 2 l 5 1 2  I 34 ( 14 ) 

�JIH:�!i:� 
fflO, 58 ( 1 0  l 34 ( 1 3 ) 70 ( 29 l 
Jlll,t, 4'3 ( 9 l 30 ( 1 1  ) 70 ( 29 l 
"""" 37 ( 7 ) 1 8  [ 7 ) 67 ( 28 l 
BIii 'Z1 ( 5 ) 1 7  ( 6 ) 43 I 1 8  l 

S!l!tt-
□1!<$ll!iliffi 3 ( 1 ) 1 ( < 1 ) 28 ( 1 2  l 
... f'tJljl§ 1 6  ( 3 ) a ( 3 l 26 I 1 1  l 
lll!l!!ffl!J! 1 7  ( 3 ) 6 ( 2  l 25 ( 1 0  l 

tl:illllll!l,tt/1!-
lf.llllllft 4 { 1 ) 2 ( 1 l 33 ( 14 l 
I!!* 4 { 1 ) 7 ( 3 l 27 f 1 1  l 

.f'1H$g 
!lei!! 8 ( 1 ) 3 ( 1 ) 39 ( 1 6 ) 

lll'!ll>lilli.r. 
"""' 1 8  ( 3 ) 1 1  [ 4 ) 60 ( 25 l 
lll'l!lilll!l 8 ( 1 ) 8 ( a l 28 ( 1 2  l 

JllllUl.Jll l" !1!"'/1!-
S,1§ 1 5  ( 3 ) 1 0  ( 4 ) 36 I 1 5  l 
Hfffli,!; 1 3  ( 2 l 5 ( 2  l 23 ( 1 0  l 

OPC = □ ll';l*$illlfi ; 
• :::F�kt!:-!=HtfftKJ;,(;� , -tEi"ilf�WlfaJI�ffl.i!i-1 flilJ�ff IP tl::i.JJil.tKl�R•f¢�§ii!::ct-A.•o !!eilt.iiTfttlR 
i!i"11JIJ�..l:.�:;r,;EU114=o 

l'Eil!/ttt □ 111$�!,ffi,e .. rr:.!s;, , 'I' "'&J;li'Jl!jlJ1# m. ;'E;!l!ffill'illlJlHIV!llll>l'Joill!t!l!l'f<fll'l"" 
� .  Fll:::FS!il ( SARs ) £�$'155% ( 132/239 l o S:ffl'.filtl(JFll:::Flill!l'1£� I 1 3% ) $1$�t.!UIII.II 
JJl.!J>:fiE ( 10% ) 0 

il'S# fill'J'I' "'&" , 1'E!a&«□!11Jt;J,elt,t11Jllillt!i!tl'J..-�l1ellltl'J,;l;<f£!E1"<5%i<J'I' IU[J;li'§l\l, 
• .lfll.i!U□ffl;Effl:it: l@.dn.tt.l�iUlitti3iE'€tfil, .Iln.tt�Jlttt.dn.1J\ffi.lfi1>tt:R•, �ttl�U!llb:1>:!IDJi 
• r'llti!!"!O!, Jl.tllVJJ!m'I'½ 
• ;,J,!O>lill , l!!!Slt;;,! 
• l!.li>lill, lJ:1il&J;li' I •m [ =,,;;i ]  I
• ·�•ml:: ��mu�tth�:i3!:� ( ii=fil [ itiUJIDi ] l
• Jin!!' , -· 
• l!lllii"ill , IIIUlilJJ!
• Dfll!jl;�, ffiil*-:.P.:fl-*, ff.l}Jfm#'m', ffilt, ffBljl;k, U
• l'l!S'!nli!li!"!i't, lattl!ll'll
�;,s,ttit"!f!H , 
�fl:ii:U:i!l'-$1.@:i!f� , IFF.lJJffl;t&:•fifa1tfi:fl-"Si�iEMl ii1!!1!.dn.!fl�Dlfl-�.:,f;�o 

l'Effill"'"'"' • !f;,;/Jl!H!;IJl<»..!o!l!llll'Jllffllltt";tO I CTC I o, 1,!2!1!1l,jlJ.,"1,l!JliJi<J3,!4Jli<J 
*:r-.AltiiT#.!nlil6 o 

*6: jj:l�Aflli□H.il!;l:ilim'11:1 :f1Hi!J'.t2 , ff�m!�i!rti!i":llt!).�f&:Ml¥.JCTC 0� 1il.l2J'.ff�.!AJ-3il.lt4J'.ft 
£!:1:§:,J.ttmM.�J.J ( % ) • 
l"atp_..W DDHUi:iliffl�1 

lt�Iil>l& 5a1'.P$=11!1!: f n = 301 l S.*11!1!: ( n = 299 ) 
�f141119:tllUt#iilt ( AST l 1 1/266 { 4 } 1 3/266 [ 5 )

i'illill!U!l/#5 I ALT I 47/271 ( 1 7 ) 39/272 ( 14 ) 
!!!tt* 241271 { 9 )  20/275 ( 7 )

lilttiil!i!lil 9/271 ( 3 ) ar.m ( 3 l
l"a?Y _.Ml! D!U!Uii11ll6f�2 

m�Stll!I!: ( n = 304 l Ulli/itdllalll ( n = 298 l 
�f1411.lti.\.11Ut#• ( AST ) 

Pi1!8.M&:lm':m:� { ALT ) 
mn• 

lilltill!l!li 

9/286 ( 3 ) 51280 ( 2 l 
18/289 ( 6 )  13/284 ( 5 )  
20/290 ( 7 )  25/285 ( 9 )  
4/281 ( 1 ) 1/276 { <1 ) 

•JAi!iUi11Jl�o�2it•;:i._,ijf_;e)W fsJtKl3�4llo :iX�l!c:li$;r,:'1XfY,r¢:it, ��X$;r,:1ft!EJiJr;r,:tFil1¥.1$•
.A.•, iiifYfiff.::lllii!iUni!ll��1>1 JXi!iWam!!ll�m,�m.:t' A.Ito 

CTC aSi!ffl ... t>o,,fl ; AST •>'�i<llli<lii!l/30, ; ALT =i'ii<IIU!l/30,0 

tEfif�Q(JfffiiJll'.tfa'Jtl::lli!litd:f-1¥.JDfrJJ�� { LFr ) :ff"iti¥.J□illi!Mi!ii�=� J..Jtj;J#fil$:7 ( ill� 
�:i!f.f£-Jf��a�mffWCW����:ff� l o 

�7 , m�Jll□!I �!iliili<ill .. "1,, l�lle .. lfi<Jjl;@;,j>,r,jj,t , 'l''t!llo!l!il 
��iiUtif >lffll !li!! 

!a�li!O! u,r; !a!Pll! .. 
n aa 557 ( % )  n = 262 ( % )  n : 239 ( % )  

ALT > 3.0ffi-1E�ffi..l:.m 1 6/537 { 3 l 1 3/254 ( 5 ) 25/226 ( 1 1  ) 
AST > 3.0 'F.tIE�ffi:..l:.� 33/537 { 6 l 26/254 ( 1 0 ) 39/223 ( 1 7 ) 

S.Jl!!.il.:S > 1 .51ifIE'l!'m...l:.� 1 5/536 { 3 l 5/254 ( 2 l 9/1 97 ( 5 )
ffiltt•ft > 3.0ffi-IEm'-fn..l:.PR 1 7/535 { 3 l 1 5/253 ( 6 ) 24/1 90 ( 1 3 ) 

ALT =�&.IIUU!.Qllt; AST =�fl!t-&.ill&..ic$t#il:0 

J'EaJ, •ffi!/t'1'"1R 1 M 51'J!fffllBliiJ , ll!'°'Uttdbllffi!/tfil'Jil""" lflJliqj;,le"liLFT ;;#l'J.11"" All! 
•m *a ( lt�-�-�.(£-Jf!t$f�a�zlhtfttELFr:ff* l o ffM��'§l!a•WWfflllfmH�#� 
ffiALT ( 22% J .. AST ( 13% J '°Jl!!.fil.. ( 1 3% l 0 

:lt!E!ll,Ji'l'JllilAl!:ii I % I 
,.@;,•11: m�•"' otN (%1 ttl'i:.•1111! n!N (%) 

AST 22/281 (8) 21/285 (7) 
ALT 29/281 (1 0) 23/282 (8) 

�iUi 26/280 (9) 25/284 (9) 
illttij!Jl5 121282 (4) 20/284 (7) 

•-tE�*Mi�JJ.�fill<J-tl(J0f&flJ2tiEafl:'-i3ili�4ilio �:l!!:!llffl!Un!NtKlm:���. ai:p n �;r-�*ffi;r-
�*i<lils!iAJl!, N�ffi>lfi&���®�<l>-�lllils�;,i<J;,<fAJ!(, 
N = A:i!f CTC 0, 1a291!.tlffi:fll�1-'--1'-:l.tlJ§ffip{:J��l!l:;��ruilitMJJt"f&A0 

CTC • 1itl<il1't�;t0 ; AST•9'�iilitl!.1ffl35; ALT =i'iiiill!!!.H3l!l;0 

3, .trnlil&,r; 
�..1:.ms�mm�•�MIBl£U!T��;i-::;� . ����:;r,;R.&.@�����•�Am ��M�tm . 

JwJ,;l r.!fi:-t-S8"i!J�1i!ii.t U�!IJiJf!:., 
�-"m'""' ' "tt•oom�"'�· 

( �:ii! ]
1 , �.&& 
>iia&M!□!l. *�i<l!fffliitltn"'�""!J!lliallfl!imt""�m*�-
2_ ,al!ill'll;;Jll!ffl 
-�*.§la..!:;ifiW��Q��ffl o *�..!:;i3�R� -�fflaiiT��3WR�.dn.a���:fl-�9ffi . J}..W�

.. l&l!ill'l!"I "'"'· 
3 .. ..!:;iCYP3A41l:4tlil'.l:�ffl�iiT-i!'iitOTi'81M�* 
--ll:.*�.!;iCYP3A4/l!ltl�*U , �.1:i )E(*flffl��lO;QTfa]lUIJi.*o *�..!:;iCYP3A4Jfc.illl!,:,ljf�fll 

*IE Tit* .fflWir�lt.J:j;flffi" �tKI.Iln.#:�.!ff :lT. , J}.. ffii�!itOTclelllliH�l□��:ffiM�-tt.,L•�i:1:ill!:o 

4, .=t.lBli:!CYP3A4ft\8ttKIHMG-CoAiUlUltffil$rJ�J 
-�*.§la�.±�i5MCYP3A4ttilt�HMG-CoME.lllllli:fJ!Jffillfllll��ffl , f§IJilJ : �fEflfll!IT, !8-flit!!IT 

'1<□:$ftft!!.IT o !13: Tlll*-ffffl.6j;g;�l§@Jtf{J.Iln.�1tili::�Jl31 , M "iffl� -if'J§:ffltltOJl.li-M-o 

5� �§:fi!:l:il.llilf:lll.ffl 
iE�iUl��.@.B:ft!:l:!fmlilll ( it1rii.Mi?��-2:1rii.ll'R l .Iln.MJ::Rllfl-�. iiTS�.@.B:H*-ii-., 
6, ����11):;_ffl 
�.il::.7£1!f:!E.lf;l;E§l.81!!8JID.'11i.' ( CLL l a,J\�EfflllffiH!!!.M.EM { SLL l -��J�;f.ii":.tl]�ta"��jf!Jffl:iUI 

ll'HiJ111#!;l;'!'m�•□!li!!!i'. ;j;"O)'l(lJI/JPlllltll!ll!ltllttl'J)ilfft I #m [ii>lff l In [ffff!ffi:,H�ffl l I 0 

I iillff l 
1 • ,,,.,.l'lll! a!IPtu�J l'Jff 'IOffl" <>ffl 
*&��-•au•�-�.ffl�iiT�!lt�H��-S��ffl�½�1til.tff:lT�o -�IT��� 

"P ,  j,j$t1!1iJlait!!£lliiJJ.ll�7'-it.ffl;z'B�'illiittfllMi8mi:nil' { "e!:IUEt:#i1Jil J :IG.i!i-o -B;jj:li'Yill:11:tiil'irMfeJ 
,□1' illl!rr€&Wlm-ll!;;!tll!�m l'Jic:Jiolll<IIH, # -"i<Mi'l!l!...Uilill;;!;;IID'!llm 1'1�1•. 

2 .. 'L--�#afiJOTfeJ�l!* 
-����4tl , 'E!ffi1'El�Sf�.(£j1;]��-•t•lt!.IIIOTfeJll!J!¥.o �;�, �_fflffitl)-.allll!1¥Jil*B:fi"��

�---tt.,t,�i:11!:fijjf,1Jflii!f O 

ti$.»J!:Cl·� tKl�li:111 faJ ll!,12JL,lt!,lll�ffi"f:!1r�D.ff-QTcfaJJ11.111!:l:.\Jfiiilif:E,fiiJ7'--o ti:•tlt:fllft�M ,  ic 
JR:7�§:5a�Atl!!l!IJDl.llBA-AOOmg , -$ S 2lt, -(ll!.l!lflitJl!iDfiDih\�1 73-titJi:Jltt.:iJIIJCttii!i.'a:;!f ( ��� 
1 8- 85� l �1 2,N!fj1;jil::li��-lt:tfal !Z!..i!i!,L•l8lll 0 -tEiB:it:.��ffi� ,  �:IIUJih'ii��-fflffJa , QTciillM 
( Fridericia l -¥:1:.\Ji.iUl!lJlf-fltij!:tf{J'!lli,t'-'-5 msec0 -7:EMT�Wl'f!Jfttl!l>f&§:� ( n = 16 J �Ul;!ilQTc ( F ) (aJ 

M�-flf (-3 msec ) o �-�\IIIR�;Q;kQTc ( F l  faJJOl->¥-:1$JilfflJlfTQtf{J!n!i,t< 0 msec ( -8 msec ) o a:!! 
lE.2!->.llli¥JU�i.it-ii:fi"Wlle.OTc ( F ) IBJIIJI;.. 500 mse�QTc ( F ) fe]IIJl�Miil�lt7'-. ;.. 60mseco 

iiT���i!iffi-ttlL>ff"�"mli:A!�Ml:1!..$-Si:ittffi.ffli"E.i!t-•Pi!., $.§la;f� 2J:lliiTJ!¥.:QTclB]Jlllllll!iTCYP3A4 
��tl(J�.§la•*�ffl o *Mi'El�alli!��Si:iB:�iiT�mIE.Iln.�, -��o 

3, <l!!iilllili'lil. 
tt:m�ii:llf�ff�fafftffll-11.� , ��MEIZ��fflr.!ltfll.., !M:l!�£�JIIT, ttJIIT!d�Jll'T"*-¥izl::ff.111 

ffllJ:flJmiEo 

4, IITTltt 
;'El�;,s;;t�;, ,  l!ilm T!fmt'i' "'&a, I @JJllUliI'Olli'ilMIUft3ll¥ ( ALT I ,  9'4>lll!i1Uft!lll¥ 

(AST ) �  lll:tir41U!i, ,!e,Jl!!.j]:lf:;,J(lfl.fl-�i!itl�lllliU:ilt ) O DfJ;/J��fl-iWiiMm'tE-ffll:fftn'll<tiiT�, 
-ti::•.'!t�l:i""F , -tE*lr1'"�!1ifftffll<t, .iM!?i.i®�MtiiT-t:Jri1lIE�o Ml:fi"J"'-!Ht-ifl�� { flJMl.Iln.i'IUU�/!litilll!I 
lll ) i<J,!;s!il'E!a�-□!l!/tffllJl �Wl!!il!ttl'J!fiS''l'"'"' · Sffillln�i,,tff;,;/Jl!ftill , �liI�c. ;t;; 
UDfll/!�fil&.ii.±�!A!.T-IJllJ!ffipf;:��:lt:¥ef�1'>'Altll:!l!□DIOOHl-fii: 8BOOmg ( 400mg , -fii: 8�sJi200mg, 
-fii:84.l;! ) fflfi'MJ�it:�o 

;<E,>.m,;p,!!,.!/tffl□!/t!l'MriJ , ,SS!ili>/ff,;IJIII!-. >l'n'E�,l!,r;!/tffM liJl!il!i!llf,;IJl!l>I!;;> 
#l'J!ll"', M�:ltlE£!!:il!l'Jfflll�titfil<ill. !llfl,mM;;,l;ltt�ff;,;/Jlllfflli l ��filf,;IJl!M!ll 
Jl!!.fl. l o ����fa��it.8ffi�, *R��.!ij5a�-IW!:ffl*, ��-Jb'El�m�ffm'o 

5, {!f;,;/Jl!'l'ic 
�-REl�SfUil-J:\":flJ□DliURfalit.ii:M�. ie4.iiiHDJF:£\!iJ;IJfffl:;r,;�A:i!ftf{J!!l!Haii!i�., 
6, ,;;.a. .. %11!ffl 
$�.!ii"�P:!1!£1llit ffl ���!It�@-£ .rln.JUli1!t(J:fl-�5ffi-o iffi!Wo.1111!�.dn.il:J.11.!lfl-mi"Jll��:llffl:.Jf: .ft 

ilf*ill<ll!�!Jfff!'Jll . ,SS<lia,l>Jll;!!m!/tff ,9"'lii'i:lt!E<m"'* Ulll<lll>l>i'>lll<al'I' "'&" , # U><lil!c 
li'<'=ll;<'ll'lf.J.lltl>JJll 'fW$@"1J;li'. 

7. WlHiilllltt 
l<i!Olltt!ll��l"'!l!'I' IU[J;li',a*'ltlli>li!□,.!l!MH , §l\l!aiP a0!1'111!'1111!fflllll< , §l.!lli!l!:lt 

,t. 001<1;;,i!!,.,,, m,1i.i!!tllltli!'l''1l!l!;t;!iE®J11<!Jttn.i.m. !l>ffl*'<"ffllll, Sllii<'<-1'1!1!""" 
��it!!mmml'7lif���. iiT�ffill:!l!�m••�. �ffljJ:l&•��fflffo 

a� tt.-�£m•tt: 
�fflCYP3A4jQJ$rJ,FIJ t 'E!ffi1'El�.Gtllll! l .!ij._i;&i3�J�-S#-tl-l!iRTtm:fllii:tm-.i;&i£mStt. , �11il-i!U5!� 

I 1LS I , 'O f!;!ll-li'�l"'Ul!>l'JM, ;'ECWSLUl!eil'O , !l!ltl'Ell.O,!;J;!-l;®l>llilMJllia 
**tt�mtv•II§!: ( •m [:!Jt.ffl l ) 0 *i'CLL/Sll..'i!!:t'ti::44 B f.ttjf!J�-���tt.111illlnD�JiiH ' • 
fil!l;!i,!;J;!\l!Oll'll. 

X<.tT��t!IIJl&B.lfll.m { AML l .'!.:,!!' ' i!:'i'!l�m�•ll;i..!:j!fliili:�mit#-M-itj°�Jfffl;:f!IJA:.Jf:lttfi:.fi:½Q 
il!l l #Jl! [ W*fflli�Jll l J , !;l;Wll!Oll#filll��l1\l!Of!'ll. 

9, �� 
t,lilt&J;li' 
�,emlJ>.1<"""��,.!l!MH'iOli�xete1<JfflJ<ffi�. M��"'!l!l!i#!ete1<J,1;<11!l!mmll>.1< 

�Jl<t • .6!2J!:.jJ,1_Jldffi"llio 

i'iJii,;IJlllflL 
li�il!JlWBi,;IJlllfll l ll!ll!JllliJ>' J .lis!i"'l'Jl!ifl:i/J;IJ'i'ellllim, uJtlliJ>';;!tOOP±,li�� - -

""'"""ii lilHff\lr\JJJl!:llJ, 
�Jlll"lll<l/illil;#! mm'!'. �Jlll"1IT I '  fflEl'Jl/il>i<ll,J I .e<'<ll, -las\ l!i'I', ,;eESetl'<. ;;Jl(ll I 

;,;□�ii:�� 
-tE�itfflfil'HBI , jJ:ljljlAlt@�lilt"1iT.il.�ilt" ;  l!ilJII: , lt�FM.'i!!�R:l��iliMJxlllir, :Slll�J0.�ifiU 

1"1l!ffl!aiPM! ... 
>l<!>!UA!lli�!Jl llllll;/J l'J ;,jll, 
Eil'fBl!!lt!l!ee!l'J!all>M!O!l'J¥@'1',.&J;li' I lll!e<;!, Of!ft I llll'E"OJ'lllllmi!Wl!l!tOLllll'Jlll;/J , lll 

i!�ilfaf!llf1=tJI.B.6i-tll.ffl*�o 

1 ll*fflli!tffl l 
mrY•Pi!±:ilimi'J:UDPtlJtlffi!l-f.t.i!ftttW' :lf-.§.:.1:pfHf S ( P-gp ) �!:l:!f-la.fflM!Ji!ltl., �.lit . .i2\g 

ll!dll>'i<J!IP�J�J,t;i;�l"OJ'>tlll�li!"°l'J JlllllileLil"!E•oo. Mt;f>t'f .l!""l'JlB>Se!J;ilfft, iO�li!O!-li 
,;;,ot,,a,rftgialJ>m•JOLlllileil!l'Jll*liJO!tltl!i, lllJl<�ffi!;l;,aJll;�l!;"' , ""l"'"'Jl!:�-.. £!1;"' 
il!tt,1ilid!I!. 

7E2PSf�CYP3A4tm�-�tt:l'f1Jo �Jlb'El�JJf��IU±i:hn.±�i!MCYP3A4te-llftKlfii"!ltJR:i.IfnllU., 
1 , ii!lJ:CYP3A4f\:illi<J!t!lt!IP!(;�J 
3,Y.J!i!ij : flt&IB�Jt:;!f-�. □mt1M1.m�••,l1J�� (f! B2.!:t□filrnHl-Jl400mg, �-1 6� l ,  ii$' 

Jtio'J ( 2mg.�J:ii ) troCm ... afllAUC?T§JUlJi�if/Jm6.7ffi'1<□8.9ffio �Dll.fflfi��ii.ltm,@:1--Jff!tntli'J.'ijt�fftffll<t, 
,til<>Ji<l>l!i"',1;;Ji<J�Jii l �Jlll , >l<!>�;!,,l,Jiil'J1110 I ,  #UJl!:il!Jl!ill',1"1ic:Jlnlllll<ll. ,>11,!;l;"Z 
mr, ��m1.mJJJfBlafllm�•lliffm'•.rt1t:ti'i\'.iaft§�•'la'J�it:.oo:m . :1t-ffl!!lil!!:i.l!llffH,Y;l;-..:i�•0 

U;i;i"(I : jj:li;Y.llliiiT��it!!]!l;i;"l'O ( 0.05mg/kg�ffll:ii ) tf{J�AUCffi1HJIJ.&.�:IS1Jl121 %:iJll358%0 

J'E,fl/!!a,),1!"!/t!i'O/ , 1"11!:.:ll m l'J�Jli>lliiiOJll!llllil'Jt<J:as:Stz-. l'E!a,),l!Ol;!/t!i'lll 1'J®1'Jtiltff € 
""!lllllll!i!lUtil\ "I l'Jic:JOL!l<il!llii , # ll !j<lif Jltil!J!lttil\"1 l'Jl>J •• 

$Jt!l!f. , it:ff�il:l?Y*ll:!l!itfiJ§ , 1t1�•�□Dli.ii:RJ$:2oomg,fij- 8 1 *iiT-lif'�•L•Dll:#ffi!!�Ml�lfHI" 
llic:J11,..,*", ""' "'*ll!i•ll>•""'">I. =l!!ilill<1<J,Jfliliilllll!�H11<J;; ""'"""· l'Em�>*" 
lOffJIJI liJ,□i>Jti!!ff €J;li'"!JlillJl!:illll-l!!Jillti<J111Jlllll<il!ff , # llfj<lif Hllll-l!!Jilltl'J�Jii. 

2, CYP3A4.!EE� 
jJ:IJ!P.Pi!.!;iCYP3A4ffl;!lfj/, jJIIZ!..:9t1f!f(§aiji□�JEn* fflnWctt..l:.�� �tl(J.dn.��,.fl-ll(, J}.."ifflWc@:QTc 

liJJII& *l□<lalil!ii!lill!"tt,t,i/Jii;!!, lllJt, MJt!a&m□!l,a;t;;i!!i,l!Jlli<ffl " 
3� illlCYP3Mftit.l�HMG-CoAilli:-$1Jft ( it!!IT��!ltJ ) 
□Dllil:l�-l!lll;k1PJ:m�� { -$ 8 1 �□11.lli!;iiil[5o, 1 00, 200 mg , :itfi:1 3:i'<: l $titf!!!IT I 40mg$

j]Jii: l tl(JCm..�AUC:ip.�1HlU:181JJ7.4�1 1 .4ffi-�5.7�1 0.6ffi-0 :lfl1Jll.dn.._�HMG-CoMEmtilflll!MjlJ�.lfriiT� 
fal!-lii-tlttfill•M!BEo 1it'.il::.1aiY*ll!l!-!:i.±�:iiU:'1:CYP3A4ttltt�HMG-Co�JfliM$rJ1f!Jfo]Btj'ijifflo 

4, ,u,,;,#0>1 
*�•H!:l:�-�£CYP3A4��o mV>•��.ff.��ffi!:i:@Jffil ( �ffi-��-�ffl� ) .rln..U7'

� . �����ffi �$o ��. �kffi�-���ffi!:l:�M�.fflo 

5, !le!CYP3A4f\:;t}l'J;t=ii;<!l!l!;* 
ia ;p m□i,,;;,m"*II!* ffllljl;'>!l(Ol<l!s□!I* JOL!l!lll<il!t<Jl'l-lii5i!l. □Jll.m�m□i,,i;i,�1•11!1 1 "' a 

ZX□Dllimllllf200 mg , �ii:79'.: l :Stll!Jiffi}lllflt��'-ili1�Jti� ( 0.4mg$:l'f1JR l e,.,.,,..:f[JAUCMl->¥-�1 .31& 
afll4.6ffio 'HjBm:ilffiil:li'J.>*IW!:□lllililA11f400 mg, M-�79'.:, �§JUl\ll:OOflt���ll<t�ll!l!�..,,:f.llAUCtm 
1 .6ffi:f1J6.2'ftlo iEMllllll!l!2iX1fllii:�:l!Uitt/JD □Dli�llll!£ ( 2mgi:10Ulimii ) CmwillJAUC�2.2ffiafll4.5ffio � 
;t-, �ll<tDl.fflA'lfal□ Dm�•II! ( 200m�400mgi:IDIUIM:i!l ) �®�1111Ej;!_1111!£�..P::1'$J!t-*$:l!EM.M.�3--4 
1J,ll'J"ls. -!f:g_B-1 ()JJ\� o "iffll!Jiii!W!:�.Iln.��lff ;f!, itiDl��tiBl:tf: .El�-!ff1Ui�tlttii1=.ffl o 

m1&•1!!1!�;1til!tilMCYP3A4ftWMJ�a.il!��!lw ( fJIJill ,  r,J�@%, ::'::@% l ll�.ffl���!lt�� 
'<'=ii•,i!i!!i,IIJJOL!l!!l<lll'l-lii, �ffiWW���!i'.l!<f�i'i:lt!EEil'flll>ICYP3A4!\:illi<J'<'=ii•,i!i!!i,IIJ'1 
illltl.ii:1i\!li�l({��lii&.lii , #-.H�ii!!---�llc=1u!§:1$::J:i!i"11i::lllJ.fflTi£���.&.liio �ffi2P.Gfllll!fcl�nlfflA'l 
lilitil('f ll!\lllllllltCYP3A4f\:iflalll'=tulill;,(IJi<J�J ii. 

6, ttHIVli!i� 
i!l"1HIV!liaHtJ�JJl,CYP3A4r.,* , ffilt!aiP,!!O!!�ll!Jii;&;;l/i;J!ffffi•ot�Jl'JJOL!l!*'I'• IU!'ll' 

;,t,i;, ,  □!l!all>« .. >!!>MH!I I .. 821X□llii!Aill400mg, ileil'79' I :Stlll'l'Ja!i!Jm'°HLj(ls< I "' " 
1�300mg, ilii:79'.: l tf{JC...,�AUC2.6ffiafll3.7ffl'o --�::;If-�, �Dli.fflilltEffll:t" ( 41! B 1�mgllif:tl.ffll 
:t"1m100mg�JtEil�:t" .  it-7� ) f1='11U/.Jfi'mll<t, □nmV>•llll!:liata-iii ( ij 8 2*i:1Diili!A:;tt:400 mg, it 
tl:79'.: l :St:l!UUE1Mi.!t11!:l:.\J:il;IJ�i!ii11LJJll:t:C"""'fl:JAUC1 .5-ftUP2.5itf o ..!:;;5a�«ll!l!IEJll'J"Dlfflltllfal ,  �ltUIIJ 
,a.t;;;ll,;l.ffi·it�J I CYP3A4i!l!!<ffl#! J lll,cl'J'l'li!ll>l(e®·f!;• 

�11fafii?:": �i"¼:t:�IIJt!�UDP-efflt, #ASil'lltfliB�-@di"-t!..lto 400mg$ 8 1�11J7.HJa• 
i1Em�-�Cm .. ;flJAUCtl(J45%®50o/oo llt�FU::liU�i:1Jxlllt, -SIJ!lltff:it�f.it�:t:� �5aj1)-i!J!l:l!lllffl o 

;fi�jl:fjl�:t"afll'"11'L:!l�=!i :  *JtE:!l��:f.llllif:tLffll:t:ilitCYP3A4ftiM, iffi5a7'P$=J!l:l!§¾-®��ilti�.Iln.!tiU7'
i<, 1£,a!a&M! .. ll!;'r!l!!llllllil , J;li'WJmll!illlJ'I' "'&J1'0ll!tt, # IDl•JIEll!s<OJOltllJl!s<>IITiltli\lli<. 

m�J�:t": *#�.fflfif�IJ!:.ififlijj:l�fflll§!"i!Jft�!i!cm�•J!l:l!.Iln.llllt§:llf:0£0 ill�3J<:Jiil ll1Dll.ffl , 1':�l!W 
lli:ff�iitttA11Hiiko W�ffll"� l 700mgfJ B�. 1£fi:10X l IIU€l"'-i�§JUHT5ai'Ya.W I ffi1XDDIR 
ili!5ffi4ij B 1 )j;:200 mg , �=9'.:i:IDli'm;i.:ffi'Hj B�00 mg , �.§UBX □mHliti4ij B2�400mg l Cma. 
afiJAUC�21 %;Jil23%0 

7, .f!JBl:mIT 
�jfflffiITiiT�UDP- lliffll, ;firJff!liiIT300n\ifi 8 1  J:j{ii]" :StJll] Hia21->Altllll!�□AUCB943o/o:fll49o/oo 

;fi��ffiIT 1!ti.llMCYP3A4t'tlm O l;ls!Jll:;' ;fi�m:flirr -!:iia�-�-* .ffli-9��-�Jffii-fpITCm..$1AUC�§JI)7'-iti31 % 
,072%. lll1f>l,!;s!ii<JllleMl>llili>, i'imlft!t!aiP.1! .. ,a11ll!'1limffl, >\mi, lllJl<.,l!<ll!111Jllff, EilT 
:fi�iiiffiIT.dnJtti�ff-1l I ;ll�j,f:!fi::iii:UiiliiMli.ittfi.-WD ' # ..l:U'!ii:·.lli�½.Iln.tf-1&�;:i-::; R.&bll ( 'MPJI ' 
lil!lllllll, s!JEJJ!l>l<l>� I .  

,, *""' 
*UiiT"ffl�UDP-lllfffill:, *:W�OOmg. l=l 1*1HlO..r.tm1&•11!1!C,,....�AUC�41 %�50%o ·� 

1$;-d!iil:!l:CYP3A4ftlt O WJll:;, *:i!;tit�i"E.i'YJ!illll!•* .ffl��.@..0°*U.Iln.#:1tilft:lT. o �.l"j;.J;j"J!.;l!fp{:J�.tt 
Jl!ll,J:J;ilfft, i!!W!,;,ll!JeialJ>,li<",a*>1,l;M, ll!mi, lllll<li<J<ll!111 ffll,, !J>ff;'E,am;p ,li<"'ll!ffl 0/><l"lili 
ltJtili!llUfll!ilJJUl , ""'ilJl!:ill.eQlll<Jl! , #ll'fll!Ol!ll*£,l;i<J�lll. 

9� Jflt:1,1111lf;l,J/�'1<□:ll1J 
m�m,.11>111!\ ,;;1;tuJ. H'"'""'"J®li'!'l;!!�l!llll! l'lot!l>fflot ,  ,.,,UJ!i>!i!l'l>tl'J;ll>ll!,.1;11: 

i/J;IJ,;>Miffll<IIW! O ia!l>llt .. Bill!!\ ,;;m,t;aJ • H2"ffl;ilim�J�!ll'l'l;!!IJJ$U,J liJO/ill!ffl >I, 'l'll,.l!lilia 
!l>ll<llf!il!l!\l'J!;l;i!!i�Jll!. 

1 0, -ffW!:1:!ltl• 
*"'�*ili!E,IIJ>li l mlll*Wlllil!n*Wlil l §�CYl'3A4"'"'· 1"'•:as�&J;li',a*wlllll!n .. /J!mli 

ffi�. �fflmi?Pa@��fflffi* l *m ���-�• J o il:IV>mll:!l!"i!J�!lt*•!:l:�H�.Iln.itib7'-i\!li , J}..
lm�J:t,!ljl�:ilitt:;j.a;lil;ft!!.FJi:�lii&liio W.!lt, ill!ffl*-ii-!:l:!IJil, 'Elffl*-ii-ffifi�.1iMftt:li::�it!!ttffi'iaffiif� 
�Ol. "OJ'"'ffl□!lll!lltXlliff , Sllfm�lltl!ll'J!ltffo 

1 1 ,  i.lMCYP3A4ttllttKJ�•Tiil!U�J 
iE2P*l!liiTfm�@:ilt'fCYP3A4ttitJ-Mi�ii"-riiiltM1PJ��-�ff� ( 9�:illl . ._tl:JIJB*, it!!�U, 

lll;!ell!!'I', JO-tll!!'I', lfi!fll!!'I' I "  i'fll!1'tfaffllJliiJ ,  "il(!IO'llll!lml'!l!'fiiU!!OHJl!�Jffll<al'l'"'&J1'�1; 
it. "OJ'lll,.,;;H@ll!SS•Jl!:OM!�Jl'J�Jii. 

1 2, it!!•* 
l'E!l�ll!!ll!$,a!a�llll'"ll!i<lo'1'1'J!ll<!!'O, lt!h�$'1•lll<il!l'l-ll!. 11lJJt, l'Ellll111!/tfflll � . lllilt 

>Ill!!;;; $1'JJlnl'!lll<Ji>lfl ll!OO. 
1 3, 'j!j§jil;/JjJ� 
�aa•�,;;ia;pm.,liill!!l�>l!;l;!las�"ia&m"'1<Jllt1:�;1J,;,, ;<E,a �aa•��ot!;l;!l>1, as 

!l�i.lllB:iE�Sf�JlifilffJ:\"ffl�Ro 

14, ffiJJJltt!O 
1 omg$�Ja.ffiJJJlti::IIIX<Ji1:l?Y*ll!l!tl(JCm..i!i□AUC'2:lrlltiid'11-.�0 �1ffE.21->.ll!l!..!:;i-1\\JJJll]tl!IJl*.ffl!9 

ll<t ,  �r!���Jlti:lle.ittfi�Jm'.iUf , �@�j;flfi"IIJt.t1tiJll'.ittfi.l!tlliJo 

1 5, ;,f�� ( AZT )  , ttU� ( 3TC I lD"i$:ftkjj�,t 
llai*ilfJf.fflffi��iE2Pii:ll!ffalp,J-Hll.fflJlit ,  *�•iU;,fS��- lt**�itJ.iiilt!W:�tKl!lai�.ffl:i��j,Jo � 

Jlt ,  ,a ;x/!'l,,IIJ l'JO/li/ll'l';;>)ti,JJl!lll!I!. 
1 6, !1!1!1RJ!e:#l 
tfUiU'a:J.ii": ( -;fl!ICYP3A4/l@J ) .!;ijj:ljly•�*##ta:lfliJgil:*J'M!l:tl(JCmax afllAUC0--1NF, i.!:iiTftil;IJllti 

ll!:.:lli•;,t I tom 1111,,, l � [ll':llff l I O  'l!l<!;l;i!!i�J-Olllll!J'l:lliGB•!i!nOaillal£,!;ffi.m, tom!!! 
*£#t:i$U,ij -=l!o 

[ ,;>13 /HliUla:<cffll; l 
lifli' 
lt!ll<l'Ei/J#!!llll!;. l'J:itlli!, !IH'/iflllla :<ciaiPM!O!lilafl!<jl;>tJl!!Jll!ciit!lilO. l'Elifll1l3:<c'O!i!fflla&.

'°l'J"'lilil!!!'1'1'"ill""l!i#!ffll<l'J!l!:;\;tll !EIH!l, iJl!J"":i!.lOi>,OJL'I' "'"•l'JJ;llfft. l'Ei/J*!Elili 
-ttiiJfR� , �-�m:Jt;lt!jfeJ�jllffii::krlmlmi!t-1':llt: ( ta"��-ffl�Tftia�.l!R,r-. s 2* i::J Dl.400mgi"E. 
iPll!O!!□Dlll!li!iiliO/!aiPJi!□!llil,jjn!l!�l'J� 1 .4il\ ) oJ ,  "1��Jflll!illlm I liifllfm� .... 1/Jfl ) �ill 
i> .. tt I !ll'ltu.<l>�i>U*u.1> I O  ;'E,111,m;;lt!lllillttliEIIO� □mia� .... I lll!lffl �'!'"' 8 2�□!i 
400mgia2P .itll:t □ DlifU!i!l&ll•tKJ5m } I J.!l!IHJM:tt.�ll!l®:B&il:/JJ' 1"-fffl:nlM> tl.& �-•*»«1-'-0 � 

�J-�3ffil'J,.Hllll!Ol'>'l!t;&;;�l'J'l!t'l!tll!JIII> I #J< [ l!illll" l I • Hi/J*lllffl , J;li'l,jl]liEl!ila 
**�j,f MfJ L�il�Ji!llfto 

□IHIMla:<c
�1i:lfiE1PJl!:llti'f!0i!l:A-ll}.!J!L, iS:�Mtl!l!M-tij:-$1.DlUt!I-JLtKl�i..ilUB.5ai!ll_.ll:!l!M-llJ:-$1.�MPfoli¥.Jllrffl-0 

5a1'J.' .. lljfjiJ11Hl!!�lli!i�.7::iltl(J�tt�o Mi�!ftfiiJl!�it!!¥.ib�MUt��' q&ii]"ft*�!ltl-&ffi;ia!�iffl'¥.All!L�o Ni. 
'fo!ill'll"li'l'J:1!1'!�--l&>t, <m>l!alJ>,l!O!i<JlffiJi!C=>ltWb'/liP,l!"!□iOi>,1'!lli>lill'1IOllli'JL!l!l'Jfll "'"'"'"'" 

1'1';/J 
Q;;t1f!J:i:1 80 mg/kg ( iHJ])<:ip.'1)..fit�!t.'1300 mg�2.8ffi l alt46 mg,l(g ( iHE:lkil1-'1!1!•f!l�tt� 

300 mgl¥J3.4ffi l fttljj:l�-��§JU�Tfflttj;;;�tt:kiltm1::ff1J;f"1Mff'EfiiJ�llo i\!•Hi�:W--li!iia�Sfll!I! 
>I A!l!!E'l!l;/J l'J-� l'J,.Hlt. 

I JlMffli!!i l 
JiliJl/iii!i.liYJiEJ[lt��i:p , .(£1 3 - 1 7� $ff i:j:li.iE!;l;; Tjj:ljp .Iii□ fffflffJ,;l.&5ai'J.'.ll!l!Jliilff }=\" tl(J$;:½tt 

!n,.H. �lt#""'liE>lml'JiitAll!l""1!aiP!ll,.l'E;t�Aff;.l'J!l!fflH7�1iE, �*illa,!a&!ll,.l'E 
1 3#�7- ( kllli!:1:¥.12� ) JL:l!:.84f*tf{J�tt�:ft9:ttl::o 

;11;�1 2::t 1 3�17� tf{J,1!.=i!f8B!eia2P.lllll:!l! □Jl.ia!:lili!lfif l=l 600mg ( 200 mg , @ B :::C:� l �J• .  J,;lffill!i� 
IIU\llll!ll>. ;t;;,J,'f1Bl!/ l'J'l"'" l'Jlitt,aiitAffl!�, lt!!l!1 Oa!SJ l!l!'l"""' l'Jfff\:i/J;/Jffl!I!, ;x;; 
.l!""!ll"A I �  1 Bl!/ I ;.l'Jb!all>« .. 11111 I c-. I '1'"1iilll!l1. l'Eil,:!l.,l-Jlil!J;li'�l'J.,"1,'0 ,  ltli 
1 36::t:1 11' .F.1�1J,T18��.@:,!f-!l:lf5aml'� mlU.IUl:iff�iaff, 41i B  S.:l'fiJ:m:;r,;iffi.i:118mg/kg , • B �::'::Ji: 
�.ffl . �50%.@:g- [ ji'jj��'fili��90%§.# l iii:IIJT§M�ma>•M!1tim'. ( C..,g ) -1,a-tE:500ng/mUD1J, 
T2500ng/mLZIBl o 






