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5 K O RE OO 1E 7%
o EF
-7 HeRE BN

AAG ai-Acid glycoprotein - E AR

ADME Absorption, distribution, metabolism, and WRIR, oA, AR O
excretion

AUC Area under the concentration-time curve Y — W] R T A

AUCo-24 1 Area under the concentration-time curve from 0 to | % 594072 5 24WF [ £ TORE — R ehFR T
24 hours postdose g

AUCo- Area under the concentration-time curve from 0 to | % 5-1% 0K 7> & MR AKIF F TOPRE —F
infinity Fd e T T

AUCo.t Area under the concentration-time curve from 0 to | #5025 t RFf £ TORE —RFEAR T
time t hours postdose g

CCK-8 Cholecystokinin-8 —

CL Clearance JIT A

Crnax Maximum concentration iR E

CvV Coefficient of variation BRI

CYP Cytochrome P450 F 7 1 L P450

FMO Flavin monooxygenase T7IECE) ARV

HPBCD 2-Hydroxypropyl-B-cyclodextrin 2-E FeX 7oA pr7aerxA bl

HPLC High performance liquid chromatography EREs v N T T 4 —

HPLC-UV High performance liquid chromatography with R v~ N 7T T 0 — « ANV
ultraviolet detection

HSA Human serum albumin v hET VTR

ICso 50%-maximal inhibitory concentration 50%PEE IR

Ki Inhibitory constant PR 4K

K Michaelis-Menten constant SAHTVR - AT UER

LC-MS Liquid chromatography/mass spectrometry Wik o~ 777 0 — < EEHHT

LC-MS/MS Liquid chromatography/tandem mass spectrometry | {ifk7 v~ 757 1 — « Z 7 NEROGNT

LE Long-Evans -

LLOQ Lower limit of quantification EE TR

MC Methylcellulose AFE)a—2R

MDR Multi-drug resistance protein ZHImMEE AR

NMR Nuclear magnetic resornance AR

OATP Organic anion transporting polypeptide BT =4 kR ) 7T R

P-gp P-glycoprotein P-VEE HE

QC Quality control mn BB

SBECD Betadex sulfobutyl ether sodium ANKRTFNTZ—T IR aTHA N v

FrUTA

SD Sprague-Dawley —

SPRI Schering-Plough Research Institute —

tin Elimination half-life TH 800

Trmax Time to reach maximum concentration B v T ) R R

UDPGA Uridine 5’-diphospho-glucuronic acid VUSRIV a g

UGT Uridine 5’-diphospho-glucuronosyltransferase vY DU VRV u U R RESE

Viss Volume of distribution at steady state TE T R HEIRE O oA R FE
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264 EMBREHEBROMEN

2.6.4.1 FEOH

Y 3T =V OIEFRIRIZE T W, o, B OHREE (ADME) , BEMEEX T FF 2 =
XRT 4T A, %%ﬁﬁ%fﬂib7/xf~&~®m%&@%§ BEOFE WO HHI L
WA~V A, Ty b, UYX, A XLV TEN LTz, ARG T, BeeHl &k OFE
R Z REET 205, FERGIRSEMBIAERER ClI, i REIR K O NIREIR 72 E DSV B AL,
2 OREF E TR K O COAGRBRFEOT —Z Xy r—VICEENTWS, Aat
V=)V DRERBAFE ORI T, BIFSAI N S IREIR A it S 7z oy, Bfrulc N2 =
BB AL L, fRA A L LT, Mo TRk 0B 2 B S, BEICAR ST
Do PEIIREIR ClX, BAEREEICEZEI Y 272010, BF UREMBA L & HIT1 233033
H#EGTHMELR>TnD, ZOZ &b, BFEOHIRA2R< 1A 1EIORE T HIERE &2
B R RE 72 O A & U CHrseRl 2 BRFE S 4viz, &A% 7 FEER RS B REBR T 15
BNT=T —Z NERY 2 — )L O IR BRI & RS T 2 Z E R TE B0, Fibekl & O
EREHE LIS O 8F 2 TR T — 2 b ARRFEICE O, £z, FEMRREI W72 ZREY
&Lt D ADME # T 57202t M TORE L OHRER T b 7o A RREE 2 vz in
vitro RO T — 5 & O TARBEITR LT,

FERRIRFRER TId, Y = — L OB RE O R FH L FE B e O B A 2 2,
RN, FEIC Captisol #FEE [ 2 LR T FLz—FT )L B- 7T F ALY F YDA
@mmm]Xi}tFm%vfuﬁw&vﬁn?%XFUV(MWD)%%%ﬁkbf%wt
B R e 0z, O ARANIZEICRY 2 — VEHED04% A Frerm—A (MC)
IRV 22 - 2 D MC BT JJDZT\ FER, 7 E K R ONREER G- b W, Zh b o
FlTHEMERBRCTHOONTEY | EROHEZXRTL2HOTHS, 2B, AKBHFBEHOKD
RBANLHEEA D (i) THY ., Z O8HFNE - FIERER I B AR BRI 50 L TV 72wy,

%ﬁﬁ%?%mt@%@kﬁEVWX\7yb\43&0%w%%wfﬁ%:+/~w@£%

ZRHl Uiz, Aoty — B HEERNER G L2 8 & RO TR 2
~w®%*5 M L7, ARY =Y —L% HPBCD iR CHEIFHIRNE G- LIz & &, Wiho
HREICBW TR — D7 VT 7 2 A KL | tpld6.668FRH] (i~ ™7 2) ~26. 785 (M
A X) ThHolze 7v MTEBWT, RV aFV — LoOBREIIHEENAE LI, BET v S0 Lt
Z v NOBBEOFRE NPT, T A, A XKL B NTEARY 3 — )L OlggE &M
ZEIHB DN D 5T, WTHOBHREIZIB DT S EFIRNE G L2 & & AUCo4 b (ZHEIFHR
WG L-Ex Xk bEhots,

MC BB CARY a7 — VA BRI ARG LIz L &, RYa )Y — L Oifstay A 47
XA TV T 4 IHMEL, T FT6.7%~11.8% (20 mg/kg) KA X THI11% (20 mgkg) Th-o
oo RYbatFy—n%7 v Q20mgkg) KA X (20 mgkg) ICEBFZBICRAOKELZE X, K
Yafy— L OREERIT, RS LT v N THE~TRHE, A X TLUE~2.0ETH o7,
T MR af Yy — (5~45mgkg) ZIREEHRG L2 & EOREGERIT, BZICHRHIROKES L
T EDIIFE~METhHoTe, ~UA, Ty b, A XK MZEBNT, RFaFy — Lz HiFE
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SORERO®ERE L& EoMEFREZX, HEOBEMIfE- TN L7z, FERRRERIZHW -
T RTOEBYFEIZBN T, KEROBEG% O AUCouan (FHEIRAOBE LI X X0 mhoTe, H
7y FOBRBERITET v S XV ERMEEPoT, —H, v VA A XKROY LTI, REEEICH
EIH ORI,
Sprague-Dawley (SD) 7 v h
WS LT & & OGRS A il

FERPE RIS CRERR L 7= AR o — L % § 1 TR B I C iR
BT 5RAREE F TR a2 — W IR EBR TR A
W T PR, e B OSSR 3 AR LTz, MC-RY 2 — v il Z » MCHERROE S L
fo b x| BURRBIT A MR IAEIT A Uiz, THIEE R ONVEILE NED & R T, R & OFR <
T RETE RS AN i b 1 < o MRk MR LRI04 BEl S 7, RS v MICHC-RY 3 —
ZALARISH BIZ# G L7z & & HdtaEidiik — p R 2@ Uiz, ik o7 » MaHc-
RYaF Yy — N EROgh Lic b & B5%24R E CORERICEE L 723 R se OB AT
(5 EDK0.11%) BAHbiTz, AROMBFERITHRBRFIEL T el &b, FLIRITHT
LAY a3,y — L RO ORBIICIRE ST 2 EBRB S,

~UA, Tv b, UBE A X, AL ML OIMEICBWT, YC-ARYa )y — L &
OPH-R Y3y — L OEAMBERITE NPT CEHERME397.5%~99.2%), A2ty —L
IR E£0.05~20 pg/mL OHIPH T, MAER A EGRICREIKA LT bh otz £,
H-ARH a2 — Lo MiEEAME & MRS ICEZTA LN 2T, *H-R=a) Yy — 1%
b MIiET7T V7 I (HSA) O, XL HSA & TR0.1% a-FRMEREE E (AAG) &A1 v F 2X—
N L7ZBR, AP a5 = HSA IS4 2/ A RITEEI L TH Y HSA ARV a )Y —LoE
TAMEPHESEATHD 2 ENREINT,

F v AXKOE MIHC-RYaF Y =L FIRN (T Y b A XOR) RORRORE L
& x . EREDKERSY (70.6%LL ) 1X. RNV a7 — )V REALIR R ORGEY (Z7 v o i
AiREEt) L L CEPICHRt SN, Ty RO XORBROFER G BT S 7ok
SRR IR PR M OV L ~DREBIAY 22 /0 WS K 0 SUTRE A B 5 OBRICIZ R 0Ky & LT3
HIZHEE SN2 2 R ENTZ, S HIC, HEEIZRBW T, Bfaafbic kv mYaty — L Rw%E
BB ER LTz, R atry—naRo&ks Lz &, EPICRBINOARYa - —LingEhn
TWAH, R a3y —LOERERIZIT 2 7 V7 a G b &k OTELE ~O ko % 5-

IFRHC& 2o Te, 7y by A X KO MISEFTIE, RV 2F > — VL REURD FE 2R R
Ry Chh oz, b MIIEF TIZARY aF Y — 1D 77 a U fBaESE (MK T MS) 23389 i,
INHDZ NI v CBRAERIY VIR TR SNTZR, Ty P ROA XER TRt S h
inolz, RV atF Yy — L OTERRBIREIZ, 7V v BRG L THY . KL, BRI
Tw%wM(N&QOMTw%wM)%ﬁ%:+7~w®ﬁ%K%5LTmé b g, R &
OEFTHREINZMREWITIT XTIy XUV THAERT A Z &R MERINTWD, Invitro
REBRICKY, YUY gV T n B REE (UGT) 1AM E 3 REmER & L
T ARV =07 Vs a  EaasE (M8LTIMI) #/4Esk L, F k7 1 A P450 (CYP) 1A1,
2J2, 3A4KUBASIZE D, b MIRAOKE Lz & IRt SRy oy — ot
BT HZENRINTE, L, B MIBTAAYANT U ARBROERNOARFaF> — 10

iz
iz
e
il
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HRICBW TR OF ST/ NS EEZEZ bk,

In vitro RBR T, P-FEERAE (P-gp) DAY aF ) — /WTkbd 2 BB RN A F-m L 72 f5 R, &
PaFy—E Pgp DEETHLZ LRahic, £/, KraFy—Loe MY =4
Bk U X7 F K (OATP) 1BI3ZIB3ZJ Lzt MFHIE~OEGAIIT DTN TH Y . A=
F =1 OATPIB1 K NIB3D I/ B 72N 2 LR ENTo, TR OFERN D, BEERIC
DTUGHMﬁULng@@%%Xiw%ﬁiﬁﬁﬂfyww®%%@m_%%#éﬂ%ﬁﬂ
RSN, L LA s, P-gp EICE L Tk, BRREDHEAIERARBR OGS, P-gp fLE
ERZAET2HANE Ryt — Va2 Lz L&, RYyat >y — Lo EWERE X IEDF HRE & K
TIREBWVIR ST EnD, RV a3 — T Pgp IHEOREZZIFIZ< WEB X B, 72
. UGTIAADRFICBT 2 7R ITM SN TR T, BR T UGTIA4MHEHI & O3 A AE
R ORFHISER L T 7w,

Y37 — I & B EMAIERE O b T v AR—F — & LT B AR O "TRENE % 51
fli L7, AR¥=3F > — i invitro T CYP3A4Z[AE L7-2% [FLEEE (K) 0.42 uM], CYP1A2,
2A6, 2C9, 2C19KLU2D6IZXT DA FITA BV o T2, CYPIAAD 7 1 — 7 HHE & DEGIKRIEY
FIAAERRBROFER, N3 — dgin CYPIA4MLEAICTH D Z sz, RYyary
— )W in vitro TUGTIALZ[HE L7228 (K 10 uM) . B AR NIREBE ISR 2 — Lo FiseAl
ZEG L2 X (PIOIFRER) . UGTIAIORE THL Y AL OMFERREIX EFR Uo7z 2
EnD, R aF Y — Lo UGTIAIREERIEER RN E R D & DB L RS IR T & DRI X
N7-[2.723.422 ], 7=, f%:%fawikgwmiﬁ[w%miﬁﬁ(mM%m~mpM]
Tholz, LU, P-gpETHLuY AR EGA LIZEREDHEERARBROBENS, K
P — L EALE T P-gp ZBLETHZ LIXEETE AR [2.7.23422H], AYary—u
DI FEREL uM T OATPIB1I X ONB3% 4 L 72 BUAZDBRERIL, T Eh16% & U24% ThH D |
R aF ) — L OATP OFRWVBLERITIER NI E RSN, TNLDORER NS, Rbat Y
—/LiE, OATPIB1 X TNMB3DIEE K O EAICTIX AW Z LR STz,

Eniz, A ary—nickzAx7aA4 ROARKOMEGFHMELZ, 7y hOKRIZa Y
— 2% invitro HIIZIB W T, 7 v Ra F O RERICHT 2R 2 Y — Lo Biib
FTINThoT2), 7 v ORI EZ AWM CIXa v F Yy — A R arFazxsa 4
R P Uiz, RIS A X ORI KIS 1 2 VN2 in vitro 3RBRICEBW T, L F 3 27 1 ARk
IRT DR 2 — L OEBIID TN TH S22, A XOFEE S-105 1 & OV B HIAR Sy 1 %
WZRHBIZIBWT, EnEhT v FrF v Gk N anF Yy — v apiaE LET L 2 MR
SIiTz, CYP3A4, P-gp MR T v A REMOMAEEHIZ, o7 Y — A RHtEREIEIZ @ Lz
R T o D [EFF4.3: 4101],

2642  HHE
2.6.4.2.1 RY o+ J—ILOMmEE R RS RERE A

R ERERSR TIX, BN F— hanEEEksa~ ST T 40— - Vap, iy de
mHLMV)%Ri@%&uv%7774~-&/7Agiﬂﬁ(ummmm)&%mmf i
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HEMOIRPARY 2 ) — VR ZMIE LT[R 2.6.4-1],

~UA Ty MUY ROA XOMBEF RS 25— R EOREIT Schering-Plough Research
Institute (SPRI) [#i Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., N.J., USA (MSD) ]
THFREKLONY 7 — b sndilliz kg Aoz (SNeor. snjjoo. sn41i. snj410).
ZOREETITAMLE L LTAZ /) — /W XV BREBZTV, $65MER262 nm T HPLC-UV £IZ
LRy aF = ERE LT, Ry oy — LR, ARSIV T, R a Yy —
DE—7 @S Z /N ZRIEIC XD EMRET LIERERICE IO 2 L2k, Raty—u
WMEZFH L [~ 2MEOS LRE (x) (CESHT Lz (SNJJ2oD 1.

HPLC & ARy a5 —ofile k% || < 5HExoy 75— L
Y UAL Ty FROA XOMIER R ORGP RY =) =L OREOREIC A7z (i : SN JJos3.
SN393. sN304. & : sNJjoc4. sN|3o4. SN|303). HiALEE L U CAEKRBHIKEMET
VEZD AIIKIEET R Y U A EEINE, R — VR OVVEEWE [ a3 — L (=
TAR) XiFv 7 a XY CHEREE (T v B RO X)) M L n-7 TV THiHE L, HPLC-UV
ECHE Lz, =2 @&ttt (KYya) Y — v NEEEYE) % 1/x* CEAMIT Lo/ 3Rk
WX ERER LRERICY TUEH D2 Eicky, A ary —LoREEZFEE LT,

Z D% SPRI T, LV &EEED LC-MSMS IEZBIBB LN T—FL, YT A, Ty b A4X
KOS Vo f R Ry 2 = oflEic vz (SNJo79. sNfars. snzo3. sNjosn).
Ay L v o axsy v bigeicvEEn s (i i T =t
ETE N CDORAGERICEVRER L., 50N B2 LC-MSMS IZ LV 38 L7z, R
P — VR, XA BT Lz CRENRE TR Lz (SNJJo79). 4 X KO
rinsEehiznEEnE (D k. ke e=r A LRA L, BT,
LC-MS/MS JEIC X W JIE LTz, MmAERRY o —BE X, Ux ICEAMT Lz ZkERE
Aocsi Lz (SNJJ475. sN293). #72. FisERBCIET R P2 YL E TR FUO
IRAEIIC LV BRER L, LC-MSMS IEIC L5030 b7 -7 (SNJJo3D. &= —rom
BERE T, IXAICEAMT L ZREUFKEZHWTE L2, U 2 RO XfEEEHZ v
72 LC-MS/MS i£CIE, ikl (w7 2 flf) SURRBEOMEEH (QC) Ak (4 XifsE) 2l
EFDHZEICEY SPRID HPLC ik 7 1 2R 7 —v =3 > & % L= (SN[JJo79. sNj475).

QC &kt [E&E FIR (LLOQ) A &Te] X, MIEMOEE K OWEE ORI AV, 77 71
HER R EHZ B W T AR 3 — L R ORI E & 153 2 NIREE I3 Sz ho Tz,
BTEANY 7= 9 T, BREMFEM, LLOQ, FHEKUMEEITI3~4RE D QC kD3 /3y
F DI L0 FHIl L72[F& 2.6.4-2],

PRI, BRRERE D QC B O R E O NFRERE D+15% (LLOQ d & & [134+20%)
PN E Lz, 2 QC i EIDD 72 < & 13 DR UKIRED QC iENHD50%1E, BLE 2 +15% (LLOQ
DL ZFT20%) LN E LT, HIEROREEIZARERE D QC REHI B T15%LUAN (LLOQ O
EEIT20%LLT) &Lz, HNVF—2 g TOMEITIE, 777 USMISIEREL EoBmIAE,
FIRFEIZHOE I~ L TR O ER 2 Ao, FFRERMEIL, &R ER AEEUE oD
72 B3 D2T, BEENREREDE15% (LLOQ ® & X(3+20%) LUNT, HMEMHOMBIREK
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(r) 1209920 F X iFi ezt (2) 12098LL F& Lz, T _XTOMEFIEICB T, K,

R O 1L R e 27 L=,

135 2 OVR RO SARAF A R ORI 5 1 CORY 2 — )V DL EMEZ [ 2.6.4-31C737,

AR — VIR, -20°C, -70°C K A-80°C TIRIF LI ELETH-T-, £7-. ARATHE

PR A IR R N OV R DFE R B[ 2.6.4-311T8 LTz,

& 26.4-1  FEREVHEFRBR TRV =AY I TV - LOEFANPREAEZND—&

N)F—2 g . N e
\)27 f BTl ST BNy i U 7= FERG AR SR B RERk B
K& B

i

SNl291 HPLC-UV, 262 nm SPRI 362, SN 028, SNJjos.

[&FH4.2.2.1.1] 089, SN 259

SNlos3 HPLC-UV. 262 nm - 430

[&Fr4.2.2.1.2] vUA

SNlo079 LC-MS/MS SPRI SN.338

[EFH4.2.2.1.3]

SN l400 HPLC-UV, 262 nm SPRI 074, SN 076, SNoss,

[&FH4.2.2.1.4] 088, SNl258, SN ll374

SN 393 HPLC-UV, 262 nm 429, SN 428, SN|l330,

[&F}14.2.2.1.5] Z v b 331

SN 079 LC-MS/MS SPRI 122, SN 123, SNl547,

[&FH4.2.2.1.3] 034, SN 034, SN 233,
410

sNi411 . | HPLC-UV, 262 nm SPRI 072

[&F14.2.2.1.6] vyE

sNill410 HPLC-UV, 262 nm SPRI 075, SN 077, SNjooz2.

[&FH4.2.2.1.7] SN 302, SNI218

SNl304 HPLC-UV, 262 nm SN 248, SN 332, SN487

" A X

[&F14.2.2.1.8]

SNl475 LC-MS/MS SPRI SN.029

[&F14.2.2.1.9]

SNl293 LC-MS/MS SPRI SN.281, SN.283

[EFH4.2.2.1.10] .

SNo31 LC-MS/MS SPRI DM27344

[EFH4.2.2.1.11]

R

SNos4 ~ ™A | HPLC-UV, 262 nm - SN.43O

[EFH4.2.2.1.12]

SNl394 S k| HPLC-UV, 262 nm - SN.330, SN.331

[&#H4.2.2.1.13]

SNl303 A X HPLC-UV, 262 nm - SN.248, SN.332

| [&FF4.2.2.1.14]

L SPRI: Schering-Plough Research Institute

2.6.4  FEENREERER DBLZE L
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& 2.6.4-2 RYaFV—ILOMmMBEVRFBEERED/N) T— 3 UEER
; T B P TE BRI 5 =N NYF—3 g
YAN N
DR | otk (wgml) | (ugml) | (CV,%) | (%Bias) KR B
i
SN.291
HPLC-UV 0.30~15.0 0.30 4.1~9.0 3.7~-2.1 TR 1]
SN.O63
<A HPLC-UV 0.025~25.0 0.025 6.1~10.0 5.6~73 EEEH22.1.2]
sNjjo7o
- ~ ~62f 4 0~8 8t )
LC-MS/MS 0.010~10.0 0.010 1.8~6.2 4.0~8.8 EEEH2.2.1.3]
SN.4OO
HPLC-UV 0.50 ~15.0 0.50 5.0~9.1 6.5~7.2 EEEH D 2.1.4]
. - N N sNj393
F v b HPLC-UV 0.025~25.0 0.025 4.6~6.5 3.5~0.7 EEEH22.1.5]
sNjjo7o
- ~ ~33t ~16.0 .
LC-MS/MS 0.010~10.0 0.010 22~33 0.2~16.0 EEEHS2.1.3]
. SN.411
AV HPLC-UV 0.30~15.0 0.30 6.2~10.2 1.1~7.2 EEEH2.2.1.6]
SN.410
HPLC-UV 0.40~15.0 0.40 4.5~5.7 -4.0~6.1 EEEH S 2.1.7]
SN.304
g X HPLC-UV 0.025~25.0 0.025 5.3~10.7 4.7~4.7 TR D21 8]
sNj475
- ~ ~8.1t ~6.5" .
LC-MS/MS 0.004~1.00 0.004 5.3~8.1 3.5~6.5 EEEH D 2.1.9]
LC-MS/MS 0.004~1.00 0.004 7.7~9.9 -6.5~-0.21 ,;N | 28
v [/‘4:44&.2.1.10]
sNio31
- ~ ~62f 4 4~6.0t )
LC-MS/MS 0.010~10.0 0.010 2.7~6.2 4.4~6.0 EEFH 221 11]
R
SN.O64
<A HPLC-UV 0.025~10.0 0.025 2.2~6.3 6.1~9.6 CEEH22.1.12]
. ~ - - SNj394
F v b HPLC-UV 0.010~5.00 0.010 3.3~5.8 -6.2~-0.4 CEEH22.1.13]
SN.303
g X HPLC-UV 0.010~5.00 0.010 2.7~6.6 2.4~46 (CEEH 22.1.14]
CV : ZEask )
i EBRAD QCRAEEE T

2.6.4 HyBIRERABR OB
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*& 26.4-3 AFRAMORERVHLEROARY STV —ILOREL

REMEDHEIN TV D RFRE | A% o
| 20°C | -70°C | -80°C | RABIO=E | GEEN

B (hr) (n) (n) (B) | TORE ) | ARME | 5 | REBRES SRk

i

<7 A 24 73 182 324 18~24" 3] 20f% | SNJM291 | [&¥}4.2.2.1.1]
SN063 | [&£}4.2.2.1.2]
SNENO079 | [E¥$}4.2.2.1.3]

A 46 338 91 238 24~961 3] 20f% | SNJM393 | [&k14.2.2.1.5]
SN400 | [&£}4.2.2.1.4]
SNENO079 | [E¥}4.2.2.1.3]

AV ND ND 92 ND 24 3[H] ND SN411 | [&814.2.2.1.6]

A X 24 701 197 409 21.5~24% kK] 20f% | SNM410 | [E#H4.2.2.1.7]
SNM304 | [EH}4.2.2.1.8]
SNM475 | [E#4.2.2.1.9]

FL 24 20 ND 188 24~96" 5lH] 20f% | SNJ293 | [&k}4.2.2.1.10]
SNENO031 | [&H}4.2.2.1.11]

IR

~ 7R 24 210 ND ND 24 3[H] a5 SNM064 | [E8}4.2.2.1.12]

7 vk 24 344 ND ND 24 30 101% | SNJM394 | [EFkH4.2.2.1.13]

A X 24 609 ND ND 24 3] 101% | SNJM303 | [EFkH4.2.2.1.14]

ND : FAfi L 722035 7=

t RITALEES DO FEL O 22 M0 MR I3 0 5 15 CRFI L 72,

26422 RyaFV—ILOXEEMEL

AUy ary — s ODORFHRLERF O T T A~ —Th D7D, X T NV lEE A U 5 Al RerE
DD, ¥T7NV0HHHPLCIEIZEL Y, 7y P RO XIMET IV O MlETo, R
A= DSODYT AT LAY —~DEMAT D W REME A RN L 72 [EEH4.3: 4102], AY =)
=V RO T AT A — & Mg XA S EARFRHEIC LD I L, 2 ofEmic oy
TH T VAT 5% 7z HPLC-#OE HHE (i 270 nm,/ #0390 nm) 1 & 0 404 L7z,
e BAEAL DR FTORE R1E[2.6.4.5.3 THIIZRT,

2.6.4.2.3 T ETRED BITE
In vitro X O in vivo 38RBR TR = B HAERE LU 72 AR a5 — i QN in vitro 3RER TRV iR
SHAEER U7 o — 7 B OB RERE IR v TFL— g EICK OV HIE LT,

26.4.2.4 WEERGAEE ARV —IL

BCRY 2 — L % JERG R SR EhRERBR TV [X 2.6.4-1], 1LSEMUEI1397% % BRIV |
LML 1X96% L ETh o7z, FEEARIEMBNRERBR TH W ZHC-RNY 2 — v o i gl
0.992~88.3 nCi/mg T - 72, MC &K (2 mg/mL) % O HPPCD A (4 mg/mL) OFRHLH 5%
5 TCoOMMTHUC-RY 2 )Y — b P 0 R OB L PRS2 E T - T2 [E4H4.2.2.5.1] [EE}
42252], 7 v MIUC-RYy =z — a2 HEROEE (20 mgkg) SUXEFARNE 5 (10 mgkg)
L7z & &, MR DYCOUTRE SN2 o 7o [E k422511 [EEH4.2252], 2D DORERMNE,
ST PERIAL 0S8 CREak L 72 ACE X8 T 0 | BUR PR RAAR S AR =2 - — L % in vivo (AR

2.6.4 FPEhRERER O TESC
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B OHEHGRBR IC WD Z e N TE D 2 KR ST,
In vitro T AREARRITIZH-R Y2V — b iz, HUREEIE3.19~3.41 mCi/mg T. st
{ESAMEE1297.5%LL ECh - 7-[EH4.2.2.3.3] [E¥H4.2.2.3.5],

2.6.4-1 WETERGIA TEE L -/RY a3+ Y —ILDIEFEEX
g ot Yatn % Lf
\/N
F
0

/N N>\N\ v
\ / \/N

HIMC-RY 3 F Y — L OUC EERALE A . T IEPH-RY 2 — L O A & 7~ 9,

2643 IR 4%
2.6.4.3.1 RN S

BHHERBRCHWCEBWETCHL~ T A, T v b A X KOH /LT HPRCD Xid SBECD % v /-
FHERRIE TR a Y — L 2 HEFRNE S Lz & & ORYa- > — L O 3RYEIE & 51 L 7=
[ 2.6.4-4], FFURNEEEICIE, FHERBREBIR D AV D, FERREEERER, BB LAV D
Nz, Flz, My axx7 ¢ 7 A CREFIRNEKE S L7 L 2 I/ bE DT,

R =aF>—/L% HPRCD W CHFEIFAIRNE G L2 & &, WTIhoEWfElcks W TRt 2
=D V)T T AHE L | tiplF6.66FH (M~ T R) ~26.7IK[H] (A X) ThHo7-[F 2.6.4-4],
FEWIZRY 2 — L2 BEERIRNE G- Lo & 2 OIRGEEIX, 7 v b TIItEERA LN,
VT AKOA X TIEA LN N> T2[2.6.5.3A H] [2.6.53D H] [2.6.531 ], 7 v hTix, #Z7 > b
IO LMET Y FOLFNEWVIREREZ R L, WThoBMREICBOTHLRERG LEE &,
AUCoogn (THEE L& L0 L Eo T,

2.6.4 HPEhRERER O ST
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® 2644 TIOR TYbM AXREYIIZRYIFY—ILE
HEFHIRNES L& EOENERB/INTA—42
) v A& . ti CL Viss
wharE | MR (B0 (m o/ke) e (hn) LUhke) | (Uke) SRk

??Xtﬁmﬂ/%ﬁ) 0 (&) HPBCD ¥& % 7.06 0.103 1.18 [2.6.5.3A IH]

. (n=9 W50 0 (&) HPBCD ¥ 6.66 0.090 1.01 [2.6.5.3A IH]

51 e (n=3, ) 0 (&) HPBCD ¥& i 10.8 0.207 3.20 [2.6.5.3D 1H]

77 i (03 W) 0_(aik) HPBCD ¥ | 20.1 | 0.123 | 3.55 | [2.6.5.3D ]

HE (n=3) 4.35 (2uH) HPBCD ¥ 21.6 0.065 2.13 [2.6.5.31 1H]

HE (n=3) 4.50 (23H) HPBCD ¥& i 26.7 0.059 2.31 [2.6.5.31 1H]

A X e (n=3) 4.93 (&23H) HPBCD ¥R 22.8 0.120 4.06 [2.6.5.3] 1H]
1k N .

(=3 FEPFERHD 5.06 (GuH) HPBCD ¥ 27.4 0.101 3.31 [2.6.5.3] 1H]

B (n=4) 8 (&) HPBCD &R 14.6 0.186 3.61 [2.6.5.3L TH]
B 4.11 TR

HE (n=4) (1S RIFFEE ) (SBECD) 11.5 0.292 4.44 [2.6.5.3K 1H]
B 3.89 R VIR

.y HE (n=2) (60 5| (SBECD) 11.8 0.264 4.03 [2.6.5.3K 1H]
7 8.08 R VIR

HE (n=2) (155  (SBECD) 13.5 0.160 3.48 [2.6.5.3K 1H]
7 7.22 B TR

e (n=3) (GOSRIFFEE 1) (SBECD) 11.8 0.256 3.99 [2.6.5.3K IH]

HPBCD : 2-E K ¥ 7ua LB/ aTF AR, SBECD: ANKTFNLZ—FT NP 7T FARNI U F b UL

2.6.4.3.1.1 BHIRNI 5RO T Y RDEYEIRE
~ AR aF Y = LB HEFHIRNES L7 2 ORMENE T A — X Z3Hli L 72 [

2.6.4-4] [2.6.5.3 TH], ~ 7 AZARY 25 —/110 mgkg % HPPCD IFIK CEIRINZR G- Lo & &, &
Yo — L OEYERE M T A ST, R a Y — s U T T v R T~ T A D

¥JTHI0.1 Lihr/kg, tipl3f7RMCTH 72, 2B, ~ TV A TIEARY 2+ — )V ORGE &L
Y AW
2.6.4.31.2 HIRNIREBED T v FfOEYEGE

SD 7 v MZARY aF > — /L% HPBCD &R CHIRIFRIRNEE G- LTz & X D, IEhIE N T XA — X

Bl L72[3F 2.6.4-4][2.6.5.3 ], 7 v MIARV3F Y =120 mgkg ZFRN&ES L& &, K
PaFS—ADs VT T AZHET v hT0.207 Lihrkg, #Z > b T0.123 L/hr/kg, tipldiEZ ~ b
T10.8IK¢[H], HEZ »~ R C0.1RFl Ch o7z, HET v M EHERLTHET » 7 U T T U AMEL
MeZ > hORY Y —)LOBRBEEIT, ET7y LY bEroTz,

7 v MRV 3T — )L % Fk IREBIR ., §3 AT XX HPBCD &R CHEIRNZ G- L 7= & &
Y27 — L OLHRGERITM L CHEOBINIE> TN LZ[# 2.6.4-5], EKAEOHTEM
IR C AUCo4n DMEZEITIREL T v NOHBIBBERITFE > T2, mHBEOFRY 2V —1
ZRERRREIR TR G Lz & 2 o MBEEE OB N < . IREEE I CE o s
729, BEREIZOWTOMEEITFHMECE o7z,

Z v MR a3 F ) —)v & FE R, FE AT U HPBCD AR C 21 [ S8 § AR N % 5-

2.6.4 SEAEhREER O ZE L
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Lic&x, M7~ OB EIT HPBCD IR TR G- Lz L X2 b @< FEMAGER., Hie g
B DN IR ER R =m0 o 7[R 2.6.4-5],

+® 2645 FvMIKRYIFI—LEHRRNRE LI-EEOERYBENS A —4

5 & AUCo241r (pg-hr/mL)
S (ng/ke) | s
Y2 — VR ARRER (BRI S
Hifm] ) NS 5.12
XiE (27[]) NS 13.1
Hifm] 7.57 12.2
K (Q7m) 4 16.1 323 26544 5]
Hifm] g 16.7 27.9
XiE (27[E]) 41.9 77.9
Hifm] 30.6 475 [2.6.7.7.3 ]
g (14[8]) * 10 NS 64.7 [2.6.5.4B TH]
<18 (63[E]) 73.0 132 [2.6.7.7.3 TH]
Hifm] 32.1 NS [2.6.5.4A 1H]
<ig (71E) 12 67.7 NS [2.6.7.17.2.4 1H]
XiE (27[E]) 81.4 NS [2.6.5.4A TH]
Hifm] NS 59.1
(63 15 NS 126 [2.6.7.7.3 TH]
Hifm] 70.2 77.7 [2.6.7.7.3 ]
FAE (70D 20 130 NS [2.6.7.17.2.4 TH]
<18 (63[E]) 197 265 [2.6.7.7.3 TH]
Hifm] 111 112 [2.6.5.3G 1]
HifH] 30 97.3 NS [2.6.7.7.3 H]
<ig (71E) 206 NS [2.6.7.17.2.4 1H]
i (63[a]) 254 NS [2.6.7.7.3 1]
HA[m] 60 191 182 [2.6.5.3G IH]
A2 —/L HPRCD wiE (B FFARA 5
<ig (15[E]) 10 NS 140 [2.6.5.4B TH]
Hifm] 20 95.8l 157 [2.6.5.3D 1]
Y 27— VOBERER RN S
XiE (14[8]) 10 NS 122 [2.6.5.4B TH]
<ig (15[E]) NS 108 [2.6.5.4B TH]
t 518 35 595 0D FEAN PN 0 S 1 4% B[R & s 9
i 1555 [l Fffoe 4 G-
I T KU AE PTRERFIE] = HET2RER, HEOGRIH]
HPBCD : 2-kE ReX v 7t L B-v7uasFx A MU NS: Bt Lzh o7

2.6.4.3.1.3 BRI 5B D VS FOEYEEE

New Zealand White %12 ¥ 7 B0 285 L CHFERBAIETS T VEMWI 2Bk L, RV =
VL % R I RRIR T CEEIRINEE G- LT & & DR Y a7 — L oKy Bhke 2 574 L7-, FERiERE
ZEHAIT 2 Z LI KD AP EREE 2 R LT, AR EE T L U RICAR Y a Y — L&
FrE IR CHARN R 5 LTz & & O SR EhREITAEEE 72 o ¥ L L L T 2[2.6.53H HH], L7-
Wo T, FHERBAEIZRY 25— L OO R R VT T AR RFS N &R
RN,

2.6.4  HYBRERER O
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26.43.14 BIRNIESROA X DEYERE

A XNZARY 7)Y —/L% HPBCD ¥k CHEIZHEFFIRNE G- LTz & E DFEYBRE N T XA —F &
FEAl U 72[2.6.5.31 HH] [2.6.5.3] TH], A XIZARY =) —)15 mgkg & Z0EFARNZE G Lz L&, K
FaF—ndr )T T RTMEREA X O T0.09 Lihr/kg, tiplX25K5[ CTh - 72[# 2.6.4-4],
BB, A XTHEHRY Y — VOBREEICHEIIADN ) o T,

2.6.4.3.1.5 BIRNESROYILOEYERE

HEY AT Y 3T — b e R E A CHRBIFIRNIR G- L7z & & OFEWEIRE T X — & 23
L72[3 2.6.4-4], VTR Y aF > — 4138 mg/kg % 1557 X1E605y 0> TEIRINERGe ¢ 5- L 7=
xRV aFy—nror U7 T A130.16~0.29 Lihr/kg, tipld11.5~13.5F /] Th - 7=,

MERED AT AR 3 — L B E AR CLB 1R TR 2 CRRIRNERGER 5 L7z & & R o
T DA B B I B OB THEM L7 [X 2.6.4-2] [ 2.6.4-6], L TlIARY =2+
V= VORI ZET A DR Do Tz,

X 26.4-2 MHEYILIZKRYOFY—IILEETRARTHERXIE
27 BEIRET 1 BN T THIRAFHRIRE LI EDRYa+ Y — )LD MmEFEREH

3 14000 - —a— 4 mg/kg Day 1

[ —w— 8 mog/skg Day 1

?D —a— 12 mo/kg Day 1

& 12000 A —0— 4 mytkg Day 27

~ —v— 8 mg/kg Day 27

#5000 - —O— 12 mg/kg Day 27

gl

H 5000 -

&Y

TRN

8 om0 A

S

Iﬁ 4000

',+\\ 2000 - ;h

A ' =

q% T T T T T T T
0 4 8 12 16 20 24

Time (hr)

[2.6.7.7.10 1H]

2.6.4 HPEhRERER O ST
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£ 26.4-6 YIRS OF Y- ZEAEXIIREFRNESLI-EEZDRES

i % AUCo-24 1r
- 23
(mg/ke) B 1 ) ATCran "
A =15/ — L ORI | L IR R P e B
10.5"
\ ' 653K 1H
1 * 10.8 [2.6.53K ¥]
4 : 12.2
\ 7
Y A 23.4 [2.6.7.7.10 ]
-
1 * 32%50 [2.6.5.3K ]
8 .
: 316
. M
2 123
1 521 [2.6.7.7.10 IH]
I, .
- = il 229
T IshER

26.43.2 EorE

BERBRCTHWONZEBWRE CH L~V A, Ty b IR v M, HRYYX, 4 XKL
|2 MC S¥EIR, % 1 E A SO TR 5 CHLUE U RER A5 LTz & & O3 BIRE 4 3T L
Too £l PR TVax 2T 4 7 AP TRERAKRLG LI L I/ OLNTHER LT O,

VTA, Ty AXKOY IR a =V EREIEOEROKG L&, BEED
HWANZ > CTARY 2 Y — L ORE@EEIFHN L, 7> PEROS IRV 3 — Lz iFIc
MC SBiG CROKE LI &, R aF ) — LIS, AT XA T 0T 1 JMEL, T
kT6.7%~11.8% (20 mg/kg) K OA X THI11% (20 mgkg) THo7z, 7 v MRS XIZKRY =
TN ERBRICREARE Lo &, MBRHIERG L L EORGER L KL T, B%EGRFO
BEEOHNEN-T=, F10. Ty MORMES (5~45mgkg) Lk &, AH oty —L o
FE T, BBRISREIR DGR E i L CL3E~METhoTz, 7 v MIBW T, A=)y —
VOBEBEIIHEEDN AL, BET7 Y PRV BT v FOBRBEEO LN E Mo, —H, v TAL A
XKLV IZEBWTEIARY 2 — L OBRREIZHEEITA LR o T,

2.6.4.3.2.1 BOBSEOTIADEYENRE

~ 7 ANZRY 3 — L & BRI R O G R OSEIRAT R G- L T & X O EE (T A — ¥
ZEHE L72[FR 2.6.4-7, =V ATIERY a3+ — L OBRBEEICHEENL LN o 272, AKIE
TIEEWENRE T A — 2 IR O &2 7R,

N2 — 1 15~90 mg/kg & IR~ T A MC IREBIE CHLBBRFIR 0K S Lz L &, R
IF Y = VTFEIRIZI S 4L, Tomax 1L6~8FFH ThH o 7=, HRY=2F Y — /L% 10 mg/kg THEARN &
5 ) 020 mgkg TEBICHEOZES L& EOMEMIE L7 AUCoIZHES AL AT T Y
T4 EFRH L, BBEREGTO~ T ZADORY 25— VO ANA AT XA T8V T 11%,45%
~53% T >72[2.6.5.3A H], ¥V AZHEIIIRERAK G LIz &, K a )y — L OgE&E
RO T L7Z[#£ 2.6.4-7], ~ 7 AZARY 35 —/110~90 mg/kg % REFH 5 L

zm-%%@%ﬁ%@w%i
- 7 -
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-l x| EEWREEORY oY — L ORERITHELE Fal-> ML,

% 26.4-7 IORIZKRYOFY—ILZHERERV1B1EAREROKZSLIZLEEZD
EMEEEINTS A —4

)Eﬁ % Cmax Tmax AUCO-t
(mg/kg) iikis el (ug/mL) (hr) (ug-hr/mL) t Eich s
10 X8, IREEH S e, M NA NA 89.5 24 | [2.6.5.4C IH]
[2.6.5.4D IH]
15 HE, &% (BEER). 1 3.89 6 53.3 24 | [2.6.5.3B IH]
e ymE s
Kig., IREEHE S e, M NA NA 100 24 | [2.6.5.4C IH]
20 HF, &% (BHER). M, 5.12 8 98.4 © | [2.6.53A IH]
e ymE s
30 Kig. R M, NA NA 220 24 | [2.6.5.4C TH]
[2.6.5.4D IH]
60 HE, &% (BBEER). 1 10.7 8 282 48 | [2.6.5.3B IH]
ey s
KiE., IREEE S e, M NA NA 268 24 | [2.6.5.4C IH]
90 HmEl, &t (BhER). 1 13.8 8 359 48 | [2.6.5.3B IH]
ey s
Kig., IREEHE S e, M NA NA 377 24 | [2.6.5.4C IH]
[2.6.5.4D IH]

NA : BH L7 -o72, t: AUC ORIV 7= BER

B (Candida albicans) &Y% OFERYLE CF1~ 7 A 2R Y 2> — /120 mg/kg % #% 1 BREIK
THRERAIFE DG L7z L & ORY 3 )Y — )L OFpERE A i L72[2.6.53C H], ~ 7 AIT5X
102 1 =—JBRHANL O C. albicans RN (BEAK) B L, 4BZ IRy 2y — vz &5
L7z AUCoo|ZiHe~ 7 A T127 pg-hr/mL, FEEGL~ 7 ZT105 pg-hr/mL KT Crax (TG~ T A
T5.26 pgmL, FEEYe~ 7 A T5.58 pg/ml TH Y, RN =a Y — L OREERITEREOFEIZ LD
ZEIXRNZ EBNRBENT,

2.6.43.2.2 BO/EEOS v FOEMERE

SD 7 v MRV a3 F > — L% HiE K O R O 50 ONT Long-Evans (LE) 7 » MZH[AIRE
&5 Lz & & OEYEE T X — & 23 L72[2.6.5.3 1] [2.6.5.4 TH], —ORBRIZH T, 1
B B OB 55240 LRI R ORI A AT D 2o 727z, 7 v MBI AR at Yy —u
DOWHRA %+ T E 72 5 72[2.6.5.4F H] [2.6.54G HH], D=, ZhbDORBRTH LN
7o R RO I B RE N T A — Z [X[F 2.6.4-8ITR L TR,

AV F = %E20 mglkg TEHARNEE G K OHERFRHCREOKR G L7z & 2D AUCoIZ 33 < #f
KIINA AT XA TV T 41X, BET > FT6.7%, M7~ FT11.8% ThH - 72[2.6.5.3D TH], 5|
RORGE L NEEHREG LI EDORY a3 F V=)L D Chax XN AUC 13HEZ »~ b LG L T, MEZ
v NOFR@EMPoT[FR 2.64-8], BBEEOET, MT7 v NOFNRARYatry—1ror7 V7702
PENWZEICED2HDTHD, 7 MRV Y —/15~180 mgkg Ml &G LIz 2D

2.6.4 %%iﬁiﬁiﬁfﬁ%ﬁﬂﬁﬁi
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RYaf>—i BEHl EEH
2.6 JEREARTABR OREE UK UM 2R
2.6.4 HYBIRERABR OB

Tmax 1L 2~12BEFCTHY , R aF Y — L OEBEREIIAEOBEIMMIE > TEIMLEZA, A&ELh%
Tlal> TUWa[F 2.6.4-8], 7235, SD 7 v MR TVLE 7 v MIBIT DRV a7 — /L Ol &34
LTz,

N atry—nE7 b (20 mgke) IZEBZRICRAFEG LI & A a) Yy — LVOREREIT
MORIE & B L CHE~TETh o7z, S HIT, 7 v MR a )Y —/ (5~45 mg/kg) %mﬁﬁ%‘%
B L Z2ORZEEIT, BRICEHROES L L ZD13E~HMETH - 72[FE 2.6.4-8],

* 2.6.4-8 Sy MIRYaFY—IILZERRUV1B1REIREROBELIEEZD
EMENEE/INS A —4

% )EH % ‘ﬁ Cmax Tmax AUCO-t
fin (mg/kg) A& 1l (ug/mL) (hr) (ug-hr/mL) t SRS
SD 5 Kig. &% (HHmER), | K 0.87 4 12.2 24 | [2.6.54F TH]
SRR O G i3 1.59 12 30.4 24
K18, R AT Mt NA NA 27.4 24 | [2.6.54F TH]
i3 NA NA 40.7 24 [L&SAGJE]
10 K18, R AT Mt NA NA 59.8 24 | [2.6.5.4G TH]
i3 NA NA 143 24
15 KiE. &% (HHmER) ., | K 1.74 3.7 27.9 24 | [2.6.54E 'H
SRR OG- i3 2.45 3.7 44.6 24 | [2.6.54F TH]
Kig., IREE# 51 T NA NA 87.5 24 | [2.6.54G IH]
i3 NA NA 137 24
20 AN NN 1 0.572 2 6.49 © | [2.6.53D IH]
SRR OG- i3 1.12 6 19.2 ©
HiE, &% (BmER). | & 1.96 8 47.6 o | [2.6.53D IH]
SRR OG- i3 2.29 12 82.4 ©
Kig. &% (HHER) ., | K 2.30 3 39.7 24 | [2.6.5.4E IH]
FREIRE D5 i3 3.67 12 74.2 24
XiE . R AT i3 NA NA 230 24 | [2.6.5.4F IH]
[2.6.5.4G 1]
30 B, IREE# 5T Viid NA NA 211 24 | [2.6.5.4F IH]
e NA NA 263 24 | [2.6.5.4G IH]
45 B, Bt (BmER). | M 3.39 5.3 56.9 24 | [2.6.5.4E IH]
FREIRE D 5 i3 6.93 4.0 126 24 | [2.6.54F TH]
XiE. R ET Mt NA NA 236 24 | [2.6.5.4F TH]
i3 NA NA 236 24
60 K18, R AT Mt NA NA 259 24 | [2.6.5.4G TH]
i3 NA NA 251 24
90 B, Bt (BmER), | M 4.16 4.9 68.4% 24 | [2.6.5.4E IH]
TR D 5 i3 7.06 10.5 1374 24
180 Kig. &% (HHmER), | K 5.37 3.6 92.1% 24 | [2.6.5.4E IH]
SRR OG- i3 6.90 4 1344 24
LE 20 HilE], HERig, Vi3 0.619 4 11.8 24 | [2.6.5.3F I1H]
IR OG- i3 0.945 4 20.9 48
t IREE 5Tl MEC15 g, HElZ20g D EEEE B X 72,
E AUC2-24hr

NA: BH L7Zeo7=, t: AUC ORI 7= EER

2.6.4 FEpENREERER OBLEE L
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RYaf>—i BEHl EEH
2.6 JEREARTABR OREE UK UM 2R
2.6.4 HYBIRERABR OB

2.6.4.3.2.3 BROKBEROIRIRS v FRUTIEERY Y FOEYERE

FIRET > b ROEIE Y X ORY a2 — L O RYEhRe /R T A — & 23l L72[# 2.6.4-9] . i
BR18H H DR SD 7 v MMIMC-7RK4Y =2 — /120 mg/kg % MC BEiIZ L v B BiEA T CHE
SRR DG Lz, IR T v MBI 2R a5 — 1 ® AUC1352.5 pg-hr/mL TH Y | FELE
WEZ >~ h® AUCo (82.4 ng-hr/mL) &FEELL TUW2[F 2.6.4-8] [2.6.5.3D IH],

ITHRT~19H B2, HAHEAR T OIEIE New Zealand White 7 2R 4 =) —/120~80 mg/kg
Z MC B CHNEHICE V1B IRIRE#RS Lz, ER VX ORY a5 — L OgdE I3
B L CTEIN L 72 [ 2.6.4-9],

& 2649 RS Y FRUBRVYFORYIF I —ILOEYBE/NS A —4

)Eﬁ % N Cmax Tmax AUCO-t
D (mg/kg) JHik (ug/mL) (hr) (ug-hr/mL) ! i
HR18 A BHIC H HE
A 20 R, HEGR SR O 232 4 52.5 o0 [2.6.5.3E 1]
B5
20 TFHR7~19H Bl H 4.59 3.3 74.4 24
A 40 HERT. EME 9.91 6.0 173 24 | [2.6.5.4H IH]
80 RO # G 17.0 3.3 305 24

t 1 AUC B HHIZ V72 5T

264324 BORSROA XDEYENRE

A XAV 2 — v EHE L OREROES L, EYERE ST A — & 250 L 72[2.6.5.3 ]
[2.6.541H], A X TlIARY )+ — /LOBREEICHEZITA NN - T2720 RIETIIMEASE
DIEZ R~ [#R 2.6.4-10],

A XNZARY 3 F Y —/13~90 mg/kg & MC K CiRfilt A& G L &, Ry aFy—iro
Tomax 136.40~28 5HE] T > 7=, AWH =3 F Y — /L% 5 mg/kg THARP G- K V20 mg/kg TR A& 5
L7z & ZEOHEMIE L AUC IZESL A a Y — L OMastlo A 7 X4 Z e 7 11X, #t
ARG TRI1%[2.6.531 TH], B#% &5 TR27%[2.6.53] T TH - 72, EHFIREIZBWNT, &Y
oV — L OEEEIIHELE TRl THEMNLEZ, BEV=a b — 3 VALE LA XA Y=
TV =18 mgkg & N T RENAFITEREG L, BEKGRFOEHIL SRS 27— oA F7 X
AT VT ¢ OB RAFT 5B 2 70 U7k R IR 2 B H L 72BR D Crax KUY AUC 13AET %
BRLTVWARAVWEEOMEFEML TR, BHICL2BRBEE~OEBIIALN P> T2
[2.6.5.3] IH],

2.6.4 FEpENREERER OBLEE L
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2.6 JEREARTABROBEE UK UL ZER
2.6.4 HWBIRERABR OB

® 26410 A XRYIF V- ZERARUT 1B 1REREEOARELI-EED
RYBE/ANSA—F

)EH % N ’ﬁ}”;'] Cmax Tmax AUCO-t P
(mg/ke) ik B0 | ugml) | b0 | (ehomD) | Bl
sNjj218
[&k14.2.3.2.7]
Bg., gk, K sNjjo77
3 SRR O G- (22) 1.20 6.64 26.3 24 [&F14.2.3.2.8]
sNjj302
[EFH4.2.3.2.9]
sNjo7s
g, &%, Tt [&k14.2.3.2.6]
6 i gmE s (12) 212 717 46.0 24 sNjjj218
[&kH4.2.3.2.7]
sNjjo77
g, &%, Tt [&k4.2.3.2.8]
10 i gmE s (15) 4.01 6.40 89.1 24 sNjj302
[EFH4.2.3.2.9]
g, &%, Pl sNjo7s
15 SRR OG- (6) 4.01 103 82.8 24 [&F14.2.3.2.6]
Himl, A, Vi3 1.28 7.93 50.9 72
18 TN (7) 170" 14.6" 79.91 72| 126530 ]
HE], HaRiE, pidiiia -
" R ©) 0.572 28.5 38.1 B [2.6.5.31 ]
HiE], &%, Vi3 . : : o
AR 14 3) 1.37 28.0 61.8 72 [2.6.5.3] TH]
sNjjo77
[EF4.2.3.2.8]
ST N i ; ; sNjj302
30 SRR O $ 5- (41) 769 6.92 150 24 [&Fk14.2.3.2.9]
sNjo29
[&#+4.2.3.7.3.5]
ST N i i sNjo7s
4 SRR OG- (11) 15 891 230 24 [&Fk14.2.3.2.6]
SNjo92
[&#+4.23.7.3.4]
ST N i § g sNj136
% I 12 (13) 143 760 268 241 [E4.2.3.7.3.3]
sNjo7s
[E£14.2.3.2.6]
t JRE = L— = VE LA X, B OREETT - 77,
E 14451, SNIIM0295A5% T I3 Conax & O Tonax [EFLH L2 5 72,
$ 5, SNJJ0925 O SNJI36FABR Tld. Coa S OF T JEFLH LA 72,
I 1047
t: AUC FHHIC W2 K

2.6.43.2.5 BROBSEOYILOEYERE

WMEHES AR a2 — L 2 R R ORER DS Lz & & ORWERE T A — X 23l L=
[2.6.5.3 IH][2.6.5.4 IH], PR Y 35—/ MC GBI A HEBRHEROK G L- L &, &5
B24RFF O MAE T AR Y 27— /R, miREISEVMETH o 7223, 247 F LR O i 08
DOEEUIITO 2o T2, T D72, R a3F — )L ORI Z 3l T & 9" AUCoZ 1IE L < T
HIEMTEpholalzd, [ 264-1111C1F AUCoun - L2, R =2V — L &15~

2.6.4 FPEhRERER O TESC
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180 mg/kg Tk A KB I G- L7z & & OE FREBRF O R FE Sl IMEEY LV CHBE L THRELL Tue &
2.6.4-11], RY =2V — 1O HEOHEINIEOEE BTN L2, MEEOHIMIML CHE
teZ& TRl TWe, 7288, 45 mg/kg £ 90 mg/kg D] CIREEEIZEITA LR - T,

FTo. YIRS 3 — 160 mg ZEBOK O G ABERMACHERORE L XD
S ERE A LEie U 72[2.6.5.3M ] [2.6.5.3N ], R OMEIK TG L Ll LT, &Oh
FETHRE TR E L2 L EDOHNRYF 2T — LD Cuax KON AUC 1175 < [ 2.6.4-12], O %5
MEERA T+ 7eR@E BN G O, SR COBRBNAEETH D Z EHURE X N7-[2.7.1.1.2 HH],

& 26.4-11  WHESILICRYIFV—ILEREZORS L= L EOEDTRE/NS A —4

)Eﬁ % ‘ﬁ}”;'] Cmax Tmax AUCO-24 hr
(mg/kg) (%0 (ug/mL) (hr) (ug-hr/mL)
15 e (4) 1.65 3.25 31.5
‘% e (4) 0.899 475 15.4
45 e (4) 3.21 3.25 64.2
=X e (4) 2.61 4775 55.5
90 e (4) 3.24 3.00 67.7
Lt e (4) 2.39 4.75 51.5
180 e (14) 4,531 8.00% 149
B W (14) 3.70% 1.25¢ 111
t AT 5 OB BTG 2 72,
P apl, SNJ283FBR Tt Con 2O T B L 2205 7,

[2.6 5.4K IH]

2.6.4 FPEhRERER O TESC
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RYaf>—i BEHl EEH
2.6 FERRABR OB ST OB
2.6.4 HWBIRERABR OB

& 26.4-12 HEHILICKRYIF V- 60mg ZELLHBOFRSRAAEFITHEREIC
HREARE L= ESDEYHE/ANF A -4

A W'J i& Tma\xi:t Cmax§§ AUCO-1§§ t
MR fiZ
& P (hr) (ug/mL) (ug-hr/mL) (hr)
R O R 6 |4 (4-4) 10.261 (0.190-0.332) | 4.95 (3.14-6.89) 48
A7) R (| 6 |4 (48) |0.531 (0.287-1.06) | 11.4 (5.36-18.4) | 48372
[2.6.53M ] | 7/ (HPMCASI) § 6 |4 (4-4) | 1.28 (0.979-1.46) |29.6 (22.5-37.3) | 72Xi%96
g 1%
#7ese HPMCASED | 6y (4g) | 148 (L02-184) | 384 (4.1512) | 7230296
e Al 4 |7 (721 | 171 (1.33-2.45) | 69.5 (49.9-109) 72
. 4 27.5
TH # - .
Res3N#E] | 27 () I (44g) | 160 (0.636-3.42) | 64.0 (23.2-127) 72
Frie Bi 4 |4 (4-4) | 2.54 (1.99-327) | 77.7 (49.6-125) 72

B R THW LTV 5 % 1 R EIR

EAZE 2 00 IR N Bl 3 Bl  Ere

e EEEECEe:s )

§ 7%/ (HPMCASIR) : A a5V — kOt FuXxy 7oA rAFrein—AT7TE7— 7 F— b

(HPMCAS) Type i VN -~ - 2 7ty (1 AR)

I 17 (HPMCAS| : &4 =5 — L 0" HPMCAS Type [}
T (A AR5

1 G PENERAN  NEVOREYE N e
~rxvvn RO EER S LTS
% GEA

# v | ) :_-c:ctzj_”zé.‘ﬁﬁ“éﬁi-’zw

o HEEA B R AR AT TV VBT IR T LRI n AN A=A F ) T ARG TS
[ | T et

o R (R

S SEIME (i)

t 1 AUC OFHIZ W 7o B [H]

AL b

. CRALT AR AT T ) Uk
) 5 S

2644 S

YUA Ty b AXROFATHRY 3T = VRN G LT & & O Ve Z[F 2.6.4-4]1C
NI

Z v MIMC-RY S —/b (20 mg/ke) % &% ITHERFICHEIR A& G L7z & & fUaglx
BN AR A L P 5% 168IEH] £ TIT G4y DR CHRURRBIT MR FERA & 72 o 72, X
TROEG Uiz & & ol 5 024005/ T b Kb/ O CHETRE DS R S 7z, 4ER18H H
DOIENRT v MIYUC-RYy aF Y — a2 b Uiz & &, ek — BB 42EE Lz, e b
ZEte T RTOBWREICB T, BY 35 — Lol T MIEE AR5 S %R1397.5%~99.2% & &
Mmootz

26.441 Ry J—IILOEES A

W~ 2 (ko &) . WeldE SD 7~ ~, MEMELE 7 v F R OYER SD 7 v MZUC-RHPa) > —
NEEE LT L& OSRREOMM O A TN L 72, ~ v ACHC-R Y3 — /L% 15~90 mg/kg
TROEE L L&, IFIRTOMC-RY 25— VD HRE D Coax 1595 514 6~ 8HE I FR
B, D7 & b G %AR I F THURBED R S AU72[2.6.5.5A TH], $ 5444805 & T O Tl H
FUFHREREFE O AUC 1, P ALGTRED AUC X 0 fI7f5 @ - 72[3 2.6.4-13],

‘%D SD T v b, HEKFDO LE 7 v FROEZOMEIR SD 7 v MINC-RY )y —1 %

2.6.4  FEENREERER DBLZE L
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20 mg/kg CTHIERE OG- Lo & & BONRRIZIRGEIC o0 Lic, £70, MRLXOIFTIRT v MZE
V2 U RE DR AR ISR L Ty \71[2.6.5.5D TH] [2.6.5.5E TH] [2.6.5.5G TH] [2.6.5.5K TH], #ofriF
DOLE 7 v O T K OHERE T i s B3R R R IS & G- L 72 SD 7 h o i e O
FESTRBIRE L0 HAR< . MERFFL Y LIFMEREO TR RY a2 F Y — L ORINRENZ & e —F L
T, RORGHZSUIR2FM E ToWME (B, /ME. EELOKRE) WEMIZIE, ROokS
LTZHEBED KEB DML THR Y | K TERE LTCSTiED82% (M) K 1U85% (KE) 733
Si, 7y R TIEAA AT RA TEY T 4 MENZ & KORT 3 — e i gkt s h
HZELFBEL TN -72[2.643221H][2.6.4.6.1 TH], SD XT'LE 7 v MIBW T, HLE &
DAL ENED Z RN T, BERERE N R b E N> 72 DIXEIE (Cnax 46.8~112 ug Y &/g) KO
Tl (Cimax 10.4~39.8 pg Y &/g) Th o7z, AUCIZES MMk Mg T, B8 T48.4~
133, HFiECTIE11.5~16.1ThH > 7-[F 2.6.4-13], 7 FDO (Crmax0.065~0.372 pg Y f/g) K OFH
B (Cmax0.062~0.417 ug 4 8/g) ~OBEREDO DA ITDOT T, T b OFMKRIZIS 1T 5 AUC 123
S < Ak AE R EE HRI 011K Thd o 72 [ 2.6.4-13], T FOT X TOMARIZI T DU HE
D Conax 1T 5143~ 24F5 ] ICFR D B AL, 514 1685 £ T RERSy DA AE U BE I H T IRA
il 7pol=, SD 7 v MIMC-RY 2+ — %20 mg/kg CTLHILRRIHBKEROKRS LizE X,
H A G S HERL L 20RO bz, LasL, FEEREEZ EERE Lzt IR o)y —
VDR FEFE R DN I S T2 K 912 Bofd e 5% 2408 C & HUERRB IZ R /0 OFHA% CTHu =
AU7-[2.6.5.5F 1] [2.6.5.5H H],

2.6.4 HPEhRERER O ST
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B at > —v EEHL R
2.6  FEEGARFRBR OMEEE ST O g
2.6.4 FRYENEERER OB L

% 26413 TYRRUS v kI “C-ARHTF V- LERORSE Li- & = OEMBHOTH AUC: & UHEE, MIgch R

AUCo* (AR, PR L)
R CRE) ~ A (CD-1) Sprague-Dawley 7 > © Long-Evans 7 v k
B 5% (mg/kg) WEIS | HEe0 [ HiF90 WE20 | 200 W20 | P00 B 120
PERI i3 i3 if3 Jiia i3
I 79.1(1.00) | 327 (1.00) 414 (1.00) 54.8(1.00) 64.1 (1.00) 84.1 (1.00) 83.5 (1.00) 21.0 (1.00) 24.4 (1.00)
Bk NS NS NS 3208 (58.9) | 3035(48.4) | 5980 (74.0) | 3955 (48.8) 1930 (91.9) 3250 (133)
iR]¢3 NS NS NS 32.9(0.600) | 44.0(0.690) | 40.8(0.479) | 51.3(0.616) | 7.87(0.375) 13.5 (0.553)
ik NS NS NS 4.63 (0.0839) | 6.55(0.103) | 5.41(0.0648) | 8.07 (0.0967) | 1.07(0.051) 1.25 (0.051)
IR NS NS NS 255 (4.67) 281 (4.44) 253 (2.94) 370 (4.42) 81.3 (3.87) 86.0 (3.52)
VS Mk NS NS NS 384 (7.00) 373 (5.89) 409 (4.94) 436 (5.24) 147 (7.00) 147 (6.02)
JiHik 588 (7.43) | 2235(6.83) | 2741(6.62) | 885 (16.1) 805 (12.6) 1025 (12.3) 961 (11.5) 331 (15.8) 316 (13.0)
Jifi NS NS NS 248 (4.52) 224 (3.52) 244 (2.92) 269 (3.22) 72.6 (3.46) 77.3 (3.17)
ARG NS NS NS 127 (2.34) 111 (1.74) 145 (1.76) 163 (1.94) 39.6 (1.89) 37.0 (1.52)
ORI NS NS NS NA NA 306 (3.71) 301 (3.65) NA 88.0 (3.61)
AN NS NS NS 390 (7.16) 382 (5.99) 523 (6.23) 535 (6.42) 131 (6.24) 154 (6.31)
HELE NS NS NS NA NA NA NA 82.9 (3.95) 56.8 (2.33)
i NS NS NS 4.41 (0.0789) | 6.20(0.0975) | 3.84(0.0419) | 8.83(0.106) | 0.859 (0.041) | 1.25(0.051)
I i NS NS NS 153 (2.80) 186 (2.92) 158 (1.85) 240 (2.88) 40.7 (1.94) 57.8(2.37)
FEH NS NS NS 33.7(0.620) | 31.0(0.485) NA NA 11.2 (0.533) NA
= NS NS NS NA NA 147 (1.71) 163 (1.95) NA 38.3 (1.57)
a: AR 580D AUCo. 1Z AUCo04n (ng 24 5 hr/g)
b: 1A 121 A R AE &G
c: ~ 7 A} O Sprague-Dawley 7 v b Tldpg Y& -hr/mL, Long-Evans 7 » b CTldpg Y& hr/g
NS : ffkZRB L 222 o2, NA ¥l

[2.6.5.5A 1H] [2.6.5.5D ] [2.6.5.5E ] [2.6.5.5F 1] [2.6.5.5G ] [2.6.5.5H H]
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2.6.44.2 RYyaFV—ILOEARKER

RV 3 — DI E MR T 2 B A AL, in vitro (2 TEMRENT XILXRS Az X
DR LTz, T XToOEREICB T, “C-RY a2 — L R OSH-RY a2+ — L OEARBAESR
XMoo CEEE AR A $97.5%~99.2%) [#F 2.6.4-14], IR A#EESEIT, 0.05~20 pg/mL
DFIPFH TR 2 F Y — VREICEFE T, FHLT8I% ThoTe, £, Abaty—nu
(2.5 pg/mL) D MIEEAFEAHE L MR AR ERICET A DN 5T, EWEEES KOS E
JEE OB RERE EH IR Y 257 Y —1400mg ZHEFR AL L& & (P1940RA )
[2.7.2.2.2.3.1 H|OMFEAFEEEE ex vivo IZTHRET LTz, A=ty —Lo&EAfaRTE <,
PR AR ARIT8.5% Th o7, EAMARITMAETEE (0.0825~1.87 ng/mL) K O FERER
EOREIRIE Lo 72[2.6.5.51 1H], A3+ —/Ld HSA IZxT2EAMERIT, AHM
M TO HSA R OVERPSET L0 HIRVERE CTHRE L7Z[#R 2.64-14], AP a)y—u
O HSA IZxT 2B A AT, AFMEM T TD4% HSA (96.4%) & Mg L, AHE &1t
L VIRV HSA IBED L X DS RNDOTMNITED > 7= (3% HSA D & £95.7%M 2% HSA DL &
95.0%)., HSA }Tr0.1% AAG DOILFE F TOEHAMEHEIL HSA DA OEAE E LI L Tz Z &)
O, HSA NEBERMFFFHEAEATH D Z EDBRBINTZ[E 2.6.4-14],

® 26414 RHIFV—LOBEARKER

EULZEn <~ v R RFA5 1 EOAEEE (%)
<7 A 17E In vitro, BRI 98.7
i3 In vitro, FRBH5il 98.6 (97.8~98.8)
AR i In vitro, R Ai 98.5
i3 Invitro, FRHAil 98.4 (97.7~98.6)
i3 In vitro, BT 99.0 (98.9~99.0)
AUR=S i In vitro, BRI Ai 98.3
i3 In vitro, [BH5il 98.4 (97.4~98.7)
4 X i In vitro, RN At 98.3
i3 Invitro, FRHAil 98.2 (97.8~98.6)
I 4 In vitro, “F5EAT 98.7
L .y Invitro, [R5 97.5
i3 In vitro, FRH5il 98.0 (97.4~98.2)
=3 i In vitro, BRI Ai 98.5
i3 Invitro, FRHAil 98.2 (97.0~98.6)
i3 In vitro, “F5EAT 99.2 (99.0~99.4)
i3 Exvivo, [RFAif 98.5 (97.6~99.1)
4% HSA In vitro, BRA A3 96.4 (96.2~96.5)
4% HSA+0.1% AAG | In vitro. RSN A1E 96.5 (95.3~97.2)
3% HSA In vitro, [RHN 5 95.7 (95.1~96.1)
3% HSA+0.1% AAG | In vitro, [BH5i 95.6 (95.4~95.9)
2% HSA In vitro, [REH 5 95.0 (94.3~95.6)
2% HSA+0.1% AAG | In vitro. [BSNA1B 95.3 (95.0~95.6)
HSA: b FNIE7 VT I 2. AAG : o -FEMEREE AE

[2.6.5.51 IH]
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2.6.44.3 Ry o+ vJ—IILOREEAEMHE

IR SD T v MIBITFHUC-RY 2y — VA REREORE L& 2R 2y — L olp
Wi & et Lz, “C-R¥a) v — (20 mgkg) % MC MEIE CTEIEISH HDO T v MO #
B L&, BEENSIEIEMST ISR DN Enh, BRILFICHMAT H1C-RYat > —
IV HR O T RE DN ML — MR AR BT 2 i U CHR RICRAT L7z 2 L VR S LT[ 2.6.4-15], ik,
O, g, AP, VT, REE OMERE T ST REIR EE D Tnax (3 5-1%24~8IFH T o 72,
F72. B OMABRTBEEED T (I8 TH o 72, WU OMAR T O BT RERLEE 1T, 514817
B TIZ Cnax DKI6%~1T%I A LTz, W% B < BB O RERE - O BURREIR EE 1. REEh) O#EREk
REX YD IR o7, TRITOMFHERRERE X, 37X COREE CTRENMY O HUR REIR E & AR
FEThotz, LaL, FRIEOMIEKE O & O HURHE O 1HE S EE I REEh) O ik K& OM D> B D
KHELHEPLTRY, WITLTHALEZ &b, YC-RY oY — VRO REIXM o
B L7202 L ARIB STz,
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& 26415 Sy MIMUC-RYaFV—ILEBRELE-EEORERUVEBEYOMEBPORFAERRERVMEPREICHT 2HEBPREDL

1 hr 4 hr 8 hr 12 hr 24 hr 48 hr
Eav e BE T:B BE T:B BE T:B BE T:B BE T:B BE T:B
JiiIR73 feE 0.006 1.007 0.199 1.00 0.269 1.00 0.204 1.00 0.128 1.00 0.040 1.00
REEN) 0.382 1.00 1.78 1.00 1.88 1.00 1.68 1.00 0.906 1.00 0.253 1.00
F/M 0.0157 - 0.112 - 0.143 - 0.121 - 0.141 - 0.158 -
ik BeIR 0.025 0.9197 0.277 1.40 0.348 1.36 0.276 1.34 0.133 1.06 0.031 0.819
i Sk 0.020 0.070% 0.196 0.109 0.239 0.128 0.205 0.122 0.099 0.109 0.019 0.095%
F/M 1.25 - 1.41 - 1.46 - 1.35 - 1.34 - 1.63 -
Sk feE 0.029 NC 0.728 3.70 0.947 3.71 0.720 3.56 0.391 3.08 0.113 2.88
HE 2.35 6.17 11.4 6.43 14.5 7.71 12.5 7.40 5.98 6.66 1.78 7.08
F/M 0.0123 - 0.0639 - 0.0653 - 0.0576 - 0.0654 - 0.0635 -
S ik feE BQL NC 0.552 2.65 0.769 3.04 0.644 3.14 0.357 2.85 0.129 3.18
REEN) 2.91 7.69 13.2 7.38 14.8 7.88 13.2 7.85 7.59 8.42 2.39 9.54
F/M NC - 0.0418 - 0.0520 - 0.0488 - 0.0470 - 0.0540 -
Jihiek feE 0.128 5.73% 1.44 7.28 1.72 6.66 1.55 7.66 0.576 4.60 0.100 2.52
REEN) 11.4 30.8 29.5 16.6 16.8 8.89 25.6 15.0 15.3 17.0 5.59 22.9
F/M 0.0112 - 0.0488 - 0.102 - 0.0605 - 0.0376 - 0.0179 -
il BeIR 0.059 2.307 0.589 2.99 0.750 2.94 0.599 2.96 0.333 2.63 0.095 2.43
REEN) 1.59 4.24 7.93 4.47 10.8 5.71 8.99 5.34 5.06 5.49 1.52 6.03
F/M 0.0371 - 0.0743 - 0.0694 - 0.0666 - 0.0658 - 0.0625 -
BB 3B OFIIME, BB 6Bl SERE (FREB3EI<2iE )
KL P e oD BN 1 g Y /g
T:B : Mg R EE S kP DML EE O . FM : B R (C k3 2 M8 R P EE O L, NC @ KRB o BE A E BRI AR 0 7200 . B CE Z2hr 072, BQL @ EEER
FS
t 1Bl O7F =25
t 25l DF — X

[2.6.5.5K IH]
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2645 K

VDA, Ty b, AXKOE MZBITFDHC-RYa) Y — L [K 2.6.4-11D in vivo SR % 5=
fE L. IR, 3, B (T BEROS XOHR) KOMFEFOREMY 707 7 A Vv EmE Lz, K (T
v M EERS) . B R OUEREL & AR AAEE L. 2 D% HPLC-HURREM L URiRiA 7 v~
N7Z 74— EEHT (LC-MS) /SRR HEIC K0 58T Lz, 7 v BIREEHIE O BER
FIALERETIS T LT, EREHIARE DA XL, A X /7 — /LTI L7z, & hOEFEHIA ¥
J — VRSN 2 CEARR LR A U7, BiALEE 72 3R BN o~ R U 7 R L RERIC T L=,

TRTOHYREIZIBNT, MIFEFOHHRED K (53.0%~100%) 1EAH =25 — /LK% A4k
KThotz, EHUKRMZOE METTIIRY 2 — LoV s a U BIRASGEERY vy
7 IR AR PR T O RE D26.5% % L, L H-8RFRI% D T v b IHE K O - 24EH]
%ot bsET IR S N E R OBESREDORI2% M O8% % Tz, £ < DA,
LC-MS XIZ LC-MS/MS 3 HTDERIZ, HEREICHEREOR#MIIGLNT, £/, v~ U
AN R DWEOTD . R OREEREITIZE L 20 o7,

R a — VORBOSITIE, B V7 v Bt KERMb, BT vl (N-&
QO-T nvF ) Y, & HIT T HKEBIEAREHY & O T v F v bikofusait (v e
VB AL R ORI AL) 23RO bivlz, BLREmIE, R (7> b A4 X B M), B (T
v b, AX) KO (v b, A X) TRDOLNT, A at Yy — Lok k OMEYomsg
wix, Bt (v by AX) KOR (T F A X, B ) FTRED LI,

t MR OVNMER 78 Y —A, B MFHIIEIEONC E b UGT &N CYP 24 RAICRB LR R
e skmmia (Gt | 7 50 o R ) &< invitro %
BB A e L7-, EEARRERKE LT/ Ay v Biasil M8&RUYMI) DARKIZ UGTIA4
NEE L, Ry a3 — v OLHOARIZIE CYPIAL, 2]2, 3A4KUBASHAE 53572
ZEWRENT, RYaFy— A EHERORELEEE, Ty RO XISV LT
b MIEZIWT, N3ty — Lo FRMGITED biveno T,

2.6.4.5.1 HittmRUOnEFOREM IO T 7L

~UA, Ty FROA XOYE T ORFH T 1 7 7 A V% HPLC- U RER 12 X - CHHME
Lz, F, Aoty — GEERER) 280 OIERNES Lz L & 0T v b ik ORI
Iz vt REOFEFORBY 7' 1 7 7 A )L & EVERNIZEHE L7z,

RY 3y — VKBRS HIRN L O OG- Uiz & & BRI RICEPIcgRit S, 3%
HC O FEBIAERR IR Y 2T — VRE(ME Th o7, JRPOFERRERSAS 1L, FRIRIN
BECIARY aF Y —VOREMETH -T2, Pt RITREGEEDO14% R TH o7z, RAKET
ARV 2 — VRECRITIR O DR R TH1.85% Th > 72,

MC-ARHaf Y — & MC BEK (B IR IEER (v b)) CHEROES LE
X, TRTOBWREICE T, EHOHEHREDS80.3%~100%23 R 2 ) — L RELETH Y |
HPBCD A CHIRNEE G- L7z & & (v RSN . EFHEEED64.8%~92.3%IF AR 2 — Lk
BILIRTH 72, [ 2.6.4-16][2.6.5.6L H], RHaF > — LV RE(LKD & — 7 LISMHEEL D Kkt

2.6.4 FPEhRERER O TESC
- 29 .

C cConfidential



Ry aF > — 8K EE
2.6  FEEEARRBR O EE SR O gER
2.6.4 HWEhRERER O T ST

ROE—7B3BHIS, Wb R — L RE(IR L 0 i m - 7z,

F7o. Ty ROV VTR Y Y — v GRERRR) 280 SUIFHIRNE G- L7z & & o fifEd
Rt % LC-MS ZHWTCRIE L7ZfEER, b MiEF TR SN T XTORBEHIZT v U
P THREO B [E 2.6.4-17],

MC-ARHaF v — /& MC IREIR, HPBCD IR XLt Rr ¥ o7 m L 2 Fut/bn — A

(TR oD WITRNIRER (v b)) CTHESUIKERAREG L EomiE (Fy M W
Mo BE R R (Ty b AXFA B8, (T M AX FA0 B ) KOET (f X,
RN G- L7727 v B) oY) ORE 2 LC-MS & TN LC-MS/MS (2 X 0 #5f L 72[2.6.5.6C ]
[2.6.5.6E IH] [2.6.5.6G TA] [2.6.5.6] TH] [2.6.5.6K TH] [2.6.5.6L *H], & M & &L X COEEIZI W
T, A3 — VRGN MHE O FEZ RSy CTh - 72[3R 2.6.4-18], LMo 72
R@WIx, AV ary =07V ra ABREaasE. BT VX bR, KEBERE). £ ooz
LA K OUKERAL A SUIBLT L X AR DA IR CTd - 72[2.6.5.6L TH] [2.6.5.8 TH], 7 v K
IZBWT, #E7 v MO IR DNEMBIEAE (5 809.6%) ZlrE, FMTRE L
HBEDS5% % # 2 2 FREHIITFE O B LR Do T2,

~ AL Ty b AX, BAKROE FOmSER YRR OREH T 0 T 7 A L ELITOHEIC
A, Fio, b MR OPEI O S U RE O BRI A (X 2.6.4-3)1R T

2.6.4 HPEhRERER O ST
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® 26.4-16 RYAFV—ILEIVR, Ty b, RFA XHRAREEORS L= &L EDIR.

BXIIERAGTOREMTOT 7ML

BT PERI] HE et PeitE (%) PR O (%) ] S
e | Avary—a | R
RN &5
~ A 1t 10 mg/kg # 82.9 61.8 (74.6) 16.8 (20.3) | [2.6.5.6A IH]
i3 # 84.1 55.2 (65.6) 25.3(30.1)
HE 7 12.7 4.28 (33.7) 6.72 (52.9)
i s 10.1 3.34 (33.1) 5.88 (58.2)
7w bk i 20 mg/kg # 77.4 70.5 (91.1) 3.56 (4.60) | [2.6.5.6D IH]
i3 # 76.6 70.7 (92.3) 3.81 (4.98)
i JR 14.8 13.3(89.7) 1.04 (7.01)
i3 SR 13.4 12.7 (94.7) 0.540 (4.03)
7 vk i 10 mg/kg # 47.7 41.5 (87) NA [2.6.5.6C 1H]
(BDC) i3 # 63.8 58.7(92) NA
i 73 9.61 9.23 (96) NA
i 7 6.65 6.65 (100) NA
Ve [iERAY 25.8 3.95 (15.3) 4.00 (15.5)",
2.99 (11.6)1,
14.9 (57.7)
i [iERAY 14.6 5.31 (36.4) 1.62 (11.1)F
7.65 (52.4)
A X T 5 mg/kg # 74.1 53.2(71.8) 17.6 (23.8) | [2.6.5.6H IH]
i # 75.7 49.1 (64.8) 23.5(31.0)
i JR 12.2 5.33(43.7) 5.51(45.2)
i3 SR 13.2 5.10 (38.6) 5.77 (43.7)
A X T 5 mg/kg # 36.9 24.2 (65.5) 8.52(23.1) | [2.6.5.61 H]
(BDC) 7 8.59 7.23 (84.2) 0.651 (7.58)
JiERES 17.8 3.86 (21.7) 11.9 (67.0)
SNk e
~ A 1t 20 mg/kg 3 87.7 70.4 (80.3) 12.2(13.9) | [2.6.5.6A IH]
i3 # 89.5 76.3 (85.2) 9.85 (11.0)
i JR 4.69 0.0610 (1.3) 4.19 (89.4)
i3 SR 4.15 0.0623 (1.5) 3.71(89.5)
7 vk b4 20 mg/kg # 97.9 97.9 (100) ND [2.6.5.6D IH]
i # 98.9 98.7 (99.8) ND
i bR 0.45 0.00833 (1.85) 0.383 (85.0)
i SR 0.46 0.00189 (0.41) 0.411 (89.4)
A X T 20 mg/kg # 89.7 87.5 (97.6) ND [2.6.5.6H IH]
i3 # 92.8 89.7 (96.7) 1.22 (1.31)
HE 7 1.13 ND 0.993 (87.9)
i3 SR 0.97 ND 0.932 (96.1)
A X Pii5 20 mg/kg 3 57.1 49.2 (86.2) 4.80 (8.40) [2.6.5.61 TH]
(BDC) bR 1.46 ND* 0.860 (58.9)
JiERES 7.21 1.32(18.3) 5.55 (71.0)

NA : BRat L7ehno72, ND: R T& o7, BDC: AE I =a L — 3 VALE
FARY TS =D I T v AR,
PR E o= OGN TET . REMEKOYRM P ORI A RN T 5 LR TE R0 o7k,

2.6.4 FEpENREERER OBLEE L
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£ 26.4-17 EbF, SV MRUYILOME, RRVEROREHTOT7AIL
=) 7 vk NI
R I PR #* 4 7 4 7 #
M1 X O X X X X O X
M2 O O X O O O O JE BB
M3 X O X X X X R & X
M4 X O X O O O O O
M5 O O X X X O O X
M6 X O O O O O O O
M7 JE BB O O X X O O O
M8 O O X X X O O O
M9 JE BB O X O O O O X
M10 X X O O O O O O
M1l X X O O O JE R JE R O
M12 JE B JE W& O O JE B & X X X
M13 JE BB JE BB O O JE BB O JE BB O
M14 JE BB JE BB O O JE B & O JE BB JE W&
M15 EE X JE BB O X O X O
LC-MS IZ X » TREMZRE L, BB OHEEREIX[X 2.6.43I2R"T, T v b, FALROA XOJR
TR W T, MBI HEE S 472 XA E R R E O miRE O R S S vz, 4 XOREm 7 1
T AV TIEERLTH2R0N, A XOPEIEY T OB OV TIE[2.6.4.5.1.3 THIIRT,
O : Rammimt &, X REmImEEnrot, EWfE : ©*'—27 ¢ L THRETIRELU T ThHo
7o, Rt LCHRET D L 2R LT,

[2.6.5.6G IH][2.6.5.6K &

£] [2.6.5.6L I

A

% 26418 Sy b, 1 XRVE MMZMC-RYaF+V—ILERO/ELIZELEED

mFhORFW IO T 74U

RO UEE (%)
[M+H]" = 7 v R A Xt
L IPSES D m/z 5hed | 12he’ | 24hr’ | 548 hrl | 8hr | 24hr | 1hr | 6hr | 24 hr
Ry oy —i 701 789 | 72.4 65.7 76.5 942 | 90.7 | 100 | 86.5 | 88.5
T a s ERER 877 21.1 27.6 17.5 23.51 ND ND | ND | ND | ND
(M8)
/A=Y IR NN 1053 BIT ND 8.97 ND ND ND | ND | ND | ND
(M5)
i 7 VAR (M2) 263 BIT BIT 7.88 ND ND ND | ND | ND | ND

ND : i S g n

ST,

t SNI428§Q5ﬁ OFEFRE D

SN

248 HKER DOFEFR LV
§ P024187RER D 8B D ERFE X 0 155 iz
[ 10473888 O 8B OHEERE X 0 B 545~ 48R IS B iz

M3 2 BRI AL Z &I

BIT : A RERR Hids O HIBREE ARG C - 7228

7= LR
L% 7= L Lz ok

1 SN s v U BRAKRITIMSE R —Th LR TE o T,

HEOHTHEE TR S L7,

[2.6.5.6E IH][2.6.5.61

2.6.4.5.1.1
Mg~ o A

NGB D55%~62%MN AR Y 2 — LV REIR & U CHRIES i, FiERRE DO

H][2.6.5.6L IH]

YR
(ZHC-RY =) — 110 mg/kg % HPPCD MWK CHIRNE G- L 7= & & #EPiczne

EIEZ/RSY RS

7Z[F 2.6.4-16], JRHP TIIEGED3.3%~43%FR Y a Y — L REMKE U THRES L7z,
BCARY ) — /120 mg/kg % MC K CROK G L2 & & P25 EDT70%~76%1T R

2.6.4 FPEhRERER O TESC
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Fafy = REMEE LTS, #ERFAEOREY bR S, RPICHt SR
Pt — VREMRITR G EO1%ARM CTH Y | BERREDOREM N A LI, Gt L THRERE
DFI4%IAY TH > 72[F 2.6.4-16],

MCARY > =115, 601390 mg/kg 7 MC SRR Clif~ w7 2 TR OG- Lz & & & 5148
SE248FR] (60 190 mg/kg TIE48KERE]) (231T D IR D EE D T4%~93%IX AR a5 —
IWREARTH Y | BEOMEIERFEORHY b S 472[2.6.5.6B H],

26.451.2 PN

MEEZ >~ MZHC-R Y =) — /120 mg/kg & HPBCD AR CEIIRINIE G- L= & &, EBDT1%
MWARY aF ) — L RERE L THEPICHM S, HIERFEONRHY bR S [F
2.6.4-16], R TIZEEEDO13%ITRY a - — L REEE LTSNz, RPat Yy —u
REACRITHET » N IIAER CHETRED9I8%, T » M AEH T6%% d172[2.6.5.6D H],

BCRTa) ' — 120 mgkg %2 MC MBI CTROKE Lz & &3, P ORHHEED9I8%~99%
FRY 37— VRERTH > 72, RP TIREY 2 — VR RIS BED1%RIETH Y |
P S 7 B REIR S 1R s o 72720, R 7 a7 7 A LV ERETT D Z i T&iahoTe, I
BEP TR Y 2 — LR RIE53.0%~ 100% % 5 $D[2.6.5.6D ] [2.6.5.6E ] [2.6.5.6F ], %
G D 7 v NIz TERL AR 23 MU T O BUNRE D#92% % 5 8 72[2.6.5.6E ],

MCARY =2 — /110 mgkg % HPBCD IR CHEIRNE G- L7cBE N =2 L — 3 VALE LTz
HEZ » RO R TIE, BY a2y — VRER DR G- 8 D3.95%, 2O RS 2 F> — Lo s
V7 a R AR DM TT7.0%307 DN E O ORI T14.9% 8 H S 7 [£ 2.6.4-16], F
IR IR T VX AR ORISR (5 709.6%) Toh-72[2.6.5.6C H], 7 >~ FDfH
HHP TR a2y — VREED R G EDS53%, 1BEORYa Y — Lo 7 vy e U fgias
ERBRH S NG EDL6% TH T,

RY Y — v GEERAR) 280 (HPRCD ik &k Ot Ra o7 m B L XA F bt a— AWK
W) SUXERARN (B AR &5 Lz & &, TR FI19EORH s Rt & h
[2.6.5.6G H], 2N OHDOMRHMDOLL N hOIMBEXIIIRFTHBRE SN[ 2.64-17], A X
WEERIRNIR G- LT & &, EHRRIE 7 0 7 7 A L OEWIT B D> 72[2.6.5.6G TH],

2.6.451.3 1 X

A XIIMC-ARH = — /L5 mg/kg & HPRCD ¥k CHIIRNIE G- L7c & &, Rha) Y — L RE
EARIT I G- D5 2% D R FUT, S1%AFEHFITHRM S 2[R 2.6.4-16], HEEHFIZIZ, A=)
— R0 b EEOERFEEORHFY LI ENT, BEI =2 b —a VE LA XIZ
MC-RY 1 — /L5 mg/kg & HPBCD IR CHIIRMN IR G- L7 & & & EG& 720 £ TITME, IR
R ORI E RO %R AR aF Y — LD 77 o UEEEA R O bRE# 7 & oY &
L CHEME S U 722.6.5.61 TH], RHHFicgitt SN 73R EDO R o — Lo 7 v 7 v Ui A IR
D E N, RUTES TR SN2 o 72, R ROEFICEBLARE b3 S i, R
HFCIEB T VAR OZFD 7 V7 b R AR B S,
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MEffEA X (5 mg/kg) (2¥C-RY =) —)L% HPPCD A CHIEIEARNIE G Uiz & &, MmiEd
@m%%i@4ﬂfi%% %431i%%@ﬁ%:+/~w$ﬁm¢f%okp6uﬁﬁki

. WA X ZHUC-AR Y 3 120 mg/kg & MC SR CHIRRE QG Lz & &, miEh ol
%%@%qum%im%:+/~w$£mmf%@\43@ B WD TREMIERE S e
Mo 7z [2.6.5.6H IH] [2.6.5.61 TH] [2.6.5.6] H],

2.6.45.1.4 L
%%wmﬁ%:%fwwéﬁmm(%Em%@ﬁ)xmﬁuG@&D%W)%@&ﬁbk&%
. REOEFORBY T 0 7 7 A VB EERINCEEE L7z [2.6.5.6K TH], fthoB)PfE L [F4E
§¢f¢f%:+/wwxwmmw££@%mm yThoT, MmiE JREVFEFTIE, K
ﬂifZYK&U\ O-LO'N-L 7 v F /bR bR S v, IRFTIL, 707 v VEEEE R M8 U M9,
it 7 v AR MO 707 v g R ONTHEIE R A E O @ ARG & i S iz (&
2.6.4-17], AL EFIRNEG LT ER@W 7 1 7 7 A W, EMERREVITA B R D

277,

2.6.45.1.5 Ek

PO24183BA T MIMC-RHY 2 — L 2R OB CHEIRR O &G Lz & 2 oMmfE, JRED
FH TR BN TR L OB E SN T, b M2RBIT 2RV 2+ — L OREHREK 2 [X
2643118 L7z, PO2AISEBR RO G- L= & X HEity) (JRAOFE) F oI E 5 20K
17% T ->72[2.7.22.1.5H], & N THRHINTZTXTORIDILT v N XTIV THAER LT,

b Mg, SREOFES CTRE SN OERN Z (£ 2.64-1717 T, RPICIT2EEOE /
Iy a AR M8KTIMY) KON 7L a B AER (M5) 230 b, At LTS
BOA%LL T CTh o7z, 2 H ORE LS, 2 < DB IR O B — 27 BNRBOH BT,
PRACTIEAR Y 3 — VR CIRITE R B SR Sz 23, P iR oy — LR b
RIZFEERER RS TH -T2, EPORYT 2+ — VRERITRBIR DO R Y =) — L REAL
RIS ZC, My XOTESEHEE DRt S - b Db EEN TV D, B, IHE T =a2 L —
Vary LB EIRNE G Uizl & T > M T v MROMEA X3z, 5 Uik
BEDAT. 7%, 63.8% K% U¥36.9%M EIZRY =) — LR LR & L CHEE SN 7-[2.6.4.6.1 TH],

10435 T B PMSER QIR TRY 2 — o N-BUAH R S et Z oG
NI ARG ORTALBERFIC AR L7z & 5 2 AV 5[2.6.5.7E TH], P024185 U5k T b 4v7- A} OV
2B W T N-F AR SUIKER LA CTd D MIS R S 72, MISS N-BRILIR TH - =85 A
MISIFAERGUE O RITALERRF I A ik L= ATREME S & 5,

PO2418HER CIE LN HC- RV — L O NIRIER 2 e A& 5 L b b g b o
R ~7 a7 7 A NEGHT LTz, BGHS~24RFICIE N T, A a7y — VREERDS Tl
BHBEDO R FIEAR Y2y — o7 v e VBl EEMS (MHH] E LT mz=877) EFRIES
. b MMET BETEE D 18%~28%% (5 6O TV /-[2.6.5.6L 1H], #5424 TIix, A=) —
NDOY T RS EMS ((MHH] S LT me = 1053) L ONN-7 v bk M2 ([M+H]"

2.6.4 FPEhRERER O TESC
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E L Tmi=263) A, MIFFHHEDENETNI%KZ V8% % HH TVIZ[2.65.6LHE], ZhbI L
7a BRSEO IV a L BERFES UTALEIIEE TE o, LC-MSIZX Y, b b
T ORFH & LT M7, M9, M12, M13, MI4Z O M15% B L 7= (P024183AER) [[X 2.6.4-3],
c.-104%‘:£§ﬁ'6*?% bMC-RY a3+ Y — (409 mg) ZRAKBR CROKS L L E0&5%
5S~48KF D7 — /v L & MSEREIF OREMY T 0 7 7 A NV ERKRE LTz, 3S@EORY )Y —
NOTNT a BRAeEERE L, 05 L1IFERO VY a  BRAEKIZHOW T, EEFET
I BEREE R D EED23.5% % 5 72[2.6.5.6L ], LFED2RBRME T v~ ~ 75 7 4 —OFHEDN
Rz 570, R#PORFEEMBR 2o Tz, Z07k®, 104380 miERK+CcH bz
FERIT NI v U EBEIEEED P02418FER TRIE Sz M8L[Al—Th 2 DR TEX 2o 7=,

K 26.4-3 PO2418iERTE FIZARY O+ VYV —)L 399 mg #ROBHRTEOABE LI-LEZD
R+ V—ILOREYTOT 7ML

[2.6.5.8 IH]

26452 in vitro 4% it

e bFEROCAEI 7 ey —a, b MM, UGT [ 2% % i cyp
B 25 % i i in vitro (RS % 4 L 72[2.6.5.7A TH] [2.6.5.7B ] [2.6.5.7C ],
Be-R¥Yaty—n BopM) #2mM 7Y P U5-— Y VEES V7 o g (UDPGA) KUk RMF

S/ Y—AhEEBHi37°C A v FaX—F Lzt &x, RYyaFry— 1ol Ly o @i
2.6.4 FEPEHRERER OHEE L
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RYaf>—i BEHl EEH
2.6 JEREARTABROBEE UK UL ZER
2.6.4 HWBIRERABR OB

AEIEENER L2, —F, e MBI 7Y —aEx W& RPa )by —1rnsvray
BRI B RIZAER L2 o 72[2.6.5.7TA TH], “C-RY- a2y — vz MFHilgE 4 v FaX—F L7z
LEYL, R aFry— o s s o BERAERBI AR LT, ﬁ@EFH:?EVwA&@HH
fa Z W= OS2 B W T, o Ry a5 — L OREILFR D vz 0y 72[2.6.5.7B HH]
[2.6.5.7C ],

v = =130 M % UGT | ©°7" (UGTIAL, 1A3, 1A4, 1A6, 1A7, 1A8,
1A9, 1A10, 2B4, 2B7. 2B15}U2B17) K U2 mM UDPGA &37°C T2H§fi]( > ¥ 2~— h L,
RYyatry—nror7 s e rBiaaib s RS %A L 7226578 H], UGTIA4D
B s Ry a =D Ty a SRR E AR L. UGTIA4BLEA]TH
LZEULEI00uM fFEF CHC-RHYp oty —rZze MFI 7 v Y —2A T UGTIA4D
B Rl E R a T DNy n A Mmiﬁk
ZNEINKIB0% KL UFI64% A E S L7z, 10BIDEENGHRE L7 MIFI 7 m Y — L& s
N7 BRI A ALIEME ORI BT IC L VW . UGTIAAN R Y2+ — v 7 7 v i Abic B
H4 22 LN FENZ[2.6.57C H], UGTIAL, 1A4K% AT K5 77 v v fef &b o 5
7Bl e MFI 7 ey —2% A v Fax—FLiz, §XTCOE MFIZ 1Y —ATUGTIA4
WL DAY a =0 s s a  BRALRIGOTEE S UGTIAAOIEE THD MY 747
DT NT v AL EOG DIEMEO NI b WA A b7 Z LD UGTIA4IL in
vitro IZEB VTRV 27— L ORBUCBE 5T 2 FEMBBEE D1 > TH D 2 L DVRB S iz,

b MIMC-RY 3+ — L HE S Lz & & OgE P IcB bl Shi- 2 &b

(P024183ER) . & MIF, NIELE IR 7 r Y —A B FCYPHBEARI/InY—LA 77E%F
v Axvs—2 (FMO) I 77 2R TRV 2 oREE R Lz, B R
271 Y —AlFNE FMOL, FMO3 & O FMOSIZ & 2 s ik, A2 — o Ema 4
L7 oTz, —H, in viro Tk MIFLAONEI 7 v Y — Al NZAFE CYP 4 FF D CYP
B o OREERE LA, CYPIALL 212, A4 UBASIC &
S TARY 3 F Y — I S 7z [£ 2.6.4-19],

£ 2.6.4-19 Invitro THRYaAFYJ—ILZE FIHOY—LERDV

cvp_ SRS g 5 TR L T B

) RS CYPIAL CYP3A4 CYP3A5 CYP2J2
M2 RRAESS 0O 0O 0 0 0 X
BRI
M12 FAb St O X X X X O
M13 FRAb St O O X O X O
Ml14 FRAb St O O X X X O
MI16' N X X X O X X
M17' N X @) X X X O
O: &N, X B EhgroT-,
HLM: b MNFIZ e y—A HIM: b MBI 70 Y —2A
T PO24185 Bk CHEL I 7= b MM CIRFIE S Nied > 2R (mz715)

[2.6.5.7D IH]
2.6.4 SEMEYREERR O ZESC
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BC-RYatFy—ze MFI 7 v Y —AXIERB% UGTIA4 L invitro T4 > F a_X— Kk LTz
EXWER LAY a Y — o7 v v U BREAAER MIOEESE LC-MS K O R L84
(NMR) ZHWTHERE L7z [2.6.5.7F HH], LC-MS 3 DfEHR, Z DO M9 (m/z=877) IRV =5
S DTV a CEREAIRO TR E B LTV, & HICNMRIZ X DRGSR B, M9
Y3 —VORGET = ANENLO N-T VT a VERAGIRTH D Z ENRE S L7z, NMR (2
K DMHTTIX N-Z V7 a VA b O E A RET 2 Z S IXTE RN, B PR
FER. KT — VERL DAL N7 v Ui a b L2 BRI =R VX =Nk b/ &0 2
EDRENT, ML, invivo Tt hOTEHEAR I NI 0 U BIAEAMSE T & Loz Z &
B, M8D 7V 7 v VR AL DOALIEIXRIE CE o Tz,

26453 AFEMIERIG

ARYpaFy—nx7 v (80mgkg) . 4 X (200mg), ¥/ (80 mgkg) MOt L (800 mg)
WCHERE OG- Lc & &0 RN a5 — OB LG O FTRENE & 3FAl L 72 & £14.3: 4102],
A XK MIFEEFE LT, 7y A UTIEIMC BEK & LR a Yy — L aiknis
L7z, #E#245/H £ TOA XMfFIE T VRO Sl SEskr, 5%/ E To T v Mg
REFRIZAR Y 2 — L ORFERERITBO Doz 2 Enb, R a2 — X invivo T
FFRMACITE Z 5202 AR S LTz,

2.6.4.6  HEft

BC-RYa Yy — L EHEROD (T A, Ty b, A X, BN UIEFIRN (7 A, v b,
A X) Bh LIz L &RV a3y — Lot 2 -l L 72[2.6.5.9 ], WTHLOBEBFEIZIS N TS,
FEHREIZ FICE PP S Lz, v T AL Ty b, A XK MRS L & &R HE
ST ARYaF Y —)L%& HPLC IZ K U B & L7 R, Ao — L RERO R PR == 5
RKTHHEEED02% (B F) L2 bT N ThHoT2Z b, A afby—roegd s ) 7o
AT VT T ADFEHGIZIT LS bT N THDH I LRI,

2.6.4.6.1 Het 2 B8

BCRY 3 — L & BRI O SOIEIRNE S Lz & & o, Bseo P2 LU T IR $, 4C-
A afy—rze b (RABRERK, £400mg) MOHE =2 b— g VELEO~Y T A T
v FROA X (MC #E#E, 20 mg/kg) (TR O#E L7z & & %168 £ TITHRRBIZEIC
#h [FEED70.6%L L (B M) ] IcdEt sz, [ URBEIMICE W T, #ER XV IERWEDK
FHRES R HEE S du. B (MEREEIIME) TIER G 8 0D0.46%~4.42%, & F CIIHEGE09.7%
~13.9%M R HEE & L CHRIt S 7z,

MC-ARY =) — /L% HPRCD IFIR T~ U A KTV T v MZ10 mgkg, 7 v MIZ20 mgkg, 1 X
5mg/kg THIIRNE G- L7 & &, =7 AW NTT v b (10 mgkg & U20 mg/kg) Tl 51680

2.6.4 HPEhRERER O ST
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ME TIZENETNHGEDTT.0%~83.5%, A X TIXB G4 1685 &£ TIZH G- B DT74.9%M1#H
HRE L LCHtt S e, BOKELITRRY | FIRNES LZEE, v XTI T v b

(10 mg/kg K U220 mg/kg) TId G4 168FH & TIZENZENHR G ED11.4%~14.1%, 1 XTI
H1£1685[H & TG ED12.7% 3 RPN EE & L CHRt S 72 (3R 2.6.4-20],

JRE T =2 L—a VHILE L7 SD T v R RO XITARY aF Y — &% 0 ATFRNE 5 L
7oL X ORY aF Y — O EHPE AR L7z, “C-ARY =2 — 120 mg/kg & MC SRR TR
OG- L7z &, BC-ARYaF Y — LHROBHHETX, T v b Tl 5 %480 & Clo& 5 &0
1.5%~4.0%, A X CITBEGHT2REM E TloB G EOT7 2% B Iz HEi S vz, “C-Ry =)
— L% HPPCD A T7 » MIZ10 mg/kg, #iA X125 mg/kg TERIRNEE G L= & &, HEROWET
N CII B G148 & TIZZ N ENH G- 8025.7%K N14.6%, A X TIE2E/H £ Tlokt 580
17.8% DB RE S B FRIC Rt S e, Z D& &, BERASFH £ CTICEROMET »v FTENE
NA% G- BDAT 7% 63.8%, G145 T20FH] £ TITHEA X THREBD36.9%NFEHPITHHFEE LT
PRt Sz, E T =2 b— g AE L7 EMICERIRN G- L7 & SRR L O R Ol 512
HEREDOPEINFED LT Z D FEYH KD HEIL R Y 2 — VRIS IR &
UL ICE R S 7 2 E DRI S L7 [ 2.6.4-20],

JRE D =2 L— 3 VHLE LT~ MZUC-AR Y= —)110 mg/kg % HPPCD &I CHE
RN G U7t MBZ28RE L, 46N G ICHEERNC Bt o —# % 7 — v Lz, MC-K
P aF = EARNES LT F OS5 mL (0.17 mg 4 E/kg) EHIOHET v o+ i
IEPNICHEE- LTz & & IR R ORPICA FHH940% D B REN R S iz, Zoo 2 &hs, RY=
TV =V OIGFEPEER DRI STz, 0L FFEPITITKISI% DS REN PR S 7v, HERE Dk
ME1TK992% T - 72[2.6.5.9E ], “C-RY )V — a2 iHIkRNEES L2t~ ~ b OJEHS mL

(0.11 mg ¥ &/kg) ZRIOMET » SO+ F/HENICEE Lz L &, REOERIZITERLEES
FEOKIT% M O69% D B e3Pt S v, EY A CIIBEHRBITR M TIRAT CTH 0 . B Re DR HE
MRITHIT76% T - 72[2.6.5.9E ], 7 v MIBWTRY 25— /L H KD R HE D K57 137 b
BICHE S N2, FRIEN TV A AREMENH D Z LD, M2 LGB IR OFRRE 238
INREAME LT D RTREMES B D, ZHUCH L, A X TIEEHARNER S L7z &, 270 770 A LDty
. R OB OAEICED L FHEELL TV zizd, A X TERY 37— R OREY O I AT
PEER ITBAE CIIRWN 2 & AURIE S 172[2.6.5.3) TH],

2.6.4 HPEhRERER O ST
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R 2.6.4-20 M"C-RHYaFV—ILEFEBEL-EZTOMEREDHE MR
B 58 EREUHAH HEREDPEIEE (%)
R (mg/kg) Fe 5185 PRI (hr) SR #* JilivgR a5 SR
<~ Z,/CD-1 20 #O, g% I, M 0-168 4.42 88.6 NC 93.7t 2.6.5.9A T
10 RN, B4 M, 0-168 11.4 83.5 NC 96.9 R
7> b./SD 20 ‘., Ak M, 0-168 0.46 98.4 NC 99,17 [2.6.5.9B IH]
ke 0-168 0.70 96.2 NC 97.1" [2.6.5.9C IH]
1 (BDC) 0-48 0.53 89.5 1.54 93.28
It (BDC) 0-48 0.94 78.5 3.95 92.28 [2.6.5.9E H]
10 RN, AR HE 0-168 11.6 82.4 NC 94.7 [2.6.5.9C IH]
#: (BDC) 0-48 9.61 47.7 25.7 96.4%
It (BDC) 0-48 6.65 63.8 14.6 97.1% [2.6.59E H]
20 M, 0-168 14.1 77.0 NC 94.0f [2.6.5.9B IH]
7 v b LE 20 B, Ak M, 0-168 0.73 91.8 NC 94.5¢ [2.6.5.9C IH]
AX/E—F ) 20 B, Ak M, 0-168 1.05 91.3 NC 92.6% [2.6.5.9F IH]
®o, Btk 1 (BDC) 0-72 1.46 57.1 7.21 67.2! [2.6.5.9G ]
5 RN, AR . 0-168 12.7 74.9 NC 88.5! [2.6.5.9F IH]
FEIRN, R4 1 (BDC) 0-72 8.59 36.9 17.8 65.21
7.42 58.2 NC 69.4! 2.6.59G A
ek 399 RO, SEHEERL Bk 0-264 14.0 76.9 NC 91.1 [2.6.5.9H 1]
409 O, "ENEERE Bk 0-168 9.73 70.6 NC 80.4 e
BDC S =2 L—3 g VALUE, NC: B IFERER L 2o 7,
= DWW, r— U A RO AR e
t = VR N = U A T EE T
$ DRI, LS. MEERNAD R OREE ST
I fr— DY, R EE RT A S T
2.6.4 FEpEhHEER OWE BT
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2.6.4.6.2 it

B IUX12 B OFFE SD 7 v M, MC-AR ¥ =) —/120 mg/kg % HPPCD ik 1% MC &
B CRBICHREIRO®RGE L &, RNy oY — i3 gt 20 L CHLIRICBAT L72[2.6.5.91 1H]
[2.6.5.9) H], RY a7y —LOANHF~OBATIZ, AT v NOFHITFTORBHEEZRNEST 22 &
CEBEIZRHE L . 1%)@13% RoMmEFREEEZNET D 2 & CHRBEMICLIME L, 51424
] &£ C OB RS 7z o T, B Ot K O O S BE 1T E & ATEE CTd o 7=,
AUCo.24 b IZH5< ?LH/EEL;MEPY&%E% 1316 TH o722 L b R — VRO R
FATHIIRBAT U712 2 & D3RR S 4U72[2.6.5.9] TH], 2405 & f@ﬁéﬁ&ﬂ;ﬁﬁﬁﬂfﬂ ZHIT AT LTIk
FeRED &L, &5 EDOI%ITHY Lz, &E#IRFM L U4 ICHLIRomEdIc, £t
0.0163 ug %%g 00149 pg ¥ #/g OFHERRD b, RFat quE;E@fﬁz%f EDFIEA~
DI D RS S 4172[2.6.5.9] I,

2647 EYBEFHNEMMHEEER

erFk oI zey—a v MiFARE. uGT | G  oic cye
_ EREEZ FINT in vitro CTIHMREESZ 20 LM EAEH 23 M L=, £7-.
bt M ZAIMPEE A (MDR) 1, OATP1BI X% OATPIB3 R B L7=fligz AV C K 7 v AR —H
— &= LI AERZRHME L7, 612, 7y MIRY a2+ — L2 KEROELE LT, in
vivo THEYHER OFEMENEZTM LT-, T v b RO X ORI AR E 53 QNS J s 5y %
WC, AT A RERRBLEER 25l L7z, In vitro REROFE R 5 AR 25— /113 UGT1A4,
CYP3A4 ) X P-gp DIEE TH D Z L ARSI Tz, UGTIAMIZ DV TIEFEIZ B3 2 3Rl R 13z
INTELT, R af Yy —LOEYBRBIZKT 5 CYP OGNS NI LRI IN TN D,
P-gp IZOWTIE, P-gp FHEEMZAT ) eIy 7 u AR v &Ry o+ — a0t
Lizb &, By aFy — L oEyEIIIENHARKEE KX BT hoTm 2 &k, RFat
— /LT P-gp ILEHE DB ZZIFIT WD EPREI N,

WY 3 — IO T — VR PTE R SE & [FERIC CYP3A4 K (N P-gp ZFHEL, A7 0 A RO
AR EER LR HNT-[2.64.72.1 ] [2.6.4.7.23 ] [2.64.72.5H], /-, R¥a) v —niZ
UGTIA1DPELED AJREME A RIR S 72 203[2.6.4.7.2.1 HH], BFIREICERD H 5B A RS nt &
2 DHIAH[2.723422H], I 6T, b MR XX OATPIBI&U\IBS R EL L 7o &2 Nz dn
vitro R OFER . RNY =3+ — 1 OATP %4 LM EER O aREME IRV 2 &R &7
[2.6.4.7.1.2 1H] [2.6.4.7.2.4 TH],

2.6.4.7.1 RYyarJ—LICRIFTHE
2.6.4.7.1.1 P-EERBEOREERHEM

o7 — L PRI RS, B 25— d Pgp DB TH D Z & NWE SR TN D
[‘&H+4.3:4103] [EFI43:4104]), £/, 77/ v o-= U VEEO K FROWPIEIZ X D P-gp iEIED
A FRER OFE RS I BT Y R« AT UER (Kn) 1316.5uM ThH - 72[2.6.5.10F H], Z D&

X FhIFV—AROA b T IS D K lE, EHEN8.6 uM L T0.8 uM T 7=,

2.6.4 FPEhRERER O TESC
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26.471.2 E MR R U OATP IR HAD~ DEA A

= Lok MMz e > b &2 W TFEGAZ R T o AR — 4% —0ATP1B1, OATP1B3, NTCP
JOY OCTUZx T D HEAOIFTE N R OFEAFAE T, A=t — (0.1 uM) DORFHIFE~DER
IABERE LTz, A a2y — L OBGAZIER v METIE D DWW T A, SRR & bk LT
FFEGA A 13/ & D3> 72[2.6.5.10H 1],

%72, OATPIB1 X (Z1B3 % & /s -5 A L 7= HEK293#H 2 AV T, OATPIBI X IX1B3% 41 L= 7K
P2 — L OEGAR A G LTz, RY 25—/ pM TD OATPIBIFEH ML ~D BUA I 1%
FEFEFML~DEBUA T DI K TLAE TH - 72[2.6.5.101 1H], —J57. [ iM% T, OATPIB1%H
AR~ SR BB O BUA 213, FEFRBNL ~DBUAZ D695 ~10545 T > 72, FRIZ, A=
Y —/L1 uM TD OATPIB3Z B ~DEGAA T, FERBLMIfL~DBUAZ DR K TLEThH -7
[2.6.5.10J 3], —J7. OATPIB3ZEELAM AL ~D A ILE OBUA I, IR BLMIIL D247 15 ~432(% T
HoTl, TNEDFERNG ARV 35— LIZ OATPIBI X TNB3DHE Tld/enZ AR ENT,

2.6.4.7.1.3 RAEEERZE L L TOERYEEEROTREME O T

b NAEEREENE W in vitro BEROFER NG AR 2 — /1L UGT1A4, CYP3A4IZ L -~ T
R S N[2.6.4.52TH], P-gp DIETHDH Z LRI NTZ[2.6.4.7.1.1 18], TEHLBIFR & @EIE R
WAL D 7= O DM ENEA T A RF A NTHOWT CERR30ETH23 A, 3AIREIR0723545)
(ZES X BRARERARFO I AAER O FIREME 2 FF L 72, UGT1AAIZ DWW TR EIZ B3 2 5F
RIS SN TR BT, UGTIA4MLESK & oI X A2 MEHEIER LTV [2.7.2.3.4 ],
E R TORANT AT =4 (P024185A5R) 7 LD T O REWITHRGEON1T7% TH Y | Il
R TR S o bR M21E, AE AU BED8% % > Tz [2.6.4.5.1.5 IH], CYP3A4
W2 Z invitro 3R T CYP1AL, 22K UBASIZ L ARV 2V — Lo b A 672, CYP R
HHC X DWHERITRY 27 — L DR EERD 7% AR5 T, %@%5i¢éw:kﬁféﬂkob
7oy o T, BIRIZBWT, A3t — L OFEMENREDS CYP 2T LTI 3EMHAEAERIC L 2 8%
=T B AREMEIR N & B X BTz, P-gp IR LTI, P-gp FREERAZ A5 Y e (c.-190
R vz e 2Ry v (a7t LAY aFY v ELEZEE Y a by =0
1%@1 IEIEDFRRE E RERBEWI o722 D A3y — g P-gp BAEOEEE S

I W EAVURE X72[2.7.2.3.4.1.1 TH], In vitro REROFERN S, R =) —/11T OATP1BI
&U\IBSOD% I ClE7enZ RS,

2.6.4.7.2 RYyarJy—ILhRIEFTHE
2.6.4.7.2.1 EYRHBEROBEE

t k CYP i3 FHEICHF RN 2 7 0 — 7 B ORBSOCZHEST 2 2 L2k b MFIrzm Y —
LD CYP FERTEMEICKT T 2 AR 2 — L O BA R L 72, CYP1A2, 2A6, 2C9, 2C19, 2D6
KOBA4AD T o —T HE LR Y a2y —VOFETAOEGFET T MNFIZ7ay—2n b A%

aX— kL7, AaFy— SuM) KOO F=aF > —v 2uM) 1, CYP3A4%

2.6.4 FPEhRERER O TESC
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o LTeT A b AT 1 U 6B- KIS % 2 EAUEKI93% & UNI96%H.55 L 72[2.6.5.10D ], AR¥ =
T =@ Ki 13042uM (294ng/mL) TH Y | HEI N DK a5V — L OEE NEE
[1.2 mg/mL (300 mg/250 mL ; 250 mL D7/KT300 mg 5 L= & & HEY PRI LT-
EARE) IOV B AR NIRIE B COFEMIKHER A &2 T 2 MEH COIFFBER R a7 — L
IREE (Cmax 0.0956 puM =67 ng/mL. MAEFE ARG 24 98.5% & RE) 1[CHDS< & CYP3A4PAE
IR0, AR EZL SR ZJRREMES R Sz, REMN e CYP3A4T 0 —T HETH 5
REST A, VNRAREF UK B ) AR EOEYMHABERARBROMEERE, RYyary—1 o
PFIC LD CYPIA4RE OBRET EIISHELUL L ER Li-Z e RY a5 —/Lid CYP3A4ITxt
L CHWEERZA LTV D 2 & 3R S 172 (P04490305R K O P0535935R) [2.7.2.3.4.2.1 TH],
ARy ag —1iE oo UGTIAL | s 57-e brxsva by 7
FNT <V o ORBIEDFERN S, RYa Y — I UGTIAIOIEHAERITH D Z & AR
Sz (K 10 uM =7.0 pg/mL) [2.6.5.10C TH], L2>L. HARNBEESE (P1o1FRER) CIidL ¢
UGTIAIOREE THHE U L ORE EFRITERO LN TE LT, A=) > —Ld UGTIAI
EVERITIERRICER O H DB R E 2N EWVRIB I N7-[2.7.2.3.4.2.2 TH],

26.47.2.2 EYRBBERDEE

BT > MRV aF ) — %20, 451380 mg/kg TEBZITHEEIRE D G2 XLV SHMIERE
L. B aFy—Ai’dT v b CYP 5 TR RIET B8 % 3141 L 7=, A¥ =) — /180 mg/kg & 1%
L7y FC O X7 22 I U N-TAFT—EBR -2 b X LY VT 4 0-T=F
Z —BIEMEOBE 2B RO Hiv, ZIUIRY aF Y — il KA KEER I T A EEH O R
HEMEDNE 2 HIT2[2.6.5.10A TH], ARY =25 — 120} 045 mg/kg B EGRED CYP &8, 271 Y —
LAEA,WRNZT-Z b F LN T 4 O- T2 F T—ERNT-_ X LY VT 4 O-T TV
X 7 —BIEMH NI AR 25— 120 mgkg HEGHED R X7 = Z I N-7 A F T —BIEMET
SEPRRE & 221372 v > 72 [2.6.5.10A 1] [2.6.5.10BIE], V= A X Ty NTHIELZT v b
CYPIAL, 1A2, 2B1/2, 2El, 3A K TMA DEHEICHOWT S, XBEET v FOBERE LKL T
T BN D> 72[2.6.5.10B TH],

26.47.2.3 P-HEQEBEDMEE

DT — VR PIEFEHK & [FREIC, A2 — i P-gp 20 LIZHEHOLEAICTH L Z L
WE SN TV D[EFEM.3: 4103] [EFH4.3: 4104], MDRI1% %81 L 7= NIH3T3 G185HifE & v TR
aF Y =T KD P-gp OIFEEHEZFEHN L7z, A=) — XD P-gp ODAEFEDOREIL, B
PEXHRCTH DNV T ABIEIZ LD P-gp 20 L2 X 7/ VB Y U OPEHIEDKI35% (R4 =5
V= WREE2S uM) . 7 R AR Y KD e —F I VI8P HEDON12% (R —u
RE175uM) Th o7 [2.6.510GH], AV aF Yy —LoX T 7 ey s kia— I 12312%)
T 5 ICsolL. T4 M (=2.7 pgmL) KO3 uM (=89 pyg/mL) TH -7z, 72k, [ Uik
BRC. o hafy— ks &Zy /vy kil —2 2 123125 A EORE XN TN
PESTIE DOF140% K DN51% T, ICsol X2 EH5.6 uM L U48.8 uM T o 7=, ZOFERMN S, AP =
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TV =M RS Y v LFEBRIC P-gp DFLERITH 2 Z LRI,

26.4.7.24 OATP1B1R U1B3fAE

OATP1B1} TN B3 cDNA % %2 IR 75 A L 72 MDCKIL Al ~D3H- B Z N2 2 F o Jr O
*H-Cholecystokinin-8 (CCK-8) DEUAMIKIFTHEAFMT L Licky, A afFy—ric
iéOMmm&0B3?ﬁ%@A%%ﬁbtoT%ﬂf/wwﬁfmuMuTTiOMmm
J B3 %A LT HFBGAAT )T 2 BLEZRIT10%LL T CTH W IEFRIE DR O 7= O i C& 725
BT UM 2BV T, OATPIBlI &1 L72H-E % R A X F > D HUA ’ﬁ#é@%%im%\
OATP1B3 %41 L 72*H-CCK-8 D HUA A Z %9~ % BLE R (1324% T b - 72[2.6.5.10K H] [2.6.5.10L IH],
INHOFER NS RY 3 — 1T OATPIBL L NB3DLERITIX 2\ 2 L3V R ST,

2.6.4.7.2.5 ATAA FERDOEE

AT aA FEROBEIL, 7Y LV RREREETHALNIFE TH L, AYyaty—nr 7 b
aF =K, N T atry—n TRy aF Yy — )k RNaLFarTe rOEKIZ
RIETHEL . Ty MRS XORIEMASE, 7y ORI Z e Y — Ll ONIA XORFER
S-1043 1] % FAVN T in vitro THaft L72[2.6.5.10E ], 7 » MIBWT, A=zt —i 7 hat
V=NV OA N T aF =L DT Ry U ARARICRT 2 BIX DTN Th o, =
NF =V RPaLFarTar OMEELIBE L, 2T Y —LAEHAED ICsold, &
Yafy— FhaFS KOS b T af Y TEREN02 pM., 0.7 pM K U2.0 uM T
olz, FERIZ, AT axT e U EHED ICoik, AYaty—L 7 haty—L koA b
Z7afF Y — L TENEN04 UM, 2.8 uM L TN7.8 uM Th - 7=,

A4 XORIBHIEDEIZBNT, A aFy— kS T afy—rickbsaryFazxray
BRI T DB IDOT N Tho7=2, 7 ha Yy — I L AENRBD LI, Aa)ry—
NRNr ha ) — 57 v Fa b oGRS 25O ENRRD b, RaFy—i1o
ICsolT1.7~7.5uM, 7 K 2 F V=L D ICs5l70.8~4.3 uM ThH o7, £z, K¥ a3+ — L7
fary—IanFy—nEMbIHEL, Aot —d ICsI5.0 M, 7 haF > —1o0
ICsolX1.4uM Th oz, 4 bTaF Y — I T7 v RaF v kRardFy —LEmliong s HE
L7222 72[2.6.5.10E 3], T v M ROA XO&MERBRIZIB T, B EOL(RBD bz
[2.6.6.9.2.8 TH], HEFEMERE & k5 & LR RBRIZBW T, Aoty — iz X 2 EIR#E DK
TR S - 72[2.7.4.4.3.1.1 TH],

2.6.4.7.2.6 MEEREE L TOEYHEEERAOR RO

In vitro R OFER, RV 23F > —/LiX CYP3A4 (K042 uM) KT P-gp (ICso $94~13 upM) D
HERITH 572[2.6.4.72.1 H] [2.6.4723H], £7-, KY a7V —iFAT A1 REkEHREL
72[2.64.725 ], ZNHDOMEERIITT YV — LV RHEEHETHONLBMTH D, WHESNDR
P — L OB NI [1.71 mM=1.2 mg/mL ; 300 mg & 5-Ff Tl imfif Uiz S E] &
O HARNIBRERE COTEHRHESR A EICRBT 2 MR COIEFKER AR 25— LRE  (Coax
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0.0956 uM = 67 ng/mL, [MIEFEAFEELRE98.5% & E) (2HS< &, CYP3A4KL N P-gp [HE I
X0, EYMAEERZS & Z 9 AlgetED /R S 4172[2.7.2.3.4.2.1 TH] [2.7.2.3.4.2.2 1], CYP3A4
D7 m—7 HE & QRO EAERARBRORGER, A=) —/Udsfvy CYPIAAERITH 5
ZEPRENTZ[2.7.2.3.4.2.1 TH], $E)7: CYP3A4K N P-gp FE THH 1 U LA LG LT
Y BEAERRBROFE R D R 27— L3l s T P-gp ZILET 5 Z LiIFEETE R
[2.72.3.4221H], F7=, AY¥=2F > —/T UGTIAIOEEO [HEM (K 10 pM) 2VRIB S 7=
[2.6.4.7.2.1 TH], AARABREBEE PI1015AER) T3 L TUGTIAIOEE THLE U L E  DORE
FHRIZFED LN TE LT, RY-aF Y —/Ld UGTIAILEVEAIZEE RIS ERD B 5 B A R &
TR EDVURIE X IU72[2.7.2.3.42.2 ], In vitro RERODFER NS | T%:+/~inM?muk
CIB3DOIEE TIE RV I EXRESz, b NMEERBEEEZ W2 invitro TORETEESE OFFE R

Fhi L TRV, Ty MRV a Yy — L akh Lzl &, CYP3A4Z Eie 272 CYP 4 1-Ff
FHEERITA DR D2 72[2.6.4.7.2.2 H], FHEEMFIEL L TORY 25 — /L ORRKRIEY A
VEHRRBR OfE B 15[2.7.2.3.42 TENZERH L7,

2648 BRERUER

FERSIRFE BN RERABR(C X 0 RV 3T — L ORI, oA, G R ORIt 2 504 U 72, AR}
HORY Y — VREORIEICIL, @D EEIRE) 72 HPLC & O LC-MS/MS 1% Hv 7=,

R —/L % HPBCD VAR CHIEFFIRNE G- L7 & &, WIThoOBMREIZBW TR Y 2
V=D VT T RHMELS | ipld6.6605H] (M~ v A) ~26.70F[#] (M1 X) Tholz, T
MZBWT, A aty — L OBBERICHEENL LI, BT v P LT > b OBREREOHH
BnoTz, ¥ T A A X KOV BN TIRY 27— L ORFEEEIEEITA D)o T,
WTNOEMREIZIBWD TS EFFIRNE G L7- & & AUCouan lZHLEIFRIRN&E G L7t &2 L0
mho T,

RpafFy—nrk~TA Ty b, AXLOCPVICHBI R OKEROEE LZEE, BEED
BN TRV a Y — L OBRBERIIEIN Uz, £72, FEHEERBRICHAW T ToEREIC
BWT, ﬁ@&m%%&@zwammi%@%m%ﬁbkk%i@%ﬂotof%:+f~w%
MC R CHRERIFICR DG LTz & &, A a by — Lokt 4 47 X4 Z e U7 ¢ 13K
<\7y%f6ﬂh4M%(mn@@)&043fmu%<mmyg)f%okom%:+/~»
7 v b (20 mgkg) KA X (20 mg/kg) ICEZICHRAKLG LIcL &, RN aF Yy —LDigE
BT, AL LTI v b THE~TE, A X TLMUE~2.0(5Th o7z, 7 v MRy
—/L (5~45 mg/kg) ZIREEEEG L7- L & OBREREIL, BRICHREIRE OGS Lz & 2 DO13FE~4F%
Thol, 7 NTIHBRERICHENALN, T >y NOBERIIHETZ >~ MRV bEroTe, =
TA, A XYV TIERY 2 — L OBREREIIHEZEITA LR o T,

FHEIYIIBIT 5 2 — VO HERE K O - I3 T DA AR O R 0 5
R 3 — VISR AT D 2 L RIB E LT, P o R R IRE DN R b o o0
VIR & O C - 72,

Z v N RO RIZHC-R Y 2 — L & HPBCD IR CHIRIN B ONMC IRV CRE D & 5- L= &
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XoMmgE, R, BLXOMEHFORBM T 0 7 7 A NV ZFHE LR, BB U GE O 1

R aFy—VREMETH ST, o, 7y MR UCE T 2 BN 7 e 7 7 41
DIRFTORER., DGR & FARNE 5REC, i~ 2 7 7 4 W3ERIL T, B MiSER
OHEt)  CRH SN2 T X TORFDILT v AR L Thig S, K2y —roE
FRRRIKIL, 77 e VBRAIETHY . KEEb, LRI v A b REHTE S LT
720 Invitro [RERBRORER N D, b MRV a2 — L AR DIRBIR TR OKE Lz & &2
ENDRYaF =D I s a  BEAER (M8 TIMI) DOAERKIZIX UGTIA4L, /-, A
2 = LV OBEGITIL CYPIAL, 212, 3A4KTUBASHEEEG L T\WAD Z LR ai,

7 v MIARYaF Y —/L % HPRCD Wik CRIRMNR G- L, B2 8Lz & & &5 Lo BoH

RED R I3 FEIC PR S v, BRETEER O EHEEEIZOW SN TND Z LRIz, K
P — & MC BB TR OG- L & EORY 27— L0 FERME IR, FEih i
Thd I EMPRENT, FRITIE, 2D DHE ICRE(LER ST & L CE R S
N3, R SUIRH & LTt 20 L TR S 2380, SUTRINOREBLR L L
THR STz, REMEE L TORFP~OPREIIME TH o2 b, A aF Y — Lo
IVT T URITL TN THD,

HFE in vitro FRERDOFER NS | WY 25— /1% UGTIA4, CYP3A4U NS P-gp DIETH D =
EREINTZ, L LR UGTIAADHEIZET 25 RIS T 57T, UGTIA4MH
I L OPFHIC L DHREHISERE L TWh R0, Ao — Lo 3EyEhiEIc x4 5 CYP OB 513/
Y AN kﬁrwénfkw FEIRIZEBW T, A 3 — L OFEYERES CYP %40 L 7= 3K HH A
TERIC X 28 % =T 2 TR EIXIR WV & & 2 BTz, P-gp IZDWTIE, P-gp (HEERZHT5Y
FFEAXIZY 7B AR R a Yy — LA L& & A a Yy — L oIRYyEiiEILIE
OFHREE KRE BV RN 72Z &b R a3 —d P-gp FREDREZZIFIZ W &N
R I T,

Fhar = kO, NTaF =R EOMDT Y — VR IEE K &[RRI, R —
JUE CYP3A4ZFHE L, P-gp OHEE K HERTHY, AT A NEMEZILE L7, CYP3A4D
7u—7 BB & ORI EAERRBROR R, AV 3 —ui3shuy CYP3A4IERITH D =
EWNIRENTZ, £, P-gpll oW, P-gp ETHAH Y AR O L7ERRIEWE BE/ER
AREROFER D, RV a - — BB TP-gp Z2ET S Z LIFHETE 2, RPafFy—
JVIZUGTIAIDRHERITH D AlEMES /RIE Sz 23, B R NIRIREE 2 x5 & LR (P101
HER) 1I2BNT, UGTIAIOEE THAE VAL EUVEED LRI N hoT=Z &g, R
a2 —v® UGTIAIMREERIZERRMICERO H 5B RE N2 ENRB Iz, Fiz,
t%ﬁﬁ@ﬁ@’OMMBDtﬂm%ﬁﬁ%%%mtumwoﬁ%®%%\m%:f/wwi
OATP1B1 KX TNMB3DFE L OFHEHRTIE AW LR STz,

ULk, £ERECTORY a2+ — @ in vitro K N in vivo FEEGR Y ENERBROFE RS, K
P at ) — VEFRIRN OIS L7z & & O ADME, W EHHE [ OSSR BAEF &2 R it 5
ZEMWTET,
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26.4.9 S E Xk

[&8H4.3: 4101]

[&FH4.3: 4102]

[&£+4.3: 4103]

[&£}4.3: 4104]

Venkatakrishnan K, Von Moltke LL, Greenblatt DJ. Effects of the antifungal agents on
oxidative drug metabolism: Clinical relevance. Clin Pharmacokinet. 2000; 38:111-80.
Kim H, Lin CC, Laughlin M, et al. Chiral high-performance liquid chromatographic
analysis of antifungal SCH 56592 and evaluation of its chiral inversion in animals and
humans. Chirality. 2000; 12:590-7.

Wang EJ, Casciano CN, Clement RP, et al. Active transport of fluorescent P-glycoprotein
substrates: Evaluation as markers and interaction with inhibitors. Biochem Biophys Res
Commun. 2001; 289:580-5.

Yasuda K, Lan LB, Sanglard D, et al. Interaction of cytochrome P450 3 A inhibitors with
P-glycoprotein. J Pharmacol Exp Ther. 2002; 303:323-32.
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265 EPBEABROBMER
2.6.5.1 EMEhRERER . —BX
WEWE - Koy —
B ORI HB R ERBY | 5L | JE Ji i % AR E 5 AU B8 T
W (H e 4% 5-)
Pharmacokinetics in male and female mice | Mice IV bolus, gavage - SN I430 [EHt4.2.2.2.1] BEEE
Oral dose proportionality in mice Mice Gavage SPRI-K SN 362 [&F4.2.2.2.2] 25 &R
Oral Pharmacokinetics in uninfected and Mice Gavage SPRI-K D-46069 [&Fkt4.2.2.2.3] 5 EE
infected mice
Pharmacokinetics in male and female rats | Rats IV bolus, gavage - I330b [EFt4.2.2.2.4] 2EER
Oral pharmacokinetics in male and female | Rats Gavage SN 428 [EHt4.2.2.2.5] =EE&ER
rats
Oral pharmacokinetics in pregnant rats Pregnant Rats Gavage SN 429 [E8E4.2.2.2.6] ZFEE
Oral Pharmacokinetics in LE rats Rats Gavage SN331 [EFt4.2.2.2.7] &2EER
IV pharmacokinetics in rats following Rats IV bolus SN 034 [E£t4.2.2.2.8] BEEE
administration of POS IV Suspension
IV pharmacokinetics in rabbits Rabbits IV bolus SPRI-K DM27398 [EH4.2.2.2.9]1 BEEE
Pharmacokinetics in male and female dogs | Dogs IV bolus, gavage 332b [EFt4.2.2.2.10] &2E &R
Pharmacokinetics in bile-cannulated dogs | Dogs IV bolus, gavage [Ek4.2.2.2.11] BEEE
Pharmacokinetics in bile-cannulated dogs | Dogs Capsule 487b [E8H4.2.2.2.12] BEEE
Comparison of PO pharmacokinetics in Monkeys Oral  (suspension DM27344 [EFt4.2.2.2.13] =EBE&ER
monkeys among various formulations and capsules)
IV infusion pharmacokinetics in monkeys Monkeys IV infusion In-life: - DM27600 [EHt4.2.2.2.14] =EE&ER
Bioanalytical:
SPRI-S
IV bolus pharmacokinetics in monkeys Monkeys IV bolus sNils43 [Ek4.2.2.2.15] BEEE
Comparison of PO pharmacokinetics in Monkeys Oral (tablets and | SPRI-K DM27489 [E#t4.2.2.2.16] &E&EFR}
monkeys among various formulations capsules)
2.6.5 FAYERERER OB R
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2651 EYBHEHAR : —BEX (K%E)

WBWE Ry —u

B ORI | #ABR/ERBY | 55k | JE Ji fiE % AT 5 | A B8 P
W (RIE#5-)
1-month toxicity/toxicokinetic study Rats IV bolus SPRI-L SN 034° [E84.2.2.2.17] 5 EE
2-week toxicity/toxicokinetic study Rats 1V infusion SPRI-L SN410 [E84.2.2.2.18] BEEE
2-week toxicity/toxicokinetic study Rats 1V infusion SPRI-L SN 233 [&F4.2.2.2.19] & &k
3-week toxicity/toxicokinetic study Mice Diet admixture SPRI-L SN 259 [EF4.2.3.4.1.1] BEER
1- and 3-month toxicity/toxicokinetic study | Mice Diet admixture I SNl [ZEH4.2.3.7.2.3] 2FAm &k
with 1-month post dose period
3-month toxicity/toxicokinetic study Mice Diet admixture SPRI-L SN I087b [EH84.2.3.4.1.2] BEER
24-month carcinogenicity/toxicokinetic Mice Diet admixture - SN028® [&#t4.2.3.4.1.4] ZEEE
study
24-month carcinogenicity/toxicokinetic Mice Diet admixture SPRI-L SN .089b [&#4.2.3.4.1.3] FEAMGE R
study
Oral pharmacokinetics in male and female | Rats Gavage - SN .428 [EHt4.2.2.2.5] =EE&ER
rats
28-day cardiovascular safety Rats Gavage - SN . 122° [&F+4.2.1.3.4] FHHE
pharmacology study
1-month toxicity/toxicokinetic study Rats Gavage SPRI-L SN 074° [&F+4.2.3.2.1] FFl&E B
6-month toxicity/toxicokinetic study Rats Gavage SPRI-L SN 076° [&F+4.2.3.2.2] FFl &
1-month toxicity/toxicokinetic study Rats Diet admixture SPRI-L SN123® [&#+4.2.3.7.3.1] 3Fl &
1-month toxicity/toxicokinetic study Rats Diet admixture SPRI-L SN 547" [&84.2.3.7.3.2] AR B
4-week toxicity/toxicokinetic study Rats Diet admixture SPRI-L SN 258 [EFH4.2.3.4.1.5] BEER
3-month toxicity/toxicokinetic study Rats Diet admixture SPRI-L SN 086" [&#t4.2.3.4.1.6] ZEEE
24-month carcinogenicity/toxicokinetic Rats Diet admixture SPRI-L SN088® [&#t4.2.3.4.1.7] FFl & B
study
EFD toxicity/toxicokinetic study Pregnant Rabbits Gastric intubation | SPRI-L SN.072b [&#14.2.3.5.2.4] FEAE R
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2.6.51

EVMBREHAR . —BEX (&)

WEBWE Ry —u

KB ORI | RBR%/EREY | 55 kE | JE Ji i 5% AR E 5 A B8 T

W (IE#5-)
2-week toxicity/toxicokinetic study Dogs Gavage SPRI-L SN 092° [&#+4.2.3.7.3.4] Fl &
19-day toxicity/toxicokinetic study Dogs Gavage SPRI-L SN 136" [&84.2.3.7.3.3] MGG BH
1-month toxicity/toxicokinetic study Dogs Gavage SPRI-L SN 075° [&F+4.2.3.2.6] aFl&
1-month toxicity/toxicokinetic study Dogs Gavage SPRI-L SNN218° [&F+4.2.3.2.7] aFl & B
6-month toxicity/toxicokinetic study Dogs Gavage SPRI-L SN 077" [&F+4.2.3.2.8] aFl & B
12-month toxicity/toxicokinetic study Dogs Gavage SPRI-L SN 302° [&F+4.2.3.2.9] FFl & B
12-month toxicity/toxicokinetic study w/ Dogs Gavage SN I 029P ['&#t4.2.3.7.3.5] FEAGE K
1- and 3-month post dose period
1-month toxicity/toxicokinetic study Monkeys Gavage SN I28 1° [&#+4.2.3.2.11] FHME £
12-month toxicity/toxicokinetic study w/ Monkeys Gavage SN l283P [&#t4.2.3.7.3.6] FELAGE K
1- and 3-month post dose period
paKill
Liver distribution Mice Gavage SPRI-K SNI362 [EHk4.2.2.2.2] BEEE
Distribution to selected organs after Rats IV bolus SPRI-K SN 564 [E#t4.2.2.3.1] B2EEE
administration of posaconazole-HPBCD
solution
Distribution to selected organs after Rats IV bolus SPRI-K SN. 153 [E#t4.2.2.3.2] B2EEE
administration of POS IV Suspension
and posaconazole-HPBCD solution
Single dose tissue distribution Rats Gavage - sNi51 [ZEt4.2.2.2.7] B &Gk
Single and multiple dose tissue distribution | Rats Gavage SN 428 [&F4.2.2.2.5] 25 EE
Plasma protein binding Mouse, rat, rabbit, | In vitro SPRI-K SN 458 [E#t4.2.2.3.3] B2EEE

dog, monkey, and

human plasma
Pilot plasma protein binding Rat, dog, and human | In vitro SPRI-K SN .356 [&Ft4.2.2.3.4] 25 EE

plasma
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2.6.5.1 EYEFERAR . —BEXK (KEF)
W Ry =)y —u
PR O i | #B%/EZBRBY | &5 5k ESd RBRE S BLAE AT
A
Plasma protein binding Plasma from human | Ex vivo - P01940 [&#}5.3.3.3.4] &2EZ&F
with renal insufficiency
Human protein binding Purified human proteins | /n vitro SPRI-K SN 459 [Ex4.2.2.3.5] B2EER
Pilot placental transfer Rats Gavage SN 125 [&F+4.2.2.3.6] 5 &R
Placental transfer Rats Gavage SN 429 [&Ft4.2.2.2.6] 5 EE
In vivo X3
Metabolite profiles in plasma, urine, Mice IV bolus, gavage - SN .430 [E£t4.2.2.2.1] BEEE
and feces
Metabolite profiles in plasma, liver, and | Mice Gavage SPRI-K SN.362 [&Ft4.2.2.2.2] & EE
bile (gall bladder)
Metabolite profiles in bile, feces and Rats IV bolus SPRI-K SN.041 [E£t4.2.2.4.1] BEEE
urine
Metabolite profiles in plasma, urine, Rats IV bolus, gavage - SN.330b [&Ft4.2.2.2.4] EEE
and feces
Metabolite profiles in plasma, urine, Rats Gavage - SN .428 [&Ft4.2.2.2.5] 5 EE
and feces
Metabolite profiles in plasma Rats Gavage SPRI-K SN.547 [&F+4.2.2.42] 2EEE
Metabolites in plasma and urine Rats IV bolus, gavage SPRI-K DM 27209 [&Ft4.2.2.4.3] 25 EE
Metabolite profiles in plasma, urine, Dogs IV bolus, gavage - SN.332b [&Fkt4.2.2.2.10] &EEE
and feces
Metabolite profiles in plasma, bile, Dogs IV bolus, gavage - SN .248 [E£t4.2.2.2.11] EEE
urine, and feces
Pilot metabolism study Dogs Gavage SPRI-K SN.548 [EKr4.2.2.4.4] 5 EE
Metabolists in plasma, urine, and feces | Monkeys IV bolus, gavage SPRI-K DM 27254 [EkH4.2.2.4.5] BEEE
Metabolite profiles in plasma, urine, Humans Oral suspension SPRI-K P02418 [E#}5.3.3.1.13] &EZ &k
and feces
Metabolite profiles in plasma, urine, Humans Oral suspension SPRI-K C.-104 [E#}5.3.3.1.12] &E &k}
and feces
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2.6.5.1 EYEFERAR . —BEXK (KEF)
W Ry =)y —u
PR O i BB EREY &5 5k | T % RBRE S BLAE AT
In vitro X3
Metabolism by human microsomes Human liver and In vitro SPRI-K SI\.SIO [E#t4.2.2.4.6] 2E &R}
intestinal microsomes
UGT isoform identification Human liver In vitro SPRI-K DM27201 [Ekl4.2.2.4.7] Z2HEE
microsomes and UGT
R
UGT isoform identification Human liver In vitro SPRI-K snlos2 [&kt4.2.2.4.8] 5 &
microsomes and UGT
R
Identification of enzymes responsible Human liver In vitro SPRI-K DM27215 [E#t4.2.2.4.9] BHEEER}
for oxidative metabolism microsomes and CYP
and FMO
—
Confirmation of artifactual formation of | Human plasma and | In vitro SPRI-K SN.309 [E£t4.2.2.4.10] BEEE
an N-oxide of posaconazole urine
Identification of posaconazole Human UGT1A4 | In vitro SPRI-K SN .418 [E£t4.2.2.4.11] ZEEE
glucuronide _TM
HEt
Excretion in male and female mice Mice IV bolus, gavage SN [EFt4.2.22.1] &2EER
Excretion in male and female rats Rats IV bolus, gavage SN [EFt4.2.2.2.4] &2EER
Excretion in male rats Rats IV bolus SN [&F4.2.2.5.1] Z2EEE
Excretion in male rats Rats Gavage SN [EFt4.2.2.5.2] &2EER
Excretion in male and female rats Rats (pigmented) Gavage SN [EFt4.2.22.7] &2EER
Excretion after repeated oral dosing Rats Gavage SN [EEr4.2.2.2.5] 25 EE
]

SN

[Ek4.2.2.4.11 ZEEH

Excretion into male and female rat bile | Rats IV bolus, gavage
Excretion in male and female dogs Dogs IV bolus, gavage
Excretion into male dog bile Dogs IV bolus, gavage

SN

[&814.2.2.2.10] BEEE}

SN

[&84.2.2.2.11] BEEE
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HEt
Excretion in humans Humans Oral suspension SPRI-K P02418 [&#t5.3.3.1.13] &E&E
Bioanalirsis:
Excretion in humans Humans Oral suspension SPRI-K C.-104 [&#t5.3.3.1.12] &E&E
Bioanalirsis:

Pilot milk secretion Rats (postpartum) Gavage SPRI-K SN I 126 [EFt4.2.2.5.3] &2EE&ER

Milk secretion Rats (postpartum) Gavage SPRI-K SN 431 [Ex4.2.2.5.4] ZEER

S BRI AE BAEH

Net effects on liver drug-metabolizing Rats Gavage SPRI-L SN.365 [EHt4.2.2.6.1] =EER

enzymes

Net effects on liver drug-metabolizing Rats Gavage SPRI-L SI\.374 [EHt4.2.2.6.2] =EER

enzymes

Inhibition of human UGTs Human liver In vitro SPRI-K DM27201 [Ekt4.2.2.4.7] Z2HEE
microsomes

Inhibition of human CYPs Human liver In vitro SPRI-L SN.048 [E#}4.2.2.6.3] &k
microsomes

Inhibition of steroid biosynthesis Rat testicular In vitro SPRI-L sNl379 [BEkH4.2.2.6.4] BEEE
microsomes and
adrenal subcellular
fractions

Inhibition of steroid biosynthesis Dog testicular S-10 In vitro SPRI-L s 193 [BEkH4.2.2.6.5] BEEE
and adrenal
subcellular fractions

Substrate for P-gp Microsomal In vitro SPRI-L SN.147 [&#+4.2.2.6.6] &E&EE

membranes from
CRIR12 cells
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Inhibition of P-gp NIH 3T3-G185 cell In vitro SPRI-L snlos2 [EFl4.2.2.6.7] 5B EE
line
Transporter uptake and inhibition into Human hepatocytes In vitro MRL PK001MK5592 [&Ft4.2.2.6.8] 5 &k
human hepatocytes
OATP1B1-mediated uptake HEK293 cells In vitro MRL PK001MK5592 [&#14.2.2.6.8] ZHEGH
transfected with
OATPIB1
OATP1B3-mediated uptake HEK293 cells In vitro MRL PK001MK5592 (& #14.2.2.6.8] ZHEEGH
transfected with
OATPIB3
OATP1BI1-inhibitions MDCKII cells In vitro MRL PK001MK5592 [&%}4.2.2.6.8] & &k}
transfected with
OATPIB1
OATP1B3-inhibitions MDCKII cells In vitro MRL PK001MK5592 [&%}4.2.2.6.8] & &k}
transfected with
OATP1B3
a: [ | WI (currently );
= s , MI; MRL = Merck Research
Laboratories, Rahway, NJ; s , VA; = s , MA; SPRI-K = Schering-Plough Research Institute, Kenilworth
NJ: SPRI-L = Scherir}ll -Plough Research Institute, Lafayette, NJ; SPRI-S = Schering-Plough Research Institute, Summit, NJ; - = ,_, NJ;-
- I
b: GLP
CYP = cytochrome P-450; EFD = embryo-fetal development; IV = intravenous; FMO = Flavin monooxygenase; OATP = organic anion transporting polypeptide; P-gp = P-glycoprotein; PO =
oral; POS IV Suspension = suspension of lipid coated posaconazole particles; UGT = Uridine 5’-diphosphate-glucuronosyltransferase
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Study number:

Location in CTD:
Species/Strain:

Number of animals/Gender:
Feeding condition:

snIl+30

[&kH4.2.2.2.1]

Mouse/Crl:CD-1 VAF/PLUS® (ICR)BR
9/sex/group/time point

Food available ad libitum

Vehicle/Formulation: HPBCD/solution MC/suspension
Method of administration: IV bolus Gavage
Dose (mg/kg): 10 20
Sample: Plasma Plasma
Analyte: 14C Posaconazole 14C Posaconazole
Assay: LSC HPLC-UV LSC HPLC-UV
PK parameters: Male Female Male Female Male Female Male Female

Cmax (ug Eq/mL or pg/mL) 6.83 7.62 6.81 8.24 5.52 5.06 5.20 5.03
Tmax (hr) 0.083 0.167 0.083 0.167 4 12 4 12
AUC (pg Eq-hr/mL or pg-hr/mL) 109 123 92.7 108 108 102 98.6 98.2
Time for AUC calculation (hr) 0-96 0-96 0-0 0-c0 0-72 0-48 0-0 0-c0
ti2 (hr) -- -- 7.06 6.66 -- -- 6.25 4.78
Absolute bioavailability (%) -- -- -- -- -- -- 53 45
CL (L/hr/kg) -- -- 0.103 0.090 -- -- -- --
Vass (L/kg) -- -- 1.18 1.01 -- -- -- --

- The specific activity of the radiocarbon was 11.3 pCi/mg and radiochemical purity was >96.1%.
- Blood was collected from 9 mice/sex/time point at selected times up to 168 hr postdose, and pooled before centrifugation so that there were 3 pooled samples/sex/time point.

- Blood to plasma concentration ratios were less than one after both IV and oral administration to mice, indicating little or no sequestration of drug-derived radiocarbon into blood cells.
- The ratio of posaconazole to total radiocarbon AUC(tf) values suggested that 84% (male, IV) to 96% (female, oral) of total radiocarbon in mouse plasma was due to parent drug.
HPBCD =40% 2-hydroxypropyl-B-cyclodextrin; HPLC-UV = high performance liquid chromatography with UV detection; IV=intravenous; LSC = liquid scintillation counting; MC = 0.4%

aqueous methylcellulose.
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Study number:

Location in CTD:
Species/Strain:

Number of animals/Gender:
Feeding condition:

sNiz62

[&FH4.2.2.2.2]
Mouse/Crl:CD-1(CR) BR VAF/PLUS®
6/Male/dose/time point

Food available ad libitum

Vehicle/Formulation: | MC/suspension
Method of administration: | Gavage
Dose (mg/kg): 15 60 90
Sample: Plasma Plasma Plasma
Analyte: 14C Posaconazole 14C Posaconazole 14C Posaconazole
Assay: LSC HPLC-UV LSC HPLC-UV LSC HPLC-UV
PK parameters:

Cmax (ng Eq/mL or pg/mL) 4.03 3.89 11.6 10.7 15.0 13.8
Trmax (hr) 6 6 8 8 8 8
AUC (pg Eq-hr/mL or pg-hr/mL) 79.1 53.3 327 282 414 359
Time interval for AUC calculation (hr) 0-48 0-24 0-48 0-48 0-48 0-48
ti/2 (hr) -- -- -- -- -- --

- The specific activity of the radiocarbon was 11.3 pCi/mg and radiochemical purity was >98.0%.

- Blood was collected from 6 mice/time point at selected time points up to 48 hr postdose and pooled according to time and dose levels before centrifugation.

- Based on the ratio of parent drug to radioactivity AUC values, posaconazole accounted for 67, 86, and 87% of the plasma radioactivity in the 15, 60, and 90 mg/kg dose groups,

respectively.

HPLC-UV = high performance liquid chromatography with UV detection; LSC = liquid scintillation counting; MC = 0.4% aqueous methylcellulose.
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Study number: | D-46069
Location in CTD: | [&¥}4.2.2.2.3]
Species/Strain: | Mouse/CF1
Number of animals/Gender: | 4/Male/time point®
Vehicle/Formulation: | Clinical oral suspension in sterile water
Method of administration: | Gavage
Dose (mg/kg): | 20
Sample: | Plasma
Analyte: | Posaconazole
Assay: | LC-MS/MS
PK parameters: Uninfected Infected®
Chmax (p,g/mL) 5.58 5.26
Tmax (hr) 3.00 7.00
AUC (pg-hr/mL) 105 127
Time for AUC calculation (hr) 0-0 0-c0
ti2 (hr) 9.04 10.3
a: Blood samples were collected at selected time points up to 48 hr postdose. Plasma PK parameters were calculated using the mean concentrations.
b: Mice were infected (IV via tail vein) with 5 x 10¢ colony forming units of C. albicans 4 hr prior to posaconazole administration.

IV = intravenous; LC-MS/MS = high-performance liquid chromatography with tandem mass spectrometry.
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Study number: sNIEz30 sN428
Location in CTD: [EFk4.2.2.2.4] [&#t4.2.2.2.5]
Species/Strain: Rat/Crl:CD®BR VAF/Plus®? Rat/Hsd:Sprague Dawley®
Number of animals/Gender: 3/sex/time point 3/sex/time point 3/sex/time point
Feeding condition: Fasted Fasted Food available ad libitum
Vehicle/Formulation: HPBCD/solution MC/suspension MC/suspension
Method of administration: IV bolus Gavage Gavage
Dose (mg/kg): 20 20 20
Sample: Plasma Plasma Plasma
Analyte: 14C Posaconazole 14C Posaconazole 14C Posaconazole
Assay: LSC HPLC-UV LSC HPLC-UV LSC HPLC-UV
PK parameters: Male Female Male Female Male Female Male Female Male Female Male Female
Cmax (ng Eq/mL or pg/mL) 10.1 12.3 8.79 10.5 0.695 1.46 0.572 1.12 3.48 3.18 1.96 2.29
Tmax (hr) 0.167¢ 0.167¢ 0.167¢ 0.167¢ 2 6 2 6 12 12 8 12
AUC (pg Eq-hr/mL or pg-hr/mL) 159 258 96.6 163 11.8 27.4 6.49 19.2 72.4 104 47.6 82.4
Time interval for AUC 0-96 0-168 0-0 0-00 0-48 0-48 0-0 0-00 0-48 0-72 0-0 0-0
calculation (hr)
ti2 (hr) -- -- 10.8 20.1 -- -- 8.5 10.7 -- -- 10.2 11.3
Absolute bioavailability (%) -- -- -- -- -- -- 6.7 11.8 -- -- 49.34 50.6¢
CL (L/hr/kg) -- -- 0.207 0.123 -- -- -- -- -- -- -- --
Vass (L/kg) -- -- 3.20 3.55 -- -- -- -- -- -- -- --

- The specific activity of the radiocarbon was 3.58 nCi/mg and radiochemical purity was >97.8% in SN.330. The specific activity of the radiocarbon was 1.97 pCi/mg and radiochemical
purity was >96.3%.

- Blood samples were collected at selected time points up to 168 hr postdose in SI\.330 and up to 120 hr postdose in SI\.428. Plasma PK parameters were calculated using the mean
concentrations.

- Based on the ratio of parent drug to radioactivity AUC values, posaconazole accounted for 47 to 78% of plasma radioactivity.

a Sprague Dawley rats purchased from*.

b: Sprague Dawley rats purchased from

c First sample collected.

d: Absolute bioavailability was calculated using AUC values following IV administration obtained from SI\.330.

HPBCD =40% 2-hydroxypropyl-p-cyclodextrin; HPLC-UV = high performance liquid chromatography with UV detection; IV = intravenous; LSC = liquid scintillation counting; MC = 0.4%

aqueous methylcellulose.
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Study number:

Location in CTD:
Species/Strain:

Number of animals/Gender:
Feeding condition:

snI+29

[&kH4.2.2.2.6]

Rat (pregnant)/Hsd:Sprague Dawley SD
3/Female/time point

Food available ad libitum

Vehicle/Formulation: | MC/suspension
Method of administration: | Gavage
Dose (mg/kg): | 20
Sample: | Plasma
Analyte: 14C Posaconazole
Assay: LSC HPLC-UV
PK parameters:

Cmax (ug Eq/mL or pg/mL) 2.99 2.32
Tmax (hr) 8 4
AUC (pg Eq-hr/mL or pg-hr/mL) 74.7 52.5
Time interval for AUC calculation (hr) 0-48 0-c0
ti/2 (hr)? -- 12.9

- The specific activity of the radiocarbon was 4.15 uCi/mg and radiochemical purity was >97.8%.
- Blood samples were collected at selected time points up to 48 hr postdose. Plasma PK parameters were calculated using the mean concentrations.
HPLC-UV = high performance liquid chromatography with UV detection; LSC = liquid scintillation counting; MC = 0.4% aqueous methylcellulose.
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Study number: SN.331
Location in CTD: | [&#}4.2.2.2.7]
Species/Strain: | Rat/Crl:(LE)BR
Number of animals/Gender: | 3/sex/time point
Feeding condition: | Fasted
Vehicle/Formulation: | MC/suspension
Method of administration: | Gavage
Dose (mg/kg): | 20
Sample: | Plasma
Analyte: 14C Posaconazole
Assay: LSC HPLC-UV
PK parameters: Male Female Male Female
Cmax (ng Eq/mL or pg/mL) 0.777 1.07 0.619 0.945
Tmax (hr) 4 8 4 4
AUC (pg Eq-hr/mL or pg-hr/mL) 21.0 24.4 11.8 22.3
Time for AUC calculation (hr) 0-48 0-72 0-24 0-0
t1/2 (hr) -- -- ND? 11.7

- The specific activity of the radiocarbon was 3.58 uCi/mg and radiochemical purity was >97.7%.
- Blood samples were collected at selected time points up to 168 hr postdose. Plasma PK parameters were calculated using the mean concentrations.
a:  ti2 was not determined (ND) for males due to the fluctuation in plasma levels during the terminal phase; a t12 value is required to calculate the AUCo- value.

HPLC-UV = high performance liquid chromatography with UV detection; LSC = liquid scintillation counting; MC = 0.4% aqueous methylcellulose.
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Study number: | SN . 034
Location in CTD: | [&¥}4.2.2.2.8]
Species/Strain: | Rat/Crl:CD® (SD) BR VAF/Plus® with jagular vein-catheter
Number of animals/Gender: | 5/sex/dose

Feeding condition:
Vehicle/Formulation:

Food available ad libitum
POS 1V Suspension

Method of administration/Duration of dosing: | IV bolus
Dose (mg/kg); | 30, 60
Sample; | Plasma
Analyte; | Posaconazole
Assay; | LC-MS/MS

PK parameters:

Mean AUCo-24nr [pg-hr/mL] (%CV)

Dose (mg/kg) Male Female Male + Female
30 111.026 (7) 112.275 (8) 111.651 (7)
60 190.705 (3) 182.487 (12) 186.596 (8)

- Blood samples were collected at selected time points up to 24 hr postdose. Plasma PK parameters were calculated for each individual animal.
IV = intravenous; LC-MS/MS = high-performance liquid chromatography with tandem mass spectrometry; POS IV Suspension = suspension of lipid coated posaconazole particles.
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Study number: | DM27398
Location in CTD: | [&#}4.2.2.2.9]
Species/Strain: | Rabbit/New Zealand White
Number of animals/Gender: | 11/Female (n=5 for Control, n=6 for Neutropenic)
Feeding condition: | Non-Fasted
Vehicle/Formulation: | POS IV Suspension
Method of administration: | IV Bolus
Dose (mg/kg): | 3.76 for neutropenic / 3.63 for control
Sample: | Plasma
Analyte: | Posaconazole
Assay: | LC-MS/MS

PK parameters [Mean (%CV)]: Control Neutropenic
Cmax (ng/mL)? 1.74 (12) 1.83 (9)
Tmax (hr) 2.40 (37) 2.17 (45)
AUC (pg-hr/mL)? 20.1 (20) 24.4 (12)
Time interval for AUC calculation (hr)® 0-00 0-c0
ti2 (hr) 6.20 (14) 8.06 (13)

a:
b:

Neutropenia was chemically-induced via an intravenous 2 minute infusion of cytarabine. Granulocyte counts were measured for neutropenic rabbits to verify chemical-induction of
neutropenia and in control animals to confirm rabbits were not neutropenic. To prevent development of opportunistic bacterial infection, neutropenic rabbits were administered
intravenous ceftazidime 75 mg/kg twice daily. vancomycin 15 mg/kg daily, and gentamicin 5 mg/kg every second day. For neutropenic rabbits, antibiotic therapy began on Day 4 of the
chemically-induced immunosuppression. ™ (beneficial bacteria) was also started on Day 4 to prevent antibiotic-induced diarrhea. Control rabbits were administered antibiotics
andim as per neutropenic rabbits prior to posaconazole dosing for 4 days.
Posaconazole was quantifiable in plasma for up to 24 hr (neutropenic and control groups) postdose.

Values from the report were rounded to three significant figures.

Plasma was collected at selected time points up to 24 hr postdose; the 0-hr plasma concentration was set equal to zero to calculate the AUC value.

IV = intravenous; LC-MS/MS = high-performance liquid chromatography with tandem mass spectrometry; POS IV Suspension = suspension of lipid coated posaconazole particles.
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Study number: SN.332
Location in CTD: | [&#}4.2.2.2.10]
Species/Strain: | Dog/Beagle
Number of animals/Gender: | 3/sex/group
Feeding condition: | Fasted
Vehicle/Formulation: HPBCD/solution MC/suspension
Method of administration: IV bolus Gavage
Dose (mg/kg): 5 20
Sample: Plasma Plasma
Analyte: 14C Posaconazole 14c Posaconazole
Assay: LSC HPLC-UV LSC HPLC-UV
PK parameters [Mean (%CV)]: Male Female Male Female Male Female Male Female

Cmax (ng Eq/mL or pg/mL) 2.05 (15) 2.20 (20) 1.91 (8) 2.13 (19) 0.660 (67) 0.582 (44) 0.603 (52) 0.541 (34)
Tmax (hr) 0.167 (0) 0.167 (0) 0.278 (69) 0.278 (69) 34.7 (67) 17.7 (149) 36.0 (58) 21.0 (113)
AUC (pg Eq-hr/mL or pg-hr/mL) 93.3 (19) 110 (29) 67.5 (12) 80.4 (31) 50.4 (67) 34.0 (72) 45.1 (42) 31.1 (49)
Time interval for AUC calculation 0-96/0-168 0-96/0-168 0-00 0-0 0-72/0-168 0-72/0-168 0-0 0-00
(hr)
ti2 (hr) -- -- 21.6 (10) 26.7 (21) -- -- - --
Absolute bioavailability (%) -- -- -- -- -- -- 13.3 7.91
CL (L/hr/kg) -- -- 0.065 (12) 0.059 (27) -- -- --
Vass (L/kg) -- -- 2.13 (18) 2.31 (10) -- -- --

- The specific activity of the radiocarbon was 0.992 pnCi/mg and radiochemical purity was >97.8%.
- Blood samples were collected at selected time points up to 168 hr postdose. Plasma PK parameters were calculated for each individual animal.
- HPLC analysis of 0-168 hr pooled plasma samples indicated that 75-83% and 93-95% of the radioactivity co-eluted with posaconazole after oral and IV administration, respectively.

Pooled plasma was prepared by mixing equal volumes of plasma at all time points.

- The degree of absorption of radioactivity, calculated as the ratio of dose-normalized (AUC(tf),raq,p0 Xx100)/AUC(tf);aq,1v, Was 13.5% (male) and 7.7% (female).

HPBCD =40% 2-hydroxypropyl-p-cyclodextrin; HPLC-UV = high performance liquid chromatography with UV detection; IV = intravenous; LSC = liquid scintillation counting; MC = 0.4%

aqueous methylcellulose.
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Study number:
Location in CTD:
Species/Strain:

sN248
[&#t4.2.2.2.11]
Dog/Beagle (bile duct-cannulated)

sNl+87
[&#t4.2.2.2.12]

Dog/Beagle (bile duct-cannulated)

Number of animals/Gender: Session II: 1V; 3/Male, Session I: IV; 3/Male; Oral 3/Male 7/Male
Feeding condition: Food available ad libitum Food available ad libitum
Vehicle/Formulation: HPBCD/solution MC/suspension capsule
Method of administration: IV bolus Gavage PO
Dose (mg/kg): 5 20 18 (200 mg)
Sample: Plasma Plasma Plasma
Analyte: 14C Posaconazole 14C Posaconazole Posaconazole
Assay: LSC HPLC-UV LSC HPLC-UV HPLC-UV
PK parameters [Mean(%CV)]: Session II? Session I Session II? Session I° | Session I’ Session I Phase 1° Phase 2°  Phase 3*
Cmax (ng Eq/mL or pg/mL) 3.07 (10) 2.56 (31) - - 1.56 (30) 1.37 (30) 1.32 (88) 1.70 (44) 1.23 (74)
Tmax (hr) 0.139 (70) 0.139 (70) -- -- 28 (65) 28 (65) 9.57 (76) 14.6 (63) 6.29 (67)
AUC (pg Eq-hr/mL or pg-hr/mL) 44.9 (41) 42.2 (51) 44.6 (26) 56.5 (40) 77.7 (29) 61.8 (32) 53.0 (96) 79.9 (50) 48.8 (81)
Time interval for AUC calculation (hr) | 0-24/0-48/ 0-36/0-72 0-00 0-00 0-72 0-72 0-72 0-72 0-72
0-72
ti2 (hr) -- -- 22.8 (33) 27.4 (37) -- -- - -- --
CL (L/hr/kg) - - 0.120 (32) 0.101 (51) - - - - -
Vass (L/kg) -- -- 4.06 (24) 3.31(2) -- -- - -- --

- In SN.248, the specific activity of the radiocarbon and radiochemical purity was 1.97 and 11.3 pCi/mg and >96.3% and >96.4%, respectively.

- Blood was collected at selected time points up to 72 hr postdose. Plasma PK parameters were calculated for each individual animal.

- There was no evidence of significant enterohepatic recirculation or that the presence of bile facilitated absorption.

observed in fed vs. fasted dogs after an oral dose were probably not due to the presence of more bile acids in the gut during a meal.
a: Bile was not collected during this segment of the study.
b: Bile was collected during this segment of the study.
HPBCD = 40% 2-hydroxypropyl-p-cyclodextriny HPLC-UV = high performance liquid chromatography with UV detection; IV = intravenous; LSC = liquid scintillation counting; MC = 0.4%
aqueous methylcellulose; PO = oral.

Therefore, the higher concentrations of posaconazole that were
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Study number:

Location in CTD:
Species/Strain:

Number of animals/Gender:
Feeding condition:
Vehicle/Formulation:
Method of administration:

DM27600
[&£t4.2.2.2.14]

Monkey / Cynomolgus (Macaca fascicularis)

16/Male (4/group)
Food and water were available ad libitum
SBECD Injectable Solution

IV infusion (15 min for Groups 1 and 3, 60 min for Groups 2 and 4)

Dose (mg/kg): | 4 or 8
Sample: | Plasma
Analyte: | Posaconazole
Assay: | LC-MS/MS

PK parameters: [Mean (%CV)]
Group 1 2 3 4
Actual Dose (mg/kg) 4.11 3.89 8.08 7.22
Infusion time (min) 15 60 15 60
Number of Monkeys 4 2¢ 2¢ 34
Crmax (ng/mL)? 0.849 (11) 0.902 (NC) 2.23 (NC) 1.62 (31)
Tmax (hr) © 0.75 (0.25-1) 1.00 (1, 1) 0.625 (0.25, 1) 1.00 (1-2)
AUC (pg-hr/mL)? 14.2 (10) 14.7 (NC) 50.5 (NC) 32.6 (53)
Time interval for AUC calculation (hr)® 0-00 0-c0 0-c0 0-c0
CL (L/hr/kg) 0.292 (8) 0.264 (NC) 0.160 (NC) 0.256 (39)
Vuss (L/kg) 4.44 (5) 4.03 (NC) 3.48 (NC) 3.99 (25)
ti2 (hr) 11.5 (5) 11.8 13.5 11.8 (26)

a: Values from the report were rounded to three significant figures.

b: Plasma was collected at selected time points up to 120 hr after the start of the infusion.

c: 2 monkeys were excluded from calculation of means due to absolute, dose deviations >15%.

d: 1 monkey was excluded from calculation of means due to absolute, dose deviations >15%.

e: median (range)

1V = intravenous; LC-MS/MS = high-performance liquid chromatography with tandem mass spectrometry; NC: not calculated (%CV not calculated when n<3); SBECD = betadex sulfobutyl

ether sodium
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Study number:

Location in CTD:
Species/Strain:

Number of animals/Gender:

sNI443
[&#t4.2.2.2.15]
Monkey / Cynomolgus (Macaca fascicularis)

8/Male (4/group)

Feeding condition: | Fasted
Method of administration: | IV bolus
Dose (mg/kg): | 8
Sample: | Plasma
Analyte: | Posaconazole
Assay: | LC-MS/MS
PK parameters [Mean (%CV)]

Vehicle/Formulation POS 1V Suspension HPBCD Solution
Cmax (ng/mL) 9.32 (24) 4.26 (26)
Tmax (hr) 0.046 (55) 0.0332 (0)
AUC (pg-hr/mL) 39.2 (29) 43.1 (6)
Time for AUC calculation (hr) 0-0 0-c0
ti2 (hr) 23.3 (21 14.6 (16)

- Posaconazole was quantifiable in plasma for up to 48 hr postdose.
- Values from the report were rounded to three significant figures, except for Tpmax.
- Plasma was collected at selected time points up to 48 hr post-dose. Because the 0-hr plasma concentration was set equal to zero to calculate the AUC value, the AUC was

under-estimated.
a: Time of first collected sample

HPBCD = 40% 2-hydroxypropyl-B-cyclodextrin; IV = intravenous; LC-MS/MS = high-performance liquid chromatography with tandem mass spectrometry; POS IV Suspension = suspension of

lipid coated posaconazole particles.
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Study number: | DM27344
Location in CTD: | [&#}4.2.2.2.13]
Species/Strain: | Monkey / Cynomolgus (Macaca fascicularis)
Number of animals/Gender: | 24/Male (6/group)
Feeding condition: | Monkeys were fasted overnight and food was returned ~4 hr post-dose
Vehicle/Formulation: | Oral: Clinical oral suspension (Group 1) and prototype capsule formulations (Groups 2-4)
Method of administration: | PO (Group 1 to 4)
Sample: | Plasma
Analyte: | Posaconazole
Assay: | LC-MS/MS
PK parameters: [Mean (%CV)]
Group 1 2 ] 3 ] 4
Formulation Oral Suspension B B ¥ 2
Dose 60 mg 60 mg 60 mg 60 mg
Cmax (ng/mL)? 0.261 (25) 1.28 (15) 1.48 (22) 0.531
b 4.00 4.00 4.00 4.00
Tmax (hr) (4-4) (4-4) (4-8) (4-8)
AUC (pg-hr/mL)? 4.95 (30) 29.6 (24) 38.4 (28) 11.4 (47)
Time for AUC calculation (hr) 0-48 0-72/0-96 0-72/0-96 0-48/0-72
ti2 (hr) 13.7 (19) 11.6 (12) 11.5(7) 11.6 (13)
CL/F (L/hr 11.8 (29) 2.11 (24) 1.66 (30) 6.14 (46)
- The and formulations were prepared from polymeric excipients HPMCAS-. and HPMCAS-., respectively.

- Plasma was collected at selected time points up to 120 hr postdose.
a: Values from the report were rounded to as many as three significant figures.

b: Median (range)

LC-MS/MS = high-performance liquid chromatography with tandem mass spectrometry; PO = oral.
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Study number:

Location in CTD:
Species/Strain:

Number of animals/Gender:

DM 27489
[&#t4.2.2.2.16]

Monkey / Cynomolgus (Macaca fascicularis)
8/Male (4/group) [3 groups: 1 group (Group 1) of 4 monkeys and 2 groups (Groups 2 to 3) of 4 monkeys/group in

cross-over design]

Feeding condition: | Fasted
Method of administration: | Oral
Dose (mg): | 60
Formulation: | Tablet A tablet), Capsule _, _ capsule), Tablet B
, tablet)
Sample: | Plasma
Analyte: | Posaconazole
Assay: | LC-MS/MS
PK parameters [Mean (%CV)]
Group/Formulation Group 1 (Tablet A) Group 2 (Capsule) Group 3 (Tablet B)
Cmax (ng/mL) 1.71 (29) 1.69 (75) 2.54 (23)
Tmax (hr)® 7(7-7) 27.5 (4-48) 4 (4-4)
AUC (pg-hr/mL) 69.5 (40) 64.0 (71) 77.7 (42)
Time interval for AUC calculation (hr) 0-72 0-72 0-72
ti2 (hr) 22.5 (15) 27.4 (NC)* 23.1 (32)
- Blood samples were collected at selected time points up to 72 hr post-dose.
a: n=2 (CV not calculated when n<3).
b: median (range).

LC-MS/MS = high-performance liquid chromatography with tandem mass spectrometry; NC = not calculated.
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Study number: | SN . 034
Location in CTD: | [&#}4.2.2.2.17]
Species/Strain: | Rat/Crl:CD® (SD) IGS BR VAF/Plus®
Number of animals/Gender: | 3/sex/dose/time point
Feeding condition: | Food available ad libitum
Vehicle/Formulation: | POS IV Suspension
Method of administration/Duration of dosing: | IV Bolus once daily for 27 days
Dose (mg/kg); | 2,4, 8, 12
Sample; | Plasma
Analyte; | Posaconazole
Assay; | LC-MS/MS

PK parameters: Mean AUCo-24nr (ng-hr/mL)
Day 1 Day 27
Dose (mg/kg) Male Female Male Female
2 NA 5.12 NA 13.1
4 7.57 12.2 16.1 32.3
8 16.7 27.9 41.9 77.9
12 32.1 NA 81.4 NA

- Blood samples were collected at selected time points up to 24 hr postdose on Day 1 and Day 27.

IV = intravenous; LC-MS/MS = high-performance liquid chromatography with tandem mass spectrometry; NA = not applicable; POS IV Suspension = suspension of lipid coated posaconazole
particles.
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Study number: | SNIJ410 sNi233
Location in CTD: | [&#}4.2.2.2.18] [&¥+4.2.2.2.19]
Species/Strain: | Rat/Crl:CD (SD) Rat/Crl:CD (SD)
Number of animals/Gender: | 2-3/Female/group/time point 3/Female/group/time point
Feeding condition: | Food available ad libitum Food available ad libitum
Vehicle/Formulation: | Lipid Formulation®/Solutol HS15 Formulation®/40% Lipid Formulation?/ HPBCD Formulation?/40% Captisol
Captisol Formulation® Formulation®
Method of administration/Duration of dosing: | 15-min IV Infusion once daily for 14 days 15-min IV Infusion once daily for 15 days
Dose (mg/kg); | 10 10
Sample; | Plasma Plasma
Analyte; | Posaconazole Posaconazole
Assay; | LC-MS/MS LC-MS/MS
Formulation Lipid Solutol HS15 40% Captisol Lipid HPBCD 40% Captisol
Mean AUCo-24nr on Dayl4 or Dayl5 (ug-hr/mL) 64.7 161 122 91.1 140 108

Blood samples were collected at selected time points up to 24 hr postdose on Day 14 or Day 15.

Posaconazole injectable suspension consisting of 50 mg/mL posaconazole in 1-palmitoyl-2-oleoyl-snglycero-3-phosphocholine, diluted with 5% Dextrose for Injection.
Formulation consisting of 10 mg/mL posaconazole, 750 mg/mL Solutol HS15 and 150 mg/mL ethanol, diluted with 0.9% Sodium Chloride for Injection.

Formulation consisting of 20 mg/mL posaconazole, 400 mg/mL Captisol and 0.1 mg/mL edetate disodium, diluted with 0.9% Sodium Chloride for Injection.
Formulation consisting of 10 mg/mL posaconazole, 200 mg/mL HPBCD, and 9 mg/mL tartaric acid, diluted with appropriately 5% dextrose prior to administration.

: Formulation consisting of 5 mg/mL posaconazole, 200 mg/mL Captisol, diluted with appropriately 5% dextrose prior to administration

IV = intravenous; LC-MS/MS = high-performance liquid chromatography with tandem mass spectrometry.

e TR
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Study number:

Location in CTD:

Species/Strain:

Number of animals/Gender:

Feeding condition:

Vehicle/Formulation:

Method of administration/Duration of dosing:

sNI259
[&Fk4.2.3.4.1.1]

Mouse/Crl:CD-1® (ICR)BR VAF/Plus®

5-6/sex/time point
Fed
Diet admixture
Oral/21 days

sNII338
[&#4.2.3.7.2.3]

9-10/sex/dose/day
Fed
Diet admixture
Oral/91 days

sNos7
[&#+4.2.3.4.1.2]

6/sex/dose
Fed
Diet admixture
Oral/85 days

Dose (mg/kg): 15, 30, 60 10, 30, 90 15, 60, 90
Sample: Plasma Plasma Plasma
Analyte: Posaconazole Posaconazole Posaconazole

Assay: HPLC-UV LC-MS/MS HPLC-UV
PK parameters: AUCo-240* (ug-hr/mL) AUC-24n° (ug-hr/mL) AUCo-24n° (pg-hr/mL)
Dose (mg/kg) Male Female Male Female Male Female
10 -- -- 88.8 144 -- --
15 101 91.8 - -- 95.5 113
30 157 165 226 379 -- --
60 252 254 - -- 259 305
90 -- -- 430 432 374 434

Posaconazole plasma concentrations determined between 10 AM and 12 noon on Day 4 (due to unscheduled deaths) were similar in mice dosed at 120
17.3 pg/mL, females) and 240 mg/kg (16.7 pg/mL, males; 20.9 pg/mL, females), and almost 2-fold those observed at 60 mg/kg on Days 21 and 22 (SN
After 28 days post last dose, plasma levels in the 90 mg/kg dose group showed that posaconazole were the lower limit of quantitation (10.0 ng/mL) (SN

259).
338).

nidkg (16.7 pg/mL, males;

Plasma collected at 0, 4, and 13 hr after removal of food admixed with posaconazole; 24 hr plasma concentration assigned same value as 0 hr (6 PM, Day 21) plasma concentration,

assuming steady state.

A single plasma concentration per mouse was determined on Day 92. AUC_,4 i (not listed in the report) was calculated by multiplying the mean of Day 92 plasma concentrations by 24 hr.

A single plasma concentration per mouse was determined between 7 and 8 AM on Day 86.

concentration by 24 hr.

AUC .24 1 (not listed in the report) was calculated by multiplying the mean plasma

HPLC-UV = high performance liquid chromatography with UV detection; LC-MS/MS = high-performance liquid chromatography with tandem mass spectrometry.
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Study number: snozs sNoso
Location in CTD: [&#+4.2.3.4.1.4] [&#+4.2.3.4.1.3]
Species/Strain: Mouse/Crl:CD®-1 (ICR)BR VAF/Plus® Mouse/Crl:CD®-1 (ICR)BR VAF/Plus®
Number of animals/Gender: 5-6/sex/dose 4-6/sex/dose
Feeding condition: Fed Fed
Vehicle/Formulation: Diet admixture Diet admixture
Method of administration/Duration of dosing: Oral/85 days Oral/158 or 377 days
Dose (mg/kg): 10, 30, 90 10, 30, 60/90*
Sample: Plasma Plasma
Analyte: Posaconazole Posaconazole
Assay: HPLC-UV HPLC-UV
PK parameters: AUC-24n° (ug-hr/mL) AUCo-24n° (pg-hr/mL)
Dose (mg/kg) Male Female Male Female
10 78.5 76.6 70.1 78.7
30 217 252 144 222
90 386 468 2132 276*

- Although mean posaconazole plasma concentrations were slightly higher in female than male mice at all doses, there was considerable overlap in individual male and female values within
the same dose, and no consistent sex-related differences in exposure could be established (SN [l 089).

a: High-dose group in SN 089 received 60 mg/kg for Weeks 1-5, 90 mg/kg for Weeks 6-23, and rodent diet only for Weeks 24 to 56. Plasma samples were collected on Day 158 due to
early fatality of animals.

b: A single plasma concentration per mouse was determined on Day 85. AUCq.24 ir (not listed in the report) was calculated by multiplying the mean plasma concentration by 24 hr.

c:  Asingle plasma concentration per mouse was determined on Day 377 or Day 158. AUCq.24 i (not listed in the report) was calculated by multiplying the mean plasma concentration by
24 hr.

HPLC-UV = high performance liquid chromatography with UV detection.

2.6.5 FpEhRERER O R
- 27 -

C confidential




B at > —v EEHL B
2.6 FERGRRRBROMETE SO O 35
2.6.5 FpEhRERER O R

26.54E Sy M MC-RYaF V- IUXFERFEARTIFT V- IILZRERFZEORELEZEZEDORYIFT Y —IILOENERE/NS A
—5

WRWE o Ry —u

Study number: sN428 snii22 sNo72
Location in CTD: [&Fkt4.2.2.2.5] [&Fkt4.2.1.3.4] [&Fk4.2.3.2.1]
Species/Strain: Rat/Hsd:Sprague Dawley SD Rat/Crl:CD® (SD) IGS BR VAF/Plus® | Rat/Crl:CD® (SD) BR VAF/Plus®
Number of animals/Gender: 3/sex/time point 12/Male (6/time point) 4 or 5/sex/dose
Feeding condition: Food available ad libitum Food available ad libitum Food available ad libitum
Vehicle/Formulation: MC/suspension MC/suspension MC/suspension
Method of administration/Duration of dosing: Gavage/21 days Gavage/28 days Gavage/30 days
Dose (mg/kg): 20 90 15, 45, 90, 180
Sample: Plasma Plasma Plasma
Analyte: 14C Posaconazole Posaconazole Posaconazole
Assay: LSC HPLC-UV LC-MS/MS HPLC-UV
PK parameters: AUCo-24n* (ug-hr/mL) AUCo-24n* (ug-hr/mL) AUC2-24nr (ng-hr/mL)
Dose (mg/kg) Male Female Male Female Day 7 Day 28 Male Female
15 - - - - - - 26.8 40.7
20 63.8° 85.3° 39.7 74.2 -- -- -- --
45 - - - - - - 54.8 120
90 -- -- -- -- 80.7 96.1 68.4 137
180 -- -- -- -- -- -- 92.1 134

a:
b:
HPL

Plasma concentrations declined with t’2 values of 7.48 hr (male) and 15.3 hr (female) after 21 days of dosing (SN.428).
In the 180 mg/kg group, posaconazole plasma concentrations were above lower quantifiable limits in 2/5 male rats at 48 hr postdose and in 3/3 female rats at 48 and 72 hr postdose.

Posaconazole concentrations were below the limit of quantitation in all 5 males at 72 hr and for all rats at 120 hr post-final dose and following a four-week postdose period (SN
Time-dependent increases in plasma concentrations (Day 30 vs. Day 1) were noted in females at all doses and in males at 180 mg/kg (SN
were seen in males receiving 90 mg/kg with accumulation ratio (R) values of 3.15 and 3.75, respectively (SN

The specific activity of the radiocarbon was 1.97 uCi/mg and radiochemical purity was >96.3%.
AUC.24 v Was calculated using the 24 hr plasma concentration as the 0 hr plasma concentration.

ng Eqehr/mL

122).

074).

074). Day 7 and Day 28 vs. Day 1 increases

C-UV = high performance liquid chromatography with UV detection; LC-MS/MS = high-performance liquid chromatography with tandem mass spectrometry; LSC = liquid scintillation
counting; MC = 0.4% aqueous methylcellulose.
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Study number: sno76 sni23 sNs47
Location in CTD: [&F+4.2.3.2.2] [&#+4.2.3.7.3.1] [&#+4.2.3.7.3.2]
Species/Strain: Rat/Crl:CD® (SD) BR VAF/Plus® Rat/Crl:CD® (SD)IGS BR VAF/Plus®
Number of animals/Gender: 3/sex/dose/time point 4/sex/dose 4/Male
Feeding condition: Food available ad libitum Fed Fed
Vehicle/Formulation: MC/suspension Diet admixture Diet admixture
Method of administration/Duration of dosing: Gavage/177 days Oral/25 days Oral/28 days
Dose (mg/kg): 5, 15,45 5, 20 (female only), 30
30 (male only), 45
Sample: Plasma Plasma Plasma
Analyte: Posaconazole Posaconazole Posaconazole
Assay: HPLC-UV LC-MS/MS LC-MS/MS
PK parameters: AUCo-24n* (ug-hr/mL) AUCo-24n (ug-hr/mL) AUCo-24n° (ug-hr/mL)
Dose (mg/kg) Male Female Male Female Day 7 Day 28
5 12.2 30.4 19.7 28.1 -- --
15 31.5 57.0 -- -- -- --
20 - -- -- 195 -- --
30 - - 233 -- 212 267
45 59.2 132 236 236 -- --

a:

b:

Blood samples were collected at selected time points up to 24 hr postdose on Day 1 and Day 177. AUCg.o4 nr was calculated using the 24 hr plasma concentration as the 0 hr plasma

concentration.

A single plasma concentration was determined per rat 12 hr after the daily allotment of food was offered on the final day of dosing. AUCg_,4 i (not listed in the report) was calculated by

multiplying the mean plasma concentration by 24 hr.

HPLC-UV = high performance liquid chromatography with UV detection; LC-MS/MS = high-performance liquid chromatography with tandem mass spectrometry; MC = 0.4% aqueous
methylcellulose.
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Study number:

Location in CTD:

Species/Strain:

sNI2ss8
[&Fkt4.2.3.4.1.5]
Rat/Crl:CD® (SD) BR VAF/Plus®

sN P oss
[&F4.2.3.4.1.6]
Rat/Crl:CD® (SD) BR VAF/Plus®

sNoss
[&#+4.2.3.4.1.7]
Rat/Crl:CD® (SD)IGS BR VAF/Plus®

Number of animals/Gender: 2/sex/dose/time point 4/sex/dose 3-4/sex/dose
Feeding condition: Fed Fed Fed
Vehicle/Formulation: Diet admixture Diet admixture Diet admixture
Method of administration/Duration of dosing: Oral/28 days Oral/89 days Oral/363 days
Dose (mg/kg): 15, 30, 60 5, 30, 60 5, 10, 20 (female only), 30 (male only)
Sample: Plasma Plasma Plasma
Analyte: Posaconazole Posaconazole Posaconazole
Assay: HPLC-UV HPLC-UV HPLC-UV
PK parameters: AUCo-24n* (ug-hr/mL) AUCo-24n (ug-hr/mL) AUCo-24n° (ug-hr/mL)
Dose (mg/kg) Male Female Male Female Male Female
5 -- -- 33.4 47.3 29.0 46.8
10 -- -- -- -- 59.8 143
15 87.5 137 -- -- -- --
20 -- -- -- -- -- 264
30 201 264 148 262 202 --
60 275 298 242 203 -- --

- The 120 and 240 mg/kg group rats sacrificed on Day 6, 8, and 12 of the study had plasma concentrations similar to those observed at 60 mg/kg on Day 28 (SN.258).

- Plasma concentrations appeared to be sex-dependent with concentrations generally higher in females than in males (SN

258 and SN

088).

a: Blood samples were collected at selected time points up to 24 hr postdose on Day 28. AUCq.4 n»» Was calculated using the 24 hr plasma concentration as the 0 hr plasma concentration.
b: A single plasma concentration was determined per rat 12 hr after the daily allotment of food was offered. AUCy.o4 i (not listed in the report) was calculated by multiplying the mean

plasma concentration by 24 hr.

HPLC-UV = high performance liquid chromatography with UV detection.
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Study number:
Location in CTD:
Species/Strain:

snio72
['&#t4.2.3.5.2.4]
Rabbit/Hra:(NZW) SPF

Number of animals/Gender: | 3/Female/dose
Feeding condition: | Food available ad libitum
Vehicle/Formulation: | MC/suspension
Method of administration/Duration of dosing: | Orally by gastric intubation/Gestation Days 7-19*
Dose (mg/kg); | 20, 40, 80
Sample; | Plasma
Analyte; | Posaconazole
Assay; | HPLC-UV

PK parameters:
Dose (mg/kg)

AUCo-24nr (ng-hr/mL) [Mean (%CV)]

20 74.4 (25)
40 173 (41)
80 305 (28)

a:  Day of mating was designated as Day 0; plasma was collected up to 24 hr on Day 19.
HPLC-UV = high performance liquid chromatography with UV detection; MC = 0.4% aqueous methylcellulose.
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Study number: sNoo2 s 136 snio7s sNI28
Location in CTD: [&#+4.2.3.7.3.4] [&#+4.2.3.7.3.3] [&F+4.2.3.2.6] [&Fk+4.2.3.2.7]
Species/Strain: Dog/Beagle Dog/Beagle Dog/Beagle Dog/Beagle
Number of animals/Gender: 2/sex 4/Male 2-6/sex/dose 3/sex/dose
Feeding condition: Fed Fed Fed Fed
Vehicle/Formulation: MC/suspension MC/suspension MC/suspension MC/suspension
Method of administration/Duration of dosing: Gavage/5 days Gavage/5 days Gavage/28 days Gavage/28 days
Dose (mg/kg): 90 90 6, 15,45, 90 03,1,3,6
Sample: Plasma Plasma Plasma Plasma
Analyte: Posaconazole Posaconazole Posaconazole Posaconazole
Assay: HPLC-UV HPLC-UV HPLC-UV HPLC-UV
PK parameters: AUCo-24n* (pg-hr/mL) AUCo-24n* (pg-hr/mL) AUCo-24nr (pg-hr/mL) AUCo-24n° (ug-hr/mL)
Dose (mg/kg) Male Female Male Male Female Male Female
3 - - - - - 30.3 31.2
6 -- -- -- 39.0 36.6 55.2 53.2
15 - - -- 96.1 69.5 -- --
45 - - - 228¢ 2644 - -
90 274 219 242 326 276°¢ -- --

- Similar posaconazole plasma concentrations were noted ~23 hr or ~26 hr post-previous dose on Days 6, 10, 13, and 20 indicating that the drug had reached steady-state concentrations by

Day 6 (SN 092, SNl 136).

- Blood samples were collected at selected time points up to 24 hr on Day 28. AUC was calculated for each individual animal (SI\. 075 and SI\.218).
- Three out of five dogs in the 45-mg/kg group had low (0.6-1.3 pg/mL) plasma concentrations at 144 hr post-last dose on Day 28. No quantifiable levels were seen at 360 hr, 720 hr and

8 weeks post-last dose (SN
- n=3 (SN 075)

075).

a: A single plasma concentration was determined per dog on Day 6, 1 hr prior to dosing (~23 hr after previous dose). AUCq_»4 s (not listed in the report) was calculated by multiplying the
mean plasma concentration by 24 hr on Day 6.

HPLC-UV = high performance liquid chromatography with UV detection; MC = 0.4% aqueous methylcellulose.

b:  AUC.o4n could not be calculated for 0.3 and 1 mg/kg dose groups due to plasma concentrations below the lower limit of quantitation.
c: n=4
d n=6
e: n=2
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Study number: SN.077 SN.302 SN.029
Location in CTD: [&Ft4.2.3.2.8] [&Ft4.2.3.2.9] [&kt4.2.3.7.3.5]
Species/Strain: Dog/Beagle Dog/Beagle Dog/Beagle
Number of animals/Gender: 4/sex/dose 4/sex/dose 2 or 6/sex/group
Feeding condition: Fed Fed Fed
Vehicle/Formulation: MC/suspension MC/suspension MC/suspension
Method of administration/Duration of dosing: Gavage/178 days Gavage/384-387 days (55 weeks) Gavage/378 days
Dose (mg/kg): 3,10, 30 3,10, 302 302
Sample: Plasma Plasma Plasma
Analyte: Posaconazole Posaconazole Posaconazole
Assay: HPLC-UV HPLC-UV LC-MS/MS
PK parameters: AUCq.24n® (ug-hr/mL) AUC.24n° (ng-hr/mL) AUCq.24nd (ug-hr/mL)
Dose (mg/kg) Male Female Male Female Male Female
3 27.0 (6.27) 21.7 (3.42) 36.6 (8.71) 35.1(2.26) -- --
10 86.1 (10.6) 83.0 (17.1)¢ 128 (27.4) 122 (25.7)f -- --
30 183 (34.4)¢ 149 (23.3)¢ 222 (38.0)¢ 247 (66.5) 120 130

- Plasma concentrations in 3 dogs necropsied on Day 12 (1 male, 1 female in 30 mg/kg group) and Day 15 (1 female in the 10 mg/kg group) were ~2-fold higher than those observed in the
corresponding dose-group animals on Day 178 (SN.077).

- Blood samples were collected at selected time points up to 24 hr post dose on Day 178 (SI\.077).

- Blood samples were collected at selected time points up to 24 hr post dose during Weeks 6 and 55 (SI\. 302).

- AUC .24 nr Was calculated for each individual animal (SN. 077 and SI\.302).

a:  During Week 1 all dose groups received 3 mg/kg/day; during Week 2, the 3 and 10 mg/kg groups (SN.302 only) received their designated doses, and the 30 mg/kg groups received
10 mg/kg/day; at Week 3 all groups received their designated doses throughout the remainder of the studies.

b:  Mean (standard deviation, SD) values are listed.

c:  Reported AUCq.4i is the mean (SD) from Weeks 55; pharmacokinetic parameters indicate that posaconazole plasma levels were at steady-state by Week 6, thus 0 hr plasma concentration
assigned same value as 24 hr plasma concentration.

d:  Asingle plasma concentration was determined per dog on Days 42, 105, and on the day prior to their scheduled sacrifice at approximately 4 hr postdose. AUCy.o4 i (not listed in the report)
was calculated by multiplying the mean plasma concentration (across days) for each dog by 24 hr, then calculating the mean for each sex.

e: n=3.

f: One 10 mg/kg-dose female was replaced on Day 11; this animal was therefore only dosed for 376 days.

g:  n=23 for Weeks 6 and 55; one 30 mg/kg-dose male was sacrificed during Week 13.

HPLC-UV=high performance liquid chromatography with UV detection; LC-MS/MS=high-performance liquid chromatography with tandem mass spectrometry; MC=0.4% aqueous
methylcellulose.
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Study number: sN2st sNI2s3
Location in CTD: [&#h4.2.3.2.11] [&#t4.2.3.7.3.6]
Species/Strain: Monkey/Cynomolgus (Macaca fascicularis) Monkey/Cynomolgus (Macaca fascicularis)
Number of animals/Gender: 4/sex/dose 10/sex
Feeding condition: Fed Fed
Vehicle/Formulation: MC/suspension MC/suspension
Method of administration/Duration of dosing: Gavage/28 days Gavage/341 days
Dose (mg/kg): 15, 45, 90, 180 180
Sample: Plasma Plasma
Analyte: Posaconazole Posaconazole
Assay: LC-MS/MS LC-MS/MS
PK parameters: Crmax® (ng/mL) AUCo-24n* (ug-hr/mL) AUC-24n:° (ug-hr/mL)
Dose (mg/kg) Male Female Male Female Male Female
15| 1.65(60.9) 0.899 (26.2) | 31.5(59.2) 15.4 (19.8) - -
45 | 3.21(27.4) 2.61(62.3) | 64.2(41.2) 55.5(70.4) -- -
90 | 3.24(27.0) 2.39(46.0) | 67.7(27.9) 51.5(44.8) - -
180 | 4.53(28.2)  3.70(22.0) | 94.6 (30.1) 72.6 (27.1) 170 127

- Blood was collected at selected time points up to 24 hr postdose (SI\.281).

- Posaconazole plasma concentrations were below the lower limit of quantitation (4.00 ng/mL) by 15 to 80 days after the last dose (SN.283).

a:  Cpax and AUCq.o4 nr were calculated for each individual animal. Mean (%CV) values are listed.

b: A single plasma concentration was determined for each monkey on Days 81, 165, 264, and 341 approximately 4 hr postdose. AUCy.o4 1+ (not listed in the report) was calculated by
multiplying the mean plasma concentration (across days) for each monkey by 24 hr, then calculating the mean for each sex.

LC-MS/MS = high-performance liquid chromatography with tandem mass spectrometry; MC = 0.4% aqueous methylcellulose.
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Study number: SN.362
Location in CTD: | [&¥}4.2.2.2.2]

Species: Mouse/Crl:CD-1(CR) BR VAF/PLUS® Number of animals (M/F): 6/Male/dose/time point Feeding condition: Food available ad libitum
Vehicle/Formulation: MC/suspension Method of administration: Gavage Dose (mg/kg): 15, 60, and 90
Radionuclide: '“C Specific activity/Radiochemical Purity: 11.3 uCi/mg/>98.0% | Assay: Liquid scintillation counting
Sampling Time: 2 hr 4 hr 6 hr 8 hr 24 hr 48 hr
Tissue Dose ce T/P ce T/P ce T/P ce T/P ce T/P ce T/P
15 mg/kg 2.85 1.00 3.22 1.00 4.03 1.00 3.05 1.00 1.46 1.00 0.19 1.00
Plasma 60 mg/kg 7.25 1.00 8.96 1.00 8.42 1.00 11.6 1.00 8.29 1.00 0.61 1.00
90 mg/kg 8.19 1.00 10.6 1.00 12.6 1.00 15.0 1.00 8.19 1.00 4.37 1.00
15 mg/kg 21.7 7.61 23.0 7.14 25.6 6.35 23.7 7.77 10.2 6.99 2.51 13.2
Liver 60 mg/kg 473 6.52 64.0 7.14 59.8 7.10 83.1 7.16 53.5 6.45 6.21 10.2
90 mg/kg 53.7 6.56 70.8 6.68 76.5 6.07 111 7.40 47.0 5.74 333 7.62

- Liver radioactivity (based on AUC values) was approximately 7-fold higher than plasma radioactivity at all three dose levels.
a: mean pg Eq/mL (plasma) or pg Eq/g (liver).
MC = 0.4% aqueous methylcellulose; T/P = tissue:plasma ratio of radioactivity (concentration in tissue/concentration in plasma, not listed in the report).
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Study number:
Location in CTD:

sNI564

[&Fk4.2.2.3.1]

Species: Rat/Hsd: Sprague Dawley
Vehicle/Formulation: HPBCD/solution

Analyte: Posaconazole

Number of animals (M/F): 3/Male/time point
Method of administration: IV bolus
Assay: LC-MS/MS

Feeding condition: Non-fasted

Dose (mg/kg): 20

Sampling Time: 0.25 hr 4 hr 24 hr 48 hr 72 hr 96 hr 120 hr 168 hr
c [Tt | ¢ [ | e [ oT/p c [ TP c | T1/PP ce | TPt [ ¢t [ T/pe c | T/p
Matrix/Tissue/Organ Posaconazole-HPBCD Solution
Plasma 7.56 1.00 5.76 1.00 2.51 1.00 PNC - 0.066 1.00 PNC - PNC - nc nc
Liver 68.3 9.21 52.1 9.09 21.9 8.72 TNC - 1.19 18.2 TNC - TNC - nc nc
Spleen 13.7 1.86 10.7 1.86 5.23 2.09 TNC - nc nc TNC - TNC - nc nc
Lungs 19.4 2.62 14.9 2.59 4.83 1.92 TNC - 0.22 2.00¢ TNC - TNC - nc nc

- In rats receiving HPBCD IV solution, approximately 10%, 0.1% and 0.3% of dose were distributed in the liver, spleen, and lungs, respectively, at 4 hr postdose, and approximately 4.5%,
0.07%, and 0.1% of dose remained in the liver, spleen, and lungs, respectively, at 24 hr postdose.

a:  Mean concentration of posaconazole: ng/mL (plasma) or ng/g (tissues).

b:  T/P = tissue/plasma ratio (concentration in tissue/concentration in plasma).

c: n= l/time point.

HPBCD =40% 2-hydroxypropyl-p-cyclodextrin; LC-MS/MS = high-performance liquid chromatography with tandem mass spectrometry;

below the lower limit of quantitation; PNC = plasma not collected; TNC = tissue not collected.

nc = not calculable; plasma or organ concentration
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Study number:

Location in CTD:
Species:

Number of animals (M/F):

sNIis3

[&#4.2.2.3.2]

Sprague Dawley Rat (rattus norvegicus)
12/Male (3/time point)

Feeding condition: | Non-fasted
Vehicle/Formulation: | HPBCD/solution and POS IV Suspension
Method of administration: | IV bolus

Dose (mg/kg):
Specific activity:

23 for POS 1V Suspension, 20 for HPBCD solution
4.31 pnCi/mg, (HPBCD Solution)

Radionuclide: | 1C
Assay: | Liquid scintillation counting (radioactivity), HPLC-UV (posaconazole)
Sampling Time 0.25 hr 4 hr
Tissues/organs Radioactivity?® Posaconazole® % Administered Radioactivity® Posaconazole® %Administered
(ng Eq/g) (ng/g) Dose (ng Eq/g) (ng/g) Dose
POS IV Suspension
Liver ND 458 (15) 69.5 (5) ND 264 (16) 42.6 (2)
Spleen ND 763 (58) 5.4 (49) ND 362 (21) 4.0 (36)
Lung ND 12.5 (1) 0.20 (3) ND 17.6 (11) 0.32 (17)
Kidney ND 10.4 (22) 0.38 (22) ND 18.9 (3) 0.67 (8)
Plasma ND ND ND ND ND ND
4C-Posaconazole-HPBCD Solution
Liver 90.3 (6) 92.4 (5) 17.2 (4) 74.2 (6) 74.0 (8) 14.2 (15)
Spleen 20.3 (8) 19.7 (4) 0.22 (9) 15.7 (2) 13.5(2) 0.15 (17)
Lung 22.6 (16) 24.0 (18) 0.49 (7) 18.7 (3) 20.0 (4) 0.43 (3)
Kidney 39.1 (9) 36.4 (9) 1.40 (16) 345 (6) 31.8 (12) 1.28 (15)
Plasma ND 9.16 (3) ND ND 7.21(14) ND

- Mean (%CV) values are listed.
a:  Organs from rats that received the '“C-posaconazole-HPBCD solution were assayed for radioactivity by liquid scintillation.
b:  Concentrations of posaconazole in homogenate extracts were determined using an HPLC-UV method.

HPBCD =40% 2-hydroxypropyl-p-cyclodextrin; HPLC-UV = high performance liquid chromatography with UV detection; ND = not determined; POS IV Suspension = suspension of lipid

coated posaconazole particles.
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Study number: | SN . 331

Location in CTD: | [E#}4.2.2.2.7]

Species: Rat/Long Evans [Crl:(LE)BR]
Vehicle/Formulation: MC/suspension

Radionuclide: '*C

Number of animals (M/F): 3/sex/time point
Method of administration: Gavage
Specific activity/Radiochemical Purity: 3.58 pCi/mg/>97.7%

Feeding condition: Fa
Dose (mg/kg): 20

sted

Assay: Liquid scintillation counting

Sampling Time: 1 hr 4 hr 8 hr 24 hr 48 hr 72 hr 168 hr
Tissues/organs/matrix cs T/p® cs T/p® cs T/p® cs T/p® cs T/p® cs T/p® cs T/p®

Plasma 0.337 1.00 0.777 1.00 0.504 1.00 0.614 1.00 0.025 1.00 BQL -- BQL --

Adrenal Glands 10.0 29.7 46.8 62.0 39.0 77.1 44.2 91.7 8.17 322 4.56 -- 0.108 --

Bile Duct 0.959 2.83 3.19 4.03 2.49 5.42 1.91 3.99 BQL -- BQL -- BQL --

Bladder (contents removed) 0.378 1.12 1.36 1.77 0.965 1.93 1.09 1.82 0.045 2.504 BQL -- BQL --

Blood 0.193 0.573 0.447 0.578 0.296 0.589 0.37 0.623 BQL -- BQL -- BQL --

Bone Marrow (femur) 0.848 2.50 1.96 2.53 1.42 2.83 1.68 2.87 BQL -- BQL -- BQL --

Brain 0.01 0.080¢ | 0.065 0.082 0.045 0.091 0.046 | 0.086¢ BQL -- BQL -- BQL --

Carcass 0.452 1.34 1.56 2.00 1.12 2.22 1.39 2.30 0.094 3.83 0.056 -- 0.022 --

Cecum 1.13 3.30 67.3 83.5 11.8 24.9 9.17 10.5 0.279 11.2 0.123 -- 0.023 --

Cecum Contents 0.029 0.13¢ 142 182 83.3 174 11.3 13.6 1.09 46.7 0.065 -- BQL --

Epididymis 0.204 0.601 1.22 1.63 0.867 1.74 0.965 1.57 0.052 2.03 0.022 -- BQL --

Eyes 0.223 0.658 1.04 1.35 1.43 2.87 2.41 4.97 1.02 41.5 1.18 -- 0.491 --

Brown Fat 0.850 2.51 1.83 2.28 1.63 3.24 1.00 1.41 0.043 1.70 0.027 -- 0.004 --

Perirenal Fat 1.27 3.76 3.68 4.77 2.01 3.96 2.56 3.82 0.110 4.45 0.077 -- 0.013 --

Harderian Gland 0.937 2.75 4.67 6.10 4.22 8.33 5.06 8.28 0.263 10.3 0.112 -- 0.010 --

Heart 1.30 3.86 2.60 3.38 1.96 3.90 2.36 3.82 0.102 4.12 0.028 -- BQL --

Kidneys 2.25 6.62 4.49 5.81 3.18 6.36 3.85 6.70 0.263 10.6 0.175 -- 0.030 --

Large Intestine 0.769 2.28 4.33 5.41 5.40 11.6 3.03 4.41 0.179 7.24 0.083 -- BQL --

Large Intestine Contents and 0.053 0.2224 8.27 11.6 149 319 28.1 24.0 1.18 48.2 0.470 -- BQL --
Wash

Liver 8.66 25.6 10.4 13.5 7.07 14.1 8.21 13.4 0.704 28.4 0.378 -- 0.052 --

Lungs 1.04 3.06 2.52 3.25 1.79 3.56 2.02 3.39 0.113 4.57 0.060 -- BQL --

Lymph Nodes (mesenteric) 0.902 2.67 2.23 2.88 1.45 2.85 1.83 2.90 0.076 3.01 0.02 -- BQL --
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Study number: SN.331
Location in CTD: | [E#}4.2.2.2.7]

Sampling Time: 1 hr 4 hr 8 hr 24 hr 48 hr 72 hr 168 hr
Tissues/organs/matrix c? T/P® cs T/P® cs T/P® cs T/P® c? T/P® cs T/P® cs T/P®
Non-pigmented Skin 0.401 1.19 1.29 1.69 0.931 1.85 1.13 1.84 0.073 2.94 0.052 - BQL -

Pancreas 2.00 5.89 4.66 6.05 3.28 6.54 3.67 6.07 0.168 6.77 0.076 - BQL -

Pituitary 1.12 3.33 2.30 3.04 1.65 3.32 2.17 3.93 BQL - BQL - BQL -

Pigmented Skin 0.365 0.875 1.33 1.73 1.04 2.06 1.51 2.83 0.388 15.7 0.408 - 0.065 --

Prostate 0.648 1.91 2.60 3.39 1.52 3.06 1.73 3.00 0.111 4.03 0.038 - BQL -

Salivary Glands 1.46 4.33 3.50 4.52 2.66 5.35 3.23 5.51 0.159 6.29 0.069 - BQL -

Seminal Vesicles 0.424 1.26 1.40 1.80 1.03 2.06 1.10 1.92 0.073 2.92 0.033 - 0.003 -

Skeletal Muscle 0.338 1.00 1.52 1.97 1.12 2.24 1.27 2.01 0.042 1.68 0.011 - BQL -

Small Intestine 17.2 51.4 4.17 5.49 2.30 4.59 3.38 5.61 0.228 9.12 0.080 - BQL --

Small Intestine Contents and 225 660 3.94 5.03 3.68 7.41 5.56 9.17 0.247 9.31 0.131 -- BQL --
Wash

Spinal Cord BQL - 0.062 0.079 0.033 | 0.100¢ | 0.039 | 0.096° BQL - BQL - BQL --

Spleen 0.818 2.41 1.69 2.15 1.00 1.98 1.05 1.99 0.077 3.15 0.021 - BQL -

Stomach 30.4 90.8 2.15 2.77 1.23 2.43 1.61 2.57 0.113 4.49 0.068 - BQL -

Stomach Contents and Wash 13.0 37.2 0.414 0.482 0.542 1.07 0.423 | 0.559¢ | 0.050 2.914 0.033 - BQL -

Testes 0.060 0.178 0.324 0.420 0.319 0.646 0.325 0.618 0.019 1.044 BQL -- BQL --

Thymus 0.552 1.63 1.70 2.23 1.26 2.51 1.57 2.51 0.066 2.66 0.014 - BQL -

Thyroid 1.05 3.08 2.21 2.79 1.61 3.29 2.13 4.12 BQL - BQL - BQL --

Trachea 0.581 1.71 1.50 1.95 1.10 2.19 1.23 1.97 BQL -- BQL -- BQL --

e TR

mean ug Eq/g (n=3). When the individual concentration was BQL, the value of zero was used for the mean calculation.
T/P = tissue:plasma ratio (concentration in tissue/concentration in plasma).

n=1; only one rat had a tissue concentration above the lower quantifiable limit.

n=2.

QL = below quantifiable limit (range from 1.36x10- to 6.45 pug Eq/g); MC = 0.4% aqueous methylcellulose.
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Study number: SN.331
Location in CTD: | [E#}4.2.2.2.7]
Sampling Time: 1 hr 4 hr 8 hr 24 hr 48 hr 72 hr 168 hr
Tissues/organs/matrix cs T/p® cs T/p® cs T/p® cs T/P® cs T/p® cs T/p® cs T/p®
Plasma 0.306 1.00 1.01 1.00 1.07 1.00 0.382 1.00 0.074 1.00 0.009 NC BQL --
Adrenal Glands 11.4 37.4 62.5 62.2 65.4 61.7 49.3 132 29.7 419 10.6 NC 0.314 --
Bile Duct 1.52 5.01 4.35 4.34 3.85 3.55 1.59 4.18 0.149 4.17¢ BQL -- BQL --
Bladder 0.390 1.29 1.74 1.73 1.74 1.66 0.605 1.60 0.120 1.67 BQL -- BQL --
(contents removed)
Blood 0.173 0.568 0.562 0.561 0.637 0.598 0.229 0.604 0.022 0.617¢ BQL -- BQL --
Bone Marrow (femur) 0.779 2.59 2.67 2.67 2.76 2.52 0.868 2.34 0.187 3.334 BQL -- BQL --
Brain BQL -- 0.083 0.083 0.079 0.074 0.021 0.071¢ BQL -- BQL -- BQL --
Carcass 0.454 1.49 1.90 1.91 2.11 2.02 0.773 1.99 0.162 222 0.05 NC 0.019 --
Cecum 0.711 2.39 51.1 52.3 19.0 21.8 2.14 5.73 0.916 11.4 0.127 NC BQL --
Cecum Contents 0.046 | 0.212¢ 157 156 87.9 97.3 2.51 8.94 1.90 22.0 0.108 NC BQL --
Eyes 0.212 0.722 1.07 1.07 1.41 1.33 1.40 3.69 1.00 14.1 0.614 NC 0.467 --
Brown Fat 0.713 2.39 2.26 2.23 1.84 1.66 0.787 2.07 0.152 2.20 0.063 NC 0.003 --
Peirrenal Fat 0.960 3.17 4.30 4.29 4.24 4.03 1.29 3.34 0.288 3.95 0.131 NC 0.036 --
Harderian Gland 0.967 3.15 5.91 5.95 7.60 7.38 2.50 6.36 0.688 9.75 0.142 NC 0.006 --
Heart 1.27 4.14 3.43 3.48 3.70 3.50 1.35 3.56 0.292 4.01 0.035 NC BQL --
Kidneys 1.96 6.45 5.18 5.17 5.46 5.20 2.24 5.91 0.608 8.38 0.160 NC 0.032 --
Large Intestine 0.549 1.80 3.44 3.49 4.70 4.51 1.15 3.01 0.372 5.01 0.072 NC BQL --
Large Intestine Contents 0.017 0.158¢ 5.38 5.88 89.9 95.2 11.0 31.7 4.21 61.0 0.544 NC BQL --
and Wash
Liver 6.54 21.4 10.6 10.5 11.1 10.6 4.71 12.4 1.50 21.2 0.389 NC 0.026 --
Lungs 0.943 3.11 3.05 3.04 3.29 3.14 1.21 3.21 0.286 3.91 0.065 NC BQL --
Lymph Nodes 0.790 2.60 2.74 2.72 2.82 2.69 1.02 2.69 0.226 3.17 0.051 NC BQL --
(mesenteric)
Non-pigmented Skin 0.335 1.11 1.55 1.56 1.53 1.45 0.592 1.51 0.139 2.00 0.037 NC BQL --
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Study number: SN.331
Location in CTD: | [E#}4.2.2.2.7]
Sampling Time: 1 hr 4 hr 8 hr 24 hr 48 hr 72 hr 168 hr
Tissues/organs/matrix cs T/P® cs T/P® cs T/P® cs T/P® cs T/P® c? T/P® c? T/P®
Ovaries 0.877 2.91 3.20 3.19 3.54 3.34 1.22 3.21 0.359 5.14 0.099 NC 0.015 --
Pancreas 1.96 6.45 6.13 6.07 6.49 6.20 2.53 6.55 0.511 7.06 0.098 NC BQL --
Pituitary 1.15 376 | 451 | 449 | 439 | 4.05 1.64 4.32 BQL - BQL - BQL -
Pigmented Skin 0.340 1.13 1.45 1.43 1.70 1.60 0.859 2.14 0.299 4.79 0.112 NC 0.061 --
Salivary Glands 1.51 4.92 4.39 4.39 5.65 5.37 2.07 5.40 0.490 6.82 0.099 NC BQL --
Skeletal Muscle 0.265 1.224 1.81 1.81 2.09 1.96 0.725 1.92 0.142 1.99 0.014 NC BQL --
Small Intestine 24.6 87.0 5.25 5.25 4.35 4.16 2.07 5.56 0.529 7.39 0.108 NC BQL --
Small Intestine Contents 196 659 6.80 6.72 3.50 3.53 1.61 4.09 0.336 5.77 0.085 NC BQL --
and Wash
Spinal Cord 0.016 0.184¢ 0.071 0.071 0.075 0.069 0.028 0.0944 BQL -- BQL -- BQL --
Spleen 0.729 2.42 2.33 2.32 2.40 2.24 0.900 2.34 0.241 3.44 0.034 NC BQL --
Stomach 7.55 24.7 2.96 2.96 2.48 2.37 0.972 2.53 0.288 4.17 0.080 NC BQL --
Stomach Contents and 6.24 20.1 0.089 0.089 0.356 0.485 0.268 0.700 0.068 1.09 0.025 NC BQL --
Wash

Thymus 0.535 1.76 2.16 2.16 2.48 2.38 0.908 2.38 0.205 2.80 0.021 NC BQL --
Thyroid 1.23 4.05 3.62 3.64 3.66 3.20 1.26 3.32 0.369 5.31 BQL -- BQL --
Trachea 0.495 1.61 1.87 1.86 1.85 1.64 0.756 1.97 0.117 2.13¢4 BQL -- BQL --
Uterus 0.421 1.38 1.58 1.56 1.60 1.60 0.616 1.69 0.136 1.79 0.030 NC BQL --

n=2.

e TR

mean ug Eq/g (n=3). When the individual concentration was BQL, the value of zero was used for the mean calculation.
T/P = tissue:plasma ratio (concentration in tissue/concentration in plasma).
n=1; only one rat had a tissue concentration above the lower quantifiable limit.

QL = below quantifiable limit (range from 1.36x10- to 6.45 pg Eq/g); NC = not calculated since only one rat plasma concentration was above the lower quantifiable limit.
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Study number: | SN .428
Location in CTD: | [&¥}4.2.2.2.5]

Species: Rat/Hsd: Sprague Dawley Number of animals (M/F): 3/sex/time point Feeding condition: Food available ad libitum
Vehicle/Formulation: MC/suspension Method of administration: Gavage Dose (mg/kg/day): 20
Radionuclide: '“C Specific activity/Radiochemical Purity: 1.97 pCi/mg/>96.3% Assay: Liquid scintillation counting
Sampling Time: 3 hr 6 hr 12 hr 24 hr 72 hr 168 hr 240 hr
Tissues/organs/matrix cs T/P® cs T/P® cs T/P® c? T/P® c? T/P® c? T/P® c? T/P®
Plasma 2.10 1.00 2.57 1.00 3.48 1.00 1.26 1.00 BQL -- BQL -- BQL --
Adrenal Glands 70.3 343 73.9 28.9 87.3 25.2 57.0 58.8 7.98 -- BQL -- 0.168 --
Bile Duct 6.71 2.94 9.16 3.60 11.9 3.38 4.54 4.07 BQL -- BQL -- BQL --
Bladder 3.26 1.55 4.53 1.76 5.97 1.73 2.24 2.05 0.035 -- BQL -- BQL --
Blood 1.24 0.591 1.57 0.612 2.03 0.585 0.784 0.638 BQL -- BQL -- BQL --
Bone 1.49 0.702 2.47 0.962 3.30 0.952 0.896 0.730 BQL -- BQL -- BQL --
Bone Marrow 4.39 2.07 6.52 2.53 8.39 2.42 3.28 3.21 BQL -- BQL -- BQL --
Brain 0.199 0.095 0.256 0.100 0.342 0.098 0.102 0.067¢ BQL -- BQL -- BQL --
Cecum 8.32 3.93 17.8 6.88 16.8 4.82 7.27 6.77 0.532 -- BQL -- BQL --
Cecum Contents and 15.1 7.03 52.2 20.5 22.9 6.81 8.77 8.79 0.392 -- BQL -- BQL --
Wash
Epididymides 2.76 1.32 5.33 2.04 7.90 2.27 2.47 1.94 BQL -- BQL -- BQL --
Eyes 1.14 0.550 1.46 0.563 1.95 0.551 0.600 0.500 BQL -- BQL -- BQL --
Brown Fat 8.23 3.88 12.4 4.85 16.7 4.81 5.70 5.06 0.077 -- BQL -- BQL --
Perirenal Fat 7.92 3.68 11.6 4.51 13.6 3.89 4.61 3.73 0.274 -- 0.012 -- 0.032 --
Harderian Glands 14.4 6.77 25.4 9.88 34.8 10.1 13.3 10.2 0.366 -- BQL -- BQL --
Heart 8.09 3.88 10.3 3.97 14.4 4.17 4.77 4.05 0.368 -- BQL -- BQL --
Kidneys 9.98 4.81 12.3 4.83 17.2 4.97 6.40 5.67 0.473 -- 0.031 -- BQL --
Large Intestine 5.93 2.81 10.3 4.07 13.5 3.92 5.21 4.76 0.372 -- BQL -- BQL --
Large Intestine Contents 4.56 2.04 54.3 22.2 44.7 13.2 16.9 17.1 0.798 -- BQL -- BQL --
and Wash
Liver 26.3 12.5 31.3 12.2 39.8 11.5 14.7 12.3 0.845 -- 0.061 -- BQL --
Lungs 6.81 3.23 8.69 3.36 12.4 3.59 4.16 3.66 0.183 -- BQL -- BQL --
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Study number: | SN .428
Location in CTD: | [&¥}4.2.2.2.5]
Sampling Time: 3 hr 6 hr 12 hr 24 hr 72 hr 168 hr 240 hr
Tissues/organs/matrix cs T/P® cs T/P® cs T/P® c? T/P® c? T/P® c? T/P® c? T/P®
Mesenteric Lymph Nodes 5.00 2.36 6.36 2.47 9.47 2.72 2.98 2.60 0.093 - BQL - BQL --
Pancreas 12.9 6.14 18.1 7.04 21.8 6.30 7.58 6.05 0.142 -- BQL -- BQL --
Pituitary 8.06 3.74 11.0 4.27 13.4 3.83 5.21 4.49 BQL - BQL - BQL --
Prostate 5.06 2.38 6.98 2.61 10.0 2.85 3.19 2.51 BQL -- BQL -- BQL --
Salivary Glands 9.85 4.65 13.3 5.15 16.7 4.77 6.22 5.03 0.143 - BQL - BQL --
Seminal Vesicles 4.09 1.90 5.93 2.30 8.50 2.44 2.57 2.01 BQL -- BQL -- BQL --
Skeletal Muscle 3.60 1.71 5.55 2.15 7.72 2.22 2.54 1.95 BQL -- BQL -- BQL --
Skin (dorsal, shaved) 3.75 1.78 4.75 1.85 7.28 2.09 2.52 1.95 0.152 - BQL -- BQL --
Small Intestine 22.6 11.0 18.4 7.18 17.7 5.11 6.46 5.61 0.182 -- BQL -- BQL --
Small Intestine Contents 46.3 22.2 12.2 4.78 7.13 2.11 6.34 4.91 0.181 - BQL - BQL --
and Wash
Spinal Cord 0.131 0.056° 0.291 0.113 0.417 0.120 0.104 0.0424 BQL -- BQL -- BQL --
Spleen 4.89 2.32 6.74 2.62 8.26 2.39 3.08 2.59 0.156 -- BQL -- BQL --
Stomach 15.8 7.68 13.5 5.30 10.8 3.09 3.45 3.05 0.179 - BQL - BQL --
Stomach Contents and 57.0 30.5 20.3 7.60 1.63 0.485 2.49 2.72 0.175 -- BQL -- BQL --
Wash
Testes 0.744 0.352 1.38 0.534 1.99 0.565 0.683 0.578 0.043 -- BQL -- BQL --
Thymus 4.49 2.15 6.43 2.50 8.84 2.55 2.73 2.18 BQL -- BQL -- BQL --
Thyroid 7.53 3.54 10.3 3.99 12.0 3.48 4.97 4.06 BQL - BQL -- BQL --
Trachea 3.15 1.46 5.11 2.00 7.37 2.13 2.47 2.23 BQL -- BQL -- BQL --

a: mean (n=3). When the individual concentration was BQL, the value of zero was used for the mean calculation. pg Eq/g for tissues or pg Eq/mL for plasma (ng Eq/g for plasma were
converted to ug Eq/mL by multiplying by the plasma density of 1.022 g/mL).

b:  T/P = tissue:plasma ratio (concentration in tissue/concentration in plasma).

c:  n=2.

d:  n=I1; only one rat had a tissue concentration above the lower quantifiable limit.

BQL = below quantifiable limit; MC = 0.4% aqueous methylcellulose.
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Study number: | SN .428
Location in CTD: | [&#}4.2.2.2.5]
Sampling Time: 3 hr 6 hr 12 hr 24 hr 72 hr 168 hr 240 hr
Tissues/organs/matrix cs T/p® cs T/p® cs T/p® cs T/p® cs T/p® cs T/P® cs T/p®
Plasma 3.37 1.00 3.06 1.00 3.10 1.00 1.85 1.00 0.080 1.00 BQL -- BQL --
Adrenal Glands 143 43.5 127 45.3 137 47.1 110 61.5 23.7 305 2.81 -- 1.93 --
Bile Duct 12.7 3.99 12.3 4.04 14.7 4.89 6.88 3.55 0.754 8.65¢ 0.121 -- 0.190 --
Bladder 5.57 1.65 5.53 1.88 5.48 1.76 3.28 1.77 0.388 5.07 0.169 -- 0.141 --
Blood 2.30 0.685 2.06 0.692 2.06 0.668 1.36 0.738 0.430 5.81 0.297 -- 0.358 --
Bone 3.18 0.962 2.95 1.03 3.08 1.01 1.69 0.920 0.229 2.93 0.074 -- 0.089 --
Bone Marrow 8.76 2.62 8.12 2.68 7.77 2.51 4.84 2.60 0.410 5.27¢ 0.082 -- 0.129 --
Brain 0.325 0.097 0.334 0.115 0.300 0.099 0.197 0.110 BQL -- BQL -- BQL --
Cecum 23.0 7.33 24.7 8.18 24.2 8.03 15.0 8.60 1.95 25.0 0.200 -- 0.164 --
Cecum Contents and 46.5 15.4 105 36.7 51.3 17.7 15.7 9.26 1.42 17.5 0.026 -- BQL --
Wash
Epididymides 4.92 1.48 5.45 1.87 5.50 1.76 3.49 1.88 0.440 5.82 0.179 -- 0.139 --
Eyes 2.04 0.607 1.78 0.595 1.90 0.623 0.938 0.507 0.153 1.95 0.067 -- 0.045 --
Brown Fat 11.8 3.49 12.4 4.20 13.0 4.21 6.74 3.46 0.608 7.36 0.279 -- 0.155 --
Perirenal Fat 11.9 3.60 12.7 4.27 12.7 4.07 6.99 3.84 1.48 19.1 0.737 -- 0.428 --
Harderian Glands 27.9 8.18 32.2 11.0 30.8 9.91 19.8 10.6 1.62 21.0 0.459 -- 0.114 --
Heart 13.6 4.08 13.6 4.71 14.1 4.59 7.98 4.36 1.31 17.5 0.634 -- 0.719 --
Kidneys 18.9 5.70 17.8 6.13 17.7 5.84 11.1 6.14 2.50 333 1.05 -- 0.959 --
Large Intestine 12.9 3.99 15.3 5.22 14.7 4.84 9.66 5.37 1.14 14.8 0.181 -- 0.157 --
Large Intestine Contents 27.4 8.61 86.5 31.9 86.9 30.6 23.7 14.1 0.953 12.5 0.071 -- 0.032 --
and Wash
Liver 42.9 12.8 37.6 12.7 40.0 13.0 22.0 12.1 3.11 40.9 0.785 -- 0.601 --
Lungs 10.9 3.29 10.6 3.69 11.2 3.67 6.24 3.43 0.847 11.2 0.358 -- 0.246 --
Mesenteric Lymph Nodes 9.26 2.74 8.78 3.06 8.87 2.84 5.27 2.85 0.651 9.04 0.384 -- 0.367 --
Pancreas 20.1 6.00 20.3 6.80 18.3 5.94 10.0 5.44 1.02 13.6 0.490 -- 0.431 --
Pituitary 12.0 3.62 13.1 4.22 13.1 4.12 7.69 4.19 0.703 8.01° BQL -- BQL --
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Study number: | SN .428
Location in CTD: | [&#}4.2.2.2.5]
Sampling Time: 3 hr 6 hr 12 hr 24 hr 72 hr 168 hr 240 hr
Tissues/organs/matrix c? T/P® c? T/P® c? T/P® c? T/P® c? T/P® c? T/P® cs T/P®
Prostate 9.07 2.76 9.24 3.08 8.64 2.85 4.58 2.46 0.576 7.41 BQL - BQL --
Salivary Glands 18.4 5.49 18.8 6.23 12.4 4.27 5.74 3.85 0.648 8.53 0.412 - 0.415 -
Seminal Vesicles 6.38 1.86 5.90 1.96 7.00 2.19 4.12 2.19 0.417 5.49 BQL - BQL -
Skeletal Muscle 6.62 1.98 6.36 2.17 6.44 2.05 3.70 2.03 0.343 4.52 0.049 - 0.051 -
Skin (dorsal, shaved) 5.10 1.52 5.42 1.83 5.31 1.72 3.45 1.91 0.755 10.1 0.358 - 0.242 -
Small Intestine 33.8 9.64 19.9 6.54 17.6 5.68 11.1 6.08 0.889 11.5 0.217 - 0.130 --
Small Intestine Contents 45.7 12.6 21.7 6.84 12.2 3.78 13.5 7.63 0.676 9.08 BQL -- BQL --
and Wash
Spinal Cord 0.364 0.107 0.271 0.089¢ 0.324 0.102 0.154 0.072¢ BQL -- BQL -- BQL --
Spleen 9.54 2.82 9.14 3.13 8.90 2.90 5.34 2.91 1.42 18.8 0.821 - 0.861 --
Stomach 17.3 5.32 15.5 4.86 8.85 3.00 5.44 2.89 0.852 10.9 0.251 -- 0.297 --
Stomach Contents and 54.9 16.4 27.8 7.71 2.73 0.835 2.75 1.44 0.402 5.15 BQL - BQL --
Wash
Testes 1.48 0.438 1.40 0.473 1.48 0.478 1.00 0.553 0.194 2.64 BQL -- BQL --
Thymus 7.42 2.21 8.74 3.02 7.72 2.49 4.40 2.38 0.497 6.67 0.240 -- 0.207 -
Thyroid 19.3 5.36 25.0 8.63 20.1 6.52 17.5 9.59 11.0 154 7.08 -- 9.61 --
Trachea 6.40 1.92 5.87 1.95 7.11 2.29 3.95 2.11 0.623 8.60 0.302 -- 0.252 --

a: mean (n=3). When the individual concentration was BQL, the value of zero was used for the mean calculation. pg Eq/g for tissues or pg Eq/mL for plasma (ng Eq/g for plasma were
converted to pg Eq/mL by multiplying by the plasma density of 1.022 g/mL).

b:  T/P = tissue:plasma ratio (concentration in tissue/concentration in plasma).

c:  n=2.

BQL = below quantifiable limit.
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Study number: | SN .428
Location in CTD: | [&¥}4.2.2.2.5]
Sampling Time: 3 hr 6 hr 12 hr 24 hr 72 hr 168 hr 240 hr
Tissues/organs/matrix cs T/p® cs T/p® cs T/p® cs T/p® cs T/p® cs T/P® cs T/p®
Plasma 1.59 1.00 2.03 1.00 3.18 1.00 1.99 1.00 0.085 1.00 BQL -- BQL --
Adrenal Glands 82.5 51.9 94.7 50.3 112 35.6 98.7 55.9 28.0 357 1.55 -- 0.473 --
Bile Duct 5.91 3.64 7.63 3.94 12.3 3.95 9.42 4.63 BQL -- BQL -- BQL --
Bladder 2.75 1.74 3.40 1.65 5.51 1.71 3.15 1.61 0.217 2.56 BQL - BQL -
Blood 0.989 0.623 1.09 0.538 1.88 0.589 1.15 0.590 0.031 0.263¢ BQL -- BQL --
Bone 1.65 1.04 2.13 1.07 4.07 1.26 2.17 1.12 0.102 1.05¢ BQL -- BQL -
Bone Marrow 3.24 2.03 4.03 1.95 7.38 2.31 4.31 2.12 BQL -- BQL -- BQL --
Brain 0.135 0.085 0.156 0.078 0.372 0.111 0.167 0.088 BQL -- BQL -- BQL --
Cecum 13.3 8.64 14.8 8.22 14.7 4.69 7.93 4.24 0.661 7.81 BQL -- BQL --
Cecum Contents and 54.6 35.4 57.7 28.3 15.9 5.19 0.544 0.282 0.441 5.29 BQL -- BQL --
Wash
Eyes 0.870 0.551 1.07 0.549 1.80 0.574 1.12 0.564 0.040 0.466¢ BQL - BQL -
Brown Fat 5.16 3.23 7.99 3.77 13.8 4.21 7.05 3.65 0.379 4.42 BQL -- BQL --
Perirenal Fat 4.65 2.92 7.01 3.45 10.8 3.31 7.44 3.73 0.774 8.36 0.104 -- 0.059 --
Harderian Glands 13.6 8.57 19.5 9.42 33.9 10.4 20.6 10.5 1.15 14.0 BQL -- BQL --
Heart 6.40 4.01 2.24 1.39¢ 13.3 4.13 8.01 4.08 0.195 1.64¢ BQL -- BQL --
Kidneys 6.94 4.36 9.16 4.60 13.6 4.23 9.06 4.70 0.689 8.12 BQL -- 0.031 --
Large Intestine 4.77 3.00 6.92 3.54 13.1 4.18 6.66 3.51 0.430 5.19 BQL -- BQL --
Large Intestine Contents 3.02 2.054 2.80 1.37 36.4 12.2 7.01 3.17 0.158 2.254 BQL -- BQL --
and Wash
Liver 17.7 11.1 22.6 11.2 33.1 10.4 20.7 10.8 0.754 6.33¢ 0.092 -- BQL --
Lungs 4.42 2.78 5.43 2.67 9.54 2.98 5.45 2.81 0.318 3.73 BQL -- BQL --
Mesenteric Lymph Nodes 4.18 2.61 5.38 2.66 8.91 2.76 5.23 2.60 0.327 3.72 BQL -- BQL --
Ovaries 5.01 3.14 6.17 3.07 10.9 3.42 6.87 3.50 0.430 5.23 0.048 -- 0.034 --
Pancreas 9.50 5.98 12.3 6.16 20.4 6.28 12.0 6.13 0.572 6.83 BQL -- BQL --
Pituitary 6.76 4.24 5.65 3.02 13.0 4.05 5.15 2.80 BQL -- BQL -- BQL --
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Study number: | SN .428
Location in CTD: | [&¥}4.2.2.2.5]
Sampling Time: 3 hr 6 hr 12 hr 24 hr 72 hr 168 hr 240 hr
Tissues/organs/matrix cs T/P® cs T/P® cs T/P® c? T/P® c? T/P® c? T/P® c? T/P®
Salivary Glands 8.47 5.32 10.2 5.12 15.9 4.93 10.4 5.32 0.548 6.53 BQL -- BQL --
Skeletal Muscle 3.18 2.01 4.35 2.10 7.69 2.41 4.29 2.21 0.203 2.36 BQL -- BQL --
Skin (dorsal, shaved) 2.86 1.80 3.73 1.87 6.65 2.07 3.49 1.76 0.192 2.124 BQL -- BQL --
Small Intestine 12.0 7.41 11.8 6.00 16.1 5.00 9.84 5.07 0.556 6.69 BQL -- BQL --
Small Intestine Contents 9.24 5.58 2.91 1.20 1.91 0.585 1.94 1.13 0.120 1.26¢ BQL -- BQL --
and Wash
Spinal Cord BQL -- 0.090 0.030° 0.329 0.101 0.182 0.074¢ BQL -- BQL -- BQL --
Spleen 3.23 2.02 4.33 2.12 7.29 2.27 4.40 2.27 0.154 1.30¢ BQL -- BQL --
Stomach 11.5 7.16 16.1 8.42 9.27 2.90 6.08 3.12 0.417 5.08 BQL -- BQL --
Stomach Contents and 19.0 11.6 17.1 10.3 0.613 0.225 1.37 0.646¢ 0.439 5.26 BQL -- BQL --
Wash
Thymus 3.70 2.33 4.70 2.33 8.11 2.53 4.72 2.41 0.099 0.835¢ BQL -- BQL --
Thyroid 4.70 2.94 6.13 3.16 11.8 3.65 6.86 3.53 BQL - BQL - BQL -
Trachea 3.14 1.98 3.49 1.73 6.93 2.16 3.04 1.62 0.232 2.69 BQL -- BQL --
Uterus 3.45 2.17 3.78 1.88 7.05 2.14 4.06 2.13 0.153 1.28¢ BQL -- BQL --

png Eq/g for tissue or pg Eq/mL for plasma (ug Eq/g for plasma were converted to pg Eq/mL by multiplying by the plasma density of 1.022 g/mL).
T/P = tissue:plasma ratio (concentration in tissue/concentration in plasma)

n=1; only one rat had a tissue concentration above the lower quantifiable limit.

o n=2.

QL = below quantifiable limit.

e T
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Study number: | SN .428
Location in CTD: | [&¥}4.2.2.2.5]
Sampling Time: 3 hr 6 hr 12 hr 24 hr 72 hr 168 hr 240 hr
Tissues/organs/matrix cs T/p® cs T/p® cs T/p® cs T/p® cs T/p® cs T/P® cs T/p®
Plasma 4.00 1.00 4.02 1.00 4.14 1.00 2.39 1.00 0.262 1.00 BQL -- BQL --
Adrenal Glands 175 44.6 165 48.3 183 48.3 142 59.4 74.7 307 9.85 -- 3.86 --
Bile Duct 11.3 2.99 17.3 4.25 18.1 4.40 9.41 3.94 1.81 7.25 BQL -- BQL --
Bladder 7.11 1.78 7.04 1.76 7.27 1.79 4.47 1.87 0.811 3.03 0.192 -- 0.103 --
Blood 2.40 0.597 2.37 0.605 2.52 0.609 1.55 0.650 0.365 1.38 0.160 -- 0.139 --
Bone 3.50 0.888 3.43 0.863 3.89 0.941 2.26 0.946 0.420 1.60 0.141 -- 0.107 --
Bone Marrow 9.75 2.41 9.11 1.93 10.9 2.61 6.64 2.78 1.20 4.60 BQL -- BQL --
Brain 0.381 0.094 0.385 0.096 0.409 0.099 0.227 0.095 BQL -- BQL -- BQL --
Cecum 20.8 5.51 27.4 7.54 19.8 5.24 12.0 5.01 1.99 7.66 0.171 -- 0.078 --
Cecum Contents and 30.9 8.38 109 27.1 27.5 9.26 9.21 3.86 0.605 3.02¢ BQL -- BQL --
Wash
Eyes 2.12 0.524 1.87 0.463 2.04 0.477 1.19 0.498 0.219 0.844 0.075 -- 0.052 --
Brown Fat 11.9 2.94 15.7 3.96 9.34 2.30 7.91 3.30 1.35 5.52 0.332 -- 0.246 --
Perirenal Fat 15.1 3.75 15.7 3.93 16.9 4.12 10.4 4.34 2.82 10.4 1.29 -- 1.19 --
Harderian Glands 36.6 9.04 40.2 10.0 39.6 9.75 25.7 10.7 3.72 14.8 0.245 -- BQL --
Heart 17.0 4.24 17.7 4.48 17.9 4.28 11.3 4.73 2.16 8.29 0.669 -- 0.314 --
Kidneys 19.8 4.94 20.9 5.37 20.9 5.14 13.4 5.61 3.14 12.3 1.00 -- 0.696 --
Large Intestine 13.2 3.31 15.4 4.18 14.6 3.79 8.25 3.45 1.28 4.93 0.211 -- 0.121 --
Large Intestine Contents 4.94 1.26 40.6 12.8 68.3 26.4 9.76 4.03 0.208 0.785 0.054 -- BQL --
and Wash
Liver 43.5 10.8 44.4 11.3 47.0 11.5 29.5 12.4 5.72 22.4 0.728 -- 0.405 --
Lungs 12.4 3.09 12.8 3.18 13.2 3.21 8.08 3.38 1.30 5.02 0.247 -- 0.169 --
Mesenteric Lymph Nodes 12.0 2.96 11.8 2.96 12.0 2.91 7.63 3.19 1.34 5.22 0.390 -- 0.363 --
Ovaries 14.5 3.57 12.8 3.36 15.5 3.79 9.03 3.78 2.00 8.05 0.930 -- 0.663 --
Pancreas 24.0 5.96 26.9 6.74 25.7 6.32 16.0 6.66 2.35 9.06 0.499 -- 0.325 --
Pituitary 11.9 2.78 15.3 3.77 16.9 4.19 11.2 4.70 1.85 7.29 BQL -- BQL --
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Study number: | SN .428
Location in CTD: | [&¥}4.2.2.2.5]
Sampling Time: 3 hr 6 hr 12 hr 24 hr 72 hr 168 hr 240 hr
Tissues/organs/matrix cs T/P® cs T/P® cs T/P® c? T/P® c? T/P® c? T/P® c? T/P®
Salivary Glands 21.7 5.42 22.0 5.48 222 5.36 14.0 5.84 2.27 8.85 0.442 - 0.320 -
Skeletal Muscle 8.09 2.02 8.67 2.16 9.05 2.20 5.85 2.45 0.802 3.04 0.090 - BQL --
Skin (dorsal, shaved) 7.15 1.77 7.84 1.94 7.86 1.88 5.04 2.11 1.15 4.46 0.194 - 0.228 -
Small Intestine 28.5 6.96 20.8 5.29 20.9 5.20 12.9 5.41 1.95 7.49 0.256 - 0.124 -
Small Intestine Contents 15.1 4.19 4.75 1.10 4.15 1.15 5.98 2.51 0.578 2.57 BQL -- BQL --
and Wash
Spinal Cord 0.376 0.093 0.411 0.101 0.425 0.105 0.290 0.122 BQL -- BQL -- BQL --
Spleen 10.9 2.72 10.8 2.75 11.9 2.88 7.46 3.12 1.99 7.73 0.947 -- 0.871 --
Stomach 18.9 4.76 20.2 5.26 13.7 3.38 8.41 3.53 1.45 5.99 0.349 - 0.250 --
Stomach Contents and 29.8 7.06 11.8 2.73 3.90 1.22¢ 1.63 0.719¢ 0.558 2.04¢ BQL - BQL --
Wash
Thymus 9.84 2.43 9.81 2.44 10.2 2.53 6.73 2.81 0.999 3.81 0.194 - 0.055 -
Thyroid 15.9 3.95 18.3 4.58 16.7 4.22 11.7 4.88 3.38 13.6 1.69 - 1.35 -
Trachea 8.65 2.14 7.86 1.89 8.29 2.02 5.27 2.20 0.946 3.67 0.230 - 0.101 -
Uterus 8.35 2.09 7.39 1.73 8.44 2.05 4.38 1.84 0.961 3.47 0.089 -- BQL --

a: ng Eq/g for tissue or pg Eq/mL for plasma (ng Eq/g for plasma were converted to ng Eq/mL by multiplying by the plasma density of 1.022 g/mL).
b:  T/P = tissue:plasma ratio (concentration in tissue/concentration in plasma).

c: n=2

BQL = below quantifiable limit.

2.6.5 FpEhRERER O R
- 49 -

C confidential




Ryt — GER TR
2.6 FERGARFER O SO O 3SR
2.6.5 FEpEhRERER O TR
2.6.5.51 MPFPEQHFEE
WRWE Ry —u

Study: | Protein binding
Study system: | In vitro/Ex vivo
Test system and method: | Plasma, ultrafiltration or equilibrium dialysis
Analyte: | *H, '"C, or non-labeled posaconazole
Assay: | Liquid scintillation counting, LC-MS/MS

Species Matrix Test Article Method? Conc. Tested % Bound Study number Location in CTD
Mouse Plasma SH-Posaconazole UF 0.05 to 20 pg/mL 97.8 -98.8 SN 458 [E#t4.2.2.3.3]
Serum 3H-Posaconazole UF 2.5 pg/mL 98.7 SN 458 [E#14.2.2.3.3]
Rat Plasma SH-Posaconazole UF 0.05 to 20 pug/mL 97.7-98.6 SN 458 [E#t4.2.2.3.3]
Plasma 14C-Posaconazole ED 1 and 2 ug/mL 98.9-99.0 SN 356 [E#t4.2.2.3.4]
Serum 3H-Posaconazole UF 2.5 pg/mL 98.5 SN 458 [E#£14.2.2.3.3]
Rabbit Plasma 3H-Posaconazole UF 0.05 to 20 pg/mL 97.4 -98.7 SN 458 [&#}14.2.2.3.3]
Serum 3H-Posaconazole UF 2.5 pg/mL 98.3 SN 458 [E#14.2.2.3.3]
Dog Plasma SH-Posaconazole UF 0.05 to 20 pg/mL 97.8 -98.6 SN 458 [E#t4.2.2.3.3]
Plasma 14C-Posaconazole ED 1 and 2 pg/mL 98.7° SN 356 [E#t4.2.2.3.4]
Serum 3H-Posaconazole UF 2.5 pg/mL 98.3 SN 458 [E#£14.2.2.3.3]
Monkey Plasma SH-Posaconazole UF 0.05 to 20 pg/mL 97.4-98.2 SN 458 [E#t4.2.2.3.3]
Serum 3H-Posaconazole UF 2.5 pg/mL 97.5 SN 458 [E#£14.2.2.3.3]
Human Plasma SH-Posaconazole UF 0.05 to 20 pug/mL 97.0 - 98.6 SN 458 [E#t4.2.2.3.3]
Plasma 14C-Posaconazole ED 1 and 2 pg/mL 99.0-99.4 SN 356 [E#t4.2.2.3.4]
Serum 3H-Posaconazole UF 2.5 pg/mL 98.5 SN 458 [E#£14.2.2.3.3]
Huﬁ::fg;l;ii’nal Plasma Posaconazole UF 0'0825(1;3 1}'iiz)“g/mL (97'28_'39.1) P01940 [&#}5.3.3.3.4]
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Study:
Study system:
Test system and method:

Protein binding
In vitro

Purified human plasma proteins, ultrafiltration

Analyte: | *H
Assay: | Liquid scintillation counting
Protein® Test Article Conc. Tested % Bound Study number Location in CTD
2% HSA H- Posaconazole 0.05 to 5.0 pg/mL 94.3-95.6 SN 459 [E#t4.2.2.3.5]
3% HSA H- Posaconazole 0.05 to 5.0 pg/mL 95.1-96.1 SN 459 [E#t4.2.2.3.5]
4% HSA H- Posaconazole 0.05 to 5.0 pg/mL 96.2 - 96.5 SN 459 [E#t4.2.2.3.5]
2% HSA /0.1% AAG H- Posaconazole 0.05 to 5.0 pg/mL 95.0 - 95.6 SN 459 [E#t4.2.2.3.5]
3% HSA /0.1% AAG H- Posaconazole 0.05 to 5.0 pg/mL 95.4-95.9 SN 459 [E#t4.2.2.3.5]
4% HSA /0.1% AAG H- Posaconazole 0.05 to 5.0 pg/mL 95.3-97.2 SN 459 [E£14.2.2.3.5]

There were no differences in plasma and serum protein binding at 2.5 pg *H-posaconazole/mL, suggesting that the anticoagulant used in the preparation of plasma and freezing and thawing of
the plasma samples did not affect protein binding. 3H-posaconazole had a specific activity of 3.19 to 3.41 mCi/mg and radiochemical purity >97.5% and '“C-posaconazole had a specific activity
of 88.3 nCi/mg and radiochemical purity of 98.0%.
a:  UF = ultrafiltration; ED = equilibrium dialysis
b: Binding in dog plasma was the same at both concentrations tested.
c:  HSA = human serum albumin; AAG = a,-acid glycoprotein

LC-MS/MS = high-performance liquid chromatography with tandem mass spectrometry.
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Study number:

Location in CTD:

Study:

Species:

Gestation day / Number of animals:
Feeding condition:
Vehicle/Formulation:

Method of administration:

Dose (mg/kg):

Analyte:

Specific Activity/Radiochemical Purity:
Assay:

snil2s
[&#t4.2.2.3.6]

Placental transfer

Rat/Sprague Dawley [Crl:CD (SD)BR, VAF/Plus®]

Single dose on Gestation Day 19 / 4 dams (2/time point) and 6 fetuses/dam

Non-fasted

HPBCD/solution

Gavage

20

14C

3.58 uCi/mg/>97.7%
Liquid scintillation counting

Sample time postdose:

2 hr

6 hr

Mean Radiocarbon Concentration Mean Radiocarbon Concentration
Tissues/organs/matrix (ng Eq/g) Mean % of Dose (ng Eq/g) Mean % of Dose

Dam plasma: 3.25 -- 4.37 --

Amniotic fluid: 0.0957 -- 0.132 --
Placenta: 0.860 0.317 1.37 0.530
Fetal blood: 0.203 0.00303 0.407 0.00643
Fetal liver: 1.44 0.0214 1.92 0.0306
Fetal heart: 0.660 0.00980 0.824 0.0132
Fetal kidneys: 0.676 0.0101 0.794 0.0127
Fetal brain: 0.316 0.00468 0.315 0.00497
Fetal lung: 0.631 0.00938 2.98 0.0463
Fetal carcass: 0.0710 0.0580 0.0990 0.0901

The following dam tissues were analyzed but not shown above: amnions, blood, brain, carcass, cecum, cecum contents, heart, kidneys, large intestine, large intestine contents, liver, lungs,

mammary gland, ovaries, small intestine, small intestine contents, stomach, stomach contents, urinary bladder, and uterus.
HPBCD =40% 2-hydroxypropyl-B-cyclodextrin.
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Study number:
Location in CTD:

sn+29
[&Fkt4.2.2.2.6]

Study: | Placental transfer
Species: | Rat/Sprague Dawley (purchased from Harlan)
Gestation day / Number of animals: | Single dose on Gestation Day 18 / 18 dams (3 /time point) and 2 sets of 3 fetuses/dam
Feeding condition: | Non-fasted
Vehicle/Formulation: | 0.4% MC/suspension
Method of administration: | Gavage
Dose (mg/kg): | 20
Analyte: | '“C
Specific Activity/Radiochemical Purity: | 4.15 pCi/mg/>97.8%
Assay: | Liquid scintillation counting
Mean Concentration (pg Eq/g) of Radioactivity / Mean % Dose
Sample time postdose: 1 hr 4 hr 8 hr 12 hr 24 hr 48 hr

Blood Fetal 0.006 -- 0.199 -- 0.269 -- 0.204 -- 0.128 -- 0.040 --

Maternal 0.382 -- 1.78 -- 1.88 -- 1.68 -- 0.906 -- 0.253 --
Brain Fetal 0.025 <0.005 0.277 <0.005 0.348 <0.005 0.276 <0.005 0.133 <0.005 0.031 <0.005

Maternal 0.020 <0.005 0.196 0.01 0.239 0.01 0.205 0.01 0.099 <0.005 0.019 <0.005
Heart Fetal 0.029 0.00 0.728 <0.005 0.947 <0.005 0.720 <0.005 0.391 <0.005 0.113 <0.005

Maternal 2.35 0.03 11.4 0.16 14.5 0.19 12.5 0.17 5.98 0.09 1.78 0.02

Kidneys Fetal BQL BQL 0.552 <0.005 0.769 <0.005 0.644 <0.005 0.357 <0.005 0.129 <0.005

Maternal 2.91 0.09 13.2 0.36 14.8 0.40 13.2 0.35 7.59 0.21 2.39 0.07
Liver Fetal 0.128 <0.005 1.44 0.01 1.72 0.01 1.55 0.01 0.576 0.01 0.100 <0.005

Maternal 11.4 2.71 29.5 6.13 16.8 3.14 25.6 4.55 15.3 3.33 5.59 1.32
Lungs Fetal 0.059 <0.005 0.589 <0.005 0.750 <0.005 0.599 <0.005 0.333 <0.005 0.095 <0.005

Maternal 1.59 0.03 7.93 0.17 10.8 0.24 8.99 0.18 5.06 0.13 1.52 0.04

The following dam tissues were analyzed but not shown above:

adrenal glands, amnion, amniotic fluid, cecum, cecum contents, large intestine, large intestine contents, mesenteric lymph

nodes, popliteal lymph nodes, mammary gland, ovaries, pituitary gland, placenta, residual carcass, salivary gland, small intestine, small intestine contents, spleen, stomach, stomach contents,

thymus, urinary bladder, and uterus.

Tissue radiocarbon concentrations in fed pregnant rats were similar to those found in fed non-pregnant rats in a different study (SN.428).
BQL = below quantitation limits, 0.055-0.056 pug Eq/g for blood, and 0.0005-0.393 pg Eq/g for tissues; MC = 0.4% aqueous methylcellulose.
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Study number:

Location in CTD:
Species/Strain:

Number of animals/Gender:
Feeding condition:

snIl+30

[&FH4.2.2.2.1]

Mouse/Crl:CD-1 VAF/PLUS® (ICR)BR
9/sex/time point

Food available ad libitum

Vehicle/Formulation: HPBCD/solution MC/suspension
Method of administration: IV bolus Gavage
Dose (mg/kg): 10 20
Radionuclide: 14C t4c
Specific Activity/Radiochemical Purity: 11.3 nCi/mg/>96.1% 11.3 pCi/mg/>96.1%
Assay: LSC and HPLC-radiometric flow detection LSC and HPLC—radiometric flow detection
% of Compound in Sample
Sample Sex Sampling Time Posaconazole Metabolites Posaconazole Metabolites
Plasma Male 1 hr 98 ND 98 1
4 hr 95 2 93 5
24 hr 91 8 87 8
48 hr 87 10 90 ND
Female 1 hr 96 1 97 1
4 hr 92 5 92 6
24 hr 87 12 78 18
48 hr 93 5 96 ND
Urine? Male 0-72 hr 33.7 52.9 1.3 89.4
Female 0-120 hr 33.1 58.2 1.5 89.5
Feces® Male 0-72 hr 74.6 20.3 80.3 13.9
Female 0-72 hr 65.6 30.1 85.2 11.0
a: Fecal and urinary samples following intravenous administration contained 83-84% and 10-13% of radioactivity respectively. Fecal and urinary samples following oral administration

contained 88-90% and 4-5% of radioactivity respectively.
HPBCD =40% 2-hydroxypropyl-B-cyclodextrin; HPLC = high-performance liquid chromatography; IV = intravenous; LSC = liquid scintillation counting; MC = 0.4% aqueous

methylcellulose; ND = not detected.
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Study number: | SN . 362
Location in CTD: | [&#}4.2.2.2.2]
Species/Strain: | Mouse/Crl:CD-1(CR) BR VAF/PLUS®
Number of animals/Gender: | 6/Male/dose/time point
Feeding condition: | Food available ad libitum
Vehicle/Formulation: | MC/suspension
Method of administration: | Gavage
Dose (mg/kg): | 15, 60, 90
Radionuclide: | '“C
Specific activity/Radiochemical Purity: | 11.3 nCi/mg/>98.0%
Assay: | LSC and HPLC-radiometric flow detection

Dose % of Dose in Sample?® % of Posaconazole in Sample®

Sample (mg/kg) 8 hr 24 hr 8 hr 24 hr
Plasma 15 -- -- 91 88
60 -- -- 76 83
90 -- -- 86 94
Liver 15 38.5 21.9 77 80
60 26.4 25.1 79 80
90 30.6 16.1 89 83
Bile 15 -- -- 81 93
60 -- -- 81 76°¢
90 -- -- 74 91°¢

a % of administered radiocarbon in pooled livers.

b: % ofrecovered radiocarbon in metabolite profiles that co-eluted with the posaconazole standard.
c:  48-hr time point
L

SC = liquid scintillation counting; HPLC = high-performance liquid chromatography; MC = 0.4% aqueous methylcellulose.

- There were a few minor, unidentified metabolites that eluted 2-3 min before posaconazole in plasma and liver (8 and 24 hr postdose) and bile (8, 24, 48 hr postdose).
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Study number:
Location in CTD:
Species/Strain:

sNIo41
[&#t4.2.2.4.1]
Rat/Crl:CD (SD) BR VAF/PLUS®, with bile duct-cannulation

Number of animals/Gender: | 3-4/sex
Feeding condition: | Fasted
Vehicle/Formulation: | HPBCD/solution
Method of administration: | IV bolus
Dose (mg/kg): | 10
Radionuclide: | C
Specific Activity/Radiochemical Purity: | 3.58 nCi/mg/>97.7%
Assay: | LSC; HPLC with radiometric detection; LC-MS or LC-MS/MS
% of Compound in Samples Analyzed
Posaconazole Posaconazole Glucuronide of Sulfate Conjugate of Others
Sampling % of Dose in -Glucuronides Hydroxylated Cleavage Products (Unknown)
Sample Time Sample Posaconazole
Bile: Male 0-48 hr 25.8 15.3 11.6 and 15.5 8.2 37.4 12.1
Bile: Female 0-48 hr 14.6 36.4 11.1 -- -- 52.4
Feces: M 0-48 hr 47.7 87 -- -- -- --
Feces: F 0-48 hr 63.8 92 -- -- -- --
Urine: M 0-48 hr 9.61 96 -- -- -- --
Urine: F 0-48 hr 6.65 100 -- -- -- --

- In addition to the LC-MS/MS analysis carried out on bile samples from IV-dosed rats, HPLC analysis with radiometric flow detection was also performed.
PO-dosed rats, 15-29% of radiocarbon co-eluted with posaconazole.
Urine from PO-dosed rats contained insufficient concentrations of radioactivity and was not profiled.

radiocarbon co-eluted with posaconazole.

In profiled bile from
Analysis of urine from IV-dosed rats indicated that 96-100% of profiled radiocarbon co-eluted with posaconazole.
In profiled feces from IV and PO-dosed bile duct cannulated rats, 87-96% of

HPBCD =40% 2-hydroxypropyl-B-cyclodextrin; IV = intravenous; LSC = liquid scintillation counting; LC-MS = high-performance liquid chromatography with mass spectrometry;
LC-MS/MS = high-performance liquid chromatography with tandem mass spectrometry.
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Study number:

Location in CTD:
Species/Strain:

Number of animals/Gender:

sNi330

[&Fk4.2.2.2.4]
Rat/Crl:CD®BR VAF/Plus®
3/sex/time point

Feeding condition: | Fasted
Vehicle/Formulation: HPBCD/solution MC/suspension
Method of administration: IV bolus Gavage
Dose (mg/kg): 20 20
Radionuclide: 14C 14C
Specific Activity/Radiochemical Purity: 3.58 nCi/mg/>97.8% 3.58 nCi/mg/>97.8%
Assay: LSC; HPLC with UV and radiometric detection LSC; HPLC with UV and radiometric detection
Sampling % of Dose % of Compound in Sample % of Dose in % of Compound in Sample
Sample Time Sex in Sample® Posaconazole Metabolites Sample? Posaconazole Metabolites

Male -- 98.4 0.72 -- 93.7 4.67
Plasma |~ 0-24 hr Female - 95.9 1.69 - 97.7 1.04
Urine 0-48 hr Male 13.6 89.7 7.01 0.40 1.85 85.0
0-96 hr Female 12.4 94.7 4.03 0.43 0.41 89.4
Feces 0-72 hr ® Male 73.0¢ 91.1 4.60 92.7¢ 100 ND
0-144 hr® Female 74.5¢ 92.3 4.98 96.9¢ 99.8 ND

- Metabolites eluted before posaconazole in the HPLC profile but were not characterized.

a: % of dose excreted during collection period.

b:  Fecal sampling time for profiling of IV-dosed rats; PO-dosed rats had fecal sampling times of 0-24 hr, Female and 0-72 hr, Male.
c:  Fecal sampling time were 0-72 hr for IV Male; 0-144 hr for IV Female, 0-24 hr for PO Male, and 0-72 hr for PO Female.

HPBCD =40% 2-hydroxypropyl-B-cyclodextrin; HPLC = high-performance liquid chromatography; IV =
methylcellulose; ND = not detectable; PO = oral

intravenous; LSC = liquid scintillation counting; MC = 0.4% aqueous
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sN428

[&#t4.2.2.2.5]

Rat/Hsd: Sprague Dawley

Plasma 3/Male/time point; Urine, Feces 6/Male
Food available ad libitum

Study number:
Location in CTD:
Species/Strain:
Number of animals/Gender:
Feeding condition:
Vehicle/Formulation: | MC/suspension
Method of administration: | Gavage

Dose (mg/kg): | 20

Radionuclide: | '“C
Specific activity/ Radiochemical Purity: | 1.97 nCi/mg/>96.3%

Assay: | LSC; HPLC with UV and radiometric detection; LC-MS or LC-MS/MS
% of Compound in Sample®
Sampling % of Dose in Posaconazole Posaconazole Hydroxylated Cleavage Products Other
Sample Time Sample? -Glucuronides Posaconazole (Unknown)
Plasma 8 hr -- 94.2 -- -- 2.17 --
24 hr -- 90.7 -- -- -- --
Urine 0-24 hr 1.26 trace -- trace 74.3 25.7
Feces 0-24 hr 56.2 94.7 -- trace 2.21 --

a: % of dose = (mean dpm excreted 0-24 hr/mean dpm administered) x concentration efficiency x % chromatographic radioactivity.

b:  Samples were analyzed by LC-MS/MS.
HPLC = high-performance liquid chromatography; LSC = liquid scintillation counting; LC-MS = high-performance liquid chromatography with mass spectrometry; LC-MS/MS =
high-performance liquid chromatography with tandem mass spectrometry; MC = 0.4% aqueous methylcellulose.
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Study number: | SN . 547
Location in CTD: | [&#}4.2.2.4.2]
Species/Strain: | Rat/Crl:CD®(SD)BR VAF/Plus®
Number of animals/Gender: | 2/Male/time point
Feeding condition: | Fasted
Vehicle/Formulation: | MC/suspension
Method of administration: | Gavage
Dose (mg/kg): | 20
Radionuclide: | 1C
Specific activity/Radiochemical Purity: | 20.6 nCi/mg/>98.6%
Assay: | LSC; HPLC with UV and radiometric detection; LC-MS or LC-MS/MS

% of Compound in Sample®
Posaconazole Posaconazole Hydroxylated Cleavage Products Other
Sample Sampling Time -Glucuronides Posaconazole (Unknown)
Plasma 3 hr 100 - - - -
24 hr 53.0 -- -- -- 47.0°

a:  Samples were analyzed by LC-MS/MS.
b:  Multiple radioactive peaks eluted before posaconazole, however, the molecular ions for these peaks were not detected and the peaks could not be identified.

HPLC = high-performance liquid chromatography; LSC = liquid scintillation counting; LC-MS = high-performance liquid chromatography with mass spectrometry; LC-MS/MS =
high-performance liquid chromatography with tandem mass spectrometry; MC = 0.4% aqueous methylcellulose.
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Study number: | DM 27209
Location in CTD: | [& #}4.2.2.4.3]

Species/Strain: | Rat/Sprague-Dawley

No. of animals/Gender: | 27/Male (9 per group)
Feeding condition: | Food available ad libitum
Vehicle/Formulation: | IV: POS IV Suspension/suspension; Oral: HPBCD/solution or HPMC/suspension
Method of administration: | IV bolus or Oral (gavage)
Dose (mg/kg): | 20 (all groups)
Assay: | LC-MS
Occurrence?
Analyte m/z A Plasma Urine
v Oral (HPBCD) Oral (HPMC) v Oral (HPBCD) Oral (HPMC)
Posaconazole 701 0 major major major v v v
MOA 486 -215 X X X trace X X
MOB 486 -215 X X X v v v
MOC 486 -215 X X X trace trace trace
MOD 486 -215 X X X trace trace trace
MOE 292 -409 X X X X X X
MOF 291 -410 X X X v v v
Ml 600 -101 X X X X X X
M2 263 -438 v trace trace v v v
M3 600 -101 X X X X X X
M4 305 -396 v v v v v v
M5 1053 +352 X X X X X X
MS5A 717 +16 v X X v v v
M6 332 -369 v v v v v v
M7 424 =277 X X X X X X
2,65 FMEREABR OB LR
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Occurrence?
Analyte m/z A Plasma Urine
v Oral (HPBCD) Oral (HPMC) v Oral (HPBCD) Oral (HPMC)

M8 877 +176 X X X X X X
MSA 717 +16 v v v v v v
M8B 731 +30 v v v v v v
M8C 717 +16 X X X X X X
M9 877 +176 v X X v trace v
MI10 719 +18 v v v v v v
M1l 715 +14 v v v v trace v
M12 717 +16 v v v trace X trace
M13 717 +16 v v v trace X trace

MI3A 717 +16 v v v trace X trace
Ml14 717 +16 v v v trace X trace
MI15 717 +16 v v v X X X

Rats were dosed on three consecutive days at approximately 24 hr intervals.
after the first and third doses from 3 rats in each group.

Blood was collected 8 hr postdose on Day 1 and Day 3 from 3 rats in each group.

Urine was collected at 0-24 hr

A pool of plasma and urine was prepared for each group and analyzed by LC-MS following solid-phase extraction. Results obtained
Proposed structures for some of the metabolites are shown in [Sec. 2.6.5.8].

from the analysis of Day 3 samples are summarized in the table. Day 1 results were qualitatively similar.
a: vindicates that a peak above the integration threshold was observed; trace indicates that a signal was detected but the peak was below the integration threshold; X indicates that a signal was

not detected.

A = difference between the posaconazole and metabolite m/z; HPBCD = 40% 2-hydroxypropyl-B-cyclodextrin; HPMC = 0.4% aqueous hydroxylpropyl methylcellulose; IV = intravenous;
LC-MS = high-performance liquid chromatography with mass spectrometry; m/z = mass-to-charge ratio; POS IV Suspension= suspension of lipid coated posaconazole particles.

C confidential

2.6.5 HpEhReRER O R

61




B at > —v EEHL B
2.6 FEEEARFRBR O ST O SR
2.6.5 FpEhRERER O R

2.6.5.6H 4 XIZ “C-/RYaF+ V- L ZEERHKRORUVUHIRAZSE L-EE0miE., REVERORYIFYY—ILOREM IO 7L

WRWE Ry —u

Study number: SN.332
Location in CTD: | [&¥}4.2.2.2.10]
Species/Strain: | Dog/Beagle
Number of animals/Gender: | 3/sex/dose
Feeding condition: | Fasted
Vehicle/Formulation: HPBCD/solution MC/suspension
Method of administration: IV bolus Gavage
Dose (mg/kg): 5 20
Radionuclide: 14C 14C
Specific Activity/Radiochemical Purity: 0.992 uCi/mg/>97.8% 0.992 uCi/mg/>97.8%
Assay: LSC; HPLC with UV and radiometric detection LSC; HPLC with UV and radiometric detection
Sampling % of Dose in % of Compound in Sample® % of Dose in % of Compound in Sample®
Sample Time Sex Sample? Posaconazole Metabolites Sample? Posaconazole Metabolites
Plasma 0-168 hr Male -- 93.4 BQL -- 75.0 5.67
Female -- 94.8 BQL -- 83.1 4.30
Urine 0-168 hr Male 12.2 43.7 45.2 1.13 ND 87.9
Female 13.2 38.6 43.7 0.97 ND 96.1
Feces 0-168 hr Male 74.1 71.8 23.8 89.7 97.6 ND
Female 75.7 64.8 31.0 92.8 96.7 1.31

a: % of administered radiocarbon in 0-168 hr sample.
b:  Samples were analyzed by HPLC with radiometric flow detection.
BQL = below quantifiable limit (0.05 to 0.07 pg Eq/g); HPBCD = 40% 2-hydroxypropyl-B-cyclodextrin; HPLC = high-performance liquid chromatography; IV = intravenous; LSC = liquid
scintillation counting; MC = 0.4% aqueous methylcellulose; ND = not detectable.
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Study number:

Location in CTD:
Species/Strain:

Number of animals/Gender:
Feeding condition:

sN248
[&Fkt4.2.2.2.11]

Dog/Beagle, with bile duct-cannulation

3/Male/dose

Food available ad libitum

Vehicle/Formulation: HPBCD/solution MC/suspension
Method of administration: IV bolus Gavage
Dose (mg/kg): 5 20
Radionuclide: 14C 14C
Specific Activity/Radiochemical Purity: 11.3 pCi/mg/>96.4% 1.97 nCi/mg/>96.3%
Assay: | LSC; HPLC with UV and radiometric detection; LC-MS or LC-MS/MS
% of Dose in % of Compound in Sample % of Dose in % of Compound in Sample
Sample Sampling Time Sample? Posaconazole Remaining Sample? Posaconazole Remaining
Plasma 1 hr -- 91.0 0 -- 100 0
6 hr - 87.7 0 - 86.5 0
24 hr - 95.5 0 - 88.5 0
Bile 0-72 hr 17.8 21.7 67.0 7.21 18.3 77.0
Urine 0-72 hr 8.59 84.2 7.58 1.46 --b 58.9
Feces 0-72 hr 36.9 65.5 23.1 57.1 86.2 8.40

- Approximately 3% and 1% of the IV- and orally- administered dose, respectively, co-eluted with the posaconazole standard in bile.

glucuronide conjugates of posaconazole were identified in bile by LC-MS.

- Approximately 5% of the IV-administered dose co-eluted with posaconazole in urine.
- Approximately 24% and 50% of the IV- and orally-administered dose, respectively, co-eluted with posaconazole in the feces.

detected in feces.

a: % of administered radiocarbon in 0-72 hr sample.
b:  Not determined due to non-resolution from glucuronide conjugate

HPBCD =40% 2-hydroxypropyl-B-cyclodextrin; HPLC = high-performance liquid chromatography; IV =

A diketone metabolite, hydroxylated metabolite, and

A cleavage product and its glucuronide conjugate were identified by LC-MS.
The hydroxylated metabolite identified in bile was also

intravenous; LSC = liquid scintillation counting; LC-MS = high-performance liquid

chromatography with mass spectrometry; LC-MS/MS = high-performance liquid chromatography with tandem mass spectrometry; MC = 0.4% aqueous methylcellulose.
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Study number: | SN . 548
Location in CTD: | [&¥}4.2.2.4.4]
Species/Strain: | Dog/Beagle
Number of animals/Gender: | 2/Male
Feeding condition: | Fasted
Vehicle/Formulation: | MC/suspension
Method of administration: | Gavage
Dose (mg/kg): | 20
Radionuclide: | 1*C
Specific Activity/Radiochemical Purity: | 20.6 nCi/mg/>98.6%
Assay: | LSC; HPLC with UV and radiometric detection; LC-MS
% of Compound in Sample®
Sample Sampling Time Posaconazole Metabolites
Plasma 4 hr 100 0
24 hr 100 0

a:  Samples were only analyzed by HPLC coupled with mass spectrometry and radio detection.
HPLC = high-performance liquid chromatography; MC = 0.4% aqueous methylcellulose; LSC = liquid scintillation counting; LC-MS = high-performance liquid chromatography with mass

spectrometry.
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Study number: | DM 27254
Location in CTD: | [& #}4.2.2.4.5]
Species/Strain: | Monkey/Cynomolgus
No. of animals/Gender: | 5/Male
Feeding condition: | Food available ad libitum
Vehicle/Formulation: | IV: POS IV Suspension/suspension; Oral: HPBCD/solution
Method of administration: | IV bolus or Oral (gavage)
Dose (mg/kg): | IV: 8; Oral: 45
Assay: | LC-MS

Occurrence®
Analyte m/z A Plasma Urine Feces
v Oral v Oral v Oral
Posaconazole 701 0 major major v v major major
MOA 486 =215 X X v v X X
MOB 486 -215 X X v v X X
MOC 486 -215 X X v v X X
MOD 486 -215 X X trace v X X
MOE 292 -409 X X v v X X
MOF 291 -410 v v v v v trace
Ml 600 -101 X X v v X X
M2 263 -438 v v v v trace trace
M3 600 -101 X X X trace X X
M4 305 -396 v v major major v v
M5 1053 +352 trace v trace v X X
MS5A 717 +16 X X X X X X
M6 332 -369 v v v v v v
M7 424 =277 v v v v v v
M8 877 +176 trace v trace v X v
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Occurrence®
Analyte m/z A Plasma Urine Feces
v Oral v Oral v Oral
MSA 717 +16 X trace X X X X
M8B 731 +30 v v v v trace v
M8C 717 +16 X trace X X X X
M9 877 +176 v v v v X X
MI10 719 +18 v v v v v v
M1l 715 +14 trace trace trace trace v v
M12 717 +16 X X X X X X
M13 717 +16 v v trace trace trace v
MI3A 717 +16 X X X X X X
Ml14 717 +16 v v trace trace X trace
M15 717 +16 trace v X X v v

Blood was collected at 2, 6 and 24 hr postdose from 2 monkeys. Urine and feces were collected at 0-24 and 24-48 hr from 3 monkeys. Plasma, urine and feces homogenates were pooled for
each time point or interval in each dosing route and analyzed by LC-MS following extraction. Proposed structures for some of the metabolites are shown in [2.6.5.87].

a: v indicates that a peak above the integration threshold was observed; trace indicates that a signal was detected but the peak was below the integration threshold; X indicates that a signal was
not detected.

A = difference between the posaconazole and metabolite m/z; HPBCD = 40% 2-hydroxypropyl-B-cyclodextrin; IV = intravenous;

LC-MS = high-performance liquid chromatography with mass spectrometry; m/z = mass-to-charge ratio; POS IV Suspension = suspension of lipid coated posaconazole particles.
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Study number:

Location in CTD:
Species/Strain:

Number of subjects/Gender:
Feeding condition:

P02418
(& #}5.3.3.1.13]
Human
8/Male
Fed high-fat breakfast

dl-104
(& #}5.3.3.1.12]
Human
8/Male
Fed high-fat breakfast

Vehicle/Formulation: Oral Suspension Oral Suspension
Method of administration: Oral Oral
Dose (mg): 399 409
Radionuclide: 14C 14C
Administered radiocarbon: 81.7 puCi 79.3 uCi
Assay: | LSC; HPLC with UV and radiometric detection; LC-MS or LC-MS/MS
% of Compound in Sample % of Compound in Sample
% of Dose % of Dose Posaconazole
Sample Sampling Time in Sample Posaconazole M-1 M-2 M-5 M-8 in Sample Posaconazole | -Glucuronides
Plasma 5 hr -- 78.9 ND BIT BIT 21.1 -- -- --
12 hr -- 72.4 ND BIT ND 27.6 -- -- --
24 hr -- 65.7 ND 7.88 8.97 17.5 -- -- --
5-48 hr -- -- -- -- -- -- -- 76.5 23.5
Urine 0-120 hr -2 BIT 8.20 4.57 15.0 10.7 -- -- --
0-168 hr -- -- -- -- -- -- -2 2.78 39.3
Feces 0-120 hr b 93.8 ND ND ND ND - - -
24-48 hr -- -- -- -- -- -- 18.2¢ 99.8¢ ND¢
48-72 hr -- -- -- -- -- -- 15.5¢ 99 4¢ ND¢
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a:  No single metabolite accounted for more than ~2% of the administered dose.

b:  66.3% of dose was excreted as posaconazole; none of the fecal metabolites accounted for more than 0.7% of the dose.
c: sample from one male.

BIT = Below integration threshold of '*C detector but detected by mass spectrometry

M-1 = glucuronide conjugate of a cleaved metabolite of posaconazole; m/z of 600 vs m/z = 701 for posaconazole.

M-2 = oxidative cleavage metabolite; m/z of 263

M-5 = di-glucuronide conjugate of posaconazole; m/z of 1053

M-8 = mono-glucuronide conjugate of posaconazole; m/z of 877

LSC = liquid scintillation counting; LC-MS = high-performance liquid chromatography with mass spectrometry; LC-MS/MS = high-performance liquid chromatography with tandem mass
spectrometry; m/z = mass-to-charge ratio; ND = not detected by '*C or MS detector
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Study number:
Location in CTD:
Type of study:

s 10
[&#l4.2.2.4.6]

In vitro metabolism of '*C-posaconazole by active and boiled human intestinal (jejunum and ileum) microsomes

Method: | Incubations of '*C-posaconazole (30 uM) with pooled human liver microsomes (positive control) and intestinal (jejunum and ileum) microsomes
were performed for 2 hours at 37°C in the presence of alamethicin (a membrane pore-forming peptide that increases uridine 5’-diphosphate
glucuronosyltransferase activity), MgClz, saccharolactone (an inhibitor of B-glucuronidase), and 2 mM uridine 5’-diphosphate-glucuronic acid
(UDPGA) in 0.1 M Tris-HCI buffer, pH 7.4.

Result: | One major in vitro posaconazole glucuronide was formed by human liver microsomes supplemented with UDPGA. No glucuronide of posaconazole

was detected following incubation of posaconazole with human intestinal microsomes supplemented with UDPGA.
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Study number:
Location in CTD:
Type of study:

DM27201
[&#t4.2.2.4.7]

Method:

In vitro Metabolism of posaconazole with Human Liver Microsomes and uridine 5’-diphosphate-glucuronosyltransferase (UGT) enzymes
Incubations of *C-posaconazole (30 pM) with pooled human liver microsomes and 12 UGT ﬁM (UGT1A1, UGT1A3, UGT1A4,
UGT1A6, UGT1A7, UGT1AS8, UGT1A9, UGT1A10, UGT2B4, UGT2B7, UGT2B15 and UGT2B17) were performed for 2 hours at 37°C. The
reaction mixtures also contained alamethicin (50 pg/mg microsomal protein), 10 mM magnesium chloride, 5 mM saccharolactone (an inhibitor of
B-glucuronidase) and 2 mM uridine 5’-diphosphate glucuronic acid (UDPGA) in 0.1M Tris-HCI buffer, pH 7.4. Inhibition studies were also
performed with various UGT inhibitors in order to predict potential drug-drug interactions. Metabolite profiling and identification was conducted
using high performance liquid chromatography/radiometric detection and/or high performance liquid chromatography with mass
spectrometry/radiometric detection.

Results:

1. In vitro formation of posaconazole-glucuronides (M8 and M9) was mediated via UGT1A4.

2. No glucuronides were formed by UGT1A1, UGT1A3, UGT1A6, UGT1A7, UGT1AS8, UGT1A9, UGT1A10, UGT2B4, UGT2B7, UGT2B15
and UGT2B17.

3. Posaconazole is a substrate but not an inhibitor of UGT1A4.
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Study number:
Location in CTD:
Type of study:

sNos2
[&#14.2.2.4.8]

Identification of human liver uridine 5’-diphosphate-glucuronosyltransferase (UGT) enzymes responsible for the glucuronidation of posaconazole

Method:

14C_posaconazole (5, 10, and 30 pM) was incubated with human liver microsomes, human hepatocytes, or with recombinant human UGT
h” (UGT1AL, UGT1A3, UGT1A4, UGT1A6, UGT1A7, UGT1AS, UGT1A9, UGT1A10, UGT2B7, and UGT2B15) (1 mg/mL
microsomal protein) for 2 hours at 37°C in air. The reaction mixtures also contained alamethicin (a membrane pore-forming peptide that increases
UGT activity), MgClz, saccharolactone (an inhibitor of B-glucuronidase), and 2 mM uridine 5’-diphosphate-glucuronic acid (UDPGA) in 0.1 M
Tris-HCI buffer, pH 7.4. Metabolite profiling and identification was conducted using high performance liquid chromatography/radiometric

Results:

detection and/or high performance liquid chromatography with mass spectrometry/radiometric detection.

1.  Only UGT1A4_W, as well as human liver microsomes and hepatocytes, produced the posaconazole glucuronide (identified as
M-8 in human absorption, metabolism, and excretion study, P02418).

2. There was a high correlation in rates of posaconazole glucuronidation and trifluoperazine glucuronidation, which is known to be mediated by
UGT1A4.

3. Bilirubin (100 uM), a known UGT1A4 substrate, inhibited formation of the glucuronide in human liver microsomes by 79.6% and in UGT1A4
ﬂw by 63.5%.
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Study number:
Location in CTD:
Type of study:

DM27215
[&#t4.2.2.4.9]

Identification of Human Cytochrome P450 Enzymes Responsible for the Metabolism of Posaconazole

Method:

Incubations of '*C- posaconazole with pooled human microsomes (liver, lung and intestine), three human flavin monooxygenases (FMO) _TM
(FMO1, FMO3, and FMOS5) and 19 P450

™ (CYP1AL, CYP1A2, CYP2A6, CYPIBI, CYP2B6, CYP2C8, CYP2C9, CYP2CI18,

CYP2C19, CYP2D6, CYP2E1, CYP2J2, CYP3A4, CYP3AS, CYP4All, CYP4F2, CYP4F3A, CYP4F3B, and CYP4F12) were performed for 2 hours
at 37°C in presence of NADPH (nicotinamide adenine dinucleotide phosphate)-generating system. In vitro incubations of posaconazole with
cDNA-expressed recombinant human P450 enzymes or human liver microsomes were performed in the presence and absence of inhibitors or
antibodies. Inhibition and correlation studies were performed under steady-state conditions. Analysis was conducted via high performance liquid
chromatography/radiometric detection and high performance liquid chromatography with mass spectrometry/radiometric detection.

Results:

1.

2.

Human liver microsomes converted posaconazole to metabolites M2 and M14. Human intestine microsomes converted posaconazole to M2, M13, and M14
at 10 uM while there was no detectable metabolite formation with human lung (pulmonary) microsomes.

Recombinant human CYP3 A4 converted posaconazole to M2, M13 and M16 (mass-to-change ratio [m/z] 715) while CYP1A1l and CYP3AS
catalyzed the formation of M2. CYP2J2 formed M14 and M17 (m/z 715).

. There was a high correlation between the rate of formation of M2 determined in 10 human liver microsomal samples and dextromethorphan

N-demethylation (r = 0.85) and testosterone 6B-hydroxylation (r = 0.93) catalyzed by CYP3A4 and CYP3A4/5, respectively.

. Ketoconazole (inhibitor of CYP3A4), and azamulin were potent inhibitors of the formation of M2 from human liver and intestine microsomes as

well as from recombinant CYP3A4 and CYP2J2. Astemizole, a CYP2J2 inhibitor, inhibited formation of M14 from human intestine microsomes
and M14 and M17 formations from CYP2J2.

. A CYP3A4/5-specific inhibitory monoclonal antibody (1 mg/mg protein) inhibited the formation of M2 from human liver microsomes by 67%.
. The results of this study suggest that the formation of M2 following incubation with human liver or intestine microsomes is primarily mediated via

CYP3A4. CYPIAI1 and CYP3AS most likely play a minor role in the metabolism of posaconazole.

. Formation of M16 and M17 (m/z 715) is mediated by CYP3 A4 and CYP2J2, respectively.
. Formation of M13 and M 14 from human liver or intestine microsomes is mediated by CYP3A4 and CYP2J2, respectively.
. No radioactive metabolite was detected when incubated with recombinant human FMO1, FMO3 and FMOS5 enzymes.
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Study number:
Location in CTD:
Type of study:

sNl309
['&#t4.2.2.4.10]
Characterization of an N-oxide of Posaconazole Detected by LC-MS in Human Plasma and Urine: LC-MS Evidence for Artifactual Formation of an

N-Oxide of Posaconazole in Human Plasma and Urine

Method:

Plasma and urine samples were processed using solid-phase extraction (SPE) prior to metabolite profiling. On average, methanolic extracts from
plasma or urine contained >90% of the starting radioactivity loaded onto each C18 cartridge. Each plasma or urine extract was vacuum evaporated
(23-30°C) with a Rotavapor, the residue was dissolved in a minimum amount of methanol and then transferred to a 15-mL glass test tube. Before
liquid chromatography with mass spectrometric detection (LC-MS) analyses, each methanolic extract was dried under a gentle stream of nitrogen
(23-30°C) using an evaporator and the final residue was dissolved in dimethylsulfoxide prior to injection into the LC-MS system. Extracts were
analyzed using high-performance liquid chromatography with radiometric, UV and mass spectrometry detection

Result:

A trace ion peak (mass-to-charge ratio [m/z] 717) was detected in LC-MS profiles (approximately 24.5 minutes) of human plasma and urine following
the oral dosing of '“C-posaconazole ( -104, single dose of 409 mg) or posaconazole ( -444, 800 mg dose administered 200 mg four times a
day). No radioactive peak corresponding to the same retention time was detected in plasma and urine analyzed from the radiolabelled clinical study
(Cﬂ-104). The mass spectrum of this peak also contained an ion at m/z 701, which most likely resulted from facile loss of an oxygen atom. Based
on this mass spectral behavior, the m/z 717 peak was tentatively identified as an N-oxide metabolite of posaconazole. The exact position for
N-oxidation is unknown due to the large number (8) of positional isomers. _This ion was not, however, detected in subsequent plasma and urine
LC-MS profiles from a 14-day multiple-dose (800 mg/day) clinical study (.-089-01). Therefore, supplemental experiments were conducted to
establish whether the trace m/z 717 peak is a metabolite or an artifact of sample processing.

Findings from these ancillary investigations indicated that an N-oxide of posaconazole appeared intermittently during processing of human plasma
and urine samples containing posaconazole. Detection of trace amounts of an N-oxide (m/z 717) following SPE of plasma spiked with
14C-posaconazole provided strong evidence that its presence in the injected extract was an artifact. Artifact formation from basic drugs and
metabolites upon storage or during extraction has been well documented in the literatures [& £}4.3: 4105] [& ¥}4.3: 4106] [& ¥}4.3: 4107].
Considering the total number of nitrogens (8) in the posaconazole molecule, N-oxide formation is not unexpected. Although, the exact conditions
required for N-oxide formation during sample processing are not known, the presence of an N-oxide of posaconazole (m/z 717) in human plasma and
urine is most likely an artifact of sample processing.
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Study number:
Location in CTD:
Type of study:

sNI418
[&#t4.2.2.4.11]
Identification of the structure of the major in vitro human posaconazole glucuronide

Method:

Incubations of '*C-posaconazole (20 pM) with uridine 5’-diphosphate-glucuronosyltransferase (UGT) 1A4_TM (1 mg recombinant
protein/mL) were performed for 2 hours at 37°C in air. ThewTM were pretreated with alamethicin (50 pg/mg microsomal protein) on
ice to diminish the latency of UGT activity. The reaction mixtures also contained 10 mM magnesium chloride, 5 mM saccharolactone (an inhibitor
of B-clucuronidase), and 2 mM uridine 5’-diphosphate-glucuronic acid (UDPGA) in 0.1 M Tris-HCI buffer, pH 7.4. The activity of UGT1A4
hTM was also determined using trifluoperazine as a positive control substrate.

Result:

Nuclear magnetic resonance spectrometry (NMR) identified a single major in vitro metabolite, the N-glucuronide, of posaconazole formed by
recombinant human UGT1A4 supplemented with UDPGA. Radiometric analysis indicated that the posaconazole glucuronide and parent drug peaks
accounted for 7.2% and 92.8%, respectively, of the total peak area integrated in the radiochromatogram. High-performance iquid chromatography
with mass spectrometric detection (LC-MS) analysis verified the presence of one single metabolite peak (retention time = 35.8 minutes) consistent
with the addition of a glucuronide moiety to the molecule (mass-to-charge [m/z] 877; M+176). The proton resonance assignments for posaconazole
and the glucuronide conjugate were based on the one dimensional proton, two dimensional proton-proton COSY (correlation spectroscopy), and two
dimensional proton-carbon HSQC (heteronuclear single-quantum coherence) spectra. These data indicate that N*-glucuronidation occurred on one
of the tertiary aromatic amines in the triazole ring. However, the site of N"-glucuronidation could not be established definitively by NMR analysis
due to the lack of resonances from the protons H3” and H5” on the triazole ring. Quantum chemistry methods were used to calculate the molecular
energy for the sugar moiety on the three nitrogen atoms at positions 17, 2”, and 4”. The calculation indicated that 4”-N*-glucuronide yielded the
lowest energy and is the most stable form of the triazole N*-glucuronide of posaconazole. This posaconazole glucuronide was identified as M-9 in
the human absorption, metabolism, and excretion study, P02418.
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Posaconazole [+Gluc] and Posaconazole [+2 Gluc] represents at least two monoglucuronides (including the characterized N*-glucuronide [SN.418]) and a diglucuronide observed in human
plasma and urine. Posaconazole [+O] includes at least four hydroxylated metabolites observed in human plasma, urine, and feces. Two additional oxidative metabolites ((M+H]* =719 and
[M+H] * = 715) that coeluted and were observed in human urine and feces comprised not more than 1.14% of the administered dose.
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Study number:
Location in CTD:
Species:

snIl+30
[EFk4.2.2.2.1]

Mouse/Crl:CD-1 VAF/PLUS® (ICR)BR

Number of animals/Gender: 9/Male/time point 9/Female/time point 9/Male/time point 9/Female/time point
Feeding condition: Food available ad libitum Food available ad libitum Food available ad libitum Food available ad libitum
Vehicle/Formulation: HPBCD/solution HPBCD/solution MC/suspension MC/suspension
Method of administration: IV bolus IV bolus Oral (Gavage) Oral (Gavage)
Dose (mg/kg): 10 10 20 20
Analyte: 14C 14c 14c 14C
Specific Activity/Radiochemical Purity: 11.3 nCi/mg/>96.1% 11.3 uCi/mg/>96.1% 11.3 uCi/mg/>96.1% 11.3 uCi/mg/>96.1%
Assay: LSC LSC LSC LSC
Mean % Administered Radiocarbon®
Excretion route: | Urine Feces Total® Urine Feces Total® Urine Feces Total® Urine Feces Total®
Time: 0-24 hr 9.47 57.7 5.85 58.8 2.26 59.8 2.29 69.5
0-48 hr 11.6 77.7 7.49 78.6 3.96 84.1 3.32 85.5
0-72 hr 12.1 80.8 7.99 82.2 4.38 86.7 3.52 88.6
0-96 hr 12.4 82.0 8.93 83.1 4.52 87.3 3.82 89.0
0-120 hr 12.6 82.5 9.34 83.6 4.59 87.5 4.04 89.2
0-144 hr 12.6 82.8 9.96 83.9 4.64 87.6 4.09 89.4
0-168 hr 12.7 82.9 97.5 10.0 84.1 96.2 4.69 87.7 93.1 4.15 89.5 94.3

a:  Values are the mean of 3 pooled samples, each containing the excreta from 3 mice.

b:  Total includes '“C in excreta, cage wash, cage wipe, and carcass at the end of the 168 hr collection period.
HPBCD =40% 2-hydroxypropyl-B-cyclodextrin; LSC = liquid scintillation counting; MC = 0.4% aqueous methylcellulose.

C confidential

2.6.5 FpEhRERER O R

- 76 -




B at > —v EEHL B
2.6 FERGRRRBROMETE SO O 35
2.6.5 FpEhRERER O R

26.59B Sy M MC-RYaFV—ILZERBREORUVEIRNZS L= & EDOMHTEEDR KR U E A it 3

WRWE Ry —u

Study number: SN.33O
Location in CTD: | [&#}4.2.2.2.4]
Species: | Rat/Crl:CD®BR VAF/Plus®
Number of animals/Gender: 3/Male 3/Female 3/Male 3/Female
Feeding condition: Fasted Fasted Fasted Fasted
Vehicle/Formulation: HPBCD/solution HPBCD/solution MC/suspension MC/suspension
Method of administration: IV bolus IV bolus Oral (Gavage) Oral (Gavage)
Dose (mg/kg): 20 20 20 20
Analyte: 14C 14C 14C 14C
Specific Activity/Radiochemical Purity: | 3.58 pCi/mg/>97.8% 3.58 uCi/mg/>97.8% 3.58 uCi/mg/>97.8% 3.58 uCi/mg/>97.8%
Assay: LSC LSC LSC LSC
Mean % Administered Radiocarbon
Excretion route: | Urine Feces Total® Urine Feces Total® Urine Feces Total® Urine Feces Total®
Time: 0-24 hr 12.0 26.1 8.90 18.5 0.30 92.7 0.21 75.3
0-48 hr 13.6 58.5 10.8 50.5 0.40 97.3 0.35 91.6
0-72 hr 14.3 73.0 11.8 49.1 0.43 97.8 0.40 96.9
0-96 hr 14.5 76.1 12.4 57.5 0.44 97.9 0.43 98.4
0-120 hr 14.6 77.0 12.8 61.4 0.44 97.9 0.45 98.7
0-144 hr 14.7 77.3 13.2 74.5 0.44 97.9 0.46 98.9
0-168 hr 14.8 77.4 95.2 13.4 76.6 92.7 0.45 97.9 98.6 0.46 98.9 99.6

a:  Total includes '*C in excreta, cage wash, cage wipe, and carcass at the end of the 168 hr collection period.
HPBCD =40% 2-hydroxypropyl-B-cyclodextrin; LSC = liquid scintillation counting; MC = 0.4% aqueous methylcellulose.
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Study number: sNos2 sNI29 sNiz31
Location in CTD: [EFkt4.2.2.5.1] [&F4.2.2.5.2] [&#+4.2.2.2.7]
Species: | Rat/Hsd:Sprague-Dawley Rat/Crl:CD®BR VAF/Plus® Rat (pigmented)/Crl:(LE)BR
Number of animals/Gender: 5/Male 5/Male 3/Male 3/Female
Feeding condition: Fasted Fasted Fasted Fasted
Vehicle/Formulation: HPBCD/solution MC/suspension MC/suspension MC/suspension
Method of administration: IV bolus Oral (Gavage) Oral (Gavage) Oral (Gavage)
Dose (mg/kg): 10 20 20 20
Analyte: 14C 14c 14c 14C
Specific Activity/Radiochemical Purity: 3.92 uCi/mg/>97.7% 3.58 uCi/mg/98.7% 3.58 uCi/mg/>97.7% 3.58 uCi/mg/>97.7%
Assay: LSC LSC LSC LSC
Mean % Administered Radiocarbon
Excretion route: | Urine Feces Total® Urine Feces Total® Urine Feces Total® Urine Feces Total®
Time: 0-24 hr 10.0 53.2 0.36 82.7 0.73 81.7 0.25 86.2
0-48 hr 11.1 76.5 0.59 91.8 0.93 86.5 0.36 94.0
0-72 hr 11.4 81.1 0.66 95.9 0.98 87.3 0.40 95.6
0-96 hr 11.5 82.0 0.68 96.2 1.00 87.4 0.42 96.1
0-120 hr 11.6 82.2 0.69 96.2 1.01 87.4 0.42 96.2
0-144 hr 11.6 82.3 0.70 96.2 1.03 87.4 0.42 96.2
0-168 hr 11.6 82.4 94.7 0.70 96.2 97.1 1.03 87.4 92.2 0.43 96.2 96.7

- CO, trappings contained radiocarbon levels that were below quantifiable limits (SN.OSZ, SN.329).
a:  Total includes '*C in excreta, carcass, cage wash, and cage wipe at the end of the 168 hr collection period.

b:  Total includes '*C in excreta, cage wash, and cage wipe at the end of the 168 hr collection period.
HPBCD =40% 2-hydroxypropyl-B-cyclodextrin; LSC = liquid scintillation counting; MC = 0.4% aqueous methylcellulose.
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Study number:

Location in CTD:

Species:

Number of animals/Gender:
Feeding condition:
Vehicle/Formulation:
Method of administration:
Dose (mg/kg):

sN+28
[&Fkt4.2.2.2.5]

Rat/Hsd: Sprague Dawley SD

6/Male

Food available ad libitum

MC/suspension
Oral (Gavage)
20

Analyte: | '“C
Specific Activity/Radiochemical Purity: | 1.97 nCi/mg/>96.3%
Assay: | Liquid scintillation counting
Mean % Administered Radiocarbon?®
Excretion route: Feces Urine Cage Wash Cage Wipe Urine Wipe Carcass Total
Time: 168 hr/Day 21° 93.2 2.04 0.07 0.03 0.01 0.10 95.4

a:  Cumulative excretion of administered radiocarbon following 21 daily doses, at 168 hr post-last dose.

MC = 0.4% aqueous methylcellulose.

Urine and feces were collected at 24 hr intervals from Day 1 to Day 28.
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Study number: SN.041
Location in CTD: | [&¥}4.2.2.4.1]
Species: | Rat/Crl:CD(SD)BR VAF/PLUS®, with bile duct-cannulation
Number of animals/Gender: 4/Male ‘ 3/Female 3/Male 4/Female 3/Male 3/Female
Feeding condition: Fasted Fasted Fasted Fasted Fasted Fasted
Vehicle/Formulation: HPBCD/solution MC/suspension Bile?
Method of administration: IV bolus oral (Gavage) Intraduodenal®
Dose (mg/kg): 10 20 -
Analyte: 14C 14C 14C
Specific Activity/Radiochemical Purity: 3.58 pCi/mg/>97.7% 3.58 uCi/mg/>97.7% | 11.3 pCi/mg/>98.0% 3.58 uCi/mg/>97.7%
Assay: LSC LSC LSC
Time: 0-48 hr 0-48 hr 0-48 hr
Excretion Route Radioactivity (Mean % of Administered Radiocarbon)

% in bile: 25.7 14.6 1.54 3.95 33.8 0P
% in urine/cage wash: 9.86 6.80 0.55 1.02 5.92 6.96
% in feces: 47.7 63.8 89.5 78.5 52.7 69.3

% in GI tract: 0.75 0.54 0.15 0.75 0 0

% in GI contents: 3.26 3.93 0.89 2.91 0 0

% in carcass: 9.12 7.40 0.51 5.08 0 0
Total: 96.4 97.1 93.2 92.2 92.4 76.2

a:
b:

Bile, urine, feces were collected from 0 to 48 hr post-dose; GI tissues and contents, carcass were collected at 48 hr post-dose.

Metabolite profiles in bile, urine, and feces after oral and intravenous administration were also determined using HPLC-radiometric flow detection. In addition, metabolites in bile from
intravenous administration were profiled by LC-MS/MS.

The extent of enterohepatic circulation of radioactivity is underestimated in ID-administered recipient rats, since it does not take into consideration the large percentage of systemic drug
that is secreted directly into the GI system and available for reabsorption.

Fecal excretion results from IV-dosed rats suggest that posaconazole (or a readily hydrolyzable conjugate) was secreted directly into the GI tract.

Approximately 10% of the bile volume from each time interval collected from each IV-dosed donor rat was pooled by sex and used for intraduodenal dosing to recipients.

Less than LLOQ (background = 20 cpm; > 2 x background is nonzero)

HPBCD =40% 2-hydroxypropyl-B-cyclodextrin; LSC = liquid Scintillation Counting; MC = 0.4% aqueous methylcellulose.
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Study number: SN.332
Location in CTD: | [&¥}4.2.2.2.10]
Species: | Dog/Beagle
Number of animals/Gender: 3/Male 3/Female 3/Male 3/Female
Feeding condition: Fasted® Fasted® Fasted® Fasted®
Vehicle/Formulation: HPBCD/solution HPBCD/solution MC/suspension MC/suspension
Method of administration: IV bolus IV bolus Oral (Gavage) Oral (Gavage)
Dose (mg/kg): 5 5 20 20
Analyte: 14C 14c 14C 14C
Specific Activity/Radiochemical Purity: 0.992 nuCi/mg/>97.8% 0.992 uCi/mg/>97.8% 0.992 uCi/mg/>97.8% 0.992 uCi/mg/>97.8%
Assay: LSC LSC LSC LSC
Mean % Administered Radiocarbon

Excretion route: | Urine  Feces Total® Urine Feces Total® Urine Feces Total® Urine Feces Total®
Time: 0-24 hr 4.56 0.14 4.81 0.29 0.11 21.1 0.17 0.04
0-48 hr 7.69 27.4 7.78 29.6 0.32 79.6 0.42 86.1
0-72 hr 9.79 55.1 9.91 46.8 0.60 84.1 0.64 88.4
0-96 hr 11.0 64.8 11.3 61.7 0.84 87.0 0.78 90.6
0-120 hr 11.6 70.2 12.2 68.4 1.00 88.5 0.86 91.0
0-144 hr 12.0 72.8 12.8 73.5 1.09 89.3 0.93 92.7

0-168 hr 12.2 74.1 87.4 13.2 75.7 89.6 1.13 89.7 91.1 0.97 92.8 94.0

a:  Dogs were fasted 30 min prior to dosing through approximately 24 hr postdose.
b:  Total includes '*C in excreta, cage wash and cage wipe at the end of the 168 hr collection period.
HPBCD =40% 2-hydroxypropyl-B-cyclodextrin; LSC = liquid Scintillation Counting; MC = 0.4% aqueous methylcellulose
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Study number:

Location in CTD:

Species:

Number of animals/Gender:
Feeding condition:
Vehicle/Formulation:
Method of administration:
Dose (mg/kg):

Analyte:

Specific Activity/Radiochemical Purity:
Assay:

Time:

sN248
[&#t4.2.2.2.11]

Dog/Beagle (bile duct-cannulated)

food available ad libitum
HPBCD/solution
IV bolus

1.97uCi/mg/>96.3%; 11.3 nCi/mg/>96.4%
Liquid scintillation counting

3/Male

5
14C

0-72 hr

3/Male

food available ad libitum

MC/suspension
Oral (Gavage)
20
14C
1.97 pCi/mg/>96.3%

Liquid scintillation counting

0-72 hr

Excretion Route:

Bile Not Collected

Mean % of Administered Radiocarbon
Bile Collected

Bile Collected

% in bile:

% in urine:

% in feces:

% urine pan rinse:

% in urine tube and cage wash:
Total:

7.42
58.2
2.90
0.85
69.4

17.8
8.59
36.9
0.79
1.13
65.2

7.21
1.46
57.1
0.33
1.10
67.2

- Radioactivity was secreted into the gastrointestinal tract through secretory processes other than the biliary route since 36.9% of the IV-administered dose was excreted in the feces of

bile-diverted dogs by 72 hr post-dose.

- The low total recovery of radioactivity is most likely due to the slow clearance of the drug (excreta was only collected for 0-72 hr postdose).
HPBCD =40% 2-hydroxypropyl-B-cyclodextrin; MC = 0.4% aqueous methylcellulose.

C confidential

2.6.5 FpEhRERER O R
- 82 -




B at > —v EEHL B
2.6 FERGRRRBROMETE SO O 35
2.6.5 FpEhRERER O R

26.59H £ M MC-RYaF V—LZHEEOKRE L& TDOMETRED R KR UV E A it 3

WRWE Ry —u

Study number:

Location in CTD:

Species:

Number of animals/Gender:
Feeding condition:

P02418
[&#}5.3.3.1.13]
Human
8/Male
Fed high fat meal

dAl-104
[&#}5.3.3.1.12]
Human
8/Male
Fed high fat meal

Vehicle/Formulation: Oral Suspension Oral Suspension
Method of administration: Oral Oral
Dose (mg): 399 409
Analyte: 14C 14C Posaconazole
Assay: Liquid scintillation counting Liquid scintillation counting HPLC-UV
Mean % Administered Radiocarbon Mean % Administered Radiocarbon Mean Urine Posaconazole
Excretion route: Urine Feces Total® Urine Feces Total (pg/mL)
Time: 0-24 hr 3.98 7.01 0 hr 0 0 -- 0
0-48 hr 7.91 36.3 0-4 hr 0.102 -- -- 0.0597
0-72 hr 10.6 53.2 0-8 hr 0.561 -- -- 0.217
0-96 hr 12.2 65.1 0-12 hr 1.29 -- -- 0.366
0-120 hr 13.2 70.7 0-24 hr 2.93 1.61 -- 0.492
0-144 hr 13.7 73.9 0-48 hr 5.45 24.1 -- 0.581
0-168 hr 13.9 75.9 0-72 hr 7.27 45.8 -- 0.640
0-192 hr 14.0 76.7 0-96 hr 8.38 56.8 -- 0.682
0-216 hr 14.0 76.8 0-120 hr 9.06 64.5 -- 0.700
0-240 hr 14.0 76.8 0-144 hr 9.48 68.2 -- 0.706
0-264 hr 14.0 76.9 91.1 0-168 hr 9.73 70.6 80.4 0.710

a:  Total includes '*C in excreta and fecal wipes.
HPLC-UV = high performance liquid chromatography with UV detection.
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Study number: | SN . 126
Location in CTD: | [&#}4.2.2.5.3]
Study: | Excretion into milk
Species: | Rat/Sprague Dawley [Crl:CD (SD)BR, VAF/Plus®]
Lactating day / Number of animals: | 11 days postpartum / 4 dams (2/time point) and 6 pups per dam
Feeding condition: | Food available ad libitum
Vehicle/Formulation: | HPBCD/solution
Method of administration: | Gavage
Dose (mg/kg): | 20
Analyte: | '“C
Specific Activity/Radiochemical Purity: | 3.58 nCi/mg/>97.7%
Assay: | Liquid scintillation counting (LLOQ = 0.01 ng Eq/g for plasma and milk; LLOQ = 0.009 pg Eq/g for blood)

Mean Concentration (ug Eq/g
Sample time Dam? Pup Mean Dam
(hr) Blood Milk Plasma Blood Plasma Milk:Plasma ratio
2 3.06 8.33 4.82 Not Analyzed Not Analyzed 1.73
6° 2.52 6.19 4.00 0 0 1.55

- Although radiocarbon was detected in dam milk, exposure to pups was minimal up to 6 hr postdose.

a:  Thirty minutes prior to milk collection, each dam was administered oxytocin (5 units/dam) via subcutaneous injection.
b: Immediately after dosing, the pups designated for 6-hr blood collection were returned to the dams and allowed to nurse until 2 hr prior to milk collection.
HPBCD =40% 2-hydroxypropy!l-B-cyclodextrin.
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Study number:

Location in CTD:

Study:

Species:

Lactating day / Number of animals:
Feeding condition:

sni431

[&Fkt4.2.2.5.4]

Excretion into milk

Rat/Sprague Dawley [Crl:CD (SD)BR, VAF/Plus®]

12 days postpartum / 15 dams (3/time point) and ~10 pups/dam
Food available ad libitum

Vehicle/Formulation: | MC/suspension
Method of administration: | Gavage
Dose (mg/kg): | 20
Analyte: | '“C
Specific Activity/Radiochemical Purity: | 4.15 nCi/mg/>97.8%
Assay: | Liquid scintillation counting
Mean Concentration of Radiocarbon (ug Eq/g)
Sample time Dam? Pup Mean Dam
(hr) Blood Milk Plasma Blood Plasma Milk:Plasma ratio
1 0.791 1.11 1.31 0 0 0.839
2 1.37 2.72 2.20 0 0 1.23
4b 1.65 3.87 2.66 0 0 1.42
gv 1.39 3.59 2.13 0.00863 0.0163 1.68
24 0.475 1.37 0.744 0.117 0.149 1.85
AUCo-24 hr
(ug Eq-hr/g) 25.5 63.7 39.9

- Radioactivity was rapidly excreted into milk; Based on the average daily consumption of milk (2 mL/day) and the maximum milk radioactivity concentration determined, the rat pup

exposure is expected to be less than 0.11% of the orally administered dose.
a:  Thirty minutes prior to milk collection, each dam was administered oxytocin (5 units/dam) via subcutaneous injection.
b: Immediately after dosing, the pups designated for 4-, 8-, and 24-hr blood collection were returned to the dams and allowed to nurse until 2 hr prior to milk collection.

MC = 0.4% aqueous methylcellulose.
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Study number: SN.365
Location in CTD: | [&¥}4.2.2.6.1]

Type of study: | In vivo effect on male rat liver drug metabolizing enzymes

Method: | Posaconazole (20 or 80 mg/kg dose in 0.4% methylcellulose) was given orally by gavage once daily for 8 days to male Sprague Dawley rats

liver drug metabolizing enzymes.

[Crl:CD®(SD)BR VAF/Plus®] (4/dose group).

Four livers/group were collected approximately 2 hours after final dose for preparation of liver
microsomes. Liver weight, liver-to-body weight ratio, hepatic microsomal protein content, cytochrome P-450 content, and benzphetamine
N-demethylase, 7-pentoxyresorufin O-dealkylase (PROD), and 7-ethoxyresorufin O-deethylase (EROD) activity were analyzed to assess induction of

Tabulated results:

Posaconazole
Parameter?® Control 20 mg/kg/day 80 mg/kg/day
Microsomal Protein (mg/g liver) 21.9+1.1 229+£0.9 21.8 £2.1
Cytochrome P-450 (nmol/mg microsomal protein) 0.75 £ 0.09 0.61 £0.01° 0.68 £0.12
Benzphetamine N-demethylase (nmol/min/mg microsomal protein) 11.1+0.8 9.2+0.8 6.5 £ 3.0¢
PROD (pmol/min/mg microsomal protein) 22+6 16+1 15£6
EROD (pmol/min/mg microsomal protein) 92 £ 16 77+ 12 59 +12¢

a:  Values represent the mean + SD of data from 4 rats/dose group.
b:  Significantly different from control (p<0.05)
c:  Significantly different from control (p<0.01)
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Study number: | SN . 374
Location in CTD: | [& ¥}4.2.2.6.2]
Type of study: | The in vivo effect of posaconazole or itraconazole on male rat liver drug metabolizing enzymes

Method: | Posaconazole or itraconazole (in 0.4% methylcellulose) were given orally by gavage once daily for eight days to male Sprague Dawley rats
[Crl:CD®(SD)BR VAF/Plus®] (4/dose group). Four livers/group were collected approximately 6 hours after final dose for preparation of liver
microsomes. Liver weight, liver-to-body weight ratio, hepatic microsomal protein content, cytochrome P-450 content (also evaluated by Western
immunoblotting techniques), and 7-pentoxyresorufin O-dealkylase (PROD) and 7-ethoxyresorufin O-deethylase (EROD) activity were analyzed to
assess induction of liver drug metabolizing enzymes.

Tabulated results:

Posaconazole Itraconazole
Parameter?® Control 45 mg/kg/day 45.3 mg/kg/day
Microsomal Protein (mg/g liver) 21.0+4.5 20.4£3.9 20.4 £ 4.6
Cytochrome P-450 (nmol/mg microsomal protein) 0.66 £ 0.09 0.70 £ 0.06 0.64 £0.10
PROD (pmol/min/mg microsomal protein) 18.4 £ 4.7 254+ 8.9 25.1+11.4
EROD (pmol/min/mg microsomal protein) 104.2 £15.5 92.9£9.6 107.0 £ 22.8

- The Day 8 posaconazole mean plasma concentration was 2.1 + 0.8 pg/mL at 6 hours postdose.
performance liquid chromatography assay (0.5 pg/mL).

Itraconazole plasma concentrations were below the lower limit of quantitation of the high

- Liver microsomes from rats dosed with either posaconazole or itraconazole demonstrated qualitatively similar immunoblot profiles for Cyps1 Al, 1A2,2B1/2, 2El, 3A, and 4A as
compared to controls. This was consistent with the lack of increases in liver weight, protein and cytochrome P-450 content, and both PROD and EROD activity observed.
a:  Values represent the mean + standard deviation of data from 4 rats/dose group.
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Study number:
Location in CTD:
Type of study:

DM27201
[&#t4.2.2.4.7]

In vitro inhibition of posaconazole on uridine 5’-diphosphate-glucuronosyltransferase (UGT) enzymes

Method:

The activity of UGT1A4 was determined in an assay using trifluoperazine (TFP) as a substrate. Inhibition of TFP glucuronidation was evaluated
using various concentrations of posaconazole (1-60 pM) and substrate concentration of 60 uM (Km from literature). Inhibition studies were
performed as described with human UGT1A1 at a 50 pM of 7-hydroxy-4-trifluoromethylcoumarin (7-HFC) as a substrate. The effect of
posaconazole (1-60 uM) on 7-HFC glucuronidation was evaluated. The enzyme activities of UGT1A1l and UGT1A4 were determined in assays
using high performance liquid chromatography with UV detection.

Results:

1. Posaconazole is a substrate but not an inhibitor of UGT1A4.
2. Posaconazole is not a substrate but is a non-competitive inhibitor of UGT1A1 (Ki= 10 uM).
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Study number: SN.048
Location in CTD: | [& ¥}4.2.2.6.3]

Type of study: | In vitro human cytochrome P-450 enzyme inhibition by posaconazole

Method: | Posaconazole, at concentrations of 0, 0.25, 1, 5, 20, 100, and 300 uM, and enzyme-specific positive control inhibitors were each incubated with

pooled human liver microsomes in the presence of enzyme-specific probe substrates. The incubation medium contained potassium phosphate,
HEPES, or tris buffer and a NADPH (nicotinamide adenine dinucleotide phosphate)-generating system. Following termination of the reactions, the
samples were analyzed using either spectrofluorometry (SF) or high performance liquid chromatography (HPLC) to measure product formation and
assess the extent of inhibition.

Tabulated results:

. . Analytical
Enzyme: probe substrate reaction Method Result
CYP1A2: O-deethylation of 7-ethoxyresorufin SF No inhibition up to 300 uM posaconazole?; preincubation vs. coincubation similar®
CYP2AG6: 7-hydroxylation of coumarin SF Little to no inhibition up to 300 uM posaconazole?; preincubation vs. coincubation similar®
CYP2C19: 4'-hydroxylation of HPLC 18.4% and 18.0% inhibition at 100 uM and 300 uM posaconazole, respectively; preincubation vs.
S-(+)-mephenytoin coincubation similar®
0, o/ 1 1hiti 1 . 1 1
CYP2C9: 4 -hydroxylation of diclofenac HPLC 30_.0%; anc_i 3 104 1n1;1b1t10n at 100 uM and 300 pM posaconazole, respectively; preincubation vs.
coincubation similar
CYP2D6: O-demethylation of dextromethorphan HPLC No inhibition up to 300 uM posaconazole?; preincubation vs. coincubation similar®
. 85.7% inhibition of N-demethylation of dextromethorphan at 300 uM; preincubation with 100 uM
YP3A4: N- thylat RS . .
¢ N-demethylation of dextromethorphan HPLC posaconazole produced a 54.7% decrease in inhibition compared to coincubation; ICso = 1.3 uM
o/ 1 1hit1 - 1 . 1 1 o/ 1 1
CYP3A4: 6-hydroxylation of testosterone HPLC 93.4% inhibition of 6B-hydroxylation of testosterone at 5 uM; preincubation produced a 50.8% increase in

inhibition at 1 pM posaconazole compared to coincubation; ICso = 0.2 uM; Ki of 0.42 pM

a:  Enzyme activity was within 15% of control.

b:  Less than 12% difference in inhibition between preincubation and coincubation
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Study numbers: | SN379 and SNI193
Location in CTD: | [&#}4.2.2.6.4] [&#}4.2.2.6.5]
Type of study: | In vitro inhibition studies of rat (SN.379) and dog (SN. 193) steroid biosynthesis. Precursor substrate steroids were incubated with either pooled
testicular microsomes (rat), pooled testicular S-10 fractions (dog), or adrenal subcellular fractions in the presence of varying concentrations of
posaconazole, ketoconazole, and itraconazole to estimate the apparent ICso values for each test compound.

Method: | Assays were performed in 0.5 mL volume consisting of 50 mM KPOs buffer, pH 7.4; 3 mM MgClz; 1 mg/mL testicular microsomal protein, S-10
fraction protein, or adrenal subcellular fraction protein; 1 mM EDTA inhibitor (2.5 pL in acidic methanol); and 25 uM substrate (steroid precursors).
The mixtures were preincubated for 5 minutes at 37°C and reactions initiated by addition of 1.0 mM NADP, 5 mM G-6-P, and 1.5 units/mL G-6-P
dehydrogenase. Addition of 100 uL 1 N HCI terminated the reactions. Steroids were extracted with ethyl acetate, resuspended in methanol: H2O
(85:15), and analyzed by high performance liquid chromatography.

Tabulated Results:

ICso
Reaction Enzyme Posaconazole Ketoconazole Itraconazole
Rat cytochrome P-45017 hydroxylase ~8-20 uM ~40 uM NI
progesterone—170H-progesterone Dog cytochrome P-45017 hydroxylase ~7.5 uM ~4.3 uM >10 uM
. Rat cytochrome P-45017 lyase E ~10 uM E
170H-progesterone>androstenedione Dog cytochrome P-450:7 lyase ~1.7 yM ~0.8 uM >10 uM
androstenedione—testosterone Rat 170H-steroid dehydrogenase E N E
Dog 170H-steroid dehydrogenase ~6.1 yM ~2.3 uM >10 uM
. Rat cytochrome P-45021 NI NI NI
progesterone—deoxycorticosterone Dog cytochrome P-4502; NI 85 UM NI
deoxycorticosterone—»corticosterone Rat cytochrome P-4301 0.4 uM 2.8 M 7.8 iM
Y Dog cytochrome P-45011 2100 pM ~8.8 uM NI
. Rat h P-450 NI NI NI
170H-progesterone—11-deoxycortisol DcE:g Cc};ttcgcchrrzlzlz P45 02211 NI NI NI
. . Rat cytochrome P-4501, 0.2 uyM 0.7 uM 2.0 uM
11-deoxycortisol>cortisol Dog cytochrome P-45011 ~5.0 uM ~1.4 uyM NI

a:  Results from isolated rat adrenal cells [& ¥}4.3: 4108].
NI = no inhibition at concentrations up to 100 pM; E = enhanced synthesis.
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Study number:
Location in CTD:
Type of study:

sNi47
[&#}4.2.2.6.6]

In vitro, membrane fraction, P-glycoprotein (P-gp)-mediated ATP hydrolysis assay to evaluate posaconazole as a substrate of P-gp.

Method:

CR1R12 cells (adaptive pressure-selected for multidrug resistance and supernormal production of P-gp) were maintained in complete o--minimum essential
medium (MEM) supplemented with 10% fetal bovine serum (FBS), penicillin/streptomycin (50 U/50 pg/mL), and colchicine (0.5 pg/mL) in a 5%
C02-95% air atmosphere at 37°C and grown to 80-90% confluency. They were then detached with trypsin-EDTA, collected by centrifugation, and
resuspended in 10% FBS-a-MEM media. The microsomal membrane fraction was isolated and resuspended in 0.25 M sucrose buffer (10 mM Tris-HCI,

1 mM EDTA, pH7.5) then homogenized. Microsomes were diluted in ice-cold ATPase buffer (3 mM Magnesium ATP; 10 mM KCI; 10 mM MgSOy4;

3 mM DTT; 50 mM Tris-HCI, pH 7.0; 1 mM EGTA; 1 mM oubain; 3 mM sodium azide; and 2 pL test compound dissolved in organic solvent) into a
microtiter plate. The reactions were started by transferring the microtiter plate from ice to 37°C and were incubated for 30 minutes. The reactions
were terminated by adding 12% SDS solution, followed by the addition of ascorbic acid in 1N HCI and 3% ammonium molybdate in 1IN HCI.  After
4 minutes, an equal volume of a 2% sodium citrate/2% sodium meta-arsenite in 2% acetic acid solution was added to each well to stabilize the color
formation. Following a 30-minute incubation at room temperature, the fixed released phosphate was quantified colorimetrically using a microplate
reader at 750 nm.

Tabulated results:

Kinetic Parameters of ATP Hydrolysis for Various Substrates

Substrate Vmax (% of basal activity) Kn (uM) Standard Error
Posaconazole 278 16.5 3.9

Verapamil 348 2.6 0.6
Ketoconazole 655 8.6 3.2
Itraconazole 200 0.8 0.2

- Posaconazole was shown to be a substrate of P-gp, with a Vi« (~52 nmol/min/mg) that was 2.8-fold greater than that of basal activity. The K,, was determined to be ~16 pM.
- The K., for posaconazole was higher than that for verapamil (2.6 uM), ketoconazole (8.6 uM), and itraconazole (0.8 pM), demonstrating that P-gp transports posaconazole less efficiently.
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Study number:
Location in CTD:
Type of study:

sN I os2
[&#4.2.2.6.7]

In vitro inhibition of human MDR1-mediated transport of the fluorescent substrates daunorubicin and rhodamine 123 by posaconazole using
NIH 3T3-G185 cells.

Method:

NIH 3T3-G185 cells (expressing the gene product from human MDR1) were grown to 80-90% confluency, and received fresh media 1 hour prior to
detachment with trypsin-EDTA. Following detachment, cells were centrifuged and the pellet resuspended in fresh media to a concentration of

6 million cells/mL. Aliquots of cells, diluted 40-fold, were incubated with daunorubicin (2 uM) or rhodamine 123 (0.5 pg/mL) + posaconazole for
30 minutes at 37°C (accumulation phase). Following centrifugation, pellets were resuspended in fresh media in the absence of fluorescent

marker + posaconazole (efflux phase). After an additional centrifugation, cell pellets were resuspended in cold buffer and transferred to a FACS
(fluorescence-assisted cell sorter) tube to measure individual cell-retained substrate. The relative fluorescence (% maximal or % reference

inhibition), ICso, and Hill coefficient were calculated.

Tabulated results:

Posaconazole Geometric Mean of Fluorescence Emission Ketoconazole Geometric Mean of Fluorescence Emission
(uM) Daunorubicin Rhodamine 123 (pM) Daunorubicin Rhodamine 123

0 41.07 31.51 0 41.07 36.79
1.25 84.04 43.44 1.25 60.70 35.71
2.5 118.73 41.41 2.5 85.18 36.81

5 164.26 41.16 5 169.30 39.53

10 225.73 65.03 10 222.53 59.85

25 268.99 99.17 25 281.07 122.45

50 261.47 103.72 50 291.60 242.14

100 243 .84 103.38 100 307.17 441.88
175 - 119.13 175 301.29 490.55
Reference?® 755.90 992.52 Reference?® 755.90 937.48

Posaconazole inhibited human MDR1-mediated transport of daunorubicin and rhodamine 123 in NIH 3T3-G185 cells with an estimated ICso of ~4 pM and ~13 uM, respectively. The
maximum degree of inhibition of daunorubicin transport was 35% of vanadate (reference) inhibition, while the maximum degree of inhibition of rhodamine 123 transport was 12% of

cyclosporin A inhibition.
- These results indicate the potential for drug-drug interactions between posaconazole and P-gp substrates.

transport.

Vanadate (5 mM) was used as reference substance for inhibition of daunorubicin transport; cyclosporin A (50 uM) was used as reference substance for inhibition of rhodamine 123
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Study No.:
Location in CTD:
Type of study:

PKO001MK5592
[&#14.2.2.6.8]

Uptake into human hepatocytes

Method: | The uptake of posaconazole (0.1 pM) into human hepatocytes was measured in the presence and absence of a cocktail of inhibitors known to inhibit
the hepatic uptake transporters OATP1B1, OATP1B3, NTCP, and OCT1. Two lots of pooled cryopreserved human hepatocytes (lot : 5-donor
mixed gender pool and lot : 20-donor mixed gender pool) were used. Incubations were carried out in the presence of 0.1% bovine serum albumin
(BSA) (to reduce non-specific binding). Briefly, hepatocytes were thawed at 37°C, washed, and re-suspended in buffer containing 0.1% BSA.
Uptake were initiated by the addition of posaconazole or positive control substrates [*H]estradiol-17B-glucuronide (E217B8G; OATP1B1, OATP1B3),
[*H]cholecystokinin (CCK-8; OATP1B3), ['“C]tetraethyl ammonium (TEA; OCT1), and [*H]taurocholic acid (TCA; NTCP) in the absence or
presence of a transporter inhibitor cocktail (10 uM cyclosporin A + 100 pM rifamycin SV + 200 uM rifampin + 50 uM quinidine) dissolved in buffer
with 0.1% BSA, pH 7.4. At the end of incubations, cells were washed and lysed and assayed for total radioactivity or posaconazole concentrations.

Assay: | Liquid scintillation counting (positive control substrates) and high performance liquid chromatography with mass spectrometry (posaconazole).
Results: | The active uptake of posaconazole was variable and low relative to the positive control substrates. There was evidence of low active uptake in
experiment 1 with lot ; however, this was not reproduced in experiment 2 with the same lot, or with lot (experiment 3).
Uptake in Hepatocyte Lot
Time Uptake (pmole/10° cells/min) - No inhibitors Uptake (pmole/10° cells/min) - With Inhibitors

Substrate (min) Mean SEM Mean SEM
[*H]E217BG (1 uM) 3 20.37 0.18 1.51 0.02
[*H]CCK-8 (5 nM) 3 0.13 0.00 0.001 0.000
[“C]TEA (1 uM) 3 4.38 0.20 1.39 0.04
[*H]TCA (1 uM) 3 29.44 0.08 2.02 0.05
0 17.30 0.17 17.30 0.20
0.5 32.00 0.47 26.17 0.23
Posaconazole (0.1 uM) 1 40.20 0.74 27.22 0.09
Experiment 1 1.5 42.60 0.42 28.81 0.31
2 44.37 0.44 28.86 0.33
3 48.94 0.41 28.91 0.19

Mean = standard error of the mean (SEM) values are listed (N=3).
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Study No.: | PKOOIMKS5592
Location in CTD: | [&#}4.2.2.6.8]
Uptake in Hepatocyte Lot (Cont.)
Time Uptake (pmole/10° cells/min) - No inhibitors Uptake (pmole/10° cells/min) - With Inhibitors
Substrate (min) Mean SEM Mean SEM
0 9.17 0.27 10.50 0.15
0.5 15.49 0.46 15.38 0.27
Posaconazole (0.1 uM) 1 15.66 0.17 16.04 0.31
Experiment 2 1.5 19.82 0.16 17.29 0.07
2 19.77 0.03 16.93 0.08
3 21.34 0.15 18.18 0.30
Uptake in Hepatocyte Lot.
Time Uptake (pmole/10° cells/min) - No inhibitors Uptake (pmole/10° cells/min) - With Inhibitors
Substrate (min) Mean SEM Mean SEM
[*H]E217BG (1 uM) 3 24.50 0.52 4.18 0.13
[*H]CCK-8 (5 nM) 3 0.07 0.00 0.01 0.00
[“C]TEA (1 uM) 3 5.51 0.03 2.87 0.11
[*H]TCA (1 uM) 3 36.75 1.11 5.48 0.16
0 12.97 0.47 11.82 0.24
0.25 21.99 0.12 21.10 0.10
Posaconazole (0.1 M) 0.5 22.04 0.24 21.69 0.18
Experiment 3 1 26.47 0.14 23.43 0.27
1.5 27.47 0.23 23.65 0.24
2 28.38 0.20 24.35 0.23
3 28.38 0.13 23.92 0.31

Mean = SEM values are listed (N=3).
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Study No.:
Location in CTD:
Type of study:

PKO01MKS5592

[&#14.2.2.6.8]
Uptake into cells expressing the human hepatic uptake transporter OATP1B1.

Method: | The uptake of posaconazole and positive control substrate, [*H]estradiol-17B-glucuronide (E2178G), into HEK293 cells and HEK293 cells
transiently transfected with OATP1B1 (HEK293-OATP1B1) was measured in the presence of bovine serum albumin. Incubations with
[*H]E217BG were carried out in the absence or presence of sulfobromophthalein sodium hydrate (BSP; 100 pM), a known OATP inhibitor. At the
end of the incubation, the cells were washed and lysed, and assayed for total radioactivity or posaconazole concentrations.
Assay: | Liquid scintillation counting (positive control substrate) and high performance liquid chromatography with mass spectrometry (posaconazole).
Results: | The positive control substrate E2 178G exhibited robust uptake into OATP1B1 transfected cells which was 69-105 fold greater than in parental
HEK293 cells. In contrast, the OATP1B1 mediated uptake of posaconazole was limited, with a maximal 1.4-fold increase in OATP1B1 cells
compared to the parental cells.
Time Uptake in HEK293 Cells (pmole/10° cells/min) | Uptake in HEK293-OATPI1B1 Cells (pmole/10° cells/min)
Substrate Inhibitor (min) Mean SEM Mean SEM
[*H]E2178G (1 uM) - 3 0.29 0.01 20.21 0.34
[*H]E2178G (1 uM) BSP 3 0.23 0.02 0.22 0.09
0 1.74 0.10 2.22 0.08
0.5 3.33 0.22 2.74 0.33
1 2.23 0.27 2.53 0.18
Posaconazole (0.1 uM) ) 1.5 2.95 0.13 2.90 0.16
2 3.60 0.53 3.42 0.29
3 3.07 0.27 3.49 0.23

Mean = standard error of the mean (SEM) values are listed (N=3).

C confidential

2.6.5 HEyERERER O R
- 95 -




Ao —v §EH S
2.6  FEEGARFRBR OMEEE ST O SR
2.6.5 FRipEHREABR O

2.6.5.10J OATP1B3 Z 4t L 1= BaA & 0 51

WRWE Ry —u

Study No.:
Location in CTD:
Type of study:

PKO01MKS5592
[&#14.2.2.6.8]
Uptake into cells expressing the human hepatic uptake transporter OATP1B3.

Method: | The uptake of posaconazole and positive control substrate [*H]cholecystokinin (CCK-8) into HEK293 cells and HEK293 cells transiently
transfected with OATP1B3 (HEK293-OATP1B3) was measured in the presence of bovine serum albumin. Incubations with [’H]CCK-8 were
carried out in the absence or presence of sulfobromophthalein sodium hydrate (BSP; 100 uM), a known OATP inhibitor. At the end of the
incubation, the cells were washed and lysed, and assayed for total radioactivity or posaconazole concentrations.

Assay: | Liquid scintillation counting (positive control substrate) and high performance liquid chromatography with mass spectrometry (posaconazole).

Results: | The positive control substrate CCK-8 exhibited robust uptake into OATP1B3 transfected cells which was 247-432 fold greater than in parental
HEK293 cells. In contrast, the OATP1B3 mediated uptake of posaconazole was limited, with a maximal 1.5-fold increase in OATP1B3 cells
compared to the parental cells.

Time Uptake in HEK293 Cells (pmole/10° cells/min) | Uptake in HEK293-OATP1B3 Cells (pmole/10° cells/min)
Substrate Inhibitor (min) Mean SEM Mean SEM
[*H]CCK-8 (5 nM) - 3 0.001 0.000 0.43 0.01
[*H]CCK-8 (5 nM) BSP 3 0.001 0.000 0.02 0.00
0 1.74 0.10 2.49 0.08
0.5 3.33 0.22 2.57 0.06
1 2.23 0.27 3.47 0.52
Posaconazole (0.1 uM) ) 1.5 2.95 0.13 3.08 0.27
2 3.60 0.53 3.02 0.27
3 3.07 0.27 3.13 0.06

Mean = standard error of the mean (SEM) values are listed (N=3).
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Type of study:

Inhibition of OATP1B1-mediated transport.

Method: | The inhibitory effect of posaconazole on OATP1B1-mediated [*H]pitavastatin (PTV, 0.1 uM) uptake was assessed in OATP1B1 stably transfected
MDCKII cells (MDCKII-OATP1B1). Cyclosporin A (CsA, 5 uM) was used as the positive control inhibitor. Incubations were carried for
5 minutes at 37°C. Cell pellets were washed and lysed, and assayed for total radioactivity. OATP1B1-mediated [*H]PTV uptake was calculated
by subtracting the uptake of [*H]PTV into MDCKII cells from that in MDCKII-OATP1B1 cells and data were normalized to % control, where
uptake in the absence of posaconazole was 100%.
Assay: | Liquid scintillation counting
Results: | At 1 uM, the highest concentration tested due the solubility limit in assay buffer, posaconazole inhibited 16% of OATP1B1 mediated pitavastatin
uptake.
Inhibitor Uptake in MDCKII Cells Uptake in MDCKII-OATP1BI1 Cells OATP1B1-Mediated Uptake
Concentration (pmole/10° cells/min) (pmole/10° cells/min) (% of control)
Inhibitor (M) Mean SEM Mean SEM Mean SEM
CsA 0 0.110 0.004 0.515 0.013 100.0 n.d.
5 0.133 0.005 0.173 0.002 9.9 n.d.
0 0.110 0.004 0.515 0.013 100.0 1.9
Posaconazole 0.1 0.114 0.001 0.526 0.010 101.7 1.4
0.3 0.111 0.002 0.515 0.005 99.8 0.7
1.0 0.109 0.003 0.450 0.007 84.2 1.2

n.d. = Not determined.

Mean + standard error of the mean (SEM) values are listed (N=3).
a:  This value is not included in the report. It was calculated as the % of active uptake in the presence of CsA (0.173-0.133) divided by the active uptake in the absence of CsA (0.515-0.110).
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Type of study:

Inhibition of OATP1B3-mediated transport.

Method: | The inhibitory effect of posaconazole on OATP1B3-mediated [*H]cholecystokinin (CCK-8, 5 nM) uptake was assessed in OATP1B3 stably
transfected MDCKII cells (MDCKII-OATP1B3). Cyclosporin A (CsA, 5 uM) was used as the positive control inhibitor. Incubations were
carried for 5 minutes at 37°C. Cell pellets were washed and lysed, and assayed for total radioactivity. OATP1B3-mediated [’H]CCK-8 uptake
was calculated by subtracting the uptake of [*H]CCK-8 into MDCKII cells from that in MDCKII-OATP1B3 cells and data were normalized to %
control, where uptake in the absence of posaconazole was 100%.

Assay: | Liquid scintillation counting

Results: | At 1 uM, the highest concentration tested due the solubility limit in assay buffer, posaconazole inhibited 24% of OATP1B3 mediated CCK-8

uptake.
Inhibitor Uptake in MDCKII Cells Uptake in MDCKII-OATP1B3 Cells OATP1B3-Mediated Uptake
Concentration (pmole/10° cells/min) (pmole/10° cells/min) (% of control)
Inhibitor (uM) Mean SEM Mean SEM Mean SEM
0 0.00018 0.00004 0.00198 0.00006 100.0 n.d.
CsA 5 0.00018 0.00001 0.00017 0.00000 0.0* n.d.
0 0.00018 0.00004 0.00198 0.00006 100.0 2.4
0.1 0.00024 0.00006 0.00186 0.00012 90.1 4.3
Posaconazole 0.3 0.00019 0.00001 0.00186 0.00010 92.6 3.2
1.0 0.00019 0.00001 0.00156 0.00006 76.1 2.0

n.d. = Not determined.

Mean + standard error of the mean (SEM) values are listed (N=3).

a:  This value is not included in the report. CsA caused complete inhibition of active uptake (no difference in uptake in OATB1B3 and control cells in the presence of CsA).
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