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26412 RN

Ty FROA R MC-#F T 7 A VEEETREDD B WVIEREBIRNERE LE0X ¥ 7
T A VR OEEHEESE O P ERERE AT, WTOBYREICE W TS RIS E
L EL, MIEhHEEBHECMES VT T A2 ERICEN TE2h o, T b
WBITBSNAFTT_A T YT 113l (34%) L0 b (53%) TE ok, RO
EfofmiErRERBEHRTERE (AUC) T v POFRENT, A XONALZT
RAFEVTF 1%, Ty FEVIEL, HET 18%., T 10%Thol, BIHEEYEF
W EDBREMEOEIGIHELS BFTAX) . FHT 74 VT, HEE, REEZTR
TWZEBHLNERST,

YUAR, Ty PROA XEEF T 74 vERRE | FREOHRE L, MEFFZF5 7 ¢
NVBEOREERFERCEBREORELT ., WThOBWRIZBW TS, mEFZ
F57 A VBERRECHEUTERELEZLOD, ZOESITAEEMOEIE LD /ANED
ol Ty FRUA X T, ERREIIS U AUC O8N & RINAEDIEE BFR® b,
REBEERCEDEZFT 7 4 VOBERBERRBR ISR, LA LeRb, —EORSHIEL
Bix T U EOBEBRERRO RN o, v VAT, REREIZ L > TREERE
DU, —EOREHMUMKEIZZNU EOETHEFED bhizhot,

26413 5

Sy Mz MC-2FF 7 A NEEERORE L, BEEEDEORBRSR 2R L,
ﬁ%ﬁﬁ%g@WWﬁﬁwﬁ%%%mm6\&ﬁ??%wm%m%#%%$mKWWé
AU, AEREICIE 57 Ly 96 RERBERICIZIAM D DIRIEIART 5 2 LS b L B ote,
IR E O BSHE Y E 0378 b%htﬁ%mﬁmﬁf%otomwf FEIE R OBIE -
BUVLWSHBPRD b, FHEMER~OGHIIIIEA LR ONEPoT, BT v b
(Long Evans) #FAWEHBAOMRBRROBEREND, FF T T4 VEAT =V EfEER
ERNWIZERRRENT, HIRT v FEROEBAT v FEAWERRILIX, #4774
v BVNEE DR O BBBEBITE CCHHBITER TN AR S i,

ZES 7 4 VOMBEEEREERIZ. v UVR, Ty NRUA XTERTN 85%., 92%.
B 87%THY, b N TORFBEE (94%) LIEER U ThoTo, Fiz. MERBITHRER
WWRWT, #4577 4 MIMERKITEROIZBITLRNWZ ERRBR IR,

26414 {RH#

FFATG AR ERAVERBRBENS, v VR Ty b A XKL MNTBWT, #¥47
T4 MVTIEER URE CTREEZ T A RGN L ko, FERREERIZ, AF
VT AR URVUNVBRBEELTCHT a—AREMEER L, EBIT, AFMEDLS
WiEZ Vs u VBEEE ST ARE TH o, I vivo BRERICRIT 5 MEEF O EERHEY
. BT a—NEIATFANN T a—NMED TV u BRBEETH Y FED in vitro
BRRCELNIFEL —B LT, .

RURARUG v M FE T 7 A N EBAETRORE LBE, FESEEEICERED
LHEED FRERLLNE, FREICF ST 7 AV EERETRE LEEE. BA XOR
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FFF R 7 v PASO BICERE DB LB, FF T 7 4 VEF b7 v b PAS0 ZEFVR
BHFETHZ ERRRBRENT,

26.415  HE#t .

ZE5 7 4 VOFESREIIEFERTH Y, BOBRERIFZ S 7 VO—FHR
W ENARNZ b, Fie, 4T 74 NVORBYHBEHFICHtEh 22 2 bHLNE
Role, 7y PR URATIERFICHEINDZFFF 7 A VITTEPTHD, (X
RWT S RPPE T EE R Cidla o,
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VT U R

2642 HITE

26421 EFEiLEYW (ADME #H&E 87, 90)

FEREREMB BRI AV UC-2 ¥ T 7 4 NVOBRMNE# K 2.6.4-1 IT7F, 14C-%
p57 401, N . R - > - . 1:
—FA VY — TR Ao _=—TEREN, GRERKIE ADME #55F 87 ICE#
SRTVB, —HORBRTHR. Uc-s 5571t | RE 1177+ % e L
BE5 Lz (ADME $#&EE 90, 7y hEE 1 V86-A01857-048) ., &= v hDILHIATEE
OB FERIRE B3R 2.64-2 107,

26.4-1"MC-2 557 4 ILDEBE

% 2.6.42 "C-4 85T 4 LD G R U HEHE 2 p st

oy MEE HeHiit e RS LB AR
(MBg/mg)
5.6 N (o
49 99%L1 k (an
719-SCV-262A 0.011 99%LL 1 A =S LYY= TR HrrRm—
V86-A01857-048 0.010 99.7% A—=FAY Y=o FUR P/

. K - JEg AN R
NS LTR LTk,
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IC351 264 ZEMEERBROEEIL
TV REE '

26422 HIE &

26.4.2.2.1 ZHREEYw

AR (g, R. RO —DBRER) 1XERE, BXT oAt x84 95—
TREER, I — BRI & ) — /KB ) U AR TMEE, v Fr—F—%28RMN
LRI L, JES v F L—va vl v #—CERBH ORISR RIE L,

Mg, R, B, BERUIFA S A AFOREBIMEROREDIL, £ ENEE] 72870
B L7c®Ric, B bEREBC L smEkREs v< N7 7 (HPLC) THHTL
oo REBORIEIL. BEI/ e~ v FTF 7 - < AARY b (LC/MS) BRONRES 0
T TTGT e BT ATRARART MEE (LC/MS/MS) ITEV1To Tz,

FHBE A MRBRIC BT S EMF OB BRI, EEHHEXEEEFA— 7 V4T
7 74—t AVWic, BB HE T, HHERE TEH CRIRE Lickic, YT
L—Z —BRMUERE, BErFL—a v 2 —CRIBEREEZRE U,
P ESTRRIREIL, Mk 1YV DEE T T 4N DpgYUE (ngegg) & LTRLTE,

264222 FEEHILEY (ADME $EE 46, 48, 49, 50)

BRI DR BRI, ity 557 k. e

FEDSRESE U 7o SRSNVRISUR Y - BEIRIEZ n~ N/ T 7 (HPLC/UV) 2k

DEIE L7 (ADME#EE 46) . FEH B BRFE & 5| EHEVVE ICOS #EA83E

M U 72 BBk T, FEA3EESE L7z HPLC/UV & BV

(ADME #5 & 48 TN ADME #5% 49) ., BREBHTE. 1 —FA4 VY — T F-

A== X VL, N T —varyanki ) EREOKRKREILEAS A LB &
% LC/MS/MS % Fv 7z (ADME 3% 50) (%2.6.4-3) ,

R2643MBFETFT 4 VIREDEER

Wb DFyA— | T | ERGE | UER0 | G i
(gfml) | WESZE s

HPLC/UV | e | < 7 % 10-1000 E AE ADME46
Zy b »
1%

wic/oy | <72 50-5000 19+ B ADME4S
Fvhk

wre/vv | 4 % 15020000 | 10 A ADMEA49

LC/MS/MS | 906DM-139 | =% | 05500 =l | 1-51vy—- ADMES0
Zv b FTUReHvrm—
1%

HPLC/UV = $R5M BRI « Bl S n~ b 7T 78, LO/MS/MS=HE7 o< k757 « ZUFhwRAARY
MV

-5~




1C351 264 FEBETERBROBE
VT Y AEE :
2643 IR
26431 HEZREROMBPRE

YC-2 BT 7 4 VEBEITRED S B WIZHIRNEE L EOEMBEEST A — 2 % 5
v b (ADME #&%E 20) XUA X (ADME #EF 22) TR Lz, ZH6RBR T,
HEHHINAZTRAT VT4 2EHT DD, BRNERERILTE2BHTEE ST 740
B v 57574 0) RUREESH T L ER LT, £OED,
WL LT, Fy hTRIVaza—L kD 50:50 (v:v) BEEEEZ, A XTRY
AFVENVLET IR (DMF) RV =F L7 ) a—/1 200 (PEG200) @ 20:80 (v:
v) IREWIRE T THREWE,

264311 vk (ADME $£3E 20)

WD Han Wistar v M UC-# 5 7 4 V% 10 mghkg DRAECHERAOKRE L L
XD FT T A NECHAEENEO MIEFEEE R Lir (82644 KUK 2.64-2)
EZHETT7 4 VR OBSTEEDE O MEFREX, WTIhb 5% 24 BB E TIER—
HETHE L, RERE LB, ok, &S 48 BB CIXMET & &FT 7 c VIRE
RERRALT CThoe s, BEEEYEITRAAERR (5 72 BEK) ETER
FRETh o, HEAMIZRT2RERANRE LN/, mIEPHEAEH % TricE
HT&RMPoTe, T PRAT, BEHEEWED 75% (BE) Xt 13% () 2557
TANBEDT, AUC OB TIX, BEHTEEWED 43% (BE) Xk 51% () K5
FT74NVThHoT,

5 2.6.4-4 D Han Wistar 5w Mz ™C-2 457 1 L% 10 mglkg DFEET
HEKZE (BORUVEBIRA) Li-LE0nERE24S T4 LEY
WAHEENEOENBENRSTA—ERVENRAFTFTRLSE) T 1

 EARE BRI S

HE 1 HE il

EHEGTT AN
Cax (ng/mlL) 788 856 3700° 5670°
V (L/kg) NC NC 25 16
Tiz (hr) NC NC 32 42
CL (mL/min/kg) NC NC 8.9 44
T, Chr) 1 2 0.08° 0.08°
AUCoo (ng-hr/mL) NC NC 18064 36659
AUCoz4 (ng-hr/mL) 9591 12335 17981 36189
RAFTRAGEYT 4 ° (%) 53 34 NA NA

RTEEDE
Cuax (ng eq/mL) 1051 1177 5744° 7200°
Tuae (hr) 1 2 0.08° 0.08°
AUCq (ng eq-hr/mL) 22281 24210 34319 51307

F—FIEHETRLE (N=3) ; NC=#HE®T, NA=FYET,
# /<’{ 23‘7-’*'/( Z EU Va A X AUCo.zulrngHﬂ Lch
P IEH R A DE

-6-
* PRADFRIRMRFICEZRA
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T Y REE

() (i)
10000 R A 10000 B R
- —O—AXS T4 —O—BEST4 I
-
E 1000
g]ﬂ 8_ 1000
g2
§§ 100 ¢ 100 -
2
10 10 . .
1] 6 12 18 24 0 6 12 18 24
BEREER (B BERBIEERE (BRI

X 2.6.4-2 D Han Wistar 5 v kM “C-2 457 1 L% 10 mgkg DAET
HEZORE L-LEOMmETE S5 7 1 LERUBEHEEDE REOREIER
(Fi9E + BERFE. N=3)

-ADME #8205~ % 2B n vy PLEk,
MR E XS T 4 VBEE, 85 B ERRE CIIERBRUT Ch ok,

MERED Han Wistar 5 v Mz MC-# %5 7 4 V% 10 mg/kg D & CHERIRARE L
LEDEFET T 4 VEOHESEEDE O METFHRBERF L (¥ 2.64-4 KUK 2.6.4-
3) o FETT 4 NOMBERHERIFENIHET 3.2 BE, MET 42BBThoT, HHE
HWEEIEKRERR (BE 72 %) ETEETE T R, MEF & &5 74
VBETRE 48 BEBICRERBRAUT Thok, ZOERNBERRLE RoRn
BEBRROBENLDBEHLIEAAAT AT T 1 13MEL 0 b HETE o 7285, &0
BEHD AUC BMET v P OEFREP 0T, BIRABREZRDOFZ ¥ T 7 4 VORI X
DHETESD R Z &3, HED AUC B L VIR Zeo T BER R &z,

(&) (i)

10000
B TR E
—O— 45T I4IL

10000 —B— SR

—O—455741L

1000 1000

100 100 -

MIBRRE
(ng X!& ng eq/mL)

10 10 +

1 ) L 1 ] 1 N N N
0 6 12 18 24 0 6 12 18 24

BERBERE (EH) BEZBERE (FRE)

2.6.4-3 D Han Wistar 5 v M “C-2 457 14 )L% 10 mglkg DEET
HEBRARE L Z2OMERL25S5 D7 2 L RUBSHEEDEREDREHER
(EY9E + EEREE, N=3)

-ADME#EE 007 —Z 2B 2y b LE,
iR E XS T 4 VBRI, B SRR CREBRBRUT Chok,

-7-
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264312 A X (ADME$R&E 22)

MO T — AR MC-F X T T 4 V% 10mghkg DRETHERARE L LEDF
557 4 VEBRTEEDEOMETERRERTF Lz (R2.64-5 KUK 264-4) , &5
24 BRARICBIT A MEETZ F T 7 4 VBRERXEERBIRB CTh o7’ 48 1D 72 K
BITHIT TP RED EEMEESN, O EFIIBEEERE O LEPIRE O
L —HLTWe, MAEEDEIIECRIERS (146 FHEK) STEEFETH T
S v NTORER LRI, HEREICBT ARIERASR LN, MR
BEERECEHTE o7, Tow PEEAICRBWT, BHABEEHED 48% () Xix
32% () X&' 5740 ED, AUC OB CIXBETHEEBED 17% (HE) XL 4%
(M) BEFTTANTholZ b, BBRPILI T T 74 VORBMBFEL.
RENERThHoTZ LBRRBRE T,

%2645 MHEOE—FILKIZMC-25 5T 4IL%E 10 mgkg DFEET
HEHE BORUVEIRR) Li-éE2nmiERa4S5 74 LEY
BEHEEMEOEMBENRS A —FRUVNRAFTTRLTEY T«

Bo#s RS
HE i3 i3 i3
5 E5T 40
Cmax (ng/mL) 526 416 3663d 4487d
Vv (Likg) NC NC 2 2
Tip (hr) NC NC 4 4
CL (mL/min/kg) NC NC 6 6
T (Br) 3 268 0.164 0.08d
AUCo (nghr/mL) NC NC 23532 24705
AUCoa4: (nghr/mL) 4109 2278 22894 24204
RAFTRAFGEYVTF 4 (%) ° 18 10 NA NA
A R
Crxx (ngeq/mL) 1087 1291 48244 60254
Taax (hr) 4 27¢ 0.08d 0.08d
AUCy. (ngeqhr/mL) 24492 62827 69899 102208
AUCy. (ngeqhr/mL) ® 24378 62334 65318 100415

F—H FEHETFELE (N=3) ; NC=3887, NA=FYET,’
L FTRA T EYF 4 1 AUCoqan THEH Lie,

b R E-TIE =146 BERE, BIRPIR 5 ClX =168 B

S 1B T bk 72 BRI TH o 20

S FEIRER R OE

8-
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T Y AGE

10000 - 10000 ¢
(&) —B— B EREIE (i) —B— AEE

~O— EZ5T 4]l —O0— 54574

1000 1000

100 T 100

10 10 +

mighiRE
(ng 1% ng eq/mL)

1 . . L : .\ : : 1 ; : . :
0 24 48 72 96 120 144 168 0 24 48 72 96 120 144 168

RERBIERE () BB (R

2644 HEDE—FIVRIZVC-2485 T 4% 10 mgkg DEET

HEZAOBRELE-LZOMBETRE 55 7 4 LR UKREHEEMEREEORBNHR
(FH{E + $Z#FE. N=3)

-ADME##EE 2 OF—FETICFE oy b LE,

-HEC BT BERE 2 RN 16 RBOMEFZ F T 7 4 VBERX, ThER 2POFEHERT 1HIOETRLE,

BT ARE REC R ERGOMESRZFT 7 4 VIBERX 2FOTEHET, 16FHEOBEL 150OETRL
7 .

MO — AR MC-2FF 7 40 & 10mgkg DAETHEERRNKRE Lz &
DEET T 4 VEOBREEDBEOMFEFERBEZ R L (R 2.64-5 KT 2.6.4-5) ,
o B T R S e R & BT 4 BRI TTh o T, HMFTEEYEITRGEERS (BE
168 Bsf1%) E CEBMRETH oW, 85 48 BEE CILMIERZ ¥5 7 ¢ VBEITE
BRARLUT ChHoTe, A XTBITBELTTANDNRAZTTRALTEY T 4 1IHET 18%.
HET 10% ThH o7z,

10000 (lﬂ'ﬁ) —— A E R 10000 (Eﬁ) - —E—
—O— BS54 —O— B854
1000 | 1000 |

100 100 }+

10 - 10 +

MEEhiRE
(ng X 1% ng eq/mlL.)

1 2 : . ; . . ) 1 L 2
0 24 48 72 96 120 144 168 ] 24 48 72 96 120 144 168

REZBIEEMN (B HERBE (FE)

2.6.4-5 WD E—J LRI “C-24857 4% 10 mglkg DRAET
%@%ﬂﬁem&% L& E0mERL 45T 4 LRUBEHEEMERE OREHHER
(Fi9{E + 2EERFZE. N=3)

-ADME#&EE 2 07— 2TIE a2y b Lk,




IC351 2.64 FEWTEHIEREBR OB
VT Y REE

26432 REBRSHOMFHRE

264321 <T9R (ADME$&Z 3, 12, 27, 29)

TURCEE T T 4 VEREOARBERE LZBEOEYERE T A —F 2R LERBRO
—EEE 2646 ICRT, TNHRRTIRER B LK% AL,
0.5%-}: 1%Tween80 % S TolREIKE L TRRBE LT, CFH*Z X574V

(10%7 7 7 I LREIKR) RV 3 » AMRERSAR (ADME #4#E 12) £
Urers, e /L0135 & ) | &\ IREIE bh o7k,

£ 2646 vHORICHEITHREROKRSHBR—E

v Y HE (mg/kg) E R U HEH HEE
| s 1
2 B R SRk CD-1 200, 400, 600, 300 | 2 1EFH 13 ADME3
RABHEBRER T FWRE | oDl 0, 60, 200, 400 3xAH 1,42,91 ADME27
M ABHERER TK BBk CD-1 0, 10, 60, 400 eﬁﬁﬁ 21,84,180 | ADME29
| TP
Iv AFRERS TKRER | CD-1 60, 200,400,800 | 3 J 0,32,90 ADME12

1

TK= bFLaFRxF 47 A,

WD CD-1 <7 2 # #5710 (R 11 5*) % 200, 400, 600 K}
800 mghkg NAET 2 BHICOVERRORE L LEDOMPFEFFF T 7 4 NVIREE
MG L= =5 (ADME#HEE3) | 20055 600 mghkg PABHEICENT, #4557
A NVOBRBEIAEBISCTEMNLEZLOD, ZOESIXAEENOEE LV /IEDo
7o 600 mg/kg B2 5 HAETIIRBEEOCHEINIRBD bhd ., RINAFMANRER I
(X 2.6.4-6) .

60000 - —&— Male
—O— Female

§0000 -

40000

30000

20000 -

AUC,, (ng*hr/mL})

10000

o

0 100 200 300 400 500 600 700 800 90D
Dose (mg/kg)

2.6.4-6 IHfEHED CD-1 TS RIZ% 5 7 1 L% 200, 400, 600 Xl 800 mg/kg M
AET2EMEHIREROREL-LZ2DAUC LAEZLDER
(Fi9iE + Z£ERE. N=3)

-10-
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IC351
UT Y REE
3 7 AHIEHR SRR (ADME #E5E 12 XU ADME 52 27) N 6 » AFKE
BEHGH (ADME #45E 29) OFEMLIX, FERUERAEbN, BEEERTKE
BEHORYBNEE T A — FICHEREZIIRD BRI o7, Cpy & AUC [XIEICH
BIZSCTHEMLZ2b 00, ZOESIAEEMOBE LV /NS holz, LT, FIE
RERFLIER L THRER 1 » AREO AUC HEETh o7z, LOLERXL, 5 3 »
A#IZ AUC D EBLRBBITBESN ol b, AUC OEENIREBH 1 »
ATEIERRETEbDEBbhir, REREIZLD Con PO, HTERER 14 A
i CHEARREEICIE L TUVVE s, —SOBETIIRE 3 4 BB E T Con DB G Lic,
BETT 4 NORYRHERFERELZTM L2 ORRICRBWT, HEZHCEER
CYPIA XU CYP2B OFERBEINTZZ &, £, BHEZRES LM TRF b
B PASO FEPEM L2 ehb, RERFCLIBRBEERDIIFZT T4 1ITESD
Y RERFENEET 5 L LS. (ADME §45E 10) . —#E LT, BAK
MRR XV axRT 4 7 AFHERR (ADME#EE 27) OFRELE 2.64-7 7T,

2.6.4 ZEYBIEERBR OLEESC

= 2.6.4-7 D CD-1 Y HIRICEAFS T4 E 3 HABEBREROKBREL-EZD
miEh 52 £S5 7 4 JLOEEMEREINS A —4&

58 (mgkeg/R) 60 200 400

1R #® | | R
188

Coax -(ng/mL) 4223 2918 4172 4419 5263 4913

AUC1.me (ng-hr/mL) 27692 15982 35652 28741 43009 51698
428E

Cuzx (ng/mL) 2031 2472 2784 2794 4405 3520

AUC).que (ng-hr/mL) 14340 11443 22737 20110 40490 40193
91 HHE

Cuox (ng/mL) 2082 2672 2744 2642 3313 3771

AUC1pe (ng-hr/mL) 18387 13390 19930 26919 27248 27280

tlast = FEE T AR BEER S b v o Btk OFR 1M RF
F—FIREHETRLE (N=4) ,

-11-




IC351 2.64 FEPEMERBROMPEL
T Y REE _
264322 Sy bk (ADMEfHEE 2, 11, 28, EHHREE 4. 19)

Ty MCEE T T4 NERERNBRE LEEOEDEIE T A —F 2R LzRRO
—EERK 2648 IR, ZHHORRTIEER B WL h*%& MR L.
0.5 > 1% Tweens0 % & TelEENE L L CHAY Uiz, BRBSHISNICSER LT 1 5 B
REREHRBRTIX, A WLF* - ZBET 7o VEERAL, 0.5% &
1%Tween80 % & {elBIKE L TRREL L 7=, CRF*EHEF 74V (10%T7FET
2 AMEIR) FAWVWE 3 vy ARRERERR (ADME #4EE 11) 2l L7,
BALF*TOHREL Y, BVWREIEIE LR,

:26485y MIBITAIREROEREHE—E

TR FiE AE (mgke) BEHM | WER Wi
L. DEIXFE
74N
1% BHE#ERS TK AR Han Wistar 0, 10, 60, 400 1x AR | 0,27 B 19
L Bz
2 BRI ER SRR Han Wistar 200, 400, 600, 800 | 2 &M 0, 14 ADME2
6 » ARRERYE TK Rk Han Wistar 0, 10, 60, 400 61 A 0,25, 77, 168 HFika
28 A JE SR TK SR Han Wistar 0, 10, 60, 400 64 A | 21,84,180 ADME28
BTN
3 # AMEEHRE TK BB Fischer344 | 60, 100,400,800 | 3% AR | 0,30,90 ADMEI1L

TK= ’¥¥a®XF 17X, [

MERED Han Wistar 7 v NTHFE 57 4V (-B SLJ5*) % 200, 400, 600
KO 800 mghkg OAET 2 BRICOEVEIRORE LI L EQOMFEFHF T 7 4 ViR
EZFEMLIEZ A, 200 2>5 400 mghkg DAEHE TIX, REMB, 2BE% L LHAE
WIS LB &7 7 4 VOBRBEEMBRD bhicboo, ZoOEEIIARENOEIE &
D/hEDoT- (ADME BEE 2) , 600mgkeg 222 HETIE, —BLEIREEDHE
MERDbRRDPo R, THIEXRNOESH 2 WiEfafiokd LR EhE (K
2.6.4-7)

-12-
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1C351 2.64 FEENRERBOMESC
VR ES

220000 4
- Day 0~ Male

200000 —O— Day 14 — Male
—¥— Day 0~ Female
180000 ~7— Day 14 ~ Female

160000 -
140000
120000 -

100000

AUC 45, (ng*hr/mL)

80000 -

60000

40000 A

20000 -

0

T T T T T T T T d
0 100 200 300 400 500 600 700 800 900

Dose (mg/kg)

2.6.4-7 D Han Wistar 5 FZ& %57 1)L % 200, 400, 600 XIL 800 mg/kg
OAEC2EEEARERORE LLLEDAUC LAELDER
(EH{E + #5382, N=3)

1 v ARRERSRR (FEEREE 19) | 3 7 AAREREGRR (ADME #5F 11)
Wz 220 6 » ARIRERGREBR FEHEREE 4 X0 ADME #EF 28) OFdE» L
X, BERUERBRELNE, MEFX X5 7 4 VIREIXREIEKFE L TER LS,
ZTOERITHEEMOBE LV /NS hol, TRATORAEIBNT, BILT, #Z » b
AT v P E Y EW Can KTNAUC #5R LTz, AUC IXFIER SR EBT 5 L5 1, 3
B 6 3 HEOHFBR—HEHICEL . RERSMAEI BERENTBR I, LALREDL,
5 3 % AU AUC OB L REENIRD bhRdoiz, —flE LT, 6 » AR
BERE NV aXRT 47 ZRB (EHEREE L) OREEE 2649 07T,

52 2.6.4-9 MtED Han Wistar 5w MZA2 4574 )0% 6 h AEERARERORES
Li=&EZDMEREES T 4 ILDEDEIRE/INS A—4

BE5®E (mgkg/H) 10 60 400
FER | | |
‘ OHRH
Cuax (ng/mL) 758 1290 2245 3590 6040 8355
AUCya4 (nghr/mL) 5600 14700 34500 46000 92600 121000
) 25HE
Crax (ng/mL) 982 1600 2260 3605 4305 7090
AUCqa,  (nghr/mL) 7890 18800 38800 47000 53800 122000
77 BB
Cmax (ng/mL) 1345 1745 3230 5900 5155 8070
AUCLzm (ng'hr/mL) 12200 24300 36500 79900 61600 130000
168 B B
Cpax (ng/mL) 1425 2455 2105 5760 5350 10470
AUCy4 (nghi/mL) 14900 28200 29100 82900 72200 190000

F—FRIEHETRLE (N=2)

-13-




IC351 2.64 FEYBHRERBROMEC
VT Y REE
264323 A X (ADMEfREE 17, 33, SMHHEE 5. 20, 27)

ARCEET T A VERBRORE LBEOEYEERNT A —F 2B LcRRO—
BEE 264-10 IZTT, THORRTIIER B AG*EFERAL,
0.5%-'&: 1%Tween80 % & {ofREIRE U TR L7, BEFEMHICERE L 1 » AR
RERE M axRT 4 7 ARBRTIL, A JLF* - BET T 4 VEEE
AL, o.s%-ck 1%Tween80 Z ETelREIK L L TRRAB Lz, 1 FRRERE F* 2
FRT 4 7 RITI, E!ﬁ%ﬁ%%ﬂb:aﬁéné-c MFF*EH T T 4V (1%HINVEFY
AFNELE—RF M) T AL/05%T D YANEET MY U LEER) ERVE.
B o500 B i 5 55 7
4, WTFNOFEEEBAWERRTH, IFEFF 477 o VIBEITAECR CTHEML
TebDD, ZOESITABEMOEAE X V/AEL, iz, LFBRBRICEEREERMESR
BRDbNz, TOTH, W ONORBEHEETIL, £L LT, AUC ZFHETIIR
<HiFH (B/MELEKE) & LTRRELL

264104 R-BTHREROEREEBR—E

B E¥ HE (mgke) BEHE | WEs wEH
. 15+ - 5 5
F7 4N
1w ABRERS TKERR v—7AK | 0,10,45,200 1% AR 0,28 =ik 27
-
3 % B EEERS TK Bk =K | 10, 60,200 30 AM 1,28,91 =S5
6 » A BIRER S TK 3k -7 K | 0,10,60,400 61 AR 0, 35,77, 182 B 20
6 # A MR E RS TK 3R E—Z k| 0,10,60,200,400 | 6 % AR 1,85,176 ADMEL7
| STy
1 EERRESR S TK R v—7AK | 25,100,400 1 ER 0,33,177,364 | ADME33

K= Ty 7 -

B o 60 AR L Aok T 4 2 ABBR (RS
& 20, ADME HEE 17) OE» BIX, LT, M3EFZ ¥ 5 7 s VIRERTRE 3
g ABETITERET AR, ZRUBICIZFEL A SEMLRN L BRB SN, —7,

CHF+*EFXT 74 VERVE 1| FRRERE X aFxxT 47 ARR

(ADME #&E 33) Tik, EEAEOREGFHITBNT Coy DFHER, BE 33, 177
B 364 BEIZHT TRBHICEL 25EMBIFBD O (K 2.64-11) , LpLaR
b, 1EMicbi? AUC ORBHEEEL OBEICRE L ZA, —BLLE
FHIRD BT, Cpa FHEOBEFHEIL, BEAEERNCLZbDLEZ DN, Fik,
ZORR T, Tox PEENHEEE T 0~214 HMICERSEEREEZ R LT,

-14-
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1C351
7Y AEE

2.6.4 FIBHEEREROMEE L

2641 E—TILKRICEFEZ T4 V%1 EREAREREORELEEZD

MEFREAES T 4 IWOEMEIRE/IND A —42

#BE5E (mgke/R) 25 100 400
pEB1 #e | we e | e e i ®
OHRE
nuc e | 20| s | e | own | owmm | e
Crax:SD (ng/mL) 655 + 499 578 +143 708+£264 | 11961216 | 2662 +2251 | 4058 +2729
Toax (he) 2-16 2-4 2-12 2-24 2-24 4-16
33EE
e e |60 | ST | Me | amc | | ouee
Crax: SD (ng/mL) 737+462 | 1159349 | 1201565 | 4255£2233 | 3150 £1862 | 41682168
Toax (hr) 2-12 2-8 2-8 0-24 2-8 2-4
177RHE°
oo g | 3| G | e | e | ese | s
Cuax £SD (ng/mL) 1123+584 | 198741026 | 1758+928 | 3690906 | 31641599 | 5914 2354
Twax (he) 2-16 2-12 2-8 1-16 4-12 2-12
3640 E
M ey || TR [ | e | en | e
Ciait SD (ng/mL) 1440 +706 | 2301 +1356 | 2706+ 1748 | 4763 £2660 | 32071820 | 5413 £2512
Taae (he) 2-8 2-4 4-12 8-24 4-3 12-16
5 /e

b4/t /8E (100 BTN 400 merkg BECRIMSE 1 FIREEPIL)

SRS EEORMIIThhokid, AUCIHERSHE 1M L UBHOFT—-F2 b LREHLE,

-15-




1C351 2.6.4 FEEHBERER OHEZEC
T Y AEE

2644 S

26441 #@HH7 (ADMESHEE1)

HED Fischer 344 5 » Mz MC-#F 5 7 4 L% 10 mgkg DAETHEERAOFKE L, &S
0.5. 1. 3. 6. 12, 24, 48 KU 96 Witk DRBURTEMEME O 5 Z/HEMRE HEIC L D ik
FHL7c, BIEEE « MBABETEEDERERX. 8 2.6 HORIRLE (8 26551 EHS
fR) o HEHEHEDEIIA BRI om L, LT, MRK VBT ~mWafEs L,
BEHEVESETEEDESRED DN OIXEEE L ZOREYM ThoTz, RWT, fFiEk
CEIBCRWAMBHED b, PRHER~OSMTIEE AV ER NPT, B
EMEWERE L, 3EALDOEBTHRE 6 BEARICREE & Rol, BE 96 B Tk
1A E OB THRETEEDE IR Shidode, BETEEYE O MR 1R
i, M Q6 RUEEE QIR ZBRVWTI 0B TH o,

26442 BFREMNE (ADME HEE 44)

Long Evans 5 v b (BB&F v F) IHC-245 7 4 V% 10 mghkg DAETHERO®R
L, 24—V I9VF ST 74— LV EETT 4 VOBREEBEEERT Lz, &I
B2 . HEERPBURTE M IR L. 8B 2.6 HORITR L (8 26552 BEERR) . B5klh
EHOHDIMEVCEBIRBNT, BWREOBREEWE IIRHE EN T, 03335 mRem
DREPREIT L, ZREH 10 KO 2% LU T ThHote, BRI FETAE/ T v b
DI CHEATE M DRSO REIRBDONF, XTI AAMEAT=VH
FIEERERNT ENRR SN,

26443 MNEEAHKE (ADMEFREE 6, 25)

BEGTANDTTARA Ty b, A XKV NOZMBEEREOREEEE, 10 15
10000 ng/mL D EEFEFH (= 7 ADH 100 2>5 10000 ng/mL) THRE Lz, WTho M
WZOWNWTHREERITNEREICEKFST. BEEFHECAMIIRD bR o7, EFED
LRBEWER Ot MBI 3/ERITZTNEI, 85%. 92%. 8T% KT 94% Th o7,

26444 M¥FBT (ADME REE 24)

MC- 2 %57 4 V%, Han Wistar 7 v b, E—ZVRETE hOMIEFTA ¥ =2
— F L., BEEEDEoLIKICR T 5 Mgl (g /migitk) 2Rk, BHIhizmn
#/MKHE, 7y b, A XEOE T, ZRFR 121 £ 001, 1.21 + 0.05 BT 1.39 +
0.06 CE¥ME + SD) T, ¥ 77 4 MIMBRKISBIRMIZBIT LW Z LSRR INT,
Eio. WTFRORBIZBWTH, 40 225 10000 ng/mL OIREFFH T, M/ Mikkhixaz
BECEEIRTIIE-ETHoT

26445 FRiE - BRIR~DFEST (ADME HEE 37)

A4 18 H B @ Fischer 344 5 v MZ MC-# ¥5 7 4 V% 10 mg/kg DA ETHER O#
L, 24— IOF I T 74 —i0 LD, BAEEDEOREEBR CRIE~OHT
ERE Uiz, &IRE - EBABETEEYEREILSE 26 HORIRLE (F 26571 HE

-16-




I1C351 2,64 SEGEIERBROBEESC
VT ) REE

ZR) . BEWMICRIT 2 BEHEENE OS5 BRIX. HED Fischer 344 7 v M D& L
R Thol, "C-#FTF 7 4 VOBERIC, BB THRABEEDESRBE I, T,
IR RIB. Mk, M. B. BlE. FRECLEH) ICHE» b PEEDOBSEEY
ERBHENZ &b, ZET T 400 DHWIEEOREWYOBEBITHERRR S i,
BEWIOIEE A YOS B Lo T _RCORBIEABICE T, BREEEDEOREX
BE §REBICES L RoT, BIBZRBF LT _XToREERKICB T, &E 24
RIS IS B EERAU T E THE L.

26446 EiA~0O%{T (ADME #HEE 36) o
F2ILH O Fischer 344 5 v M MC-# ¥5 7 4 V% 10 mglkg DB CTHEROES Lk
&0, LR OMEROBRSEEDBEREEZRE Lic, it oBSEEDEREZ,
MEEFIRE & LT 2 FRERP o, B’E LIBREEDEOREICKT 59T
OFEHEEDEER. 85 3. 6 KO 24 K% T, TR 0.102%. 0.086% K% T
0.004% CTholz, FEme LT, LWREBHEMLLOBAENLTEF T 7 4 VXL EDR
WTRBENDAREER DS EEL LN, LWHTHEEITRESEL TS LK
ETHoT.

-17-




IC351 2.64 ZEMENTERBRDPEEST
T RGE
2645 L@

TR, Ty b, A XKV MNCRIFBZFT 7 4 VORETE. in vitro K invivo T
BEtLiz, & hOFERFEDIIEHERR THAVWEZEURECREENTEY., ZThHEW
FEOBEERBR~DERPEL ThHo2Z LBAER I TS,

2.6.451  Invitro ft# (ADME #&E 7)

BEZTAND invitro TBITBIREE, ~UVAR, Ty b, A XKETPEL FOFRT A
ATHRE L7 (3 2.64-12) , Invitro TOFF T 7 4 VORFHE, N-TAAF Ak,
Fovrih, o, AFLUIFFIRUPLVBOBRRICE BT a—VEOTERE
D THEBEBERICE D b0 TH o, RWT, B NHOBEERTI VI v VBAS
L O-AFMERIGERT T, B PROA XOFR T A RTBIT52EEREDIL, AFNV
ATa—VI s a BREETho T, 7y PR UVRDFRAT A AThE MTFA
TARLFE—ORBYBELESI, AT, KBLEOT NV v Biagke T a—
NTAT u VEBEREERER SN, BERIICEISSE, AT a—ATvs a B
BHERT v NFATA ATRLEERREW THoTe, UED in viro F— 1k, Hik
T3 imvivoT—Z & L<HEBELE,

32 2.6.4-12 FEFMRBOFAS A RIZBITF B2 E5 T 4 I)L0 in vitro 153

&% % Area®
TY A Fv b A4 X (=)

EEG5T7 4N CGREE) 88 (60 %) 79(77") 55(77Y) 91 (79Y)
| AFnaT a—nrry o Bk 3 4 45 5

HFa—A AT o B 2 9 -

AFNHT )V - - <1

N-F° & A F ik 4 2 1

KBk © ' 3 4 - 3

KB/ A7 o U ERS <<1 2 -

< BRHERT,

39 Areald, 7o hiAbENRELE L KB ORRIZHT 54+ VREERT,

YR G A ADEFE, EEETRBT 2RELEDOKSFRLERT, 2BOF A2 AVERRTE., TOFY
TR L,
SIFMOKBLERRHENE, B2 bERTEE, AFNITa—ATATaVBREGERITFa—N TN
v VERBAEITIE LT, KB E Ch oo, KEMEEIIRE L TWiRN,

26452 InvivofX# (ADME $R&E 19, 23, 31, 41, 92)

EETT7 A ABRORERD invivo TORHEZ, vV X (ADME #&E#& 92) . 7y b
(ADME #%3E 19, ADME #%E 41) XUA X (ADME #E#E 31) TREI L7, &6
NIeHERERE 2.64-13 KUK 2.64-8 ICENT D, #4774 VOHBERBBRER (K
2.6.4-8) IZiX. b FOEERKE L L, ‘

-18-



IC351 » 2,64 FEMBENTEREBR OEEC
VT U REE

v RIRBITHMBEFRERFOFERBDIL, ATFAITa—LVTV7 o BREE
EehTa—NVInsa BRAERTH Tz, ~ U AOERICHEE SN KEEYE
DREZNE, FE T 7 4 VOXREETH T2,

7 v TR, MEEFCHEORBY LR sh$ . Eio. BEEEYE O RSP
bOTNT 3% KRB THoT, Ty MEHFOEEREWIINT 2 -V TV v B
BET, ONTAFADT a— LI A7 arBiaaER’REEhz, REPTREBShE
REDITREH R ARBEMICEL LTV, RTIEAFAI T a— VTNV 7 a U BRAeE
R EhRholk, ERFCBREENEAFADT a—VERTHT a—/V %, EF
MBI L > TV 7 v VBREEPREE I, BRENSbO L#HHESN, T
WEET 7 4 VEBIRNES LEBRICH, 2hb 7 vy o U BEAEOBEHSEESRD
b TW5 (ADME #HEE 23) .

A XIZRITAMBERORFOFEREDIL, AFAVATa—AT NI v BRREET
bolt, 4 XTEIFREAFNAIT a—VESLFERCRFICRBEE NN, Z0EZ
TNT e BEAERL Y Pihots, A XTHE, FolifE (FUVARUVTI v ) LER
0. N-TARAFAARZ, P, REIZES, WThiCbREShRhole, AFAA
TFa—AI s rBEAEOE FHEESFERNEEROA X THRESNTEBY
(ADME #%&# 23) . Ty FeRRIZ, BRORAFANT a—NVERTHT a2 —/VE
b, EFEEICL /00 v BEAROBIEAC L VRIS LIS h,

52 2.6.4-13 SEBWEBICE T4 55 T 4 )LOME, R, ERVETRASEY

<A Fw b A4 X

a4 mig | R % | mwiE % | mE | 0 E
EES 74N y y y J y V J ¥ d V
AFNHT a2 v + R + - + v R
AT A Y ¥ - ) - - )
N-F R A F ik + ) ) ¥ - -
P «l ¥ J ) ) ¥ + ) y
T o Bk

AFNAT a—) y + - - - N N N

BT —fk ) ) - ¥ ¥ - J - - -
KERAGH® v v - y - - - - - -
RERHEE ADME # 92 41 19 31

VigHENRE, BRHEREPok,

ERDAFNTT A= VERBI T a— ki, EPHERCLZ 707 v VBRSO LV BRI D &
HHEhs,

PITEOKELA L 2RBOKEBILED IV 7 v U BERAEBRE SN, BEEELLICTE L, AFALITa—N
TNTaVEBRAEERIF a— AT s a VERAKICHE LT, KEMUEIIERECHo ek, KELEMIZRE
Ligdoie,

19




1C351 2.6.4 FEBIRBRBR OIS
T Y REE

N-TAAF LK I
Sk " ERER)
KEbH 2 YRR R D Syh(fif. R, B5)
ERED) o RYR(MYE.R)
AR E)
Syb(lif. R, %K. B Q .
IR (M R ) on
HFI—)
Tnoorigiastk
SyMRR U th O ERMY

|

ERR. 3D
KERL(K 1 BUF3 2an
ERGR. D) k()
AR, ) Ly TIAGR )
Sy (k. R. &% B 737:1——1»{*
Ty A, R ) ELLCREED DD
l il (k. 3
AR (1t R 3
SyhEt)
<R (i, R, 30
y AFNHTFa—IE
“EELTHBIEOLND
. J Er (k. BR)
AR (M. )
KE{LkD Sy
TnonsEgast T YR (MY, K
Sy -
XA (M, ) AF BT~ -

Jgonsigiagk oone
*eh, AR TOAO MR RURGOEERMY

26.4-8 FEEMERUE MIBTH2 557 1 L OEEKBETER

26453 HFEURBEBRICREZTZE
BETTANESTAROTT y M1 3B, HB5WEA X 1 FHERBRERS L.
B2 E T T 4 VORFEYRERER ST 5B LR, TOBROEEL LT, fFisnm
V—AGEFO T-= VAT v OBz TFALEESR (EROD) \ R AT = R
¥ N-AFAALEESR (BND) . =V Au<A ¥V N-JiA FALEESR (END) O&iEM
FTHEFF b7 v b P450 EZJE L7, EROD, BND & U END OEHEENL, £h

Zh CYPIA. CYP2B B} CYP3A DIEMEEOIBE L 25,

26.4531 <X (ADME$#EE 10)

HERED CD-1 = T RIZE X T 7 4 V% 60, 200, 400 KT 800 mghkg DHET 1 » A/
WhizVERREO®EE Lz, 800 mgkeg BEFHOMET EROD IEHED EF (59%) MEIE
iz, 200 mgkg L EOREEZEE SN HEREIC BND IEEOHE 2 LABFED v

(B, HET 45%., HET 88%) . ENDIEMEIEL, 400 mgkg PL EZRESNFHETETL
7o (FKR, 32%) DKL, D END EHITHEERZIT R o1, BRERSFHOM
TIE. BT L7 m s PASO BOEEREMARD b, HCIRBEITED bk
Mofe, e LT, S UVRIZBWT, #XF 74 00E, FFF M7 v b P4S0 OFEME

-20-




IC351 , 2.6.4 FYBIERBROMEI
7Y REE

A (CYPIA KUY CYP2B) Z#aR¥ & & HiT, CYP3A @ HFEHE (Mechanism-based
inactivator) THHZ & (HEDOH) PRIz,

264532 Tv b+ (ADME#HEE9)

Wi D Fischer 344 7 v MTH X T 7 4 V% 60, 100, 400 XU\ 800 mgkg PHAET1 %
ABChVERROKRSE L, 7 XTOHREH T, EROD FHOBRMKZR EARFED L
iz, 100 mghkg L EDOREZHRE S 7-HIC BND EMED EFBPBOH bhiznlzx L
(&KX 52%) . HETIX 800 mgkeg AIEBRECEMAR EH 8%) DEEEINOHZRTH-
2. WIFF b2 v b P450 BT END fEHEICHT 2880, ML b, WThoRET
LED LN, BHELT, Ty MNTBWT, #F 57401, BEF LT T
ORAEHBET CYPIA OBRMARFBEER 27T L, £/, BT 100 mgkg 2L ED
FIE T CYP2B OBEWN bR EEOFHEMERLRTZ LNRRENT,

26.4533 A X (ADME#i#5E 42)

BEHEE— TN E X5 7 4 A% 25, 100 KT 400 mgkg DHAET 1 FMlichzViER
BO#E Lz, ZORKRTE., FEDRBBRCRETEEEL, BRIFF 7 vh P450
BZRETDHZLICL VA L7, HEICBBARBRIFF F 27 b P450 BN A ERK
FRICRD bR, REHEEEIEAEH COATHRIEI S (BK 31%) . #T
bt ARREOHRITF M7 ab P450 BEOEMERBPBE S NN, REHFEEITIR
bhiehote, e LT, BEOAXIZBWT, 77400, e b 1 B
DEDF F 7 2 A PASOTA Y 74— Aok UBEIER 2R3 2 L RRR S hiz,
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1C351 264 FEGEERBROWEEL
VT Y REE

2646 Bt

26.461 REUZEDHEE (ADME #iEE 21, 22, 91) ‘

CD-1 <% A, Han Wistar 5 v NEUE—Z A RIZ UC-# #5574 VR BEERD X3#
MRAIRE Lz EDHREDE L O EE 264-14 12, £, SEYEO RFEIEELZK
2.6.4-9, & 2.6.4-10 KUE 2.6.4-11 IZ7R7 T, WTNOBWRIZEWTH EHEREKILE
Thot, FToEEORTHMEITZZL TN Thote, v U REFORNEENED
H 9%ITREETH-TeZ L b, BEHTEEYE ORBEITRIN S b T TR
b5,

£26414T9R, SYFRUARIZHC-HA85 T4 I EHEBRELILEEZD
AEHE (THE + EERE)

ThipfE | % | BEREE | BRE | AEHREHREH BERICHTIEE (%) BRmEE
(mg/kg) (re) RepdhiR | bR | RERE

~UA | HE &n 400 0-96 4£05 - 955 101+4° ADME9]

Ty b | B %N 10 0-168 4:+0.02 98+ 3 10237 ADME21
| o 10 0-168 6+03 975 103+5°

A4 X HE il 10 0-168 177 70£4 88+11° ADME22
i3 F IR 10 0-168 314 675 100£1°
HE &N 10 0-168 81 844 93:+4°
i & 10 0-168 2547 63+7 92%2°

P U ZAOMREIREICIE, F—PEEER O - AFOEREbEEN S,
"5y FOBEREICE, YRR, - AR RS EORRE D EER S,
A XOBEIRRICIE, F—VEREPORRBESEENS,

120 N
P
; i i L
. 80
3 ]
- 60 - e r—UHRRR
& ] O A—hHZR
i 1 Lo H
B2 40 - R
Bk ] B BENRE
20
0] — 'y 'y g
0 20 40 60 80 100 120

BERBRRE (R

2.6.4-9 D CD-1 T HRIZNC-2 457 4 L% 400 mglkg DFAE CEEEOHRS
L= & Z20iEhEEmE O R
(EE + BERE. N=345—2 (N=3/5—) ]
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IC351 2.6.4 FipEHERER OWE S
T U REE

110 4

100 -
90
80 /
70 4 X

7
/] 3 (R
301 BEWE ()

60 it . -
R
—h—
10 I R W)
-
b wd

BEHEHE (%)

#* U

301 / BERE ()

20 1 .

RERBENRE (FRE)

2.6.4-10 D Han Wistar 5w Rz ™C-2 457 4 )L% 10 mg/kg DEE CEEREQD
BELELEEZOHSHEEMEDRIEHME (FHfE. N=3)

-ADMESEE 2 OF — ¥ BRICHE ny b Uik,

oa

BR ()
2410 )
BERE (i)
B ()
O
BERE ()

139res

0 24 4B &0 B‘D 140 130 o tai 1o

BEZEEE (B

26411 MHEOE—TILKIZUC-2 55T 1)L%E 10mgkg DRECHEEFEORS
L= & =nishFELmEn RIEHE#E (FHE, N=3)

26462 iR (ADME #i&E 18)

JRE A = 2 — L&A LoD Han Wistar 7 v MZ C-% #5 7 4 V% 60 mg/kg D
FAECHEEROZRS L, BAEEYEOEHHEE2 e, BETEEDE OREIRER
95.8 £2.2% (FEHE + ZEHEREZE) ThoTe, KD OBSEEWEIZETICIR) S .
BE% 2R TREED 857 £ 1.2%BRERICER S, REED 6.1 + 0.5%H3 8
FicHRt S, RP. V= ARy —VHRERTICE. ThEi, 0.8 £04%. 29
£ 20% KT 0.3 + 0.1%DBSFEEDENEI Sz, SEORENDL, BOoREShE
EETT7 A NORERFFIN ST, B EPICHHEShe LR shie,
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1C351 264 FRDBHERRER O
TV REE

2647 FEYEREEHBE/ER

MY EER 25T 2 BT, SRR IERRRBRIIER L R o 7,
BRSO EER Y, BREERRO—RE LTHMMIhTEY., BohielE
HWIXEE 2.72223 5 (8 272223 HBR) ROWRMAGE () (8 1.8EZR) ICiE#
EhTn3,

2648 ZOhOEMEEESER
ZYET

2649 ERRUHESR

MC -2 X5 7 4 VERWEEERERBROBERND, Ty NEUA BT BE 5T
T ANVOERODEIUIBSNTHE I EBELNE RoH, REREEEHRRICBWT,
BH, FEARBREXRELONZZ 00, BOBRNAEBNZ LITFICHEL 3R 5720
ol Ty FTIREE 48 % CIRMEFF X T 7 4 VIBERXERBRUTCH o7
B, A XTI 48 25 72 BRI TR & 55 7 4 VIBEO EERBE I,
ZORBRIIHEERBR bR TRY, T & T 7 4  VBEO—BNR EERR L
BiET, X 2REECEPSEOENMLBAEINTZ &b, THEE TRINDE
ERBZ o TEENRR SN, 20X 2B ORNOEBE L BEMEBOLD, &
AREROMIEFHELERHRCMIES V7 T 22 ERICEHTE o edd, Bk
PSR O MEEFHERERIIL. Ty b, A X E B 4 BT, HREESCHZRERR
BOONE, Ty NTHREBEONSNSTTRAFEY T 3L Y bEPo72) (T 53%.
HET 34%) . BOBREHDO AUC 3T v FOIE) BEDI o T, BIRNESROBETO
M7 V7 ABML VR 2 BEL . EFLLOZFT 7 A VOERSHEL Y #ET
HRNRZ LR, HETO AUC MMELS 2B EE &g S hic, T OBREEMHEIC
EHBEET T 4 NOEIRIE, AUC DHEBIZBNT, Ty b T 43% () Xik 51%
() . AXT17% () Xix4% () Thol,

EES 74N ERERORE LRI, Wb & 557 4 VIBECHEREEEZRL
7eDET v FOHKT, HEZERERFIIRDONIZLIIC, BT v D Cpp KT AUC 135
T hEVENPoT, TRTOBERBWCHEFFE T 7 4 VRBERRAEZSCUTES
LiebD0, ZOEAREMOEE LD /IS hotk, Ko, w7 ARKT v Mk
5 2 BEORERERR (L bic [DENRERE 5+ %) T, KEREE
HRBRTRIRENWZHEI YV EVWHAE (600 mgke) T_“%U&ﬁ@%aiﬁ%%&b b, v MKk
UA X T, ERREICR U AUC OB E RINFEOIEENRD biv, REREIC K
BEXEG T 4 VOERENRTREN, ZOHEMLERE (10mgky) TEEThH-K
N, 2EEBIIERIILALRDONT, £, BE 3 5 ALUKICIE AUCORE 2
FENIEL RO bR hoT, —FH, SUVARREF T T 4% 3 » ARICHZ&D
BE LSS, MERERL B L TRES 1 5 BETEO AUC IMEETH o728, #
B 3 35 A%IC AUC DS bRBABMDIFBESN b oTe, KEREIZLED Chpux PRI,
METIIREE 1 » AR CEEREBIZEL TV, —HOBETIRERE 3 s A%ET

24-
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1C351 2.64 ZEMBIRERBR OWE T
U7V REE

Cuax PO Lice &5 T 7 4 NOEYRHTER I KT T HE LM L7230k
IZBWT, CYPIA XU CYP2B OFEMNBEIhZZ &, £, BREEZRS LIHT
BF h7al PASO SESEMLIZZ LD, REBREROBEEOBIICIZF T T
A M K HEYRBERFYENBEET 2 LRI,

HED Fischer 344 5 v R EFAWT, YC -# ¥ 5 7 4 VO BETEEYE OB %
R Lc e 25, BEFEEDEIZES £FTHf L, BICHILE CHRREDOSTHNRD
bhiz, kT, FIERVCEIBRTEVWAORBIRD bR, FEHAER~OSHITIE &
MERBNR Mo Tz, MEEEDERER., 1ELASORBTRE 6 BEZICES LR
STz, BE 96 FFE# T & A EOEB CRETEEDZE IR SN 2o Tz, BE 24
RHBORRATH, BHEEYEITECENRDICEVWRE CEEL TV I e b,
MEFFREDOHRFICBNTHELONARFER (BOFEERORINOEE) BEMT b,
BORBRTHEONZIHERORET —F 05, HLERNOHSRIEEYE O KEF 5 1R
ENhole YC-EEFG 74N TholeZ LSRR ENTWS, BURTEEWE Ok
DEREFEL, Bk 10 BETHY, MK (26 Fl) X0VE,roZ hb, ¥
BT T 4 DWVIRTE ORED PR ~OERME 2 R T AREEIMRV LR S hz,

FEORBRZECHTDFA 27V v 7T/ 1 VB (cGMP) RERHUK AR
VIRTT—¥ « A7 5 (PDE5) FHERIM, FET v b EBAWEBESARBRIZBY
T, A7 =VAERCEDRERCEECBITHEE R T RREILTWS, 22T, K
BDAT = BFEOFEEZRTTHENT, H27 v b (Long Evans) % R\ -k
SRR EEWR Uiz, TORBE. BRI WVIIEETEVERE OBRITEEYE IME Eh
9. 03335 mRem DREFMEICT L, EILEN 10 KO 2% LU TFTHo, HFAT v b
ETNVE ) Ty NTHRB~OSMICEERZIROONT, FFXT T4 VIEAT=VE
Tt &R E RN LTRSS hi,

FH5 7 4 AMOMEBEARBERIL. v TR, Ty FRUA XTERER 85%, 92%.
B 81%THY, & hTORAE (94%) LIFER UL ThoTz, o, ML 1005
10000 ng/mL (=7 AMDH 100 7>5 10000 ng/mL) DEEFHFE T, BAERILITIEFRETH
V., FEEEfMEIBO NN T, E, MERBTERBRICBWT, #4757 4400
BRICERIRICBIT LRV Z EBRRBR I,

HIRT v Mz MC-H F T 7 4 VERE L, BEHEEDEOREERE TR IE~DOBIT
ERELIZEZA, RETTFEEOKRNEEMESRE S, £, RIEER EIB.
ik, M. B. BiE. FEECLE) KE»SHEEOKREENESREShZZ &
Do, FFT T4 NHDIVNETORBYORERITENRR S, BAFOT v b %
AWIERBREE O IE, LWREBEANPLOBAENLTHF 77 4 VT ORBWIT
BREINATFRHRERH D EEXDNEN, AHFREREER LK T S LHMETDH
o7,

FARAFARERAWERERBENS, FFXTT74001E, wUR, T b, A XECE b
T, AUEBECREZZT B EBHLM RN, O in viro REROFERIT, MC-#
574 NVERWTEBENT in vivo BRBROFER & K<~ LT, FERRSHERE L L
T AFVUTARIRUPAVRBEAR LU TER LT a— IV REHR A FALLH D
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IC351 2.64 ZEEMERER DIEEC
VT Y REE
WV T a VEBRA RS AREMEE S, AUCIKESL L, v UARTA XD
MEETICHEBELBOONEREWIZ. AFAITa—N IV BREAETHo T,
FHAREMME LT, A XTAFADT a—MER, T AT N-FRARXAFMER, Th
Pl CHEBICRIHS N, Ty bR, MEERCEEOREN LR Shizs
o7, B MZBITHMFEFOEFERFWIL. v VARTA X LERIZAF N T a—)v
TNrarBREETHo Tz, BEERERY T 7 4 VERE Ui iiRE O Pzt
FREATFNAT a—NMEETBRE S hRPoTe ) (-CPu*?ﬁ%ﬁ) B OBEEE D
PREER (-CPss *ERER, -CPIO*:K;% -CP13*"~?§5ﬁ) TH, MR ERER
AFNAT a—ARRT AT v BREAED 10%RBEORETHREENLTVWS, & b
WHTREBENEREY (AFAITa—ATNT o BASERTAFVET a—)L
&) ot b PDES \Z%d 5 HERK UNRIMEN, in vitro TRMESHTWS (5 2.6.2.24
BEER) , AFAVITa—NT Ny a  ERREEO PDES HEERRIEZ XS 740D 1/
13000 K TH V. D PDE 741 YA 5 (14 KW 6-11) CHTBEALBO o172,
Fie, AFNVAT a— &0 PDES BBEFERIG. 2477400 230 50 1 THY,
PDE5 ~D@EREGLFRD b, BLEDOIEEF —& L RBMEICTHT 5 MEH OFEL
EEETLHL. ThbHREMWMPBTAN Lz PDE 74 VA Lok LEROICEE R EES
FIE3 AR IR & R ST,

wUARVT  MEE T 74 vERERE (400 H 5T 800 mgkg) TROFZE L
Be. FRORAUBRFEECBRENLFEEDO LARL bR, FRIEEZ T T 74 Vv
BFIE (400 mghkg) TA XITHE LB, A XORIFF F 7 o b P450 BICEED
HWRis o, BREDFZ X T 7 4 VIZF h7 b PASO 2V RNBLFETHZ LA
TARENT, b MIRERIFMREAV., 2557 4 VORYREERFERETMEL
TeF—E bk, FFTT7 4 CYP3A I LEREEL LTE & &bic, CYP3A
DRERRAEFETLIENRENTWD (B 272215HEBR) , #4577 410 CYP3A
EHEIC R 2RI EBIREICRF L, FER L HEROBEIKET D L 5 Ewms
Bohiz, 2T, X574V (10mg % 14 BEKERS) £I4Y55 (15mg)
optmss RECP2IRR) . ¥ ¥ 57 40 Q0mg & 14 BEKERS) Losz
srvopmnn (ERMCP0+RE) REH Sh R, 5757“574/1/01%51%%@%%
BRI E S RIE &S ahoTe (8 272223 BHER) . ZhHOBERBREE»D
FZE T T 4 VS CYP3A OEBEIRF OBRRICEREK L. %Emb’ﬁ’%%&&iém\* <E7b>
AREIND,

2 ETT7 4 NOEERREIIETIRRTH Y, BORERCF X T 7 4 L O—HNR
WL EnianwZ &, FF T 7 4 VORBYBEHFICHRESh2 Z L bHLME o T,
Ty PR ATIRRFIICHHEEND Z X T 7 4 VEEBOTHTHD, 4 XITBNT
b R PR B R Tid e o Tz,

26410 HE=E
KZ#ix, AP o EmpTIcinE Lz,

-26-
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IC351 265 FEpBERBTESR
T U REE
265 EVBEIEHBREER
2651 EYEEEEK: —ER
Type of Study l Test System | Route | Testing Facility l Report# | Location
Absorption
Single-dose Rats Oral/IV ADME20 | 4.22.2.6
pharmacokinetics Dogs Oral/IV ADME?22 | 42227
Repeat-dose Mice Oral Eli Lilly and Co. ADME3 142222
pharmacokinetics Oral ADME27 | 4.22.2.8
Oral ADME29 | 42.2.2.10
Oral Eli Lilly and Co. ADMEI2 | 42224
Rats Oral Tox19 422214
Oral Eli Lilly and Co. ADME2 | 42221
Oral Tox4 422212
Oral ADME28 | 42229
Oral ADMEI11 | 42223
Dogs Oral Tox27 422216
Oral Tox5 422213
Oral Tox20 422215
Oral ADME17 | 42225
Oral Eli Lilly and Co. ADME33 | 422211
Distribution )
Tissue distribution Rats Oral Eli Lilly and Co. ADMEI1 42231
Oral Eli Lilly and Co. ADME44 | 42237
Plasma protein Mouse plasma | In vitro Eli Lilly and Co. ADME6 | 42232
binding Rat, dog, Invitro — ADME25 | 42234
human plasma
Placental transfer Rats Oral Eli Lilly and Co. ADME37 | 4223.6
Excretion into milk Rats Oral Eli Lilly and Co. ADME36 | 42235
Distribution in whole | Rat, dog, Invitro — ADME24 | 42233
blood human blood
Metabolism
Metabolism in plasma, | Mice Oral Eli Lilly and Co. ADME92 | 42249
urine and feces
Metabolism in plasma | Rats Oral Eli Lilly and Co. ADME4] | 42247
Metabolism in urine, Rats Oral Eli Lilly and Co. ADME19 | 42244
feces and bile
Metabolism in plasma, | Dogs Oral Eli Lilly and Co. ADME31 | 42.24.6
urine and feces
Metabolism in bile Rats, Dogs v — ADME23 | 4.2.24.5
Metabolism in liver Mouse, rat, Invitro Eli Lilly and Co. ADME7 42241
slices dog, human
liver slices
Enzyme induction Mice Oral Eli Lilly and Co. ADMEIL0 | 42243
Rats Oral Eli Lilly and Co. ADME9 | 42242
Dogs Oral Eli Lilly and Co. ADME42 | 4.2.24.8
Excretion
Excretion into urine Mice Oral Eli Lilly and Co. ADME9] | 42254
and feces Rats Oral . ADME21 | 42252
Dogs Oral/TV S ADME22 | 42253
Excretion into bile Rats Oral Eli Lilly and Co. ADMEI1S8 | 42.2.5.1

Abbreviations: # = number, IV = intravenous.
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IC351 265 FEMBEAREESR

UT Y REE

2652 EWEEER : HHAERTENY T2 a3 VEE

26521 ZRILED
Location Study Type Lot # Date of synthesis | Specific activity Radiochemical
Report # (MBg/mg) Purity
42215 YC.Tadalafil Synthesis _— 5 >99%
ADME 87 719-SCV-262A 0.011 >99%
422.1.6 ”C—Tadalaﬁl/- V86-A01857-048 0.010 99.7%
apME 90 | R B /07

Synthesis

Abbreviations: # = number, _

26.5.2.2 HIRE &
Location Assay | Method # and Specificity | Species Sample | Sample Type of
Report # Type | Development Date Fluids Preparation Chromatography
422.1.1 HPLC : Tadalafil Mouse, rat, Plasma | Solid Phase Reverse Phase
ADME 46 | /UV dog Extraction Isocratic
42212 HPLC Tadalafil Mouse, rat, Plasma | Solid Phase Reverse Phase
ADME48 | /UV Extraction Isocratic
42213 HPLC Tadalafil Dog Plasma | Solid Phase | Reverse Phase
ADME 49 | /UV Extraction Isocratic
42214 LC/M | 906DM-139 Tadalafil Mouse, rat, Plasma | Solid Phase Reverse Phase
ADME 50 | S/MS 1 dog Extraction Isocratic

Abbreviations: # = number, HPLC/UV = high performance liquid chromatography with ultraviolet detection, LC/MS/MS =
liquid chromatography with tandem mass spectrometry.

26523 IMEPTOREN
Matrix
Analyte CD-1 ICR Fischer Hanover CD Beagle Beagle
Approximate Mouse Mouse Rat Wistar Rat Rat Dog Dog
Temperature Plasma Plasma Plasma Plasma Plasma Plasma Plasma
Tadalafil
-20°C 66 days 342 days 71 days 71 days 330 days 91 days‘ 280 days
-70°C NA 342 days NA NA 330 days NA 306 days
Method # _ 906DM-139 -::- 906DM-139 _ 906DM-139
Location 42212 422.14 42212 42212 42214 42213 42214
Report # ADME 48 ADME 50 ADME 48 ADME 48 ADME 50 | ADME 49 ADME 50
Abbreviations: # = number, NA = not applicable.
28~
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IC351 2,65 FpBhReRERER
T Y REE
2653 EPEEER : BEEIESEOEKIR
26531 M“C-HFSTANEERORERDEE T T ILDORIR
Route: Oral, Gavage Formulation: — AT+ Sample: Plasma
Tadalafil
Dose: 10 mg/kg Dose form: Solution Analyte: Tadalafil
Radionuclide: “C Assay: HPLC/UV
Species Rat/Han Wistar Dog/Beagle
Vehicle Glycofurol/water (50/50) DMF/PEG200 (20/80)
Specific activity: 0.525 MBg/g 0.608 MBq/g
Sex/Number of animals M 3F M 3F
PK parameters:
Tz () 1 2 3 262
Conax (ng/mL) 788 856 526 416
AUCo.24n (ng-hr/mlL) 9591 12335 4109 2278
Ty, (hr) NCb NCb NCb NCb
Bioavailability (% of Dose) 53¢ 34¢ 18¢ 10¢
Location: 42226 - 42227
Report #: ADME 20 ADME 22

Abbreviations: DMF = Dimethylformamide, HPLC/UV = High performance liquid chromatography with ultraviolet detection,
M =male, F = female, Ty = time to reach maximal observed plasma concentration, Cp,x = maximal observed plasma
concentration, AUCg.o4n, = total systemic exposure (area under the plasma concentration-time curve from 0 to 24 hours), Ty, =
half-life, NC = not calculated, # = number.

2 Ty of an animal was 72 hours.

b Plasma half-life after oral administration could not be accurately calculated due to the limited number of data points above the

limit of quantification in the log-linear phase of the plasma concentration versus time curve.
€ Oral bioavailability calculated from AUC o4, data.

26532 MC-HH5T74ILBEGHRANBEENDE FS5 T 1 ILORIR
Route: IV Formulation: _ Adl* Sample: Plasma
Tadalafil
Dose: 10 mg]kg Dose form: Solution Analyte: Tadalafil
Radionuclide: *C Assay: HPLC/UV
Species Rat/Han Wistar Dog/Beagle
Vehicle Glycofurol/water (50/50) DMF/PEG200 (20/80)
Specific activity: 2.386 MBa/g 1.87 MBg/g
Sex/Number of animals 3M 3F 3M 3F
PK parameters:
T (hr) @ 0.08 0.08 0.16 0.08
Cax (ng/mL) 2 3700 5670 3663 4487
AUCo24n (ng-hr/mlL) 17981 36189 22894 24204
AUCy (ng-hr/mL) 18064 36659 23532 24705
T (br) 32 4.2 4 4
CL (mL/min/kg) 89 44 6 6
Vd (L/kg) 2.5 1.6 2 2
Location: 42226 42227
Report #: ADME 20 ADME 22

Abbreviations: IV = intravenous, HPLC/UV = High performance liquid chromatography with ultraviolet detection, DMF =
Dimethylformamide, M = male, F = female, Ty, = time to reach maximal observed plasma concentration, Cpa, = maximal
observed plasma concentration, AUCo..4, = total systemic exposure (area under the plasma concentration-time. curve from 0 to
24 hours), AUC;., = total systemic exposure (area under the plasma concentration-time curve from 0 to infinity), T, = half-life,
CL = clearance, Vd = volume of distribution, # = number.
a After IV administration, the values reported for Cpx and Tpax represent the first time point measured. The concentration at
time zero was not extrapolated for the reported Cnax.

* HIERGDIFMBHRFIC
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26533 MC-445 74 )EERORERORSEEDEDRIX
Route: Oral, Gavage Formulation: - AL Sample: Plasma
Tadalafil
Dose: 10 mg/kg Dose form: Solution Analyte: Radioequivalents
Radionuclide: 1*C Assay: LSC
Species Rat/Han Wistar Dog/Beagle
Vehicle Glycofurol/water (50/50). DMEF/PEG200 (20/80)
Specific activity: 0.525 MBg/g 0.608 MBg/g
Sex/Number of animals 3M 3F 3M 3F
PK parameters:
Tanax (1) 1 2 4 272
Comax (ng eq/mL) 1051 1177 1087 1291
AUCy. (ng eq-hr/mL) 22281 24210 24378 62334
Tin (h) NCcb NCb NCb Ncb
Location: 42226 42227
Report #: ADME 20 ADME 22

Abbreviations: LSC = liquid scintillation counter, DMF = Dimethylformamide, M = male, F = female, Ty = time to reach
maximal observed plasma concentration, Cy, = maximal observed plasma concentration, AUC,., = total systemic exposure (area
under the plasma concentration-time curve from 0 to t hours, t = 72 hours for plasma radioequivalents in the rat, t = 146 hours
for plasma radioequivalents in the dog), # = number.

2 Tpac0f an animal was 72 hours.

b Plasma half-life after oral administration could not be accurately calculated due to the limited number of data points above the
limit of quantification in the log-linear phase of the plasma concentration versus time curve.

26534 MC-4457 4 )LERNIBEROKSEEYE ORI

Route: IV Formulation: _ AdLJ5* Sample: Plasma
Tadalafil
Dose: 10 mg/kg Dose form: Solution Analyte: Radioequivalents
Radionuclide: C Assay: LSC
Species Rat/Han Wistar Dog/Beagle
Vehicle Glycofurol/water (50/50) DMEF/PEG200 (20/80)
Specific activity: 2.386 MBq/g 1.87 MBa/g
Sex/Number of animals 3M 3F M 3F
PK parameters:
Tonax (hr) 0.082 0.082 0.082 0.082
Cuax (ng eq/mL) 57442 72002 4824 2 60252
AUC,, (ng eq-hr/mL) 34319 51307 65318 100415
Location: 42226 42227
Report #: ADME 20 ADME 22

Abbreviations: IV = intravenous, LSC = liquid scintillation counter, DMF = Dimethylformamide, M = male, F = female, Ty =
time to reach maximal observed plasma concentration, Cy..c = maximal observed plasma concentration, AUC,., = total systemic
exposure (area under the plasma concentration-time curve from 0 to t hours, t = 72 hours for plasma radioequivalents in the rat, t
= 168 hours for plasma radioequivalents in the dog), # = number. :

a After IV administration, the values reported for Cyax and Tpay represent the first time point measured. The concentration at
time zero was not extrapolated for the reported Cypyy.
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2654 EMBEHR : RERERORIL
26541 TORITEITHREBZEROEI (1)
Route: Oral, Gavage Formulation: B 475+ Sample: Plasma Location; 4.2.2.2.2
Species: Mouse/CD-1 Dose form: Suspension Analyte: Tadalafil
Vehicle: 0.5% - containing 1% Tween 80  Assay: HPLC/UV Report #: ADME 3
Sex/Number of animals 3M 3F
Dose (mg/kg) 200 400 600 800 200 400 600 800
PK parameters:
Day 13
Tnax (hir) 1 4 1 4 1 2 4 4
Crax (ng/mL) 3226 3712 4770 4167 3589 4262 5223 4529
AUCq. (ng-hr/mL) & 22237 27548 35013 33967 26576 31081 40242 34089
AUCSEM 2057 2748 1939 2339 2127 2005 2015 4753
Abbreviations: = = , HPLC/UV = High

performance liquid chromatography with ultraviolet detection, # = number, M = male, F = female, Tjyyay = time to reach
maximal observed plasma concentration, Cy, = maximal observed plasma concentration, AUC,., = total systemic exposure (area

under the plasma concentration-time curve from 0 to t hours), AUCSEM = standard error estimate of the variability of mean

AUC,

2 AUC is calculated from 0-12 hr except for males at 800 mg/kg where AUC is calculated from 0-16 hr.

26542 TORCEITHIREZEEOTIR (2)
Route: Oral, Gavage Formulation: B 5+ Sample: Plasma Location: 4.2.2.2.8
Species: Mouse/CD-1 Dose form: Suspension Analyte: Tadalafil
Vehicle: 0.5% - containing 1% Tween 80  Assay: HPLC/UV Report #: ADME 27
Sex/Number of animals M 4F
Dose (mg/kg) 60 200 400 60 200 400
PK parameters:
Day 1
Trmax (hr) 4 2 4 4 8 2
Cinax (ng/mL) 4223 4172 5263 2918 4419 4913
AUC, (ng-hr/mL) 27692 35652 43009 15982 28741 51698
Day 42
Tonax (1) 4 4 4 1 1 2
Conax (ng/mL) 2031 2784 4405 2472 2794 3520
AUC,., (ng-hr/mL) 14340 22737 40490 11443 20110 40193
Day 91
Trmax (hr) 2 4 4 2 4 1
Coax (ng/mL) 2082 2744 3313 2672 2642 3771
AUC,, (ng-hr/mL) 18387 19930 27248 13390 26919 27280
Abbreviations: = , = , HPL.C/UV = High
performance liquid chromatography with ultraviolet detection, # = number, M = male, F = female, Ty gy = time to reach

maximal observed plasma concentration, Cua. = maximal observed plasma concentration, AUC,. = total systemic exposure (area
under the plasma concentration-time curve from 1 hour to the last observation (t) above the quantitative limit).

* BEAEGRIS M E R SR
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26543 THRZETHIRERSEOEI (3)

Route: Oral, Gavage Formulation: B L+ Location: 4.2.2.2.10

Species: Mouse/CD-1

Sample: Plasma
Analyte: Tadalafil
Assay: LC/MS/MS

Dose form: Suspension

Vehicle: 0.5% - containing 1% Tween 80 Report #: ADME 29

Sex/Number of animals 3M 3F
Dose (mg/kg) 10 60 400 10 60 400
PK parameters:
Day 21
Tonax (1) 1 2 1 2 2 4
Cax (ng/mL) 1584 3379 4617 2404 3246 5259
AUCo. (nghr/mL) 6044 b 19773 29250 6776 b 18131 32790
AUCSEM 1584 3379 4617 2404 3246 5259
Day 84 2
Tonax (hr) i 4 4 1 1 4
Crux (ng/mL) 1264 2306 4324 1175 2965 4452
AUCq, (ng-hr/mL) 5361°¢ 14232 34023 5697 22039 32501
AUCSEM 509 1939 5450 758 1991 2545
Day 180
Trnax (1) 2 1 1 2 2 2
Coax (ng/mL) 1164 1943 5372 1158 2197 3653
AUC,, (ng-hr/mL) 7125 b 14999 31223 7023 b 12062 20962
AUCSEM 912 1929 3344 473 1094 2803
Abbreviations: | e e , LC/MS/MS =

Liquid chromatography with tandem mass spectrometry, # number M = male, F = female, T,,,..lx = fime to reach maximal
observed plasma concentration, Cra. = maximal observed plasma concentration, AUC,. = total systemic exposure (area under
the plasma concentration-time curve between 0 and the last timepoint with a quantifiable concentration from at least 2 of 3 mice
per sex, AUCSEM = standard error estimate of the variability of mean AUC.

2 The blood collection schedule was limited on Day 84 and only partial exposure profiles were obtained; therefore, the reported
parameters are not directly comparable to Days 21 or 180.

b AUC calculated from 0.5 hr to the last timepoint with a quantifiable concentration from at least 2 of 3 mice per sex. AUC
calculated from 0.5 hr as there were not at least two mice with a quantifiable concentration at time 0.

€ AUC calculated from 1 hr to the last timepoint with a quantifiable concentration from at least 2 of 3 mice per sex. AUC
calculated from 1 hr as there were not at least two mice with a quantifiable concentration at time 0.

26544 IYRBITHIREREEROFEI (4)

Route: Oral, Gavage Formulation: _ C 475 *Tadalafil Sample: Plasma Location: 4.2.2.2.4
Species: Mouse/CD-1  Dose form: Suspension Analyte: Tadalafil
Vehicle: 10% Acacia Assay: HPLC/UV Report #: ADME 12
Sex/Number of animals 2M 2F
Dose (mg/kg) 60 200 400 800 60 200 400 800
PK parameters:
Day 0
Tanax (1) 2 2 2 4 4 4 4 2
Conax (ng/mL) 22984 | 36473 | 37033 4964.7 2408.7 45434 3593.0 42983
AUCq,; (ng-hr/mL) 17609 22013 27257 40221 15458 243754 24750 35414
Day 32
Trax () 1 2 2 2 1 1 1 4
Cuax (ng/mL) 1793.1 2692.0 2761.7 3079.1 2083.6 26452 28559 3258.1
AUCy. (ng-hr/mL) 10048 16827 21400 22840 12859 15391 19870 26118
Day 90 .
Tonae (1) 2 8 1 1 2 2 1 1
Conax (ng/mL) 1553.6 | 1865.8 | 2084.3 2551.9 2199.2 2461.5 2834.9 27782
AUC,, (ng:hr/mL) 7886 17822 18559 20004 13492 22699 19827 22421 )

Abbreviations: HPLC/UV = High performance liquid chromatography with ultraviolet detection, # = number, M = male, F =
female, T, = time to reach peak plasma concentration, Cpe, = maximal plasma concentration, AUCy, = area under the
concentration time curve from 0 to the last timepoint above the lower limit of quantitation (in most cases AUCq., = AUCo.121).

8 AUCo.,= AUCs.q, ® AUCo.c= AUCo5.161r.
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2.6.54.5

Route: Oral, Gavage
Species: Rat/Han Wistar

Sy MIBH2RERSBEOBRR (1)

2.6.5

EinBh RPN ER

Formulation: _ A 75 * Tadalafil

Dose form: Suspension

Sample: Plasma

Analyte: Tadalafil

Location: 4.2.2.2.14

AUCp4n (ng-hr/mL. 13280 54120
Abbreviations: =

, HPLC/UV = High performance liquid chromatography with ultraviolet

Vehicle: 0.5% - containing 1% Tween 80  Assay: HPLC/UV Report #: Tox 19
Sex/Number of animals 2M 2F
Dose (mg/kg) 10 60 400 10 60 400
PK parameters:
Day 0
Trrax (h1) 2 8 8 2 8 12
Coax (ng/mL) 1340 2880 4690 1390 2410 5100
AUC) 241 (ng-hr/mL) 12600 35350 72290 14830 40910 106300
Day 27
Trax (D) 1 8 8 4 2-4 4
Cax (ng/mL) 1640 3590 . 5690 2080 4700 8550
83910 25010 74320 159600

detection, # = number, M = male, F = female, T = time to reach maximal observed plasma concentration, Cpax = maximal
observed plasma concentration, AUC.p4, = total systemic exposure (area under the plasma concentration-time curve from 1 to

24 hours).
26546 Ty hIHHHIRERSEORIR (2)
Route: Oral, Gavage Formulation: Bgs* Sample: Plasma Location: 4.2.2.2.1
Species: Rat/Han Wistar Dose form: Suspension Analyte: Tadalafil
Vehicle: 0.5% - containing 1% Tween 80 Assay: HPLC/UV Report #: ADME 2
Sex/Number of animals 3M - 3F
Dose (mg/kg) 200 400 600 800 200 400 600 800
PK parameters:
Day 0
T (1) 6 6 8 12 8 12 8 12
Cumax (ng/mL) 5004 6205 7209 8457 7287 9059 9643 9940
AUCq24 (ng-hr/mL) 52307 75894 85354 140358 103917 155001 197796 189304
AUCSEM 2106 8517 3113 14226 7128 10283 12738 7705
Day 14
Tonax (hr) 6 6 2 4 8 8 8 6
Crax (ng/mL) 5177 5864 5709 6712 7933 9490 10032 10215
AUCo.4n (ng-hr/mL) 51731 68709 64019 90643 110135 123129 143748 167463
AUCSEM 4321 4763 2534 7043 5548 5105 8339 9738
Abbreviations: [ - DR UGR . I - ISR SRR 1P C/UV = High

performance liquid chromatography with ultraviolet detection, # = number, M = male, F = female, Ty, = time to reach maximal
observed plasma concentration, Cpay = maximal observed plasma concentration, AUCo.s, = total systemic exposure (area under
the plasma concentration-time curve from 0 to 24 hours), AUCSEM = standard error estimate of the variability of mean AUC.
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Route: Oral, Gavage

Species: Rat/Han Wistar

Formulation:
*

Dose form: Suspension

PN ?al'f%))iﬁ?x%fﬁd)l&lli (3)

B BRI ER

Sample: Plasma

Analyte: Tadalafil

Location: 4.2.2.2.12

Abbreviations: =

Vehicle: 1% Tween 80 2 Assay: HPLC/UV Report #: Tox 4
Sex/Number of animals 2M 2F
Dose (mg/kg) 10 60 400 10 60 400
PK parameters:
Day 0
Tax (1) 2 2 8 2 4 8
Cox (ng/mL) 758 2245 6040 1290 3590 8355
AUC 54 (ng-hr/mL) 5600 34500 92600 14700 46000 121000
Day 25
Tinax (hr) 1 2 8 2 4 8
Cinax (ng/mL) 982 2260 4305 1600 3605 7090
AUC, 24 (ng-hr/mL) 7890 38800 53800 18800 47000 122000
Day 77
Ty (hir) 2 4 4 2 8 2
Corax (ng/mL) 1345 3230 5155 1745 5900 8070
AUC .24, (ng-hr/mL) 12200 36500 61600 24300 79900 130000
Day 168
Tomax (hr) 2 and 4 4 4 2 2 2
Coax (ng/mL) 1425 2105 5350 2455 5760 10470
AUC 241 (ng-hr/mL 14900 29100 72200 28200 82900 190000

, HPLC/UV = High performance liquid chromatography with

ultraviolet detection, # = number, M = male, F = female, Tyn,, = time to reach maximal observed plasma concentration, Cpax =
maximal observed plasma concentration, AUC,.,4; = total systemic exposure (area under the plasma concentration-time curve

from 1 to 24 hours) , R

2 Due to analytical difficulties, from day 4 of the study the vehlcle was changed to 0.5% - containing 1% Tween 80 in

water.

* PERDFRRMAFICEESRZ
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Route: Oral, Gavage
Species: Rat/Han Wistar

Formulation:

Dose form: Suspension
Vehicle: 0.5% - containing 1% Tween 80

Fv MIBITIRERERDEIR (4)

26,5 FEBEERBRSIER

B L5+

Sample: Plasma

Analyte: Tadalafil

Assay: LC/MS/MS

Location: 4.2.2.2.9

Report #: ADME 28

Sex/Number of animals 3M 3F
Dose (mg/kg) 10 60 400 10 60 400
PK parameters:
Day 21
Tinax (hr) 2 8 2 8 2 8
Cux (ng/mL) 1398 2626 4856 1995 3834 6678
AUCh.245 (ng-hr/mL) 15040 32822 62821 25012 66695 121462
AUCSEM 456 1666 3862 959 4946 13244
Day 84
Tina (hr) 2 8 8 8 8 4
Cuax (ng/mL) 1604 3249 6821 2612 6458 10079
AUCo.41 (ng-hr/mL) 18498 47246 101843 37667 101442 188675
AUCSEM 1796 2131 5386 2519 3545 18095
Day 180
Tonax (Ir) 2 8 4 4 8 8
Cumx (ng/mL) 1199 2315 4543 2709 6600 8225
AUCy.245 (ng-hr/mL) 16070 38604 78863 35899 91106 152863
AUCSEM 1568 2932 5211 3016 3846 12058
Abbreviations: = = , LC/MS/MS =

Liquid chromatography with tandem mass spectrometry, # = numbe’:r, M = male, F = female, Tpa = time to reach maximal

observed plasma concentration, C,, = maximal observed plasma concentration, AUCo.,4; = total systemic exposure (area under
the plasma concentration-time curve from 0 to 24 hours), AUCSEM = standard error estimate of the variability of mean AUC.

26549 Ty HRIETIEERSEORI (5)
Route: Oral, Gavage Formulation: CHL5* Sample: Plasma Location: 4.2.2.2.3
Tadalafil
Species: Rat/Han Wistar Dose form: Suspension Analyte: Tadalafil
Vehicle: 10% Acacia Assay: HPLC/UV Report #: ADME 11
Sex/Number of animals IM 1F
Dose (mg/kg) 60 100 400 800 60 100 400 800
PK parameters:
Day 0
Trnax (hr) 6 2 6 8 6 6 6 8
Coux (ng/mL) 2458 2539 4112 4776 3246 3628 4647 5786
AUCq41 (ng'hr/mL) 2 22307 27851 57071 55875 38348 34385 b 75844 83949
Day 30
Trax (1) 6 4 6 4 4 6 12 8
Ciuax (ng/mL) 2644 2437 4001 4207 3827 4241 6438 5246
AUCo.241 (ng-hr/mL) 24832 24625 39526 39457 49600 52855 89559 91473
Day 90 '
Trmax (1) 6 6 8 2 4 6 12 8
Coax (ng/mlL) 2221 2133 4059 3190 3753 4342 10339 4964
AUCg.4, (nghr/mL) 29427 21221 49951 41649 46354 51802 126171 77182

Abbreviations: HPLC/UV = High performance liquid chromatography with ultraviolet detection, # = number, M = male, F =
female, T = time to reach maximal observed plasma concentration, Cuax = maximal observed plasma concentration, AUCo.za
= total systemic exposure (area under the plasma concentration-time curve from 0 to 24 hours).

2 On Study Day 0, plasma concentration at time zero were treated as zero concentration for AUCy.o4 1, calculations.
b AUC is calculated from 0-24 hr except for females at 100 mg/kg on Study Day 0 where AUC is calculated from 0-12 hr.
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Route: Oral, Gavage
Species: Dog/Beagle

Formulation:

265 FMBIERBRGIER

A #7J5* Tadalafil

Dose form: Suspension
Vehicle: 0.5% - containing 1% Tween 80

Sample: Plasma

Location: 4.2.2.2.16

Analyte: Tadalafil

Assay: HPLC/UV Report #: Tox 27
Sex/Number of animals 2M 2F
Dose (mg/kg) 10 45 200 10 45 200
PK parameters:
Day 0
Tomax (hr) 2 2-12 69 2 2-3 9-12
Conax (ng/mlL) 764 2940 4440 865 1570 5680
AUCo. 4 (nghr/mL) 7760 39200 67100 4300 12800 70600
Day 28
Trmax (hr) 2-6 2 9-15 2-3 6-9 9
Cimx (ng/mL) ) 682 1040 11500 438 1910 7200
AUCq.241 gni'hr/ng 8060 7090 220000 3280 24300 135000
Abbreviations: =

, HPLC/UV = High performance liquid chromatography with ultraviolet

detection, # = number, M = male, F = female, T = time to reach maximal observed plasma concentration, Cax = maximal
observed plasma concentration, AUCq.p4, = total systemic exposure (area under the plasma concentration-time curve from 0 to

24 hours).
265411 A RITETIREBFEEOERI (2)
Route: Oral, Capsule Formulation: B4L* Sample: Plasma Location: 4.2.2.2.13
Species: Dog/Beagle Vehicle: None Analyte: Tadalafil
Assay: HPLC/UV Report #: Tox 5
Sex/Number of animals iM
Dose (mg/kg) 10 60 200
PK parameters:
Day 1
Toax (h1) 10 19 13
Crax (ng/mL) 3753 20423 2856.8
AUCq.455 (ng-hr/mL) NC* 21701.3 31344.0
Day 28 )
Tmax (B1) 2 13 7
Cuax (ng/mL) 760.8 2374.5 3767.7
AUCq.1ost (ng-hr/mL) 10481.5 30626.5 60777.8
Day 91
Tmax (hr) 8 5 3
Cuax (ng/mL) 595.8 1196.3 3370.3
AUC.5 (ng-hr/mL) 8773.8 17102.3 515343
Abbreviations: = , HPLC/UV = High performance liquid chromatography with

ultraviolet detection, # = number, M = male, Ty, = time to reach maximal observed plasma concentration, Cy.x = maximal
observed plasma concentration, AUCy.ig = total systemic exposure (area under the plasma concentration-time curve from 0 hour
to the last measurable time point), NC = not calculated.

2 Due to few concentrations observed above the limit pf quantification, the AUC parameter was not estimated.

* HEARFRIRURICESRZ
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265412 ARHBITHREREEDORIN (3)

265 FYBRRRITER

Route: Oral, Gavage Formulation: B 5+ Sample: Plasma Location: 4.2.2.2.15
Species: Dog/Beagle Dose form: Suspension Analyte: Tadalafil
Vehicle: 1% Tween 80 Assay: HPLC/UV Report #: Tox 20
Sex/Number of animals 2M (Day 0&35), 2M (Day 0&35), 2M (Day 0&35),
4M(Day 77&182) 4M(Day 77&182) 6M(Day 77&182)
Dose (mg/kg) 10 60 400
PK parameters &
Day 0
Trmax (hr) 2109 3 12
Chax (ng/mL) 37810 1750 970 to 1300 6040 to 7000
AUCo.241 (ng-hr/mL) 1970 to 23700 5200 to 11400 104000 to 127000
Day 35
Tonax (1) 2t09 2t03 2109
Crrax (ng/mL) 430 to 2280 1090 to 1220 7630 to 8010
AUCq.24 (nghr/mL) 3060 to 39400 10800 to 12600 129000 to 160000
Day 77 ’
Ty (1) 2t06 2t015 2to 12
Coax (ng/mL) 450 to 1520 979 to 5870 3640 to 11600
AUCo.24: (ng'hr/mL) 2410 to 26900 6320 to 112000 50000 to 233000
Day 182
Tmax (hr) 2t09 2t09 2t09
Ciax (ng/mL) 605 to 3040 1610 to 6650 4270 to 9580
AUCo.24n (ng-hr/mL) 4350 to 43200 13100 to 119000 68300 to 179000
Sex/Number of animals 2F (Day 0&35), 2F (Day 0&35), 2F (Day 0&35),
4F(Day 77&182) 4F(Day 77&182) 8F (Day 77), 6F(Day 182)
Dose (mg/kg) 10 60 400
PK parameters &
Day 0
Tomax (h1) 1to12 12t015 9
Crax (ng/mL) 466 to 1160 3270 to 3650 5620 to 5910
AUCop.24n (ng-hr/mlL) 4010 to 16400 49700 to 52500 107000 to 111000
Day 35
Toax (1) 2 2to12 9
Coax (ng/mL) 860 to 1220 1540 to 6430 6420 to 9050
AUCo.24n (ng-hr/mL) 5770 to 14900 15400 to 122000 126000 to 191000
Day 77
Torax (1) 1to4 1t09 3t04
Cax (ng/mlL) 716 to 1230 1160 to 4850 2990 to 11800
AUCo.24n (ng'hr/mL) 2930 to 11200 8270 to 83500 31900 to 163000
Day 182
Tomax (hr) 1t012 2t015 21012
Cuax (ng/mL) 723 t0 2020 2100 to 5270 2850 to 12900
AUCq 244 (ng-hr/mL) 4960 to 26900 19800 to 98600 44300 to 261000
Abbreviations: = = , HPLC/UV = High

performance liquid chromatography with ultraviolet detection, # = number, M = male, F = female, T, = time to reach maximal
observed plasma concentration, Cp,, = maximal observed plasma concentration, AUCp.24;, = total systemic exposure (area under
the plasma concentration-time curve from 0 to 24 hours).

2 A range of values was reported rather than a mean due to high variability observed among dogs.
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265413 AXICBITHREBESHROEIT (4)
Route: Oral, Capsule Formulation: B+ Sample: Plasma Location: 4.2.2.2.5
Species: Dog/Beagle Dose form: Suspension Analyte: Tadalafil
Vehicle: None Assay: HPLC/UV Report #: ADME 17
Sex/Number of animals M 4M M 6M
Dose (mg/kg) 10 60 200 400
PK parameters:
Day 1
T (1) 40 9+10 6+1.6 1074104
Crax (ng/mL) 210428 7714237 2466 + 1049 2622 £ 435
AUCq. (nghr/mL) 2 N.C. 4683 to 10580 13245 to 39088 21823 to 52484
Day 85
Tonax (10 74114 4:16 55+1.0 4£25
Coax (ng/mL) 753 + 831 1512 +513 3147 £ 1326 3768 + 533
AUCg, (ng'hr/mL) 2 N.C. 6516 1023191 12720 to 72038 34550 to 75065
Day 176
T () 26+29 45+19 45+1.0 4409
Cuax (ng/mL) 365328 1643 =476 2525+ 1229 4029 + 1220
AUCo, (nghi/mL) 2 N.C. to 6882 13370 to 25863 13007 to 62645 31384 10 91270
Sex/Number of animals 4F 4F 4F 6F
Dose (mg/kg) 10 60 200 400
PK parameters:
Day 1
Tomax (Br) 94105 35£25 1094 18+94
Crax (ng/mL) 366259 587+ 409 2419 + 836 3757 + 1483
AUCo., (ng-hr/mL) 2 N.C. to 7247 N.C. 10 7350 18340 to 33477 23355 to 73281
Day 85
Tomax (1) 12+9.8 19.5+9.0 35+1.0 73+43
Cuax (ng/mL) 842 + 657 2139 1060 3012+931 4670 £ 605
AUCo., (ng-hr/mL) 2 N.C.to 12388 14963 t0 36293 17673 to 63306 48154 t0 111487
Day 176
T (1) 84107 11£11.0 1094 6.7+4.7
Conax (ng/mL) 605 = 199 1868 + 688 2719 £ 663 4607 + 1096
16983 to 55001 41786 to0 129341

the last measurable time point (in most cases this is 24 hr), N.C. = not calculated due to limited data points.

AUC, (ng-hr/mL) @ N.C. to 6202 11424 to 44885
Abbreviations: =

, HPL.C/UV = High performance liquid chromatography with
ultraviolet detection, # = number, M = male, F = female, Tpax = Mean (& SD) time to reach maximal plasma concentration, Cpax
= Mean (& SD) maximal observed plasma concentration, AUC,. = Area-under-the-plasma-concentration-time curve from 0 fo

2 A range of AUC values is reported rather than a mean AUC due to the high variability observed between dogs.

* PIERBRMBUBFICES]RI
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Route: Oral, Capsule
Species: Dog/Beagle

265 IFOBEARBIER

Formulation: _ C SL55* Tadalafil

Dose form: Suspension
Vehicle: 1% carboxymethylcellulose sodium
containing 0.5% sodium lauryl sulfate

Sample: Plasma
Analyte: Tadalafil
Assay: LC/MS/MS

Location: 4.2.2.2.11

Report #: ADME 33

Sex/Number of animals - SM SM 5M
Dose (mg/kg) 25 100 400
PK parameters:
Day 0
Tomax (1) 2t0 16 21012 2t024
Mean (& SD) Cyx (ng/mL) 655 499 708 264 2662 = 2251
Range of AUCo.an (ng-hr/mL) 2906 to 23250 3663 to 13537 12832 t0 92967
Day 33
Toax (hr) 2t012 2t08 2t08
Mean (& SD) Cux (ng/mL) 737462 1201 + 565 3159 + 1862
Range of AUCo.241 (ng] hr/mL) 3586 to 28524 7005 to 28561 13883 to 105351
Day 17748
Trmax (hr) 2to 16 2t08 41012
Mean (£ SD) Crax (ng/mL) 1123 584 1758 928 3164 £ 1599
Range of AUCq.4n: (ng-hr/mL) 5433 t0 22574 8848 t0 56777 16656 to 84686
Day 364
Trnax (hr) 2108 41012 4108
Mean (& SD) Cux (ng/mL) 1440 + 706 2706 + 1748 3207 + 1820
Range of AUCo.41 (ng-hr/mlL) 8576 t0 43136 12122 to 62109 16900 to 77350
Sex/Number of animals 5F 4 b 4F b
Dose (mg/kg) 25 100 400
PK parameters:
Day 0
Trnax (hr) 2t04 2t024 410 16
Mean (£ SD) Cyax (ng/mL) 578 + 143 1196 + 1216 4058 2729
Range of AUCs.24n (nghr/mL) 2540 to 8784 4401 to 33466 7463 t0 119290
Day 33
T (hr) 2t08 0to24 2to4
Mean (& SD) Cyax (ng/mL) 1159 + 349 4255 2233 4168 + 2168
Range of AUCo 4 (nghr/mL) 8177 to 26666 20730 to 99454 33156 t0 126237
Day 1772 '
Trax (hr) 21012 1to 16 21012
Mean (£ SD) Cpux (ng/mL) 1987 + 1026 3690 =+ 906 5914 + 2354
Range of AUC1.a4p (ng-hr/mL) 6396 to 54573 34900 to 93491 51103 to 146404
Day 364
Tomax (hr) 2t04 81024 12to 16
Mean (& SD) Cypx (ng/mL) 2301 1356 4763 + 2660 5413 £2512
Range of AUCo.z4, (nghr/mL) 8792 to 68012 39276 to 158317 28936 to 109961

Abbreviations: LC/MS/MS = Liquid chromatography with tandem mass spectrometry, # = number, M = male, F = female, Trax
= range of time to reach Cpyy, Cinax = maximal observed plasma concentration, AUCq..4i = total systemic exposure (area under

the plasma concentration-time curve from 0 to 24 hours).
2 Time zero plasma sample not collected — AUC calculated from 1 to 24 hours.
b N=4 dogs/sex as Dog 283863 (100 mg/kg) and Dog 284504 (400 mg/kg) were excluded from calculation of summary statistics
as a result of cessation of dosing on multiple periods, for extended lengths of time.

* HEARDHRIEMRBICES
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2655 EFEUBIEEER  HESH
2.6.551 #H#ESH (1)

Species: Rat/Fischer 344 Radionuclide: *C Location: 4.2.2.3.1
Sex/Number of animals: 3M Specific activity: 170 MBg/g
Route: Oral, Gavage Formulation: - C #LJ5* Tadalafil
Dose (mg/kg): 10 Vehicle/Dose form: 10% Acacia/Suspension
Sampling time: 0.5, 1, 3, 6, 12, 24, 48 and 96 hours  Assay: Tissue extraction/LSC Report#: ADME 1
Tissue Concentration = SE (ug-eq/g) Tin
Time After 0.5 hr 1hr 3hr 6 hr 12 hr 24 hr 48 hr 96 hr (h)
Dose
Adrenal Gland | 02395 1.27 523 ~6.56 ~4.92 ~1.45 ~0.7392 BQL 13.06
(0.0592) (0.2441)  (0.7515) (1.0703) (0.4508) (1.30) (0.7392)
Blood 0.0622  0.0996 0.2660 ~0.3839 ~0.2731  ~0.0807  ~0.0318  ~0.0329 | 26.12
(0.0274) (0.0118)  (0.0357) (0.0474) (0.0258)  (0.0406)  (0.0318)  (0.0329)
Bone Marrow BQL 0.0929 0.3886 ~1.60 ~0.4445  ~0.1487  ~0.0759 BQL 10.57
(0.0520)  (0.0153) (0.8363) (0.0359)  (0.1487)  (0.0759)
Brain- | 00011 0.0052 ~0.0822 ~0.0515 ~0.0318  ~0.0081  ~0.0052 BQL 11.42
Cerebellum (0.0011) (0.0052)  (0.0459) (0.0125) (0.0050)  (0.0081)  (0.0052) ‘
Brain- 0.0433  0.0018 0.0343 ~0.0502 ~0.0303  70.0073  ~0.0048 BQL 12.48
Cerebrum (0.0433) (0.0018)  (0.0047) (0.0093) (0.0050)  (0.0073)  (0.0048)
Brown Fat 0.0436  0.1976 0.9661 ~1.40 ~1.04 ~0.2784  10.1266 BQL 11.83
(0.0130) (0.0446)  (0.0580) (0.3078) (0.1193)  (0.2653)  (0.1266)
Cecum Wall 1.09 0.9195 10.53 23.70 ~27.11 ~.7527  ~0.1531 0.0038 73
(0.8062) (0.4658)  (5.1432) (2.7065) (9.94)  (0.5796)  (0.1461)  (0.0038)
Cecum 1.27 0.5478 230.49 855.30 609.62 ~5.55 ~1.06 ~0.1333 | 13.71
Contents (0.8577) (0.0869) (81.4530)  (33.8578)  (184.69) (3.9 (0.9258)  (0.0158)
Epididymis 0.1664  0.0693 0.5804 0.6543 ~0.5792  10.1091  ~0.0423 BQL 102
(0.1223)  (0.0563)  (0.2900) (0.1514) (0.0672)  (0.0931)  (0.0423)
Eye 0.0173  0.0069 0.0890 ~0.1485 ~0.1206  10.0248  ~0.0133 BQL 11.57
(0.0173)  (0.0069)  (0.0099) (0.0283) (0.0121)  (0.0229)  (0.0133)
Harderian 0.0507 02802 1.12 ~.07 ~1.41 03213  ~0.1600 BQL 11.19
Gland (0.0100) (0.0796)  (0.1833) (0.3662) (0.1472)  (0.2852)  (0.1575)
Kidney 0.0600 02702 0.9232 ~1.90 ~1.00 ~0.2630  "0.1359 BQL 113
(0.0250)  (0.0496)  (0.0879) (0.6404) (0.0641)  (0.2386)  (0.1359)
Large Int. Wall | 0.8224  0.6591 3.88 14.68 211 04664  £0.2402 BQL 7.12
) (0.1998) (0.2092)  (0.9901) (6.5046) (2.70) (0.3236)  (0.2402)
Large Int. 0.8951 1.36 116.34 103.57 858.73 ~4.84 ~.26 ~0.2019 | 16.02
Contents (0.4584) (0.9319) (104.2419) (101.0228)  (263.09) (2.85) (1.04) (0.0266)
Liver 02180  0.7248 3.15 "3.56 ~2.60 ~0.6299 703816  "0.0486 | 15.1
(0.0584) (0.1226)  (0.8596) (0.5079) (0.1339)  (0.4173)  (0.2935)  (0.0025)
Lung 0.0658  0.1683 0.6773 A.15 ~.7314  ~.2172 ~0.1022 BQL 12.06
(0.0178) (0.0536)  (0.1189) (0.1974) (0.0470)  (0.1876)  (0.1008)
LymphNodes | 0.5833  0.1734 .57 ~0.9862 ~0.8828  ~0.1141  ~0.0679 BQL 8.18
(0.2323) (0.0869)  (0.9581) (0.1924) (0.4025)  (0.1141)  (0.0679)
Muscle 0.1889  -0.0885 0.4243 "0.6936 ~0.4422  "0.0893  ~0.0460 BQL 10.63
(0.1750) (0.0234)  (0.0156) (0.1148) (0.0242)  (0.0870)  (0.0423)
Myocardium 0.1053  0.2258 0.7656 71.16 ~0.7360  ~0.2034  ~0.1026 BQL 12.02
(0.0167) (0.0669)  (0.0732) (0.1494) (0.0673)  (0.1815)  (0.1026)
Pancreas 0.2989  0.2496 1.09 ~1.55 ~1.18 0.2670 0.1344 BQL 11.56
(0.2263) (0.0603)  (0.0209) (0.2305) (0.1194)  (0.2396)  (0.1344)
Pitvitary Gland | BQL BQL 0.5752 I ~0.5364  ~0.0587  70.1101 BQL 12.07
(0.1892) (0.6537) (0.1606)  (0.0587)  (0.0670)

Continued
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2.6.5.5.1 g m (1)
Tissue Concentration & SE (ug-eq/g) T
Time After 0.5hr 1hr 3hbr 6 hr 12 hr 24 hr 48 hr 96 hr (hr)
Dose
Plasma 0.0044 0.0666 0.2452 ~0.3866 ~0.2644  ~0.0604  ~0.0436 BQL | 13.17
(0.0026)  (0.0190)  (0.0299) (0.0535) (0.0191)  (0.0604)  (0.0436)
Prostate 0.4655 0.0650 0.5328 ~115 M.7651  ~0.1265  "0.0746 BQL | 1044
(0.3725)  (0.0349)  (0.0548) (0.2519) (0.0564)  (0.1155)  (0.0746)
Salivary Gland | 0.1503 0.2128 0.8378 ~1.57 ~0.8402 702106  70.1142 BQL | 1134
(0.0520)  (0.0510)  (0.0469) (0.1730) (0.0535) (0.1878) (0.1142)
Seminal 0.2795 0.1176 0.5948 ~0.9808 ~0.6414  ~0.1088  "0.0579 BQL | 10.11
Vesicles (0.1451)  (0.0591)  (0.1213) (0.1704) (0.0505)  (0.0996)  (0.0579)
Skin 0.5084 2.51 0.3466 ~0.6378 ~0.4657  0.0863  "0.0409 BQL | 1029
(0.4938)  (2.4665)  (0.0310) (0.1295) (0.0554)  (0.0863)  (0.0409)
Small Int. Wall 7.63 11.62 ~15.70 ~5.01 ~2.06 ~0.5921  ~0.4202 BQL 9.63
(5.96)  (7.1229)  (9.1240) (1.4125) (0.2389)  (0.5327) (0.4154)
Small Int. 2832.88  774.06 112470 ~47.01 ~6.74 ~3.67 .32 ~0.0811 | 10.7
Contents (733.88) (447.29)  (596.35) (15.95) (4.83) (3.08) (2.23)  (0.0415)
Spinal Cord BQL 0.0076 0.0402 £0.2029 ~0.0415  70.0038  ~0.0072 BQL 9.65
(0.0076)  (0.0097) (0.1499) (0.0019)  (0.0038)  (0.0072) )
Spleen 0.0466 0.1188 0.5347 ~0.7789 ~0.5024 ~0.1164  ~0.0705 BQL | 12.06
(0.0124)  (0.0305)  (0.0543) (0.1115) (0.0468)  (0.1164)  (0.0705)
Stomach Wall 148.24 9.97 2.75 ~1.26 ~.32 ~0.9879  ~0.3315 BQL | 20.57
(72.88) (4.99) (1.66) (0.2083) (0.4743)  (0.9693)  (0.3315)
Stomach 1071341 40224 94.82 3.68 726 ~3.69 4,90 ~0.0059 | 7.58
Contents (NA) (NA) NA) (0.4848) (17.13) (3.68) (4.89)  (0.0059)
Testes 0.4543 0.0322 0.1232 0.2904 ~0.2795  720.0511  ~0.0190 BQL 9.93
(04411  (0.0215)  (0.0121) (0.0407) (0.0179)  (0.0391) (0.0171)
Thymus 0.0233 0.0868 0.3998 ~0.6809 ~0.4496  ~0.1042  ~0.0531 BQL 11.3
(0.0084)  (0.0253)  (0.0410) (0.1079) (0.0340)  (0.0971)  (0.0531)
Thyroid Gland BQL 0.0556 0.6377 0.8866 ~L11 ~0.3964  ~0.0841 BQL 9.82
(0.0556)  (0.1245) (0.1505) (0.3901)  (0.3964)  (0.0841)
White Fat 0.1445 0.1652 0.7358 32 ~0.8553  70.1706  "0.0777 BQL | 10.14
(0.0777) _ (0.0761)  (0.0892) (0.1901) (0.0966)  (0.1706)  (0.0777)

Concluded
Abbreviations: M = male, LSC = liquid scintillation counter, # = number, BQL = Below Quantifiable Limit (Lower limit of
detection: Mean 1 ng-eq), NA = Not Applicable, ~ = Data point used to determine half-life ().
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26552 #gandm (2) ,
Species: Rat/Long Evans Radionuclide: “C Location: 4.2.2.3.7
Sex/Number of animals: 1M Specific activity: 1470 MBq/g
Route: Oral, Gavage Formulation: — C #75* Tadalafil
Dose (mg/kg): 10 Vehicle/Dose form: 10% Acacia/Suspension :
Sampling time: 0.5, 1, 3, 6, 12, 24, 48, 72 hours Assay: QWBA Report #: ADME 44
Tissue Concentration (ng-eq/g) Tin
Time After Dose 0.5 hr 1hr 3hr 6 hr 12 hr 24 hr 48 hr 72 hr (hr)
Adrenal Gland (High) | 1.80 2.71 9.26" 4.847 4.52» 0.38" BLQ BLQ | 4.74°
Adrenal Gland (Low) 0.34 0.68 2.63 1.05 1.47 BLQ BLQ BLQ -
Blood 0.16 0.44 0.72 BLQ BLQ BLQ BLQ BLQ NC
Bone Marrow BLQ 0.76 142 0.25 0.24 BLQ BLQ BLQ NC
Brown Fat BLQ 0.38 2.95 0.61 0.66 BLQ BLQ BLOQ NC
Cecal Contents BLQ  2446.88° 193441° 2418.19° 1244.99*~  47.32" 3.05" 0.88" 6.02
Cecal Wall BLQ 14.83 TNS BLQ 1.04 BLQ BLQ BLQ NC
Cerebrospinal Fluid BLQ BLQ 0.76 BLQ BLQ BLQ BLQ BLO NC
Epididymis BLQ = BLQ 0.84 0.60 BLQ BLQ BLQ BLQ NC
Eye BLQ BLQ 2.10n 148~ 1.92~ 0.45" BLQ BLQ 10.04
Harderian Gland 0.22 0.72 2,950 1.04" 0.89° BLQ BLQ BLQ 5.88
Kidney (High) 0.57 1.12 3.79 0.98 1.15 BLQ BLQ BLQ NC?
Kidney (Low) BLQ 0.69 0.68 BLQ 043 BLQ BLQ BLQ -
Large Intestinal BLQ BLQ BLQ  3732.05"~ 1128.15* 64.28" 25.69" 290" | 6.86
Contents

| Large Intestinal Wall BLQ 0.48 224 0.57 BLQ BLQ BLQ BLQ NC
Liver (High) 4.84 3.25 7.96» 3.66" 3.46~ 0.67° 0.62" 0.14" [ 13.29°
Liver (Low) 1.93 2.14 443 2.06 1.82 BLQ 0.10 BLQ -
Lung 0.36 045 1.63 0.46 0.60 BLQ BLQ BLQ NC
Muscle BLQ 0.69 1.17 BLQ BLQ BLQ BLQ BLQ NC
Myocardium BLQ 0.48 2.14 0.38 0.65 BLQ BLQ BLQ NC
Pancreas 0.19 0.94 3.14 0.65 0.71 BLQ BLQ BLQ NC
Pituitary Gland BLQ 0.58 2.14 047 0.60 BLQ BLQ BLQ NC
Preputial Gland BLOQ 0.89 33 1.71~ 1.23~ BLQ BLQ BLQ 6.68
Prostate Gland BLQ BLQ 0.91 BLQ BLQ BLQ BLQ BLQ NC
Salivary Gland 0.37 0.70 2.28" 048~ 0.62" BLQ BLQ BLQ 5.88
Seminal Vesicles BLQ BLQ 1.68 0.55 BLQ BLQ BLQ BLQ NC®
(High)
Seminal Vesicles BLQ BLQ 0.61 031 BLQ BLQ BLQ BLQ -
(Low)
Skin BLQ 0.73 1.09" 0.23» 0.21* BLQ BLQ BLQ 4.36
Small Intestinal 3735.1* 1691.46° 264842° 269327~ 269.78"  100.06  10.00" 0.5 5.88
Contents
Small Intestinal Wall BLQ 0.81 14.150 1.25n 1.62» BLQ BLQ BLQ 346
Spleen BLQ 0.78 1.50" 0.25" 0.26" BLQ BLQ BLQ 4.18
Stomach Contents 3072.77° 1008.32° 2337.71°  94.96°  2761.63~  33.98" 4221~ 254 1217
Stomach Wall 0.34 1.01 3.38~ 0.72» 0.65" BLQ BLQ BLQ 4.35
Thymus 0.13 BLQ 0.95 0.43 BLQ BLQ BLQ BLQ NC
Thyroid Gland BLQ 0.24 1.95" 0.64" 0.76* BLQ BLQ BLQ 8.09

Abbreviations: M = male, QWBA = Quantitative Whole Body Autoradiography, # = number, BLQ = Below Limit of
Quantitation (Lower limit of quantitation: Mean 0.25 + 0.13 pg-eq/g, Range 0.03 to 0.50 pg-eq/g), TNS = Tissue not sampled
due to quality or size, ~ = Data point used to determine half-life (t»), NC = Not Calculated.

4 Mean includes >1 individual tissue values, which are above the upper limit of quantitation (Upper limit of quantitation: Mean
132.45 £ 8.72 pg-eq/g, Range 123.30 to 158.41 pg-eq/g).

b High tissue concentration value from used for calculations.
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265 FMBIERBRIESR

26561 MEFEAKE
Study system: In vitro
Target entity, Test system and method: Plasma, Ultracentrifugation
Initial concentration Mean Percentage Protein Binding °
(ng/mL) Mouse/ICR Rat Han Wistar Dog/Beagle Human
10 - 91 86 90
40 - 92 87 95
100 85.5° 92 85 96
500 86.6 92 87 95
2000 844 92 88 95
10000 84.8 92 86 93
Mean 85.3 92 87 94
SD 0.9 <1l 1 2
Location: 42232 42234
Report #: ADME 6 ADME 25

Abbreviations: # = number.
2 Average of 2 determinations.

b Due to an inadvertent dosing error, there is only replicate for the 100 ng/mL concentration level.
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2657 EDEBEHER : HIEELIRALBMICEITHEER
2.6.5.7.1  BREERfT

Species: Rat/Fisher 344 (18 days gestation) Radionuclide: *C Location: 4.2.2.3.6

Sex/Number of animals: 1F Specific activity: 1602 MBq/g

Route: Oral, Gavage Formulation: h C #L.75* Tadalafil

Dose: 10 mg/kg Dose form: Suspension

Assay: QWBA Vehicle: 10% Acacia Report #: ADME 37

Matemal Tissue Concentration (ug-eq/g)

Time After Dose : 3hr 6 hr 8 hr 12 hr 24 hr
Adrenal Gland (High) 23.25 25.46 53.11 33.20 9.14
Adrenal Gland (Low) 2.68 14.31 7.59 6.69 6.08
Blood 0.67 0.96 237 0.93 _ BLO
Bone Marrow 1.68 2.68 6.58 2.64 0.44
Brown Fat 6.66 7.08 16.83 6.12 0.87
Cecal Contents *11666.31 "4908.14 *457.56 "1414.45 723274
Cecal Wall 3.96 36.87 8.36 10.09 0.72
Cerebrospinal Fluid 320 1.98 3.61 1.61 BLQ
Eye BLQ 0.48 0.59 0.49 BLQ
Harderian Gland 5.26 6.45 15.14 6.97 1.14
Kidney (High) 5.37 543 1524 6.81 1.59
Kidney (Low) 228 1.48 1.86 1.16 BLQ
Large Intestinal Contents 12.34 16.60 "86.54 71909.27 252,00
Large Intestinal Wall 2.82 3.16 8.91 3.08 5.03
Liver (High) 8.53 11.45 26.02 10.78 226
Liver (Low) 5.29 7.98 17.32 6.34 1.09
Lung 2.52 4.22 ’812.34 3.67 0.35
Mammary Tissue 2.73 7.16 10.83 4.53 1.31
Muscle 1.80 244 5.09 220 BLQ
Myocardium 3.59 4.43 10.23 4.86 0.76
Ovaries 3.39 5.18 12.05 527 0.56
Pancreas 5.52 6.07 16.61 7.19 1.14
Placenta (High) 6.02 821 18.07 10.53 1.49
Placenta (Low) - 0.59 0.93 1.81 0.81 BLQ
Preputial Gland 6.01 12.23 26.97 11.96 10.44
Salivary Gland 3.89 5.24 12.81 6.31 0.94
Skin 1.12 1.83 4.27 2.99 BLQ
Small Intestinal Contents *939.38 "278.49 276.22 *77.90 21.08
Small Intestinal Wall 4.13 3.26 8.31 324 1.61
Spleen 2.02 2.70 7.22 2.78 BLQ
Stomach Contents "5428.23 %61.55 *6883.50 1.56 BLQ
Stomach Wall 5.34 5.89 13.42 5.77 0.96
Thymus 1.68 231 6.15 2.80 . 041
Thyroid Gland 3.30 451 © 1092 4.72 0.88
Urine "43.94 52.93 *113.87 23.50 9.49
White Fat : 141 239 7.68 327 0.67

Continued
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2.6.5.7.1 JRERT

Fetal Tissue Concentration (ug-eq/g)

Time After Dose 3hr 6 hr 8 hr 12 hr 24 br
Adrenal (High) 3.24 449 9.81 4.54 142
Adrenal (Low) NA 2.68 7.42 3.11 0.60
Blood BLQ BLQ 0.58 0.29 BLQ
Brain 0.55 0.68 1.92 0.77 BLQ
Eye BLQ BLQ 1.50 0.52 BLQ
Kidney BLQ 0.39 1.21 0.52 BLQ
Liver 0.76 1.14 2.01 1.07 BLQ
Myocardium 0.40 0.93 247 1.08 BLQ

Concluded

Abbreviations: F = female, QWBA = Quantitative Whole Body Autoradiography, # = number, BLQ = below limit of
quantitation (Lower limit of quantitation: Mean 0.33 + 0.12 pg-eq/g, Range 0.12 to 0.53 pg-eq/g), NA = Not Applicable.

4 Mean includes >1 individual tissue values, which are above the upper limit of quantitation (Mean 47.17 +2.89 mg-eq/g,
Range 40.12 to 54.25 mg-eq/g).

26.5.72 EitBT

Species: Rat/Fisher 344 Radionuclide: *C Location: 4.2.2.3.5
Lactation Day: 10 to 12 days . Specific activity: 36 MBq/g
Number of Animals: 3F Formulation: h C 5&75* Tadalafil
Route: Oral, Gavage Vehicle/Dose form: 10% Acacia/Suspension
Dose (mg/kg): 10 Analyte: Total radioactivity
Assay: Tissue exiraction/LSC Report #: ADME 36

Time (hour) 3 6 24
Concentration (Mean & SD, pg-equivalents/g)

Milk: 3.632+0.855 2.42140.578 0.105+0.045

Plasma: 1.517 £ 0.300 1.113+0.293 0.070 = 0.033
Ratio (Mean & SD)

Milk/Plasma: 2.421:+0.567 2.18440.102 1.522+£0.078

Abbreviations: # = number, F = female, LSC = liquid scintillation counter.

2658 EMBESREK: TOMOSHHER
2.6.5.8.1 MIRFEAT

Study system: In vitro Location: 4.2.2.3.3
Report #: ADME 24

‘Whole blood concentration Plasma to whole blood concentration ratio

(ng/mL) Rat/Han Wistar Dog/Beagle Human

40 1.19 1.15 1.38

100 1.21 1.19 140

500 1.19 1.20 1.46

2000 1.22 128 1.40

10000 1.22 1.25 1.30

Mean 121 121 1.39

SD 0.01 0.05 0.06

Abbreviations: # = number.
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2659 EMERERE : In vivo K3
26.5.91 M, R, ERVETHOREY (XVRX, Fv FRUAR)
Species Mouse/CD-1 Rat/Han Wistar Dog/Beagle
Sex/# of animals: | 3M 1M/IF 1M (uncannulated)/ M
4M (cannulated)
Formulation: — - oF llyon CiLir+ - Chnj5*
B 5 * Tadalafil Tadalafil Tadalafil
Vehicle: 0.5% 10% Acacia 10% Acacia 1% carboxymethyl-
containing 1% Tween cellulose sodium
80 containing 0.5% sodium
lauryl sulfate
Dose form: Suspension Suspension Suspension Suspension
Route: Oral, Gavage Oral, Gavage Oral, Gavage Oral, Capsule
Dose (mg/kg): 400 200 60 100
Radionuclide: e He e e
Specific activity: | 19.3 MBq/g 9.4 MBy/g 31.9 MBg/g 11.2 MBg/g
Location: 42249 42247 42244 42246
Report #: ADME 92 ADME 41 ADME 19 ADME 31
Mouse Rat Dog
Compounds P U F P U F B P 19) F
Tadalafil ¥ «J J ¥ ) + ¥ ) «l 3
Methylcatechol ? v v v - - vy - y y +
Catechol ® - + y - - v - - - +
N-desmethyl R 4 v Y - - - - - -
Hydroxylated metabolite ® 1] v ‘/ R R */ v - v )
Glucuronide
Methylcatechol 1/ v - - - - + ) + -
Catechol ‘l y - y ‘J - v - - -
Hydroxylated metabolite ® y Y - ‘/ - - - - - -
ADME Report # 92 41 19 31

Abbreviations: # = number, M = male, F = female, [ SR =
, P =Plasma, U = Urine, F = Feces, B = Bile, ¥ = Detected, - = Not detected.
# Methylcatecho! and catechol in feces appear to arise from deconjugation of the corresponding glucuronides by bacteria in the

feces.

>

® Three hydroxylated metabolites and two hydroxylated glucuronide have been observed. Based on radioactivity, these
metabolites were minor as compared to the methylcatechol glucuronide or catechol glucuronide. Therefore, the site of the

hydroxylation has not been confirmed.

26.5.92 FEHTOREY (5 FRUTA X, BIRFES)
Route: IV Dose Form: Solution Location: 4.2.2.4.5
Dose: 3 mg/kg Formulation: A SLJ57* Tadalafil
Radionuclide: *C Report #: ADME 23
Species: Rat/Han Wistar Dog/Beagle
Sex/# of animals: M IM
Vehicle: Glycofurol/water (50/50) Glycofurol/PEG200/water
(50/30/20)
Specific activity: 2.5 MBqg/g 2.8 MBg/g
Metabolites: ,
Catechol glucuronide + -
Methylcatechol glucuronide Y +
Sulfate conjugate of catechol - v
Glucuronid conjugate of hydroxylated tadalafil * - y

Abbreviations: IV = intravenous,M = male, # = nember, V = detected, -: Not detected.
* The site of the hydroxylation has not been confirmed.

* PERRFRIRHFICEERA
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2.6.5.10 ZEMEIREEER : In vitro (X3

26.5.101 InvitoX& (¥OX, Sy b, 1 XRUVE FAEFRTA R)

Study System: Liver slices (CD-1 Mouse, Fisher 344 Rat, Beagle Dog and Human) Location: 4.2.2.4.1
Report #: ADME 7

Y%Area ”

Metabolite Mouse Rat Dog Human
Unchanged Tadalafil 88 (60 79 (717%) 55(77% 91(79%)
Methylcatechol glucuronide 3 4 45 5
Catechol glucuronide 2 9 - -
Methylcatechol - - <1 -
N-Desmethyl 2 - 1
Hydroxylated metabolite ° 3 4 - 3
Hydroxylated glucuronide <<1 2 - -

Abbreviations: # = number, - = Not detected.

% Area based on ion intensity of the sum of the protonated molecular jons for parent drug plus metabolites.

©94 Area value in parenthesis is based on radioactivity, and is the ratio of parent peak area of the liver slice sample compared to
parent for a control without a slice. % Area values are the average if two livers were incubated for a given species.

¢ Three hydroxylated metabolites have been observed in liver slices. Based on radioactivity, these metabolites were minor as
compared to the methylcatechol glucuronide or catechol glucuronide. Therefore, the site of the hydroxylation has not been
confirmed. :

26511 BB  #HEEABNER
265111 #HERBERE (YTOR, vy b, A1 XRVEHR)

Mouse {plasma, urine, feces) o "
Rat (plasma)

N-desmethyl

Human (Urine)

Mouse (plasma, urine)
Human (feces) Rat (plasma, uring, bile)
Dog (urine, feces)

Mouse (plasma, urine, feces)
Rat (Plasma, urine, feces, bile)

Hydroxylated metabolite 2 °\_./

ol
Catechol Glucuronide
1 *major metabolite in rat bile and urine

Human {urine, feces)
Dog (feces)

Mouse (urine, feces)
Human (urine, feces) Rat (faces)
Dog (urine, feces)
Mouse (plasma, urine, feces)
Rat (Plasma, urine, feces, bile)

Hydroxylated metabolite 1, 3

Human (plasma, feces)

Dog (plasma, urine, feces)
Mouse (plasma, urine, feces)
Rat (feces)

Methylcatechol -
*seen primarily in feces

LNIV4 Human (plasma, urine)

} Dog (plasma, urine)

Hydroxylated Glucuronide Mouse (plasma, urine)
Rat (Bile)

Mouse (plasma, urine)

Rat {plasma)

Methylcatecho! Glucuronide ot

* major metabolite in human, dog and mouse plasma and urine
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2.6.5.12 EWEIEHE . EYMKBEBROFEME

Method:

The relative magnitude of effects on cytochrome P450-dependent activities and on the cytochrome P450 content was
estimated by comparison with known effects of classical inducers.

7-Ethoxyresorufin O-Deethylase (EROD)

The rate of 7-ethoxyresorufin O-deethylation was measured in microsomal preparations using a fluorescent microtiter plate
assay. The enzyme activities obtained from this assay were used as an indication of cytochrome P450 1A activity in the liver.
Benzphetamine N-demethylase (BND)

The rate of benzphetamine N-demethylation was measured in microsomal preparations by the rate of formation of
formaldehyde. Increased enzyme activities in this assay were used as an indication of induction of the cytochrome P450 2B
subfamily of isozymes.

Erythromycin N-Demethylase (END)

The rate of erythromycin N-demethylation was measured in microsomal preparations by the rate of formation of
formaldehyde. The enzyme activities obtained from this assay were used as an indication of cytochrome P450 3A activity in
the liver.

Cytochrome P450 (P450)

Cytochrome P450 was quantitated by a modification of the methods based on the cytochrome P450 difference spectrum in
microsomes in the presence or absence of carbon monoxide. These are direct assays for cytochrome P450 content.

2.6.5.121 EYRBEBROFEME (YVR)

Route: Oral, Gavage Formulation: - C 4&:J7* Tadalafil Location: 4.2.2.4.3
Species: Mouse/CD-1 Dose form: Suspension
Duration: 1 month Vehicle: 10% Acacia Report #: ADME 10
Sex/Number of animals 5M 5F
Dose (mg/kg) 60 200 400 800 60 200 400 800
Parameter (% Change ®)
EROD 132 138 122 126 | 121 142 134 159+
BND 116 145% 126* 137% 123 157* 152% 188%
END 116 119 132* 124* 127 121 0 13
P450 content 124 116 116 116 139 155 147 1112%

Abbreviations: # = number, M = male, F = female, EROD = 7-ethoxyresorufin O-deethylase, BND = benzphetamine N-
demethylase, END = erythromycin N-demethylase, = increase, | = decrease, * = p<.05.
2 All values represent the mean percentage change relative to the control group values.

26.5.12.2 EYRBEROFTEME (T )

Route; Oral, Gavage Formulation: _ C 475 *Tadalafil Location: 4.2.2.4.2
Species: Rat/Fisher 344 Dose form: Suspension
Duration: 1 month Vehicle: 10% Acacia ) Report #: ADME 9
Sex/Number of animals SM 5F
Dose (mg/kg) 60 100 400 800 60 100 400 800
Parameter (% Change)®
EROD 158 187 1103 1108 180 T111 1130 1153
BND - - - 18 - 131 131 152
END - - - - - - - -
P450 content - - - -

Abbreviations: # = number, M = male, F = female, EROD = 7-ethoxyresorufin O-deethylase, BND = benzphetamine N-
demethylase, END = erythromycin N-demethylase, = increase.
2 The value represent the mean percentage changes from control values that are statistically significant (p<.05).
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2.6.5.12.3 EMHKBBROZFEMEE (41 X)

Duration: 1 year

Route: Oral, Capsule
Species: Dog /Beagle

Formulation:

265 FOBIBRRITER

C S4J7*Tadalafil

Dose form: Suspension

Vehicle: 1% carboxymethylcellulose sodium containing 0.5%

sodium lauryl sulfate

Location: 4.2.2.4.8

Report #: ADME 42

Sex/Number of animals 5M 5F
Dose (mg/kg) 25 100 400 25 100 400
Parameter (% Change)?

P450 content - 130.6 - - -

Abbreviations: # = number, M = male F=female, | =
4 The value represent the mean percentage changes from control value that is statistically significant (p<.05).

26.5.13 ZEMBEHER : Bt

increase.

2.6.5.13.1 RERUVEDHM (YR, Tv FRUAR)
Species: Mouse/CD-1 Rat/Han Wistar Dog/Beagle
Sex: M M/F M/F
# of animals N=3 cages (3 mice per cage) 3 3
Formulation: B 4L+ — A &5 *Tadalafil — A #LJ5*Tadalafil
Vehicle: containing 1% Glycofurol/water (50/50) DMEF/PEG200 (20/80)
Tween 80
Dose Form: Suspension Solution Solution
Route Oral, Gavage Oral, Gavage IV/Oral, Gavage
Dose: 400 mg/kg 10 mg/kg 10 mg/kg
Radionuclide: o] e e
Specific activity: | 19.3 MBq/g 0.539 MBaq/g 0.608 MBg/g
Assay LSC LSC LSC
Location: 42254 42252 42253
Report #: ADME 91 ADME 21 ADME 22
Species | Sex | Route Dose Sample Collection Percent Recovery of Radioactivity Report#
(mg/kg) | Time Point (hour) (Mean + SEM)
Urine Feces Total
Mouse | M Gavage 400 0-96 4+0.5 95+35 101 +4° ADME 91
Rat M Gavage 10 0-168 440.02 9843 102+3° ADME 21
F Gavage 10 0-168 6+0.3 97:%5 103+£5°
Dog M | IV 10 0-168 17£7 704 88+11° | ADME22
F v 10 0-168 314 6745 100£1°
M Gavage 10 0-168 81 844 93+4°
F Gavage 10 0-168 2547 63 7 92£2°

Abbrevnatlons # = number, M = male, F = female,

standard error of the mean.
2 The total also includes cage wash and carcass.
b For rats, the total also includes cage wash, carcass and expired air.
C The total also includes cage wash.
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2.6.5.14 ZEYBIESER : BT

2.6.5.14.1

BRSHHER (5w k)

Radionuclide: *C

Species: Rat/Han Wistar

Dose: Approximately 60 mg/kg

Sex/# of animals: 4M (cannulated), 3M (uncannulated)
Route: Oral, Gavage

265 FYBERRTESR

Formulation: - CHLi*

Tadalafil

Vehicle: 10% Acacia
Dose Form: Suspension

Assay: LSC

Specific activity: 31.9 MBg/g

Location: 4.2.2.5.1

Report #: ADME 18

Cumulative Percent Recovery of Radioactivity (Man £+ SEM)

Excretion route: Bile Cage wash Carcass Feces Urine Total

0 to 8 hour 1.12+0.21 ' 1.12+0.21
0 to 16 hour 2.61+£0.39 2.61+£0.39
0 to 24 hour 3.82+0.23 0.17+£0.09 59.22 % 12.66 0.23£0.05 63.45+12.72
0 to 32 hour 4.74+0.18 64.36+12.70
0 to 40 hour 529£0.11 64.91£12.52
0 to 48 hour 5.78+0.31 023+0.10 76.56+3.94 0.58 +0.27 83.15+3.74
0 to 56 hour 6.01+0.43 83.38+3.69
0 to 64 hour 6.10:0.48 8347+3.71
0 to 72 hour 6.14+0.51 0.29+0.13 2.90£2.02 85.65+1.22 0.83+0.37 95.82+224

Abbreviations: M = male, LSC = liquid scintillation counter, # = number, SEM = standard error of the mean.

26.5.15 ZEWEREHER : EMHEER

ZEET

26.5.16 EYBESER : T

HHET
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