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Version 3.0

Common Terminology Criteria for Adverse Events (CTCAE),
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1 28t CYP3A4 Mol Al
22 st CYP3A4 Mol Mel HEZULE (400 mg 18
160 mg F0oIR=2 M, dd2tHE B2 == (AUC)%
(N-oxide)2t M-5 (N-oxide Z N-desmethly)2 HZ &2 & 90% 240
SHAl (0il; SeiclAZ0t0lAl, I8 F=A, OIECBUE,
aliug) ool HEE0WE Ulots A0l ADECH.
st CYP3A4 7 & A
%’Q@ CYP3A4 ST MOl el&E (600 mg 92t £0) £0 & 72 WOl dletHEES 12 13 160
mg SOHGIRS M, diD2HES B3 =& (AUC)2 ZA =l

2 3~48f SOtotA 20, 24 tAIMC M-29 E7 &2 H3IF QUL 2=Est
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2) UGT1A1 & UGT1A9 J1&
MHL AE 20 ddctHE ¥ A M-2, M-5= UGTIAT & UGT1A92 HHA Mol Mel X2 Lt
EbwtCh.

dlnetle (160 mg 722t S04) & H Olel=HIZtE

o
X
o = 4m

= oF JI2tS 0
UGT1AT JI1E¢Ql OlelcHi2tel &4 HARM (SN-38)2 EZ == (AUC)OI & 44% Zotot 1, olels
HIZtel B =E0| 2 28% SItotRUbh Ol= dllctHEgel 88 F0i0l 2o UGTT1AT & UGT1AS DI
2o Al =20 BtE = USS 20t

3) BCRP (Breast Cancer Resistance Protein) ¥ P-glycoprotein J|&

M 2 AIE Z d2tHE 2 BCRP (ICso = 40-70 nmol/L) ¥ P-glycoprotein (ICsp = 2 mmol/L)
o MollMel X2e= LEHGCH MetAd, diDetHES HEEAAMOIER &2 BCRP JI& <M, CI34
} Z2 P-glycoprotein JI1& 24Xt HE SFOHGIAS M, 0l2fs AUME & =50t 3tE = U

__kJ

4) CYP 0|4 Hetx J|=
M 2 ANEOA ADBHLS MF U AE HA ME Y 5T (D E2F 55 8.1 pmol/VIA
CYP2C8 (Ki = 0.6 umol/L), CYP2C9 (Ki = 4.7 umol/L), CYP2B6 (Ki = 5.2 umol/L)E ZdX¥=22 N

of ot AUCH &H 2 AIC"OH/\-I CYP3A4 (Ki = 11.1 ymol/L) & CYP2C19 (Ki = 16.4 umol/L)0l CHE X
of 8= 28 A2 LIERCH

dinetHY 160 mgs 1422 S0 Al, CYP2C8 (ZAI22IEHE), CYP2CY (S-2tmtel), CYP2C19 (20
ZetE), CYP3A4 (DIEXEF) |22 ossHl OIXl= &S EItotdl et =8 Alg 200 =2
8, didetHgl CYP2C8 JIE Q2 ZAI=2clEt = t3 8E F0otU=s W, 2A2cleE € 1

4
CYP2C8 UHARMIZCS HZ LE(AUC)H &=
CYP2C19 JI&Ql @M=

20 HF L= 95

XX 2= 242z UEHed, dictHY

£ 40 mg= CFQI HE S0oAS M, QUZAES &L 1 CYP2C19 UHAL
ctHIE Ol CYP2C9 J1& ¢l S-2tit

RS M, S-2AIele B =501 & 25% SJtotA20, dctHE

el 88 FOoot=s M, 0ItEge 82 =200 & 12% St
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)

o]—C)

(BSC) vs. $1°F 9 BSCo] RAlulA, o] FWA, Yotz A3 A)

P

3
=

=
=

17} AF&F (FDA, Swissmedic) A

Hulbd 9%
8. = FAAEDS ]

Ea

en_
To-
R

—_—

wjr

(AIEAIR), ofut=glF (HukAFRhote] 87kAg mlasts A&

444 333 A2 7]

=1
=

3 d Hold AFAGUH(CRC) Aol A & aztd

A Bz aR(BSC) vs. HF B BSC 72, o84, Az A3 Al

N



1 719 B ¥4 € /AEFHdd 3 A=

11. 719 2 AIAEH
AZ ALY (CRC, colorectal cancer): ZA7Fto] Uttt =3ts]o] Q= A5, X570l

=1 TF SXE Jhseith dak A5 S e B IR A A BxH 8 X8 E
), o]l& T3l oF 50%%] AUt SXHEY. & T Ado] FQ EAolH, o] Ag tiF
At Al "ok AA A O R, CRC 4+ 5-1d AE7IHE 7]l A= 93%, I7]dA=

%l X 84%, M7|ANAE=(FZA Moo wha}) 44% 4 83%, L V7|l 8% A%

« AA o]& 7hs3 AEWH: Mol CRCOA, ZFE23rd 7Rk 8RS S E
g 53 XS (mMFOLFOX) &2 olg|=H|zt 5% X SH(FOLFIRI)°] €3t & o]z} A&
2 Adsts gt gyoltty. SN, AlEZ =4 x| gelA AE TRk AT AUk
T3l EFEIuY 79 53 A g WupAFR B9 2 ST =

Y

et Aol AEAT, 2wy
A

ML S H

= B 7 g/xs dFA" f4s HEdAS oldd XEEY

M= E3ta, tFie s Ao AW WS APsA i, "ol CRC &
A9 A 7ol HEFo] AE oy} ANFERY ¥ U o]-9F ZEude 7 2
kA 7F flth. mEbA], oldd EFezInd-7|vte] 38X 8, ¥-VEGF X5 % KRAS
wild B9l B9, F-EGFR X5E BHUAY, Z2 AT A57t AgstA] @S A5
7bed A deo] © ol gli, BAAE 4 B TS SsATIe HHY H
Z aWES WA "o olgg &A= Uit ¥ w9 #aL, ddEe AA &S

oF 45<o|t}.

1.2, ¢ FE71A

*multiple kinase <A

3. AN BH AR

7h AE o okFe] #g AR

1) A7IREANY EE AMEARAR - 7] A AR(5£27TC/60£5% RH, 2470 9) 3} 7}
& obg4d A ¥ (@40427C/7545% RH, 1270 ¥)S 13 23, 2% <Hg3

2) 7EEAIRAE ¢ E, AFE T, Aks) EebE A

u ghAofobF el e 2w

1) A7IREAD e /HEAEASE - AV A AP (25+2T/60+5% RH, 36714)3 7}
% oFgA AP (40+2°C/75+5% RH, 6719)S 1y A, =% g3

2) 7FEAIEAR - 55, €, Walls, 3UAA



AgE7 Study No.| & % AS == £o{7|2Zt Az 22 (mg/kg/day) Z 3}
cts|=0f  |PH-33610| OFRA o | ==z | po 250 LDso >250mg/kg
=dAd PH-33610 e 0 tt3 | po [250 LDso >250mg/kg
LOAEL: 5mg/kg(AUCss
5 20 80 14mg=*h/L, Cmax 1.9mg/L).
PH-34500 OffA 0 4% po | 2,77 ol Sl M it RS
qd forestomach, x[of, 4 % Ziof

Chet Fek

NOAEL: 1mg/kg

o —~ 1, 5, 20 2b=x| 74, Xlob HE, Alx Y
PH-35918 oA O 54 po qd M| AT DICIZIEE, ot AYAl
oA S
PH-33468 HE= X 2T po (10, 25, 50 DRF
MTD: 4mg/kg(AUCss 20mgxh/L,
1: 4, 16 Cmax 17mg/L)
— 24 = =
PH-34206]  X= O 4% | POy LOAEL: 1mg/kg(AUCss
5.8mg*h/L, Cmax 0.49mg/L)
8mg/kg: M= A JiH, xlof
#Hsl, MBS XA, MI|s HE
>2mg/kg: x|, 2R Bt
05 2 8 e A7 AME(=0.5mg/kg), A
PH-34484 = 0 133 PO q'd’ ’ of, ty, F&l A3T|AH

MTD: 2mg/kg(AUCss 11mg=h/L,
Cmax 0.92mg/L).

LOAEL: 0.5mg/kg(AUCss
3.1mg=*h/L, Cmax 0.25mg/L)

> Hm
I 2

Iz
0x Jir

2mg/kg: A2

otnpstx A gl

PH-35874 2= 0 263 po |0.1, 0.5, 2 LZo Relst dEXO| S
MTD: 2mg/kg(AUCss 11mg=h/L,
Cmax 0.92mg/L).

Al Qls
PH-34182 H| 2 (@] 4 po |5, 20, 80 MTD: 80mg/kg(AUCss 44mg=h/L,
Cmax 7.2mg/L)

MTD: 20mg/kg(AUCss 25mgxh/L,

PH-34580| ©|2# o | 13% | po |5, 20, 80 Crax 3.7mg/L).

LOAEL: 5mg/kg(AUCss
12mg*h/L, Cmax 1.9mg/L)
At elS
LEo felst AHXo| gE. =
£2 EHF vl 2t ®E7 B¢t
2 2 omE/He HE E .
HE HD/E7F XA, ez &
7t 2R B0 A=M, 72 2
A45739 H| 2 O | 52% | po |1, 4, 16 e s 47 st B

LA X2 A
MTD: 16mg/kg(AUCss 35mgxh/L,
Cmax 4.9mg/L).
LOAEL: 1mg/kg(AUCss
4.3mg*h/L, Cmax 0.67mg/L)

F| 77 lpn-3360s S 0 - N 1-5000 uo/plat =Ry

AN | =M typhimurium vitro #g/plate =<

= M in -

A o| AF PH-33732| V79 cells 0 - vitro -60 ug/mL =4

Al A~sH PH-33682 oA O o ip 1500, 1000, 2000 |4




- ~2(BAY734506
= GRAN 10% 010)
Fels o oA
E7| ) 2y =
oflH| Al E
. >0.5mg/kg: 23t X|odeo WM =
g. ) olal 01,03, 05 |g
_ E X * %k o _
A PH-36547) =& 6-172 | P° g'g’ 1O T8 151 omg/ke: 27 713
o - 21.6mg/kg: Eat® &M B7t §
S |openx ey 2H 54
= =
pe PH-36036 ol Al . ol A o
E7) X o | PO |0.5, 1, 1.6”, 2.0 |=0.5mg/kg: HMH =|7|&Ed
Al Annex 6-20 50 o E A
= .0mg/kg: 22X =M
1Al . . B2 NOAEL: 0.8mg/kg
_ E7 ] .
PH-36036 | O | g-ooa | PO |04 08 16 Huyy NoAEL: 0.4ma/ka
e olaA
2 2HI s
St Al E el
. DIAA grEEAA giats sefst
A
mEse = g5t gol
3T3 NRU test i _
PH-35612 0 - .'t” -50 ug/mL =M JbsMol ohal oFst B2
= 3T3 cells vitro
pr-ase24| "NV o | e | po |15, 20 Y=4 ez
(e
e = =) = GLP | = £0of oz o
AEERF Study No.| & & AHE Fx Fo{7|2t 2z 2 2F(mg/kg/day) Z 3}
uh= =0 NOAEL: 5mg/kg(AUCss
= AN B PH-35885 offA 0 4 po [M2: 1, 5, 20 12mg~*h/L, Cmax 1.9mg/L)
e = M2 Bl2tHHd o2 AU M3
i = S. in |M2: -5000 7
x - - M
;1 =29 0| PH-35197 typhimurium O vitro |/plate =
o
Al e PH-35189| V79 cells O - n M2: =48 ug/mL oM
5 ol & vitro | # =<
=M PH-35785| 3T3 cells 0 - Viltr:o M2: =10 ug/mL =M JlsMo| sl eFst vk
H== Z= Ol = GLP =] $_ L=R=1 il
AR Study No.| & % ASE | . | FoH7IZ| g2 (mg/kg/day) = i}
= EE
gh= 50 o = . NOAEL: 5mg/kg
Sans |PH38852| mRex | O | 4F | po |Ms 1,5, 20 Moo M= MEHL Fet
Tl =g s. in [M5:  -5000 4
x - - 24
;1 =018 0| PH-35596 typhimurium O vitro |/plate
A
Al a4 PH-35637| V79 cells O - n M5: =20 ug/mL S
5 ol &t vitro [ - =<
in _ B}
_ _ o AEM Jb=Mof| s Zst vES
N PH-35785| 3T3 cells O vitro M5: =100 uxg/mL =M JlsMoll oish
PH-35625| O 0 3 po [M5: 1,5, 20 =4 els
=
NEEF  [Sudy No.| 3 & A |57 | Roi7izt| S0 | 8(mo/ko/day) #a
T (=]
=1 =7 S, in |4-AFP: =5000 s |
M| sddo| PH=33994 typhimurium O vitro |/plate =<




M
S
Al

5
=}

in |AFP-PMA: -5000

PH-35108 O - .
Vitro [ ug/plate

02
0z

in |AFP—-PMA urea:

PH-35194 o) - ;
vitro (-5000 wg/plate

0jo
0x

Acetamido—AFP-
A57981 O - PMA: —=5000 ug
/plate

0jo
0z

4

PH-33995( V79 cells o) - 4-AFP: =50 pg/mlL|2FM

LAY 4.

AFP-PMA: 15, 30, |Comet £4: =125mg/kg ollA 2t
60, 125, 250, 500 |AI= DNAol Xt &4 FE
(NOEL: 60mg/kg)

e TIET
Liver comet|A48891 HE O 3
assay

ne
©
o

9o, AE, e okeletd A8He) wgaly) WEel Wy bEA WA AAD
Folghx HF AT delstoz B4e] Yt Fo AA A M2 % Mse] AA 3
Aol e WA 712 Bobsks] Ash vheM2 )7 EFE A
) M5 b M@ $Q rheel A MEe] SHAES Sas
= QoA F dAA BF duesgrt Ae 548 Jeut
weba, Abgel el a5 9t SAS0) U@ old @ A 64 Tless vy
st

dueside Fo Beze Tdas
] =

lo gk ZA4 AEs delAe ¥ =
ARAATAEE, A g3}, ARER, 95), J9ZBEAD, HEF

7 2 AN el

o AEA B QPANFNA 160mgel DY Sl A= A =B

AUC(0-24)unbound ] s < 291 pghr/L % Cmaxunboundel 3} 195 ug/L °lck.

v A HIEEA A MTDE oA =299 we 1 nwke] W Yo 3ok

drztdgde] FAHAAFAZ, in vitro

o o
= T
sojobEolN LAFPE UEHA gk, ¥

>~

AFP-PMA: ©] £4d& d59 FAAE EcEo|H, A|oFolr ElEE, Ames
test FOIATh A=A 25 LA Fel M S0, 1 Comet B4 o)A 1
AE DNAC o3 43 £42 fEshe oFd 2A4€ YETHNOEL 60mg/kg). Al
obel 3de Fa7IZF F8 AFA HW 01%9] AFP-PMAZF AAE 4+ o1, 160mg
dagtsd A& FoA Hd AW FHFS B4 F HA 0lemg(AF 60kg 7IE
0.0027mg/kg)(12) TolZFehoz 24° 4 k. A¥e] NOELS 60mg/kge 2 8Z<




2249] 0.0027mg/kg ©l BIE) <F 220000 © U}

5. g Z&d #IF AE

b EHAPAR ¢ In vito oA, dlngEge sty @ AE SNk FlikobAl HA oA
3~300 nM 9] IC50 #= YelH 3 (VEGER, TIE2), 71&(PDGFR-B, FGFR) % %
SFA A (KT, RET 2 B-RAF) (584 E124)7100lAE A st o melayge ohek
gt GAEZEFA ~40-400 nM ¢ IC50 = UYERT ERK o A4S ASHA
Raf/MEK/ERK ¢ AZHGS A= ACE HYo) #ugdlge 3-146 nM ¢ IC50
e JEY AR A oE=H @ MY 228 JASH I ~40 nM-10uM &) 1C50 gk
< YehH FHsE AA T AXFE dASIAT &4 =Wl KITKe4E 2
RETCO43W & 77 wdsthe Aoz guix 93 712 9 344 MEFdA 713 24
sk QA7F FEEJY HCC MEFoM= AXAEA 28 T3 52 &) Yelst
=3

. et Al g EE chd A okel A
. : =0
NEER AEA e | swoyno. (O Az}
<Regorafenib(BAY734506)>

behavior (Irwin test),

rat B locomotor activity (open—field test),

0, 2, 10, 50 mg/kg po | PH=33840 1O\ temperature: no findings (within 2 hr
observation time frame)

NE=

A anti—/proconvulsive effect

rat (pentylenetetrazole threshold test)

0, 2, 10, 50 mg/kg po PH-33856 O |nociceptive responsiveness(hotplate test)
hexobarbital sleep time: no findings (0.5
hr post-treatment)

hERG K+ [hERG transfected HEK in vitro | PH-33109 % hERG K+ current inhibition with 1C20 ~12

current cells umol/L (IC50 ~27 pmol/L, extrapolated)
no effects at 0.2 and 2 umol/L.

cardiac . - , at 20 umol/L (i.e. close to solubility

action ~ |[@PPIt  Purkinie fibers, | pH-33827 | x [iimit), shortening of APD50 and APD9O

) ex—Vvivo . .

potential and shift of plateau potential to more
negative values
—-no substantial drug-related effects on
blood pressure, heart rate, and other

AlE ) _ hemodynamic parameters

2HA ECG anesthetized dog Intra~d PH-33963 | O |-no effects on ECG intervals

0, 10, 30, 100 mg/kg |uodenal .

-mean maximal drug plasma
concentrations were 0.064, 0.127, 0.110
ug/L

—-no substantial drug-related effects on
blood pressure, heart rate, and other

anesthetized dog v hemodynamic parameters
ECG 0, 0.25, 0.75, 2.25]. ) PH-35619 | O [|-no effects on ECG intervals
. infusion .

mg/kg/30min —-mean maximal drug plasma
concentrations at the end of the
respective infusion steps were 0.40,




1.39, 4.60 mg/L

dog Intra—d B 3 -
0, 10, 30, 100 ma/kg |uodenal| 33963 no findings
S5
71 dog v
0, 0.25, 0.75, 2.25]. ) PH-35619 -no findings
. infusion
mg/kg/30min
intestinal ) ) } . .
guinea—pig ileum| . . no effects on ileal contractility by the test
muscle ) in vitro| PH-34043 , ,
N ex—Vivo article itself
2| ZH contractility
A small I
) . rat =2 mg/kg: dose—dependent inhibition of
intestinal po PH-33841
N 0, 2, 10, 50 mg/kg BaS04 transport by 12, 15, 25%
motility
= rat no effects on urine volume and electrolyte
po PH-34006 ,
Al 0, 2, 10, 50 mg/kg excretion (Na, K, ClI)
no effect in fed rats;
2 and 50 mg/kg in fasted rats:
_ minor decrease of blood glucose
== rat po PH-33925 . Q ;
0, 2, 10, 50 mg/kg concentrations by 22% (within 3 hours
post—dose); no statistically
significant effect at 10 mg/kg

7| E} —hematological parameters: no effects on
blood cell count, hematocrit, and
hemoglobin

_ rat

ol x|= -34 - i ion:

= CLIPN 0. 2. 10, 50 ma/kg po PH-34006 plasmatic coagulation: no effects on
thrombin time, thromboplastin time
—lipid metabolism: no effects on
cholesterol, triglycerides

<metabolite M2 of regorafenib(BAY 75-7495)>
—behavior (Irwin test): no effects at 1 and
5 mg/kg; slight and transient behavioral

NIPZ rat abnormalities at 20 mg/kg

-354 o )

Al 0, 1, 5, 20 mg/kg po PH-35438 —locomotor activity (open—field test),
body temperature: no findings (within 4
hr observation time frame)

hERG K+ hERG K+ current inhibition with IC20 ~0.4
hERG transfected HEK in vitro | PH=35502
current  |cells umol/L (IC50 ~1.1 umol/L)
—-no substantial drug-related effects on
AlE blood presgure, heart rate, and other
& anesthetized dog v o Siiecta o 206 inenals
ECG 0, 0.25, 0.75, 2.25|. . PH-35628 ;
ma/ka/30min infusion —-mean maximal drug plasma
9/kg concentrations at the end of the
respective infusion steps were 0.57,
2.01, 5.50 mg/L
35 dog iv
= 0, 0.25, 0.75, 2.25|. . PH-35628 -no findings
V| . infusion
mg/kg/30min
<metabolite M5 of regorafenib(BAY 81-8752)>
Al A rat —behavior (Irwin test),
-354
Al 0, 1, 5, 20 mg/kg Po PH-35409 —locomotor activity (open—field test),




body temperature: no findings (within 5
hr observation time frame)

hERG K+ |hERG transfected HEK|. . hERG K+ current inhibition with IC20 ~0.4
in vitro| PH-35519 X
current cells ymol/L (IC50 ~1.8 pmol/L)

—no substantial drug-related effects on
blood pressure, heart rate, and other

MNE ) hemodynamic parameters
A anesthetized dog v -no effects on ECG intervals
ECG 0, 0.25, 0.75, 2.25|, . PH-35620 | O .
ma/ka/30min infusion —mean maximal drug plasma
9/kg concentrations at the end of the
respective infusion steps were 0.46,
1.84, 5.52 mg/L
35 dog iv
= 0, 0.25, 0.75, 2.25|. . PH-35620 | O [-no findings
V| . infusion
mg/kg/30min
. Y&

2 el @3] AT 2 AW Fo F oHaghude A¥% (BECG £3), &, B CNS

7%l tigh AFA F3) B vk A=A, Hagdde 9% E5T TEE
I(HT -22%), in vivo & %% A& oAz,

« A= G Ao v A 2 A Fo F guetEge A M2 2 M5 & AEd
(ECG 23, TF 2 CNS 7159 tigt A4=2421 f38) a7} glth aszoA, dagtsd
(>12 pmol/L) 2 = thAHA2l M2 ¢} M5(> 0.4 pmol/L)E hERG K+ HF JAE E3) in
vitro A7 AEFE AAA7IE ZFALE vebdTh 28y, AledlX e A7 RSl JEF

N
&

e £
o
RN
i
f
k)
>
=
i
Y
ol
ol
>~
_>i
k

@ $E : [UCHneEY Y B AT Fol B PAR(RE 8 A B4 hAR)
e A9 BE Jut 2Hoz w=A FEHUh Fo/¥ Y FAEE U
thoAEe] Ag 8 A YA Ml AF e FRe U@ AL
. ORI 5 WAEA A Re/nE 3 o a3

d

Folm 24 wjoko] 71%3 in vitro £ HIWE AlH, Y%0], @ upe2oE
A M2)7F FAIRRS Ul ow, e e N-AE A M3)7E A
3 F2 23 A FEATE CYP3A4 = AlgolA gaetddel 1 @4 (33}
Akl tigk =2 CYP isoform ©|t}.
@ WA PE, A R ALRA, [4CE g EE Y AT Fo &
BAEE T3 iAo, HE F JfdA & wjAEe Witk AlFe A9
s AMAEE oF 19%E AR [14CIH e g3 ¥
€ A= EfolA FEHAA #H HA

BA AA
"4
@ A} zE
N-
S

VA daddds F8 34 thAAI M2 2 M5E in vitro oA CYP




isoforms (], CYP2C8, 2C9 > 2B6, 3A4 > 2C19, 2D6) 2 UGT1A1 2 1A9 o] tdt A

g =9
T

RESE TS k)

UJ

SR

1

tHARA

M2

T

2 M5 = Yi==zyZvd

(dihydropyrimidine) ©448 4 (dehydrogenase)oﬂ s A &5 YEr A LUt

* CYP 84 % 71sA: dagtddS F8 CYP isoform (01] CYP1A2 H 3A4)°ﬂ 3 &
= Y-S dehiA ekget.
« transporter®} G5 A-§: dagtdge #FE I Cmax FEO It FEOA
OATP1B1, OATP1B3, OAT1, OAT 3 ¥ OCT2 o tist 9A] 7154 YA &g
6. AFAFAH T3 AR
| 2o FoGE/FAEF/FAq7]|7E Y75 A3
§ Clinical Pharmacology
Healthy Subject PK and Initial Tolerability Study
1. [PH-36734(12436)] 73t WAd Izt A ["CIBAY 73-4506(H2etod)S ©3] ATFFdS w g}, A 3
Ay, A, R 2 kEshs ARSHY] fs v, e, v - A9l A, v - —?fl‘lFEHi AFA 3
A7 FA430-65[-MCldlzgdd 1.5mgs X[-F53) -EWAs B 5= Fol3 1-4hr, 6-24hrol| peak
A ol dagdd 120mg &|-9HdA of = (HF &3 A
-4 O, o3 ATF4 =T 30.4(@@) ~37.6(837hr
-Ag A WAls TEE 47 fFAHE Y

o Aot HHor A
—3E F AP FeiRe 90.5%%, FE Ul
Mo R wlAd(71.2%), 2WMORE 19.3% WA

E)

-WeFd FS(TEAE 1%, okt #d 95 %)

Patient PK and Initial Tolerability Study

2. [PH-36733(11650)] X4 od=F 3zt A] BAY 73-45069] <HAA, Wekd, Hof wekgsk okssdt 2 A%
JEl Zele s ek, ALY 9 E
-u8ot xH(=18|-wlagtdd 20mg/mL &9 |-MTD, -g% VEGF Z7HE 3] >120mg)
A -dgkdg 20, 100mg A |-RP2D sVEGF2(soluble VEGF2) 74 (E3] =60mg)
-769 -k g} -d gt g 60mg ©l &AM FFF FE
-10, 30, 60, 100, 120, 160,|-°F%3} e wnelow, Jribest J8AY 66%14 A
220mg(&HZ7h. 3F Fof/1|-¢kdA x4 (PR =& SD)
F FHFAF7: 289 -160mg FoA FFete A MEA w=S
*FAFTEQ9  160mg(1x100mg -MTD: 220mg9] 8/12%0o] &I = FA S
1A+ +3x20mg AAD, 3F FoF/1 Z# ek AE7F YEl e B ®, MTDe Aoz =
° T Fok gGalx] ¥ &% T T
-, YWeEIts B4, Fo -RP2DE AAIR 19 13] Fo93 160mg(219 +
A 3714 /74 FeF UA). o] ¥ ASE 9(CRC I
2, N=23)o Fof= it}
-TEAE: 99%, SAE: 62%(¢FE#3 26%)
-7} £ TEAE: 9=, S Wl E&uv)sal
&, AL Asa, ASA, 749, A"S 5%
=&, A9 5
3. [PH-36742(11651)] X34 o= skatolA] BAY 73-45069] otdAd, ek, Ho) Wk oksst 2 AAA R
e Bols 9% Faehy, A1 ?MM??:
-13e FAC18[<EFEHT]> -MTD -29/79% (37%) A AW Z4d. 100mgolA &3
A) —Eﬂia‘rzﬂﬂ 20mg|-<F= st FZEQO 36%7F AW %A
-849 CP(co-precipitate) A -k 53t -MTD: 100mg
1% |(&===:  38%,[-20, 40, 100, 120, 140mg|-$rAA4
HCC &4: 209, |QDAF7]: 21¢) -7} &3 TEAE: 92, 43, &d35F 18
NSCLC #%: 26|<&HasE> gk, AEHEA, A, HAL AKX ES, WH] 5




-d gy 100mg
CP(co-precipitate) A
-100mg, QD(157]: 214Y)
-7, WFErts 54, 59

A 374

4. [PH-36741(1165D] W& HdFF At A #daetsld(BAY 73-4506)2] <Hd A,

SOAAAE G FlE

ek,
Tk ﬂ7ﬂ g, Al 174 A AlE 116519 Child-Pugh A 2 B2l

Ho WokgsE oFs3t
HCC #xlol| A9 PK

Ay Hal
s 5 -MTD 100mg ©] dxebly @3 £o & 9& PK A
SeTIIe] SE/100mg QD SRS malA Aggelrle e, Amsd 2 14 o
S(IOOmg) 11“8‘ *O] %7]'%61} pk data: "1}: <) '6—11— R S ST ) ] SEO.
HCC SAEAEQ0|REE 30 109 —qpdy | TEES] PRI Child-Pugh AE e 99E

o) =,
Child-Pugh A; 16
Child-Pugh B; 49

Child-Pugh A; 1473
Child-Pugh B; 473

8l

5. [A51164(13172)] XA, =84 1Y L&l FApelld BAY 73-45069]

uncontrolled, &7l, ¥]-

Z]‘H HH =z o] }\]-/\] ko)

=

F5e o

oFHAL

o

el A

1A+

g (=18
A
-1574

-dlazgkdd 20, 40, 100mg|-
Xézﬂ _
-160mg, QD(cycle 0: 1¥ ¥
F/6d F(cycle 1 o]3
2101 Eo}:/7o] 'o‘o‘t)

-120mg or 60mgo.= 7=k
7V

A8, geresls 54, 59

37

oX, 1o

o 12
2L of

-dHolo o] PK AtEE CV 7}
o} MEF Al wkztylo] o] gl
6.7%PR 14, SD 74%)

Art. ©@3]Fo

6. [A51600(14996)] X134, =54 AP FT=Ql xfellA BAY 7

3}7]

2%+ uncontrolled,

3 7H, H -2 A A 14 A & (interim report)

3-4506°] °F&3}, A,

-u8ot S (=18|-#lagtHd 40 mg AA s iy -PR 14, SD 44
A -FA A
-45v -160mg, QD35 Fo/15 F At 3 (AlE e B §18). SAE 58.3%
) -71¢ &% TEAE: o4, 035w, 9=, 4%
173 -120mg or 80mgo & 7 B2, AA oA, R &
7V
-8, YWFETs 54, 59
3|71
7. [PH-36735(11656)] #Hold ZAAe 3xtoA 12 =E 23 ¢¥Wox mFOLFOX6 %+ FOLFIRISE #H &3
BAY73-45069] <A, kst W ok SAHS 9% A 14, FU1EHE, b Y gz A3
-deld AR -wlaetEld 40 mg A A -5 8} - AW ZH (PR T+ SD) : & 338(87%)
& (=184 -k &} -ty T2 F7] A F olgl:H IS 5
-124 -160mg, QD(4-10, 18-24|-<t#14 d T Foss o, ole:Et 2 o &4
) AE SN-38 ¢ AUC Z7}(e] Eﬂﬂ 28%,
-120mg or 80mgo & 7 SN-38 44% %)
¢ b5
-2, eI 54, 59
A 5] 744

*mFOLFOX6(N=21) T
FOLFIRIN=17)¢} =&

Bioavailability (BA) Study

8. [PH-36525(14656)] 71743 ARl Ae] &3] ZFFo] Hagdad 160mge] oFsstel gt A o} A AL, A
W ool AL W FEAFE o] IS FR1stY] S A1, FRA, I, 3-way, WA} Al
-A7 dA(18-45|-#l gt d 40mg A A k53t —Eﬂﬂﬂ‘rﬂ]d% TEA H3 AAF & =& FU)
A ot A QA =22 AA WA ST}
174 |-24 —Eﬂ g 160mg, @3 4 fasted low fat | high fat
%o parameter | _o1) | (m=24) | (n=24)




“AL Al ol EECER
-Br AA A o] & Fof AUC(mg.h/mL) 45.39 61.75 67.27
-C: IA| A o] & Fof Crnax(mg/mL) 1.25 1.93 2.16
(FoF7): 149 M2
AUC(mg.h/mL) 27.43 38.28 21.94
Crnax(mg/mL) 0.89 1.17 0.65
M5
AUC(mg.h/mL) 12.77 15.67 6.22
Crnax(mg/mL) 0.12 0.14 0.05
AR o] & o aEtdd 2 A =Fo]
2 yEhd
-ekd FS(TEAE 119, o o4 §l8)

Comparative BA and Bioequivalence (BE) Study

9. [PH-36595(12437)] 1X100mg +3x20mg AAl % 4x40mg HAAZ FoIg BAY 73-4506 160mge] Jdl A o] &
o W7het] A% 2-way, ©3[Fo], FA Y, SO0, A1 ARAIA

-7 $A418-45/-"ekdld 20, 40, 100mg|-<F53t

-1 O T
Al A -kA A AT B 2
-489 ] parameter (0=46) (n=46)
gty 160mg, w3 4 Ay
T AUC(mg.h/mL) 4191 | 41.80

-A: 1X100mg +3%20mg A
A (o 2= )

-B: 4X40mg AA(A &)
(Fe7): 79)

B/A[90% CI1(%)

99.73 [92.97, 106.98]

Cmax(mg/mL)

111 \ 1.23

B/A[90% CI1(%)

110.88[100.59, 122.22]

M2

AUC(mg.h/mL) 23.10 | 26.90
14 B/A[90% CI](%) 116.49 [105.01, 129.22]
° Cinax(mg/mL) 0721 | 0.895

B/A[90% CI1(%)

124.18 [110.16, 139.97]

M5

AUC(mg.h/mL) 10.65 | 12.96
B/A[90% CI1(%) 124.11 [109.51, 140.66]
Cmax(mg/mL) 0,112 \ 0.131

B/A[90% CI1(%)

116.66 [104.13, 130.711]

—AZE AY Folt dd AT Tl FAY
BAE e

Wby FS(1oIM ALP AN Y )

Extrinsic Factor PK Study Reports
10. [PH-36717(12435)] z73st =pdxtollA  dxmghddd (BAY 73-4506)9 w3 AFFoeo] kg ot
Ketoconazole®] J&&& H7lst7] 91§ Al 174, vl 729w, S0 A8

-7 A=A} -#g gty 40 mg A A -oF% 3} -160 mg €% (ZIZE 2)o| A ketoconazoled} H
(18-45A4) -k A A daztEdel AUC (33%)¢F Cmax (40%)
-244 -3FZE 1: HagdAd 80 =7} M-2¢F M-59] AUC® Cmaxe 4.

mg (N=6) —ketoconazole(Z &3 CYP3A4 JgA|ADe] =l

1% A E 2: #Hadd 160 gl gl gk AR Al

mg(N=18) -80 mg ZITE (ZZE 1M E o]e} FASE A

-AEI}E 400 mge A& R

795¢ Fo

11. [PH-36716(15524)] 717+s A dxtoll A o3 160mg dLetalld (BAY 73-4506) ATFFoio] <kgdhe] gt =&
A S AdstaAt sk A, v -, S8 A9

-2A7+8k A= -dlaetd 40 mg A -oF5 %} -dngEde w5 Fojd vld =gAFE s
(18-4541) pRiEi: CYP3A4 #=AD &3 A5, @arehid
-247 -#a2gEd: 160mg AUCG0O%) % Cmax(20%)°] EF 7. M2¢

-8 #3194 600mg, 99%= AUCE #9342 W7t gldley, Cmax(57%)
174 ot =of(415~232) “ ZJh M5: AUCZF 3u] o] Z7b Cmax:
4 g F71




12.

[PH-36721—36865(12434)]1 34

AFTF Al ZEd

GET

(Group A)°] CYP2C9 713 (warfarin),

2C19 712 (omeprazole), 3A4 7] (midazolam)®} CYP2C8 7] ZA(rosiglitazone, Group B)dl w3+ BAY 73-45069] <33

B7AE A A 14 H L9 A,

3]

=]

Folehs QA

—*rtﬂ%}
AD

-24"(Group A=12
™, Group B=127)

FAH=18

-dlazgkdd 40 mg A A

-dlzgtdd: 160mg

5
Z

&

00
ox, 1o

L

-#agtd g9 warfarin®] w84
AUC 25% <7}, Cmax 26% 57}
-y ugtdl g CYP2CO9E oFahAl IAg
-noEHy #Hagdde #HEA ruEE
AUC(12%) % Cmax(28%) <7}

—# gt gd-S CYP3A4S ofsHA At
-EAZYEEY dagdEde] ¥8A ZAZEE

S-warfarin®]

Ak
e F W o CYP2C8 tiAbEe] PK¥GE A9 W
A 2
—dlugdgde CYP2C8S oAlsHA] o
-emzaEn dagtede] WeA ovEaE
9 1 CYP2C19 WA=l PKWS= 79 ®
a4 ek
-z g CYP2C19S SAsHA] &
13. [PH-36720(14814)] 2131 n&@ et Ao A AEaA kg, Wk, F5st 2 F4Ae-& Frhstr] 9g g
9 (BAY 73-4506) &70 v]-HF28A A 14 A& (interim report)
-1y SFA(=18|-dEtHd 40 mg A -oFe 8t g aghdld  tmaxoll A, QTcB % QTcFeo H+t
A —oFE st AR oz Ee W= -1 2 2 msec. 714
_=0H =47 |- = Eol/1= F|_ J (XS .
5078 (25 1_—7) 01:160mg, QD(ST T—l/l‘r T cﬂ'ﬁAo(ug ,jj‘_il?‘ 14 QTcB u] QTcF -‘4 ;g,? tﬂﬁ]—
14+ °F) A A
A E F3h A= 24z 7 2 9msec. X EF Holter RYE
-, YFEIME B4, S g HE S99 QTeB T QTR FX7F
A7 >500msec?] A= g

§ Efficacy & Safety

1. [A53306(14387)] X8 &

¥ Adold AFAFL(CRC) EAA 7

aEtd ® HE 2x QUBSO) vs. #

oF & BSCe F&9ulA, o|F47, = #3484 A ¥ (CORRECT)
-7 a9 ¥ Al-daddld 40 mg AA -0S <HEA>
g Held CRC -PFS, ORR,|-OS(F%4h): A& 1969(°F 6.471€), 9okt
ax -9 160mg, QD(3F F| DCR 1519(<F 5.0719). HR 0.774[95% CI: 0.636,
= oF/13 FF) + BSC(n=505) |-9rdA 0.942, p=0.005178]. (724 a=0.009279)
760 (21 M) |_giza: ¢loF + BSC(n=255) “PFS(ZD): A7 599, glekE 529 HR
(%38} VEGF 8 E9] o] x 0.494[95% CI: 0.419, 0.582, p<0.000001].
A, Aol AGoRRE Al -ORR(CR+PR): A& 1.0%, 1k 0.4%(3}o]
Zh A9 -0.60%, 95% CL: -1.74%, 0.53%, one-sided
—AA A o} R AAL & Fof p=0.188432)
-g379F 160mg —120mg -DCR(CR+ PR+ SD): A& 41.0%, 9ok 14.9%
—80mg (x}o] -25.94%, 95% CI: -32.06%, -19.82%,
one sided p<0.000001)
3% 78, WFErts 54, 59
A7 <QHAA>
-AE: A& T 99.6%, 91k 96.8%
«Hp: HR<1 -k 7@ SAE: Al@ 11.8%, 9ok 3.6%
xsample size: OS 33.3% < “AlF T A o -i—i AE: 92, &33939, AS
ZHHR 0.75) T, AAL AT A, 548 wE, a¥s w3zl
o
-3%59 AE: A&+ 56.0%, % 26.5% (5=
S oT d2, MAL 18, @)
-4%3 AE: A¥T 8.6%, YT 7.9% (2| 3HA] o]
g, AR o], F )
—E3k AL o) FRIFEA o), "Xt
2z Hag o4t
§ 71Et %
1. [A51601(14596)] 7HAIEHHCC) $hatol Al BAY 73-45069] HlthZ 7 o7l Al <bdd A9
o) -3t AR (el -H e dd 40 mg A -qhxAg =-TTP: 126€(<F 4.2714)
¢ |agEd Ao, -FaA -DCR: 72.2%




Child-Pugh A) -160mg, QD3 FoF/15 F|-°F&t -ghrelol Al o] PK #b: 8l
-3619 °F) # Q= Q1 of] A
o ob53
2. [A46572(11726)] oldel AEE oA Ehd FHold e HAEZS AFAES (RCO) FAE gidoe=z 3
BAY73-45062] #| 27 vz AGAIE
—ol el X @A |-gaehdld 20, 100mg A A [-ORR -ube FUPE vbed HdA 48W & 15%
I S I e -0S, PFS (31.3%)°] PR, 244(50.0%) SD.
32} -160mg, QD(3F Fo/15 F|-<5 -PFS 43t 2514, TTP 59432 2514
2% °F) -4 -0S: "MEZ
-494
-7b¢ &3 TEAE: &ds3a, 92, 189, A
A FRAR, 9B 5
7. =9 AH8ER I AR
STIVARGA® STIVARGA® et
FDA’_2012'9'27' Swissmedic, 2013.2.27. Hlo] A A g o} (F)
GIST F7}. 2013.2. ’
1.1 Colorectal Cancer Stivarga is indicated in the olHo] ZF o EZVEud AYF =&
Stivarga® is indicated for the treatment of patients with S 7|Eow = &9t et gy &
treatment of patients with metastatic colorectal cancer (CRC)|VEGF =84, & EGFR X &A|
metastatic colorectal cancer (CRC)|who have previously (KRAS AAd(wild type)d] A=
who have been previously treated |received a fluoropyrimidine-, AFqE He AHo] Q= HolA A
with fluoropyrimidine-, oxaliplatin- and irinotecan-based |Z2%¢F 3z} X5
oxaliplatin— and irinotecan—based |chemotherapy, an anti-VEGF
chemotherapy, an anti—-VEGF therapy and - in the
therapy, and, if KRAS wild type, |presence of a KRAS wild type -
- an anti—-EGFR therapy. an anti—-EGFR therapy.
asady
1.2 Gastrointestinal Stromal
Tumors
Stivarga is indicated for the
treatment of patients with locally
advanced, unresectable or
metastatic gastrointestinal stromal
tumor (GIST) who have been
previously treated with imatinib
mesylate and sunitinib malate.
8. FUFALA F ] vInHE W F3 oFEFTY 54 #F A=
U F2F (AEAD), ohatARIF (M|ukA|F ), €87y (dFaeed),
H3A(5), 2009.3.13. = 247(F), 2007.9.12. vlo] A F g o (F)
714 anti-EGFR antibody anti-VEGF antibody
1. EGFR-44, KRAS AAHO ZZeavendr o5 7|Eo oo ZFFezdnd Ald &
(wild-type)Ql HolA A A%<t st = st ststamy} Wiato] dol|s 7| ow ste &<t 38 ey, &
SIE A AAEY A8 VEGF A &7], KRAS #73%(wild
| FSsisteatel HEaW O Aol fridet gatol] 122 A= |type)e] 49 & EGFR A8A=Z A
ST, Irinotecandl _Webgol  glovl| shEelss atol 28 we Ao e Hold 432
Oxaliplatin ¥} Irinotecans X33O F&o] E71e3 APA], HdolA|Ad sxle] A&
gk o] gt SAole] wh=|  EE A RlEgdIAEg A
2w B P 1) 128 A =
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