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2.6.4 EYHEHBROBEX

2.6.4.1 FED

F o & LT Sprague Dawley 7 v MR OFET oL L C=a—V—F 0 FHAY X%
W CIERR IR EhRERER 2 FhE L7, 7 v MR HFIL, BEH A7 — Nk W Te MR
BEE VIR (FVID) 2SEMEZ T2 & 235, BAY 94-9027 OFHMIC I 2B THh 5, £7-.
BAY 94-9027 O mMEHABRICENTH T v NEOUHXEMH L7z, 2o OIEEKRER TIX,
PR 5AE0E I O BRI A b T, BEFFIRNA — 7 A% 5 Uiz, R ETHBEEMD 99%
BIXBEETHL D, Ty FERWERBRCIZEICHEMEZ, v X2 BRIt o
BEMH LT, MHED T v b &2 AW ERpEiERERIC BT, EEITA LN 2o Tz, EF o
BAY 94-9027 1X, FiR Y =F L7 U 22—, (PEG) HUAIIHT FVIHURD W 0% VL THETE
L. B ONEME FVILE 538 L 7o, AR E ORBAIZESWEEERIEEORIE (A RGEEE)
W2 X0 A PVIEME S L CER LT,

BAY 94-9027 % /- 3EdpEEEEER 1N % . FVII> PEG {LiZ V7= PEG % [60kDa PEG (PEG—
60) . Vo I—RKRO AT A 250 EHs (PEG60-< 1A I R- 25 A >, BAY 1025662) ]
%7 v MIHFEERE L, BE &K OV Ah 2 /et Lz,

Z v B RO YT BAY 94-9027 ZHEFFIRINA —F A5 Lz & &, et L= HE#REICE
WTTHES FVITEME O EWENREITHRIE TH - 7=, 14T V7 7 v A FIEFITIELS, T v FTH 4
~6mL/h/kg, I FTH 3~bmL/h/kg TH-o7z, Fiz, MEMWFEIZIEN T, EFIRIEBIZEBIT 55
BRI/ E <, 0.05~0.07L/kg OFIFHTH 7=, MBFEF FVITEE DK RABIZ IS 1T 2 1 I =083
UfEhuR & UCTht FVIBURZ W= R]IEE (B FMIPUALE) k> TR boneT—42 b 0R
H 1%, 7 v b TR S K], U TR 12 B Th o 7=, BAY 94-9027 % 2 H[E (2 AT 1 [=])
KiE#RE Uiz & 2 03yEhfeix, BERBRo—8 & LT3 L 72 & O £ 5 RHh L7,
Z v MIKEREG L X, BETREIL, RS Lk L <, PHETITEREEZ L, SHE
T Le, v RICERE Lz L 2Tk, PHEEROCEHERO MFEY FUTEMEIZ T
EE TR (LL0Q) K Th 7o, ZIUIHEEMHUE L O THt PV FIHUARDOREAIZ X 5 FT6E
PEDIEY,

7 v MIIERER D PEG-60-~ LA X K- A7 1 > (BAY 1025662) % HA[aIEHRNA — T 2 &5
L7 & & oiffEd BAY 1025662 OIEYERE A fst L7z, MAE2Z V7 Z 2 A1% 0. 43ml/h/kg & FEH
WAL . DA/ N E Do Tz, IMET BAY 1025662 ODHELITWFEEEARA T, ORI DI
BIE s B (%5% 6~14 HDOMETHEE) ThoT-,

Z v BT MC =R L7- BAY 1025662 ([prop—"'C]BAY 1025662) % bt s OHEE AEJER 5 & ITFH Y
95 1lmg/kg OHAECTHEFIRNA—T 285 Lz L &, BEGEITIFIERESICHE L, BRBRKT
RSO 1% 168 HE T (RITIEE% 231 HET) OBHHEORENE (RFEHE &+ IRNOE
F8E) X 89% Tho7c, 7v MNrBlOmEREK 7 v~ 777 ¢4 — (HPLC) ZHW=7 1
T AV IR0 RERS D BAY 1025662 1ZREATHRAPICHRE D Z LR RIB ST
(5% 7 B (168 IKefH]) F TIZEML L2 R BERRED T4% BKREAETH-72]) #5144 168
HIZHBIT DT v MENOERIERETRIZEEED 6% ThoT-, T v MEWNITIIT % KSR F]
W 72 55 B M OMRFR 2 7R 2 IR L DR dv o o, FRICHIM T RENIE & A ERD BT,
T RE 0D I 15— BE P 3 MR 1 R FE AR 2 VR STz,

SR EhRERBR OMBE A £ 2.6. 4. 1- 1 1TRT,
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Study type

Species (N)/test system

Pharmacokinetics after a single dose
4.2.2.2.1 A47788

4.2.2.2.3 A47769

4.2.2.2.2 PH-39789

Rabbit male (8)

Rat male (4-13/time point)

Rat male (2x3/time point)
Rat female (2x3/time point)

BAY 94-9027
Route Dose [IU/kg]
v 60, 250, 800
v 25,100, 400
v 750

Pharmacokinetics after repeated dose (refer to Toxicology 2.6.6.3).

Study type

Species (N)/test system

BAY 1025662

Route Dose [mg/kg]

Pharmacokinetics and renal excretion after Rat male (3-4/time point)

single dose of BAY 1025662
4.2.2.7.9 PH-38878

v 11

Distribution after single dose of
[4C]BAY 1025662
4.2.2.7.12 PH-39641

Rat male (1/time point)

v 11

Mass balance after single dose of
[“C]BAY 1025662 or
[prop-14CIBAY 1025662

4.2.2.7.10 PH-37841
4.2.2.7.11 PH-39637

Rat male (3/time point)
Rat male (3/time point)

v 11
v 11

Pharmacokinetics after repeated dose (refer to Toxicology 2.6.6.8.5).
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2.6.4.2 SHTE
2.6.4.2.1 BAY 94-9027

BAY 94-9027 |%. 60kDa MD/34%7 PEG MEPALAFFEAICHE A L= PEG /L B K A A > /K% (BDD) &

/2 & bR EEE S VIA 1 (rFVII)  (BDD-rFVII) T& %, BAY 94-9027 ¢ 60kDa PEG
(PEG-60) 1%, LA I RY L B—%2M LT BID1FVIDOS 2T A &AL TWD, Fricii#
L2WRY | T _XTOMHEROYREIX, BAY 94-9027 Y& & L TRT,

2.6.4.2.2 M FULEM (MEE BAY 94-9027 RE) DRIE

HZWIER : 4.2.2.1. 1 PH-38566
4.92.2.1.2 PH-38430
4.2.2.1.9 PH-39535

B RERAR K O R BRI d 1T o s FVINEME (M rh BAY 94-9027 #RE) MIED =D
SIINTEZRBTE L. NY T —a URRERE T LT,

7 = UEREISINMAEREF R 0 BAY 94-9027 %, ~A 7 17 L — MNZEFL L7245t PEG HLik X idht
FVIFTARLZ &> THiE L, PV AERRIC B 53 D e MR i g e [ 55 X K (FXa) Z#HIETHZ &
IZ & o, mAEH BAY 94-9027 IBEZER LT, Thbb, IHMMMmEEEFXHE - (FiXa) |
ey, Ay AR CHEEOFE T T, FUNIHAHBIA 1 & U CTHERE L. Mk ke 55 X
K+ (FX) % FXa IZI&MEA(LT 5, AR L7z FXa 28 EORAICESHTHIE (SEE
%) L. FVIOMBIR &M (LLF. FVIGENE) & L7z (BT PEG HUiAlEk : MB5042, BT FVIIHUIALE -
MB5046) , L7-43- T, IMAEH BAY 94-9027 JREEITMmAEH FVINEME L L TR L7c, KEHRGEHME
ABR (2.6.6.3.1, 2.6.6.3.3) OXMIKL L THWza2—T %A b FS (BAY 14-2222) O E &L
(MB5045) T3\ Cik, L FVIFUAZ W CTHITET 5 FiEZ W, gt o b FITEH:
ORPENZIBNTIE, BNERMED FVINZ L 282 R 7201, HuRIic kS e b FUIOf#E & &)
MNIRYE FVIOVEFBRED AT » THRETH 5, FEFRKABRICH N oEARNY T —2 3 O
W A% 2.6.4.2- 1 1277 (4.2.2.1.1 PH-38566, 4.2.2.1.2 PH-38430. 4.2.2.1.9 PH-
39535) .

#£2.6.42-1 Jv rRUYYFMED FLESE (MEEH BAY 94-9027) DHHE/NYT—2 3

N

Method Analyte Species Working range Precision Accuracy

[lU/L] [%] [%]

MB5046 BAY 94-9027 Rat 200-2000 6.14-8.98 101-113
MB5046 BAY 94-9027 Rabbit 200-2000 5.03-15.1 94.7-110
MB5042 BAY 94-9027 Rat 25-2500 7.48-19.7 101-106
MB5042 BAY 94-9027 Rabbit 68.4-2050 6.27-20.4 88.0-104
MB5045 BAY 14-2222 Rat 68.4-2050 511 -16.1 97.7-113
MB5045 BAY 14-2222 Rabbit 68.4-2050 5.85 - 13.1 86.9 — 108

IHTEANY 7 — 3 v RO ORIEIT, tEPEEIEETIAE (SOP) K OVEMRGEH T
ER)TF =2 a ST EIHA RTA 00 2 1Tht-> TEE LT,

K KON T T MAEH BAY 94-9027 OZEM 2 et L. MAERE O B fE K OMRIESME T I
BWCTLERETHD I ERMERINTZ, Fo, 53T BAY 94-9027 OZEMEEME L, $e53K
R DOERTF R M ORAFHIRNZ BT DB W T C. +0ICZETH D 2 & PR ST,
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#£2.6.4.2-2 v rRUEIYFMmMERIZHEIT S BAY 94-9027 DREMH

Stability type Species Temperature Period Stable

Long term Sprague Dawley rat <-65°C 5 months Yes
New Zealand White rabbit

Short term Sprague Dawley rat, Ambient 6h Yes
New Zealand White rabbit

Short term Sprague Dawley rat, 37 °C 2h Yes

New Zealand White rabbit

2.6.4.2.3 Sy bRUIYFIEFEFREDRAEDAE

SZHRIAH : 4.2.2.1. 4 A47603
4.2.2.1.5 A47898
4.2.2.1.3 R-9341

7 v RO FE R OFLEEm iR A BESR e s (ELISA) I XV JlE L7z, BAY 94—
9027 #5-EED MIFITITIHEDUR & LT BAY 94-9027 2. 22— %A b+ FS #EFED M52 I35
PURE LTa—U %A N FS [BAY 14-2222, s Ff#L 2 b b ifi@EEE VA v (eFVID ) &2~
A7 a7 L— MIEMEL, PR ERESG ST, AR F—PER LY OHRT v
Mg ra7 Uy 6 (Ig6) XiFHv¥F 1g6 ZHAW T, MePFICHE A S - fimbiik % &
HL72e 7 v FiEREIOMIE Tl BAY 94-9027 ik — %A b FS 2% 5. L7=2T v b HER
B L 72 UM BRI D 7 — Vil & T E ORI & LTV, 73 SR E o flE
TIiX, UHXOHPEG £/ 7 o —F FUk (BAY 94-9027 HBEHREORIE) UL rFVl (72— %A
I PF=BAY 81-8973) %45 L7 U ¥ XL EILL 7-ft FVIGUAGYED 7 — v il (2—2 1A
N FS #EHEOWUE) ZHHMERIRE L THW, BEEMTUROSHIE. 1) A2V —=2TT vk
A, 2) MR (REREIC K DFFEMEOMER) KO 3) HURMmHIED 3 27 v 71T LV Efi
LTco SEBWICEED T > RARA > NEAF & 22 D/ MRS A SuiRfli & U O Lo, B S B
BEE LT AL .y KR ORGSRt BRI IS & V7,

2.6.4.2.4 Sy bRUEOYFMEFRG FIRFREDRIE

SZHRIEH : 4.2.2.1.7 A47606
4.2.2.1.8 A47899
4.2.2.1.6 R-9360

7 v MR Y FMIEF OG5 PR HUA 2 &R EE (2.6.4.2.2) Z AW THIE L7z, 1M
TEREHICHT PR AITUAR DAL T D456 FVIRAAERICEE S5 T % FXa I X 2 G EE O AN
FHE SN D, L7eh> T, MmigaEHT rFVIEHK (110/mL) Z%E &M% T 2 KA o F 2 ~—
Tar (37°C) L7c& &, FUNEMEE 50%FHE 3 2 g sl O ARG Ecx ot FVTHR iR o bk
fli L7z, BV OHFVIARY 7 a—F A HuRE BGrExE & LTHV T,

2.6.4.2.5 Sy FRUIHYFMFEPH PEG HADEIE

ZMRIEH : 4.2.3.2.1 A48103
4.2.3.2.3 PH-36207

7w MR Y FMiEH o BAY 94-9027 D PEG FICx3 20K (BL PEG $iik) ¥ KA v F
ELISA I X W JIE L7z, 60kDa @ PEG Z~A 7 v L— NMZEF(L L, Bl PEGC HiikZ#ES S8
oo PEFETH EHRRAL A X —B TE LT Protein A/G ZMH & LTHY, WRE%E
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HE Uiz, BEPERRRICIZ~ T ADHL PEG €/ 7 a—F A Huk%E v iz, $T PEG BUAD#riE, 1)
Iy hARA LV NMZHEDNWTERZ V== T T vt A, 2) NUT— NSRRI T D H v

FARA > MZHES S HERRBRL O 3) PUMMBAIED 3 A7 v S XV FEME LT, WHERD »~ K

AV NEBZD EXORRARGEZHUAMEE Lz,

2.6.4.2.6 EYHRET—FOERY KL

BAY 94-9027. MFTNZ [MCIBAY 1025662 & TN BAY 1025662 (FEAE#RIR) A VT in vivo RER%
FEhi L7,

TREF 7RI EHERS T — 2 O IR ENREL R IX, />3 /R— R A b (F—RA 2 b)) T T
T2l ZOHIETEHEONTZEYENEE T X — XX, JEEREYENREDO AN L Ot b & DLH#RIC
LTV,

FMNHE /T A — 5 ROV BT AT 2 Je MR HE(R 22 Tom L, SRR R ONEICER (AR 2 &
OEHER A TR LT,
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2.6.4.3 R AR B TR I 3% R ZE A Y 7R
2.6.4.3.1 HERSEROEYEIE

7 v P RO Y FIT BAY 94-9027 Z H[EFHIRNA — T A5 L7c & & o FVITE LD HY)
B2 R L7,

2.6.4.3.1.1 % Sprague Dawley 5 v k

ZRRIEH @ 4.2.2.2.1 A47788

MM Sprague Dawley 7w BT BAY 94-9027 Z H[EIFHIRINA —F 25 L7z & & oI fEd FVI
ISVEDIEWENRE 2 st L7z, BROME 2K 2.6.4.3- 11T,

#2.6.4.3- 1 % Sprague Dawley 5 v FEEIFIRNAR—S XRS5 HBOME

Study type Single-dose pharmacokinetics, in vivo study

Bayer reference 4.2.2.2.1 A47788, Study No.: 15126-4

Test system Rats, 4—13 males/sampling time, strain: Sprague Dawley
Dosage BAY 94-90272 60, 250, 800 1U/kg

Vehicle(s) IV administration: BAY 94-9027 bolus injection
Assay, matrix ELISA anti-FVIII and ELISA anti-PEG, plasma samples

a = Batch No. /Lot: 949027/T070209 (verification of test (VoT) of 25 AUG 2009) with 446.9 IU/mL
chromogenic potency.

HEME Sprague Dawley 7 BIZ BAY 94-9027 % 60, 250 M TX8001U/kg o £ TH[EIFRIRMN AR —
T ARG U=, PR & U CTH FIHUARZ FlW 72 E3E (BT FVIGUTIATS) K OWT PEG Hifk %
WZHIERE (BT PEG HUikiE) 12Xk » TE Lzt FVTEMEORIHER 2K 2.6.4.3- 1 12,
HYBNRE /N T A —H %K 2.6. 4.3~ 21T,

Mg oL 0 Ko b HEIRRRH £ T FVITEME-FEHE fh#R Tifg (AUC) K OV FVINE M
(Coa) 13, L FVIPUAIE THE S NIZAE DT 23T PEG PLIAIE L W SO NICEmN o725, 2 DD
EVETHE DM d FVINEME ORRRHER #2747 T, ERICEEIL Tz, £z, mfEd F
VIFEPED AR AE 2K & <. MRIEEOFERERAZITE R > TR Y | MtfiEoENIC L - TE
WAECTZ & WS HERFGRITAEDNRNZ b, 2 SDOWEED G LT EEYEIREITFEAR
CRI%ETHLLERALND,

ARE LT, MIEFO Cu KON AUC IXHABEBIBICEIIN LT, g2 VT 7 0 ZIIEEITEL |
#) 4.5mL/h/kg (bt FVIHLIARYE) & 5. 6mL/h/kg (L PEG $ufkiE) Tho7-, EFIREICEIT D
AT/ S <, 0.05~0.07L/kg ThH o7, IMAEEH FVITEMEDTE I8 8. 0~8.5 FEfijd
#HHATH-7= W E LT, EHAED 601U/kg 245 L7 & & ORI (BT PEG HiikiE) 1
6. 7B THoT-)



2.6.4 RpEhREER O EE ST

Bayer Yakuhin, Ltd.

Page 9 of 44

3 2.6.4.3- 2 14 Sprague Dawley 5 RIZ BAY 94-9027 # EEEAKAAR—S RBELI-L =

D iEs FULEEDRYMBE/ NS A —4  (fu VAL & i PEG HuikiZ D LEEY)

(FRR A~ EOFHmiEd FUDEEZ AN TEL)

Dose [IU/kg] Units 60 250 800
Assay FVI U PEG _ FVIl _PEG _ FVIl _ PEG
AUC [IU-hL] 13200° 10900 58200 49100 174000 138000
AUCrorm kg-h/L] 2200 182 233 196 218 173
AUC (tias-inf) [%] 34.7 3.65 7.33 6.32 6.31 6.24
tiast ih] 12 32 32 32 32 32
Crnax [U/L] 1930 1770 6190 4770 17100 15000
Crmaxnorm [kg/L] 322 29.5 24.8 19.1 21.4 18.8
tmax h] 0.0878 0.0878 0.0833 0.159  1.00 1.00
Vss [L’kkg]  0.0519> 0.0518 0.0531 0.0599 0.0524 0.0651
cL [mL/hkg] 4.56°  5.51 4.30 5.09 4.59 5.81
tir2 ih] 8.03*  6.66 8.55 8.06 8.15 8.14
Rrange®  [h] 1.00-12.0 4.00-32.0 1.06-32.0 1.06-32.0 4.00-32.0 4.00-32.0
MRT lh] 114>  9.40 12.4 11.8 11.4 11.2

a = Used for regression to determine ti.
b = Only estimate as extrapolated part of AUC distinctly >20%.
Source: 4.2.2.2.1 A47788
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10000 o - 10000
-
2
Py 1000 ] - 1000
c 1 [
o
©
c
[0]
o
c
[e]
O
1003 | 5 Capture AB FVIII, 60 IUrkg F 100
] —O— Capture AB FVIII, 250 1U/kg
—@&— Capture AB FVIII, 800 1U/kg
—— Capture AB PEG, 60 IU/kg
—v— Capture AB PEG, 250 1U/kg
—w— Capture AB PEG, 800 IU/kg
10 - I T T T T T T T T T T T T T T T 1 - 10
0 4 8 12 16 20 24 28 32
Time [h]

Source: 4.2.2.2.1 A47788
2.6.4.3- 1 1 Sprague Dawley 5+ FIZ BAY 94-9027 #HEIF#IRAR—S RBEE L= &
D Mm#Ed FVLEMY (B FVII{AE R O PEG Huikix) DREHRE (ERAEHRU
ZERE)

2.6.4.3.1.2 [tf5# Sprague Dawley 5 v k

\

il

ZMRIEH : 4.2.2.2.2 PH-39789

Envigo £ & ON Charles River f#72>5 ATFE L 7=t Sprague Dawley & » KIZ BAY 94-9027 %A Hi
EIFFIRN AR —F7 AR E L7 xoMmiEd FVITEHEo Ry 2 it L=, REBEoME L F£
2.6.4.3- 31T,
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3 2.6.4.3- 3 It Sprague Dawley 5 v FEEIEIRNA—S R 5REBOME

Single-dose pharmacokinetics, in vivo study

4.2.2.2.2 PH-39789

Rats, 3 males and females /sampling time, strain: Sprague Dawley (Envigo
(vorm. Harlan NL) and Charles River)

BAY 94-90272 : 750 IU/kg

Vehicle(s) IV administration: BAY 94-9027 bolus injection

Assay, matrix ELISA anti-FVIII, plasma samples

a = Batch No. /Lot: 270PW39 (expiry date: 07 JUN 2017) with 420.0 IU/mL chromogenic potency.

Study type
Bayer reference
Test system

Dosage

WEME Sprague Dawley 7 v b (Envigo #1:J% X Charles River ff) IZ BAY 94-9027 % 7501U/kg
OHETHBEIFFIRNA —F 285 Lz, fEHR PVTEMEOREHER 2 X 2.6.4.3- 2 12, 3EpH)
RERT A —H %3 2.6.4.3~ 41277,

MAER FVITE M ORERFHERS K O Crax 13, Envigo #EJ)2 TN Charles River fLOMfHEZ » FTHLIL
TW e, Mg FVITEMEOEIRRIZEI N K E < | FEERANER S TNDLZ b, KREOFEY
BREEICEITRNWEB X OND, TN TORETIAES FVIEMEORRRFHER fhft X7 C, Bl LT
BY., 7y MIBTEMEEICHEEIZA LR ST,

MmiE7 V7o o 2FIEFITEL . 2. 1~2.9nL/h/kg ThoT-, TEHFIAIRBEIZIBIT B OMA BRI/
X<, 0.02~0.03L/kg Tdh o7z, IMHFEF FVITEMHOTEINBEAIL 7. 6~8. 6 B O#PH TH - 7=,

% 2.6.4.3- 4 Mik# Sprague Dawley 5w ¢ (Envigo #t X% T Charles River #t) [Z BAY 94-9027
FHABIRNAR—ZABS L-EE0mEED FULEEOEYERE/NT A —42 (&
A 3EDFHmEd FUlEEFH U TEH)

Breeder Envigo (vorm. Harlan NL) Charles River
male female male female
AUC IU-h/L 267000 354000 328000 263000
AUCnorm kg-h/L 356 472 437 351
%AUC (tiast-inf) % 20 1.2 21 13.7
tiast h 48.0 48.0 48.0 24.0
Cmax IU/L 29000 35400 23000 25500
Cmax,norm kg/L 38.7 47.2 30.6 34.0
tmax h 0.250 0.250 1.00 0.250
Vss L/kg 0.0347 0.0240 0.0296 0.0340
CL mL/h/kg 2.81 212 2.29 2.85
ty h 8.45 7.62 8.63 8.36
RRange? h 4.00-48.0 4.00-48.0 4.00-48.0 1.00-24.0
MRT h 12.4 11.3 12.9 11.9

a = Used for regression to determine ti.2.
Source: 4.2.2.2.2 PH-39789
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2.6.4.3- 2 i Sprague Dawley 5 v b (Envigo £t % Uf Charles River #t) [Z BAY 94-9027
FHRAFEIRAR—3 AR5 Lz & EnMmiEd FULEEOREHRE (RATHRY
ZERE)

2.6.4.3.1.3 New Zealand White 94

SZHRIEH : 4.2.2.2.3 A47769

HEME New Zealand White ™ H=F|Z BAY 94-9027 Z H[EIFHIRINAR —F 2 &5 L7- & Z ol fEd F
VINEM: DO SR BN RE 2 Mt L7z, slBROMEZE 23K 2. 6. 4. 3- 51T
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%2.6.4.3-5 14 New Zealand White DU X EEIFIRNA—S AR5 HBOME

Study type Single-dose pharmacokinetics, in vivo study

Bayer reference 4.2.2.2.3 A47769, Study No.: 15124-2

Test system Rabbit, 8 males/dose group, strain: New Zealand White
Dosage BAY 94-90272 : 25, 100, 400 1U/kg

Vehicle(s) IV administration: BAY 94-9027 bolus injection
Assay, matrix ELISA anti-FVIII and ELISA anti-PEG, plasma samples

a = Batch No. /Lot: 949027/T070209 (VoT of 25 AUG 2009) with 446.9 IU/mL chromogenic potency.

HEME New Zealand White ™7 2F|Z BAY 94-9027 % 25. 100, 4001U/kg O & CH[AIEHIRN AR —
F 25 U, Bt FVIIHUALE K OWL PEG HURIEIC X o TE B - fEh FVITEME O REEEHER 2 (X
2.6.4.3- 3|2, HWENRENRT A —H %25 2.6.4.3- 6|17,

$2.6.4.3- 6 fEtENew Zealand White ™24 =12 BAY 94-9027 % BEIFARAR—5 %5 L 1=
EEnMmEEH FULEHEDEYENRE/ AT A —4 (I FUliniRiE & PEG fuffiE Dt
) (%8 TomiEsh FULEMEORFRERMN D HEH L1=/\5 4 —2 DFi91E)

Dose [IU/kg] Units 25 100 400

Assay FVIIl PEG FVIIl PEG FVIIl PEG
AUC [IU-h/L] [7950] [4510] 293002 20400 122000 93300
AUCrorm [kg-h/L] [317] [180] 2932 204 304 233
AUC(0-8) [IU-h/L] 2830 2410 10400 9710 47900 42800
AUC(0-8)norm [kg-h/L] 113 96.4 104 971 120 107
%AUC (tiast-inf) [%] 55.5 29.6 19.4 7.65 3.40 1.93
Cmax [lU/L] 494 479 2000 2080 8220 8500
Cmax,norm [kg/L] 19.8 19.2 20.0 20.8 20.5 21.3
tmax [h] 0.0731 0.067 0.067 0.067 1.00 0.167
Vss [L/kg] [0.0570] [0.0584] 0.06182 0.0638 0.0535 0.0594
CL [mL/h/kg]  [3.15] [5.55] 3.412 4.90 3.29 4.29
tir2 [h] [12.6] [7.43] 12.6° 9.42 11.2 10.1
Rstart® [h] 1(1-2)° 2(2-4) 8 (4-8)c 4 (4-8)° 8(8-24)c 4 (4-12)¢
Rend? [h] 8 (8-24)° 12 (12-24)c 28 (24-48)° 32 (32-48)°c 56 (48-56)° 56 (48-56)°
MRT [h] [17.1] [10.9] 18.0° 12.9 16.4 13.8

a = Estimate as extrapolated part of the AUC is >20% (in n = 3 of n = 8 individuals)

b = Estimate as interval used for t1,2 calculation was <2 x t12 (in N = 3 of N = 8 rabbits).
¢ = Median (minimum-maximum).

d = Used for regression to determine ti..

[ 1= rough estimate since extrapolated part of AUC in all animals distinctly >20%
Source: 4.2.2.2.3 A47769
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2.6.4.3- 3 M New Zealand White roH (2 BAY 94-9027 Z# BEIE#ARNA—S A5 L1
L QMR FULEY (7 FUIHRE R 04 PEG 11A5%) OREHER (AT
RUEERZE)

BRE LT, UHFIT BAY 94-9027 ZHEIFFIRNA—F A5 Lz L&, MMEF D Cux KO
AUC 1A EBIIC U=, Mg V75 RFTIEFITEL . % 3ml/h/kg (BT FVIIHLIALE) K&
U bml/h/kg (L PEG HLiliE) Tholo, ERIREBOSMERIT/NE <, £ 0.06L/kg Th o7,
I8 FVIEE O T 2 40800013, BT FVIIBUASEE TIER 11~13 R B PEG HTAARYE TIFK 9~10 B
M O#IFHTH - 7=,

BeE1% 4 B LIRECIE. BU FVIFUIAYE & BT PEG HUAEE TS S - Mg FVITEME X9 0 2
720 REFHEBR MR AT TId e o 7o, #5144 8 FE T, Bt PEG HuiiE TR ot F
VGG, $T FVIPUALE TH O NTZEOK 80% Th 7=, #hH% 48 BRI LY 56 HRfi i, T
PEG HiikiETH b MmETd FTEMEIL, T FVIHUAE TR ONED 60%LL F THh o7, KR
ELT, MFFEFD Cox ITIZMBE L 72 D 2213 A LI/ o 7o D3, AUC K ONER AN DWW TidzE
DI B, B FVIIFUAE TE SN AUC HNKRE < . MIERNTE ) 77,
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2.6.4.3.2 REZREZOEYERE

BAY 94-9027 # ¥ 5 L7= & & O EhRERER IR EM L7 h - 7=, NIER 5% 03K YyH)
REIZHOWTCIE, RO —BH L L CGOLP FCEMELABEEME (FFyaxxT7 47 X) ©
FEENOREN T — 20N ELNTND (2.6.6.3) ,

2.6.4.3.2.1 1% Sprague Dawley 5 v k

\

il

ZMRIEH : 4.2.3.2.1 A48103

HEME Sprague Dawley 7 » M2 BAY 94-9027 % 75, 750 &N 22501U/kg D& T 2 @R (2 A
W2 1B RAEFRIRN A — 7 ARG L= & & 0EyERe 2 Mmat L7z (22.6.4.3-7) , Day 1 KO
Day 13 (28T DIMENRE T A —H %3 2.6.4.3- 8T 7,

% 2.6.4.3- 7 4 Sprague Dawley S5 v k 2 BREIREZRSHBOHME

Toxicokinetics

Reference 4.2.3.2.1 A48103

Test system  Sprague Dawley rats, 9 males/dose group (sparse sampling, 3 per sampling point)
Dosage BAY 94-9027 : Rat 75, 750, 2250 1U/kg every 2" day IV

Assay, matrix ELISA, plasma samples

#2.6.4.3- 8 "% Sprague Dawley T v MIZ BAY 94-9027 Zz 28R (2 BIZ 1 [E) RIEFHIRKN
R—SRABE L& EREYTRE/NF A —F (BFFE 3 EOFYMITH FULEH

=AWV TER)
Dose ev. Day Cmax  Cmaxnom AUC(0-48) AUC(0-48)norm C(24)/Cmax RaCmax RAAUC
2"d pay [1U/L] [kg/L] [1U-h/L] [kg-hiL] [%] [%]  [%]
[IU/kg/d]
Rat 4.2.3.2.1 A48103
75 Day1 1641 21.9 145882 1952 n.c. n.a. n.a.
750  Day1 14443 19.3 1422132 1902 10.7 na. na.
2250 Day1 34640 15.4 4411902 1962 19.2 n.a. n.a.
75 Day 13 851 11.3 n.c. n.c. n.c. 51.8 n.c.
750 Day 13 19022 254 2330622 3112 20.4 132 164
2250 Day13 38417 17.1 3209812 1432 9.23 111 72.8

a = Obtained by extrapolation to 48 hours.
n.a. = not available
n.c. = not calculated

Day 1 1Z31F 25 MIEH DG 0 FFE2 S 48 HFfE F T FVITEME-HEE R T (AUC (0-48) )
1. HERFIMICEIN LT, Cuxld. HELRZ DT DI FEIS TN L7, B51% 24 B O Mk
O FVITEPEIE, Coax D 20% K01 (11~19%) TH o7,

Day 13 IZB1T A IMMIEF D Chax L TOY AUC(0-48) 1%, 751U/kg BETILZ. BHS AN Day 1 LV {Eh»
77o —J7. T501U/kg BETIZ. Coax MOV AUC(0-48) 1% Day 1 LV @< . TR Z o - HeMEN H
%, 22501U/kg BETIE. Cpay (L Day 1 & [RIFLEE T, AUC(0-48) (L Day 1 LV b Mci&d -7,
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2.6.4.3.2.2 ttE Sprague Dawley 5 v k

ZWIER : 4.2.3.2.2 PH-39043

M Sprague Dawley 7 v RIZ BAY 94-9027 % 75, 750 J X 22501U/kg OAET 2 #E (2 H
W2 1B RAEFRIRN A — 7 ARG L= & & 0EyERe 2 Mmat L7z (2 2.6.4.3-9) , Day 1 KO
Day 13 12T AEMENENT XA —X 523K 2.6.4.3- 10 |TRT,

%2.6.4.3- 9 [t Sprague Dawley 5 v + 2 BRIREHZSRBROEE

Toxicokinetics
Reference 4.2.3.2.2 PH-39043
Test system Sprague Dawley rats, 9 females/dose group (sparse sampling, 3 per sampling point)
Dosage BAY 94-9027 : Rat 75, 750, 2250 1U/kg every 2" day IV
Assay, matrix ELISA, plasma samples

< 2.6.4.3- 10 It#'% Sprague Dawley T v MIZ BAY 94-9027 % 2 @[ (2 HIZ 1 [E) RIEFHARK

R—ZRAEBEELI-EEDEYFE/NT A —F (BERITOFYMEF FULEHE
ERVTEY)
Dose ev. Day Cmax  Cmaxnorm AUC(0-24) AUC(0-24)norm C(24)/Cmax RACmax RaAUC
2" pay [IU/L] [kg/L] [IU-h/L] [kg-h/L] [%] [%] [%]
[IU/kg/d]
Rat 4.2.3.2.2 PH-39043
75 Day1 6730 89.8 35900 478 8.5 n.a. n.a.
750 Day 1 32800 43.7 226000 301 8.6 n.a. n.a.
2250 Day1 92100 40.9 1020000 451 15.1 n.a. n.a.
75 Day 13 388 517 n.c. n.c. n.c. 5.8 n.c.
750 Day13 18700 24.9 56000 74.7 n.c. 57.0 24.8
2250 Day 13 17400 7.72 25200 11.2 n.c. 18.9 2.5

n.a. = not available
n.c. = not calculated

Day 1 {23\ T, MmAEHF D AUC(0-24) 1%, IRHENGHHEIC)T THELKZ TR THEML,
FHENDEHEICHT I ERZ EREl> TN L7, Cu lEZEIEI 673010/L (7510/kg)
328001U/L (7501U/kg) K& TX 921001U/L (22501U/kg) T. #xrmn FVINEMERLERM (T 1ZZFNZFH
Behb5t% 1 BER (751U/kg) . 0.25 B[ (7501U0/kg) M O® 4 WER (22501U0/kg) CToh o7z, 5%
24 R O IMAEH FVITETEIZ, Coax D 20% A0 (9~15%) THo 7=,

Day 13 1Z31F D MAEH D Coox SOV AUC 1E, EARRIZEN N K E <, BAL NI Day 1 KWKo T2,
ZiUE. Day 15 122 < O TR S 72 HtEEYHUA L O/ 33 ht VT FIHUR O BEA 23 UK T
bHLEZOND,
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2.6.4.3.2.3 1™ New Zealand White »HF

ZWIER : 4.2.3.2.3 PH-36207

HEME New Zealand White ™ 3F1Z BAY 94-9027 % 75. 750 &N 22501U/kg D A& T 2 HH (2
HIZ 1 [\E) REFHIRNAR—F 25 L X0RyEfEL MR L7 (F 2.6.4.3- 11) . Day 1
KON Day 13 1281 DEWENRE/ ST A —H %3 2.6.4. 3~ 12T 7,

% 2.6.4.3- 11 1#1% New Zealand White 4 X 2 BRIREH#HIKNKR— AIREHBROME

Toxicokinetics

Reference 4.2.3.2.3 PH-36207

Test system New Zealand White rabbits, 6 males/dose group (sparse sampling, 3 per sampling
point)

Dosage BAY 94-9027 : Rabbit 75, 750, 2250 1U/kg every 2™ day IV

Assay, matrix ELISA, plasma samples

< 2.6.4.3- 12 1fME New Zealand White =731 BAY 94-9027 % 28R (2 BIZ 1 [E) RiEH
IRAR—S R E L& EDEDBE/NS A —5 (BRI EOTFHMEH FVI

EHEALTHH)
Dose ev. Day Cmax  Cmaxnorm  AUC(0-48) AUC(0-48)norm C(24)/Cmax RaACmax RaAUC
2" Day [IU/L] [kg/L] [IU-h/L]  [kg-h/L] [%] [%] [%]
[IlU/kg/d]
Rabbit 4.2.3.2.3 PH-36207
75 Day1 1304 17.4 208472 2782 25.6 n.a. n.a.
750 Day1 10743 14.3 202247 270 23.2 n.a. n.a.
2250 Day 1 43535 19.3 865496 385 33.1 n.a. n.a.
75 Day 13 295 3.93 n.c. n.c. n.c. n.c. n.c.
750 Day 13 n.c. n.c. n.c. n.c. n.c. n.c. n.c.
2250 Day13 n.c. n.c. n.c. n.c. n.c. n.c. n.c.

a=0btained by extrapolation to 48 hours.
n.a.=not available
n.c.=not calculated

Day 1 123\ T, MAEHF O AUC(0-48) 1%, KHENOHHEIZH T THEkBIBIZHEML, *
HAENSEHAEICOT UIHELRZ DT EE - THEIM U7, Cu 3R EHRFI0CH ML
7o WTHNOHAREIZEBW TS Tu 13 0. 25 T, 5% 24 R O sEH FVITEPE I Coax @ 33%
UTThoT,

Day 13 Tix, FHELOEHRICK T 2 MEH FVITEMEIL, T X TORATER FIR (LLOQ)
KEThoT-, RAETIZES% 0.25 BEREICBWT—BHEOBRENRD 5z Day 1 OK
20%) ., ZAUBIX, Day 15 (2% < OEW) TR S =B il & O/ SUEPT PR FnHuiR o pE
ENFRRTHD EEZLND,
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2.6.4.4 kil

BAY 94-9027 1% PEG {k BDD-rFVIIT& ¥ . K EU ESK N HHIFHEESZE (ICH) S6(R1) 34
F7 7 v Y= HERSOIERRIZIT D EEVEFAM]  (ICH S6(R1) ) (ZHEVy, oAfabRix
Tl Lo T,

2.6.4.5 35

BAY 94-9027 i PEG {k BDD-rFVII T3 Y . ICH S6 R IZHEVy, fRETEBRITE LR v~ 7=,

BAY 94-9027 @ PEG #Hid X 912, PEG OFRME a3 oMb EMi S TV A4, Bl
R (LR BRI~ OBMEEIE) I TEHEZ bR e B 6N5Y , £, PEG ki A AH
D PEG ORHAZEERTHRITZESNTWARWA, PEG (b7 A AEIClmE AW S5 PEG (>

5kDa) IZDOWTIE, ZTOMHKBRIZEW TRBHIEEZ2H AR CldhneBZxons >+ 59
PEG OREHI D FEEKFHITHY . o FEOREZVPECITITE A ERF SR,

2.6.4.6 Bt

BAY 94-9027 |Z PEG 1t BDD-rFVIICd» ¥V . ICH S6 (R ITHEVY, HEMERERITFNE L /2 ho 7=,

2.6.4.7 EVBEFHIEMHBEER

FEEG IR SR B AE A BRBRITEM L 72 > 7-, BAY 94-9027 &K 3D CEME T A IR
TE SN TE LT, P SN2 EER TR,
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2.6.4.8 £ DO RYENEAER
2.6.4.8.1 BAY 1025662 (PEG-60-% LA X F- R T4 ) DEMBE

BAY 94-9027 @ PEG ¥BDAMKNIEMZ i 572012, ~Lb A 2 RU U —DKRMZ T AT A
VRS &H 72 BAY 1025662 (PEG-60-~L A X K-V AT A ) ¥l — oyt LTAKL
7=,

Zw MZ BAY 1025662 & HEFHIRN A — T 2$85. L7 & = oififEd BAY 1025662 OIEY)EIEE 4
et L7 (2.6.4.8.1.2) , F7=. 7 v b “C ik L7z BAY 1025662 ([“CIBAY 1025662 & TN
[prop—"C]BAY 1025662) % Hi[a[EARNA —T A5 L1z & X ORSTRED /34 e O 2 /it L7
(2.6.4.8.2) , ZIbDT v FZEHWZAETIL, BAY 1025662 (FEAE ALY "C BGRIR) @
&% llmg/kg IZRE L=, ZOMEIL, BAY 94-9027 ZHW-IBE T, b MIEREICHEZ-T
BAY 94-9027 Z#5-L7=& XD, PEG-60 & L TOHOB L FDOMREEEICIHEYT 5,

F72. T v PR HFIT BAY 1025662 % KIEFHIRN A — F7 A5 U= 2 EmBric kv, M
HER BAY 1025662 OFEMEIRE (FFv axx7T 47 A) HiHMliL7c (2.6.4.8.1.3, 2.6.6.8.5) ,

2.6.4.8.1.1 Sk
2.6.4.8.1.1.1 BAY 1025662

BAY 1025662 (%, BAY 94-9027 O~ LA I KU > I —DORKuwmlZ, BDD-rFVIDO(H Y IZv AT A
VEREE ST PEG60-~ LA I K-V AT A ) Thd, FUSRBMLAVIEY, 3To
FAE K OERFE L, BAY 1025662 Y& & L TR,

2.6.4.8.1.1.2 Mm% R R BAY 1025662 0 RIFE

ZMRIAH : 4.2.2.7.6 R-9573
4.2.2.7.8 A49540
4.2.2.7.7 R-9570
4.2.2.7.3 R-8951

R ICB W TC, Bt Sprague Dawley T v k& OV New Zealand White W4 |Z BAY
1025662 % RKIEFHAIRN AR — 7 285 L7 &L 2 03EWEhiE (M axxT7 47 R) ZiiiL7,

Z v hOMBEROIRF, WONT 7 X OMiEH BAY 1025662 J2E A, VA XHrr/ v~ ~ 7'
74 —Hh T LR NEHREER v~ 8757 0 —& 7 LAVEESHTER (HPLC-MS/MS) & HIWTC
WE LT, ZORHEDNY F— a VRBRA AN SOP M OVERREI SHENY 7 —2 3 T
THHA RTAL LDt ->TEMLT- (4.2.2.7.6 R-9573, 4.2.2.7.8 A49540, 4.2.2.7.7 R-
9570, 4.2.2.7.3 R-8951) ., MAEHRIREDEEH#PIT 1~200 u g/mL, JRHURE O EEFPHIL 0. 1
~10pg/mL THot,

BAY 1025662 OAMRGEIFICEIT 2 EMZEEEZFMEL, 7> MufEF (—20C) T 11 » A
] (4.2.2.7.8 A49540) . Tween 80 Z ML 727 v FRF (—20CK *—80°C) T 33 HFH
(4.2.2.7.7 R-9570) . UHFIMmEF (—20°CKN—75C) T 208 HR] (4.2.2.7.3 R-8951) %
ETHoTz, BN INZT > MIEFRREOHIEE (4.2.2.7.8 A49540) K OV B (i 4
HPIREONIEE (4.2.2.7.3 R-8951) TIIIMBIERELEZ W=, ZORICEBEINTZT » M
HE R ONR PR EE DR ERE (4.2.2.7.6 R-9573, 4.2.2.7.7 R-9570) ~TlHE /K FEFEFRA A P02 U
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ELTHWE, ZEMES AR S BREEEY 1 7 X, 7y FIET 3 |, 7 v MRTSIEL
THXMIECT 5 EITH o7,

#2.6.48-1 Sy rOMBERVRHP, BLIZHHFOMmEE BAY 1025662 RED DA/ N

T—vay
Location / Report No. Species  Matrix Working range Precision Accuracy
[Mg/mL] [%] [%]
4.2.2.7.3/R-89512 Rabbit Plasma 1.00 - 200 296 -5.34 95.6 — 108.9
4.2.2.7 8/A49540 Rat Plasma 1.00 - 200 7.87 -10.99 100.6 - 105.0
42.2.7.6/R-9573 Rat Plasma 1.00 - 200 1.51-2.77 97.8-104.5
4.2.2.7.7 | R-95702 Rat Urine 0.100-10.0 3.99-9.26 97.5-106.7

a = core validation

F2.6.4.8- 2 BAY 1025662 Z AL \-EMEEHBRKR Y bXF xR T 1 U AHBROEHMS
&1+ 5 QCHMBET — 42

Location/ Matrix Quality Quality Mean Mean Inter- Inter- Location
Report Control Control Intra- Intra- assay assay / Valida-
No. Samples Samples® assay assay Precision Accuracy tion
Conc. Precision Accuracy [%] [%] Report
[ng/mL] [%] [%] No.
42279/ Rat 2.50 1/3 241-399 105.0- n.a. n.a. 42276/
PH-38878 Plasma 35.0 108.8 R-9573
170 42278/
A49540
42279/ Rat 0.250 2/3 1.10 - 90.2 - 4.69 — 97.27- 4.227.7/
PH-38878  Urine 1.00 11.86 113.5 11.08 109.83 R-9570
9.50
423773 Rat 2.70 3/3 10.18 - 98.9 - 11.33 - 995- 42278/
/ A50211 Plasma 20.0 18.83 116.8 15.93 107.6 A49540
170
4.2.3.7.7.4 Rabbit 2.51 5/4 090-787 844- 343-773 8880- 4.227.3/
/PH-38066 Plasma 15.0 119.7 106.3 R-8951
170

a = Number of analytical runs (sets) / replicates per concentration
n.a. = not applicable
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2.6.4.8.1.2 HERSHROMTHEYERE

\

il

ZMRIEH : 4.2.2.7.9 PH-38878

HEVE Wistar 7 v MC BAY 1025662 % HAIFRIRNAR —F 245 L1z & & oMU BAY 1025662
DOIEENRE A MG LT, sBROME A3 2.6. 4. 8- 31T,

#2.6.48-3 fEMWistar 5 v FEREFGIRAR—5 RR5HBROME

Study type

Single-dose pharmacokinetics, in vivo study

Bayer reference
Test system
Dosage
Vehicle(s)
Assay, matrix

4.2.2.7.9 PH-38878

Rats, 3-4 males/sampling time, strain: Wistar

BAY 10256622 : 11 mg/kg

IV administration 100% sterile physiological saline
LC-MS/MS, Plasma, Urine

a = Batch no.: PGCSNov2014, BHC Berkley

HEME Wistar 7w MIZ BAY 1025662 % 1lmg/kg O HE CHEIFIRNA —F A& 5 Lz, miEd
BAY 1025662 OFEEFHERS 2 X 2. 6. 4.8 1, HMBHHE/XT XA — X 23K 2.6. 4. 8- 4 TR T,

MAEF BAY 1025662 (% _AHMEDERZ /R Lz, MAEH BAY 1025662 Of&AKFH ($5% 6~14 H)
BT DI RINIE 119 BRR (5 H) Thot-, mikiE (%514 336 B (231 5 I
HBAY 1025662 JREIIEEIRE (Cu) DK 5% Tholo, MHET VT T 0 RFIEFITEL
0.43mL/h/kg Th o7z, BHEHEMMOSHEE (=5 8/Cu) 13 0.027L/kg T, 7 > hOImHE
RELEL L T\ e, EFIREBO S AFHIL 0. 068L/kg Th o7,

#*2.6.4.8- 4 it Wistar 5y FIZBAY 1025662 # BEEIFRRAA—T R 5 L1z & EDMmEEH
BAY 1025662 DEMBRE/NS A —F (FRR I~4 EOFHMBHREEZRANT

HH)
Route Intravenous
Dose [mg/kg] 11
AUC [mg-h/L] 25600
AUCnorm [kg-h/L] 2320
AUC((tiast-inf) [%] 13.4
Crax [mg/L] 402
Cmax,norm [kg/L] 36.6
tmax [h] 0.0833
CL [L/h/kg] 0.000430
tie [h] 119
RRange @ [h] 144-336
MRT [h] 159

a = used for calculation of half-life
Source: 4.2.2.7.9 PH-38878
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2.6.4.8.1.3 REKREZOMITHEYENRE
2.6.4.8.1.3.1 T Sprague Dawley 5 v + 4 BRI REBIKNAR—S AR5 ER

HWEIER ¢ 4.2.3.7.7.3 A50211

M Sprague Dawley Z v MIZ BAY 1025662 % 0. 045, 0.7 KON 11lmg/kg DHET 4 W (2 H
W2 1) KEFIRNAR—F A5 L S0 EELZ MR L7 (£ 2.6.4.8-5) , Day 1 KO
Day 27 |\Z81T H2FMEE N T A —H %3 2.6.4.8- 6 [T 7T,

#2.6.4.8- 5 @M Sprague Dawley 5 v + 4 BERIREFIRNAR— RIES5HABOBME

Toxicokinetics
Reference 4,2.3.7.7.3 A50211
Test system Sprague Dawley rats, 9 males/dose group (sparse sampling, 3 per sampling point)
Dosage BAY 1025662 : Rat 0.045, 0.7, 11 mg/kg every 2nd day IV for 4 weeks
Assay, matrix LC-MS/MS, plasma samples

#2.6.4.8- 6 & Sprague Dawley 5 v ~IZ BAY 1025662 % 4 B[ (2 BIZ 1 [E) REFHIKA
R—SRFE5 L& EnMmigeh BAY 1025662 DEMENRE/XS A —4 (KM 3
ToFEHmERREZRNTEL)

Dose ev. Day Cmax Cmax,norm AUC(0'48) AUC(0'48)norm C(48)/Cmax RACmax RAAUC

2"d pay [mg/L] [kg/L]  [mg-hiL] [kg-h/L] [%] [%] [%]
[mg/kg/d]

Rat 4.2.3.7.7.3 A50211

0.045 Day1 1.13 25.0 26.72 594 n.c. n.a. n.a.
0.7 Day 1 25.9 37.0 501 716 235 n.a. n.a.
11 Day 1 323 294 6495 590 24.0 n.a. n.a.
0.045 Day 27 5.84 130 149 3302 50.8 519 556
0.7 Day 27 63.9 91.3 1585 2265 50.1 247 316
11 Day 27 884 80.4 19145 1740 41.4 273 295

a = rough estimate, AUC(0-48) extrapolated from 7 to 48 h
n.c. = not calculated
n.a. = not available

Day 27 (28T, M4EH BAY 1025662 D5 0 BEfi]n 5 48 HRfE £ T - dhis T mfs
(AUC (0-48) ) KX Coux 1E. FHELLZ FEI- THEIN L7z, #5144 48 R DM AEH BAY 1025662 &
FEIE Coax D 41. 4~50.8% T~ 7~

BAY 1025662 DG G2 X - T, AUC (0-48) TR Coax [ FEEFE~EE DEFE (2. 5~5.6 %)
MI BT,
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2.6.4.8.1.3.2 HEME New Zealand White 4% 4 B RIEEF#IKNA— T X1 5HER

HMEIER : 4.2.3.7.7.4 PH-38066

HEME New Zealand White ™7 3F1Z BAY 1025662 % 0.02. 0.2 &N 2mg/kg D ET 4 W GE
2 [A) REFFIRNR—T Z&E L7 X ORYEELBRFT L (F 2.6.4.8-7) , Day 1 KO
Day 25 IZRIF A EYENHENRT A —H 2K 2.6.4.8- 81T,

%2.6.4.8- 7 1t New Zealand White ¥ 4 BRI RE#HIRNHR—S 1% 5KER

Toxicokinetics

Reference 4.2.3.7.7.4 PH-38066

Test system New Zealand White rabbits, 6 males/dose group (sparse sampling, 3 — 4 per sampling
point)

Dosage BAY 1025662 : Rabbit 0.02, 0.2, 2 mg/kg twice weekly IV for 4 weeks

Assay, matrix LC-MS/MS, plasma samples

< 2.6.4.8- 8 It New Zealand White (2 BAY 1025662 % 4 :Bf A2 [E) REEFHIKN
R—ZREE5 LIz & EDMmiEs BAY 1025662 DEMENE/NT A —4F (BEFR 3~
4dEDFEHMmMBEPREEEZRAVTEL)

Dose Day Cmax Cmaxnorm AUC(0-72) AUC(0-72)norm C(72)/Cmax RaCmax RaAUC
twice weekly [mg/L] [kg/L] [mg-h/L] [kg-h/L] [%] [%] [%]
[mg/kg]

Rabbit 4.2.3.7.7.4 PH-38066

0.02 Day 1 n.c. n.c. n.c. n.c. n.c. n.a. n.a.
0.2 Day 1 574 287 241 1210 39.0 n.a. n.a.
2 Day 1 56.5 28.2 2210 1110 37.9 n.a. n.a.
0.02 Day25 213 106 38.52 19202 n.c. n.c. n.c.
0.2 Day25 153 76.6 692 3460 41.8 267 287
2 Day 25 133 66.5 6130 3060 46.9 236 277
a = AUC(0-24)

n.c. = not calculated
n.a. = not available

Day 25 {ZF\T, MAEF BAY 1025662 D5 0 KFA 5 72 K E CO PR E - Eh#R T infE

(AUC(0-72) ) JO® Cooy IIHERHRELFIBICHEN LT, FRIRNAR — T 23544 10 250 6 @ i
BRI DI, G 2 BRI Cu \ZBIE L2, 0%, MHET BAY 1025662 J 1 I THE4R 12T
DL, PHEEOEHER T, &51% 72 RO MAEH BAY 1025662 L Cow DF 40~50%
ThHoT-,

KRS Gt 8 Bl E) % Tk, PHEAOEHERED AUC0-72) KN Coux [ICEFENF DAL,
BRI 2.5 [FThH oz, EKHAERETIEZ, Day 1 [ZBWTT R TORAT LLOQ (Img/L) Al
Tholzizd, ZREMEICETERIIEONR) T,

FHEN O EHEORIEREO 73 X CTlid, Kf&&KE5% 28 BIZBWTHMAEF BAY 1025662 i
FEMN LLOQ Z L[|V . FHFH 0.9mg/L KN 5.9mg/L. Tho7-, BIEREICEHIT AI4EH BAY
1025662 OIEI NI 1 HE THh - 72,
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2.6.4.8.1.4 HEitt

HWIER : 4.2.2.7.9 PH-38878

HEVE Wistar 7 > RIZ BAY 1025662 Z HLEIFRIRNA — T A fe b L7z & & OFRZ G L7z, &
BROME A3 2.6. 4.8~ 31T,

HEME Wistar 7~ RIT BAY 1025662 % 1lmg/kg O & CHFEIEIRNA—F 25 L7-, BAY
1025662 D R TR K VARG R FHRER 25 2. 6. 4. 8- 9 1TRT,

Behb51% 24 BRI E Tz, 580 5.2%0 BAY 1025662 MNIRHPICHE &7~ F D% b HEikchy
WIRAFICHRIES L, 5% 7T B E TIZERS5EDRK 14% 0 BAY 1025662 23 HEH S 317,

e R B DOFRRIFHERS & [RIARIZ, BAY 1025662 O RFEIR RS DR RHHERS 1 I E B2
Holz (X 2.6.4.8- 2) , BAY 1025662 |%, 5% 7 H~14 BHIZHT T, MfEH OE I8
RO (K6 B) THRPICH ST,

£2.6.4.8- 9 f#iEWistar S5 k(2 BAY 1025662 % HESIRKA—S 2135 L= & =D BAY
1025662 0D R skttt 5 o X AR o st

No. of animals 4
Matrix Urine
Sampling interval
[h/d] Ae,ur [%] Ae,ur cumulative [%]
0-24 /1 5.22 5.22
24-48 /2 2.78 8.00
48-72/3 1.91 9.91
72-96 / 4 1.27 11.2
96-120/5 1.17 12.4
120-144 / 6 0.79 13.1
144-168 /7 0.61 13.8
168-192/8 0.689 14.4
192-216/9 0.657 15.1
216-240/10 0.608 15.7
240-264 / 11 0.485 16.2
264-288 /12 0.495 16.7
288-312/13 0.381 171
312-336 / 14 0.375 17.4

Source: 4.2.2.7.9 PH-38878



2.6.4 FEMEhRERER OB EISC
Bayer Yakuhin, Ltd. Page 26 of 44

100 - -

9% _ —O— Urine _

80 1 -
70 1 -
60 1 -

50 A -

Ae, u [% of dose]

0 :
30 -
20 ] -

10 - -

0:I'I'I'I'I'I'I'I'I'I'I'I'I'I'I:
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Source: 4.2.2.7.9 PH-38878

2.6.4.8- 2 it Wistar 5w FIZBAY 1025662 Z B [EFARNA—S X5 L= & E0D BAY
1025662 O ZIRFR P R DIFRHERS

2.6.4.8.2  ["CIBAY 1025662 % Uf[prop-""C1BAY 1025662 Mkt & U537
2.6.4.8.2.1 BAY 1025662 0D "C {ZHlAD &L

BAY 1025662 O OV Hi gt T 572012, ~ b A 2 R U A —H OB DAE Z R L
7= 2 B BAY 1025662 O “C iR A2 ARk LTz, mRZkiAix, RICHE U 2 BRI 2 W T
B LTz, RANCAR Lz M0 BERkA ([MCIBAY 1025662) X, ~ LA X RO DREMN C =
ST DHDIZX L, 2 FHICERK L "C ik ([prop—""CIBAY 1025662) (%, V> A—0D
Ta A U OREN CEF STV D,
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2.6.4.8.2.1.1 ['“C]BAY 1025662

HWIER ¢ 4.2.2.7. 1 PH-37945

B YC HEFERAARR TIE, ~ LA 2 FEAY e AR S 7= [MCIBAY 1025662 % &% L7=,
PEG 7 X > (SUNBRIGHT GL2-600PA) (Z 3-([2,3-"C]~¥ LA I R)Fut’FLEN-t Fu¥x x
I I R ATV EREE &, AR LT- PEG60-~ L A I REAMHAE Kb 2540k
FISSHEDZ LIz k b, v LA I REG S M0 Ak S AU7= [MCIBAY 1025662 A 757 (IX] 2. 6. 4. 8-
3) o HCECHREIX 0. 059MBa/mg T o7z, ARSIV TIX, T EIR N ST TuVed-o
T2 T2 G FRROME (B4 2 3R L 22 o 728, FOHOBEHI L D, MC R s
AR T ORIERD B2 EICBREIN TR -T2 2 LRI S LT,

H;
(i s 3 OH
}14(:/ \/\‘(
o N 14(|: 0]
H,CO-(CH,CH,0),-CH,O M }//
N 0]
H,CO-(CH,CH,0) -CH,O /—/7H

0

(2.6.4.8- 3 ['“CIBAY 1025662 (['“CIPEG-60-ZL 4 X k- X T4 V) DIEE

2.6.4.8.2.1.2 [prop-""CIBAY 1025662

HWIER : 4.2.2.7.2 PH-39307

2 FHODO MC ARG TIX, 7u e UEEE Y MC Bk S 47z [prop—"'C]BAY 1025662 % &

B L7-. PEG 7 X > (SUNBRIGHT GL2-600PA) IZ 3-(~ LA I R)[2,3-"C] 7/ m 4 N-E Fr
XVARIT VA R AT IVERG S, A L7z PEG-60-~ LA X REAEHAEKkPoy 27
AVERIESHEDZ LIZXRY, T F D M0 AR S A7z [prop—""CIBAY 1025662 4 157
(K 2.6.4.8- 4) , EHEHEIL 0. 069MBq/mg T o772, PEG60-~L A X K& AT A DK
WCBWTC, A3~ N7 T77 4——F 774 UHEEREICLY., v LA X RO &
ANEEICIE L, REEMICEBINT-Z L 2R LT (v LA 2 RORMEEORIE) . ik
FHEFAOME 1L 94. 2% TH - 72,



2.6.4 SRR O E L
Bayer Yakuhin, Ltd. Page 28 of 44

H,

: OH

o

S\/\‘(

o) 14/C—N 0

H,CO-(CH,CH,0) -CH,0 >\ﬁc )
N o
ﬁ/? i

H,CO-(CH,CH,0),-CH,0
0

2.6.4.8- 4 [prop-"*C]BAY 1025662 ([prop-'“CIPEG-60-% L 41 = F-LXT4 V) DHEE

2.6.4.8.2.2 MHTREDBRIE

KR, s - AR, DEBEY P OO REIRE 2. WUNCATLEL L72t%, Wik > FLr— a3 Vit
B (LSC) EIZ R VHE LTz, ZOMRIERE TIIREME LR AT 2 Z I3 TERY,

2.6.4.8.2.3 ["“CIBAY 1025662 B U [prop-""CIBAY 1025662 ittt

ZMEIEE ¢ 4.2.2.7.10 PH-37841
4.2.2.7.11 PH-39637

HEPE Wistar > MIC[MCIBAY 1025662 XX [prop—"CIBAY 1025662 % Hil[a|E#fRMN AR —F A ¥ 5
L7z & OGTREDHE (= AT U R) G LTz, RO A3 2.6.4.8- 10 (TR,

:2.6.4.8 10 i Wistar 5 FHEHHEROBE ([“CIBAY 1025662 X[ [prop-"*CIBAY
1025662 % B EIF#IKNAR—S X% 5)

Study type Single-dose pharmacokinetics, in vivo study

Bayer reference 4.2.2.7.10 PH-37841, 4.2.2.7.11 PH-39637

Test system Rats, 3 males/sampling time, strain: Wistar

Dosage ['4CIBAY 10256622 or [prop-'4C]BAY 1025662°: 11 mg/kg
Vehicle(s) IV administration . 100% sterile physiological saline
Assay, matrix LSC, plasma, urine, feces, organs and tissues

Sample collection period 168 days

a = specific activity: 0.059 MBg/mg (SXD 2701-1-01) in case of 4.2.2.7.10 PH-37841

b= [prop-14C]BAY 1025662 in case of 4.2.2.7.11 PH-39637, specific activity: 0.069 MBqg/mg (SXD
3390-1-01)

BAY 1025662 @ YC fEikikz= HW=T v N OHEEERZ 2 BFISEE L7z, 1 B HORER Tl
[MCIBAY 1025662 (4.2.2.7.10 PH-37841) . 2 [a] H @ 3k B T 1% [prop—''CIBAY 1025662
(4.2.2.7.11 PH-39637) % 1lmg/kg O H & THEME Wistar 7 v MIHBIFIRNA —F 25 L7,

1 [BE1H OB THW [MCIBAY 1025662 1%, B FRIMENIZ BT 2Rl A Ef ST, £ 0
BOMB T, "C E#R SNBSS FORIAERY R ER2ITRES N T b2 2 EATRB ST,
Lo T, %M (0~24 KFHE]) (231F 2 AREDHENNL, PEG OFk 2 IEfEIC KB LT
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WRWABEMER B 2 bivTz, 2 BIH OB TIX, SV EFRIME (94.2%) @ [prop—"'CIBAY
1025662 & W= Z Lnh . #E5#£0H (0~24 B 1ICB1T D ETEEOHEEIL. PEG OHEH %
EREICKL TS EE X BbD, MaBROREREZ3 2.6.4.8- 11 (&51% 7 B £ TORYLER)
KT 2.6.4.8- 12 ($54% 168 HE TOREINE) 1277,

[prop—"'C]BAY 1025662 % HL[RIEHRNA—F A&h L7z & & (4.2.2.7.11 PH-39637) |, #&5-1%
T BETICEREGED 30. 4% i, [JRP~DOPMNRETH 72 RPICEGED 23.7%,
FERIZ 6. 21% PR S 72) o BEREDHEINE, e 2D LT o2y, RBRIE T £ T
L7, 1 BOMEREOPEMRIX, H5ED 3.59% (5% 2~3 H) 205 0.025% (Feh5-1% 230~
231 H) 12D Lz, #&51% 168 H £ CTITIRFEHITHRM S 72 i BRIT I 58D 82. 6% Th - 7=
URHIZ 68.4% (514 231 H £ CREfl) . #FEHIZ 13. 8% PRt I 7] o

#2.6.4.8- 11 M Wistar 5w IT[MCIBAY 1025662 X (& [prop-""CIBAY 1025662 % B [m]#%AR
NAR—3REE L= EDRHFREDEIE RE5ERTHET)

: 4.2.2.7.10 4.2.2.7.11
Location / Report No. PH-37841 PH-39637
Test item ['“C]BAY 1025662 [prop-14C]BAY 1025662
Duration [h] 168 h/ 7days 168 h/ 7 days
Mean arith. Ccv Mean arith. Ccv
[%] [%] [%] [%]
Excreta
Urine 59.4 3.34 23.7 3.92
Feces 15.9 5.73 6.27 18.5
Cage wash 0.294 8.58 0.432 22.0
Body (organs/tissues)
Blood 1.76 14.4 6.63 14.0
Carcass 8.79 1.79 29.1 1.02
Liver 2.83 5.68 8.37 4.79
Kidneys 1.00 9.08 1.19 3.76
Skin, back, shorn 7.93 25.9 141 7.88
Tail, whole 0.213 9.18 0.603 7.71
Body excluding GIT 22.5 711 61.0 1.53
GIT 0.837 5.73 2.74 8.91
Recovery 99.0 3.27 94.1 0.779

PH-37841: 6 month study (first full study), [14C] test compound containing most likely impurities with
lower molecular weight
PH-39637: 6 month study (second full study), well defined [prop-14C] test compound with high purity

[prop—""C]BAY 1025662 % HA[AIFEIRNA—T Afh L7c & &, &5% 168 H £ TORRREDKR
%L 88.6% Ch o7, BHED 5.75%017 v MEN GHLEZERL) LRSI, £0O
I HORERS (G ED 3.69%) NEERME - Mk ik, FFg. Bk, REXOR) Zk
WEBENSER 2, T MR HIEEZ2BR<) OBFREDERGFEIX. 5% 7 BND
168 HIZ/HT T, BEED 61.0%0°5 5. 75%I2Hd Lz, T v MERIZEIT D RED AR Al
B 7e i G M ORER 2 R T 2 KT A B e o 7z,
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#2.6.4.8- 12 M Wistar v MIZ[CIBAY 1025662 X (& [prop-"*CIBAY 1025662 % B [m]#%AR
NR—FAFE L= & EOMHAREDEYRE (5% 168 BET (RIFZ5E
231 B &E TEFHil) ]

Report No 4.2.2.7.10 4.2.2.7.11
: PH-37841 PH-39637

Test item ['4C]BAY 1025662 [prop-14C]BAY 1025662
Duration [d] 168 d 168 d

Mean arith. Ccv Mean arith. Ccv

[%] [%] [%] [%]

Excreta
Urine 74.5° 68.4°°¢
Feces 17.4° 13.8°
Cage wash 0.294° 8.58 0.432° 22.0
Body (organsl/tissues)
Blood n.c. n.c. 0.0421 69.6
Carcass 1.07 35.8 3.69 34.6
Liver 0.151 19.1 0.493 5.81
Kidneys 0.139 19.2 0.337 23.3
Skin, back, shorn 0.393 25.9 0.911 27.7
Tail, whole n.c. n.c. 0.0917 14.9
Body excluding GIT 1.79 29.8 5.75 28.8
GIT 0.121 n.c. 0.245 30.0
Recovery 94.1°¢ 88.6°

PH-37841: 6 month study (first full study), ['“C] test compound containing most likely impurities with
lower molecular weight

PH-39637: 6 month study (second full study), well defined [prop-'4C] test compound with high purity

a=at168 h

b = interpolated up to 5544 h (231 days)

¢ = the interpolated amount was considered, interpolation was carried out with the mean excretion
rates. Therefore no CV could be calculated.

n.c. = not calculated

[MCIBAY 1025662 # Hi[a|FFRINA—F 25 L= & & (4.2.2.7.10 PH-37841) |, 51 168
Refdl (7 H) ETICEGED 59. 4% BN RPICHRE S (205 bigG&ED 51. 4% 03 5% 24 K
Ml E TIlCHE S /=) . [prop~"CIBAY 1025662 Z H[EIEHARMN A —F A& 5 L 7- & &

(4.2.2.7.11 PH-39637, 51 168 KFfE] (7 H) FTIIEGED 23. T%NRFICHE L (Z
D HLEHED 11. 6% % 5-% 24 Wil E TloHeitt & ifz) 1 Ll LT, BEEICHERED IR
~OPEEN S Do T2, ETBED R HEM N Z o 72 ([FREICE R ~DOFE S £ 0o 72) FIKE L
T, MC R SNIED FORMBMNERIBRESIN TN RN Z N BEZbNS, ThbHD
K T OARHIE, PEG60 LV &R SND EBE X HNDH, [prop—"“CIBAY 1025662 |34
6% DAF Lovg £ 02k L, [MCIBAY 1025662 (ZF L0 H %< DOARFM A G A TUWNVZ
ATREME B, B G ERBINC T D HERED IR P~ R, 2 SORBRICIBWTIEFITHELIL
T /=, [MCIBAY 1025662 i [prop—"*CIBAY 1025662 % #5-L7= & = Db 6E D B R kit
ROREHESE AKX 2.6.4.8- 5 (F5% 7T BET) KOX 2.6.4.8- 6 (5% 168 HET) [IR
T BE5 R OB E O R PR A (I, [MCIBAY 1025662 A 45 L7z 1 [\ H O

(4.2.2.7.10 PH-37841) dJ775, [prop—"C]BAY 1025662 Z¥5-L7- 2 [alH 0#BR (4.2.2.7.11
PH-39637) X 0 &\ AS, BEZEHNCT T 2 ORI T 5 S HE D IR Hh PR R 134
70% EFIFFREEDKAEL 72 5 T=, 2B D 2 SOREROBRIFHER 1T, K5 T ORFIT R < PRt
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ENDEVIHIWHEIFFTHHDOTH Y, HERIINTISIT 2 S RED BR kR B D 1E 2 7
BHHLTW5,

100 ~
—O— total radioactivity PH-39637
—&— total radioactivity PH-37841
80 -
‘e 60 - -
o
©
2 ’/‘/’/Q—’—"”.,
2 | L
5
<CD 40 m
20 - O/O/O/O/O/O/O—, i
0 I T T T T T T T 1
0 1 2 3 4 5 6 7 8

Time [days]

Source: 4.2.2.7.10 PH-37841, 4.2.2.7.11 PH-39637

2.6.4.8- 5 it Wistar 5w FIZ[MCIBAY 1025662 X (& [prop-'*CIBAY 1025662 % H[EIFRAKMN
R—3RBE LIz EORGEDRERPEREORERHE (R5%R T BET)
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100 - r

—O— total radioactivity PH-39637
—&— total radioactivity PH-37841

40 - i

Ae,ur [% of dose]

20 - N

o_I T T T T T T T T T T T 1

0 20 40 60 80 100 120 140 160 180 200 220 240
Time [days]

Source: 4.2.2.7.10 PH-37841, 4.2.2.7.11 PH-39637

2.6.4.8- 6 Gt Wistar 5y FIZ[CIBAY 1025662 X I [prop-"*CIBAY 1025662 % H[EIF#ARMA
A= RABE L= L EDMETRED RBERPHMEDZRHRE (R5KR168BF
T (PH-39637 (3% E5# 231 HET) )

7w MREBtO®mEREK s v~ N7 Z 70— (HPLC) ZHWeT a7 7 A4 U 7280 KES
7 DIGTREIXRZA LR (BAY 1025662) & L CTIRHICHREIES D Z 3RSz (&5% 7 H
(168 W) & CTIZEL L7z JRFHEHRED T4% NREALIKR T, FHED 17.6%IZFH % L7-)

(£2.6.4.8- 13, [X12.6.4.8-7) , ZOfEFRIE, KD BAY 1025662 Z 5 L7- & DR
BAY 1025662 OPEFEAZ R L7z & R < —E LTz (4.2.2.7.9 PH-38878, % 2.6.4.8- 9,
X 2.6.4.8-2) , £72. 7 MRPOKHED > B, H5% 7 HETITEGED 6.05% (&5
% 1 BETICHREREDR 4.8%) 2% BAY 1025662 LV HAKS FOMHE 27226 EIN S L, T
[prop—"CIBAY 1025662 HZHKJ 6% DKy F-OARNMMNEZENDL Z & &—8T D,

DlbzaFEEHH L, HEME Wistar 7 > MZ MC G L 72 BAY 1025662 % H[AIEFAIRN A — 7 A% 5.
L7z & & Ot — Z 13, PEG O M OFE 2 il L7z 3gik & & & % 10 | IS ONTIEERR D BAY
1025662 Z# 5. L7~ & = ORFH DT —% (2.6.4.8.1.4) LB —F LT\,
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#2.6.4.8- 13 M Wistar 5w bIZ[prop-""CIBAY 1025662 Z B EIFAIRNA—S X5 L= &
EDMETRER U BAY 1025662 D RFERPHEME RERTHET)

No. of animals 3

Matrix Urine

Time [h / d] Total radioactivity BAY 1025662
[% of dose] [% of dose]?

24 /1 11.6 6.79

48 /2 16.0 10.7

72/3 18.5 12.9

96 /4 20.4 14.6

120/5 21.7 15.8

144 /6 22.8 16.9

168 /7 23.7 17.6

a= determined via size-exclusion HPLC with offline-radioactivity detection
Source: 4.2.2.7.11 PH-39637

w
o
J

N
(@)
L

N
o
L

6.05%
components with low
molecular weight

A, 0-7q) [% of dose]
o

10 -
BAY 1025662 not investigated
5
0 - ' |
Urine Feces

Source: 4.2.2.7.11 PH-39637

2.6.4.8- 7 MM Wistar 5w MIZ[prop-""CIBAY 1025662 Z B EIF#AKNA—F RIES L& &
DMSTREDR R VEhitt R, WRICRPBRSEDTO T 70 0T (BER]T
BET)

[prop—""CIBAY 1025662 % H[EIFRNAR—F AL L= L& Mk, ik Oges « ko
EHREIT, FBHR TIEH 2 DN EREEAICID U7, M & O A R RE O Y8 2 8L, i
24 A (MK : B51% 14~168 HOMBETHEML, M4 : 5% 84~168 HOMRTHI) Tho
Too F£70. lEER - MR AR REOTE R EEN X, IFET 33 B (5% 14~168 HO[MRTH
H) . EET31 H (&51% 56~168 HORMBTHML) | BIAT39 B (5% 14~168 H ORIE
THEH) | R T A (5% 14~168 HOMMRETHIL) KOEIK T8 H (5% 14~168 H
OMRETHELE) Tho7- (5£2.6.4.8- 14) ,
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#2.6.4.8- 14 g Wistar 5 b2 [prop-"*CIBAY 1025662 % HEIEARAAR—S X5 L&
EOMmE. MERVHES - MHPRSEORNBE/ S *—4
Route intravenous (bolus)
Dose [mg/kg] 1
Matrix Blood Plasma Liver Kidneys Skin Carcass Testes
AUC mg-eq-h/L 6860 11700 22800 36500 5940 6110 18500
AUC(0-tiast) mg-eq-h/L 6810 11600 22100 29700 5740 5790 16300
tiast h 4032 4032 4032 4032 4032 4032 4032
%AUC(0-t1) % 18.7 18.9 8.1 3.8 9.3 6.7 3.7
%AUC (tiast-inf) % 0.6 0.8 3.2 18.7 3.4 5.3 12.0
Ceqmax mg-eq/L 15.2 26.3 21.9 16.6 6.61 4.90 8.18
tmax h 168 168 168 168 168 168 168
ty h 566 569 798 1640 749 934 1300
ty days 23.6 23.7 33.3 68.3 31.2 38.9 54.2
RPoints 6 3 6 6 4 6 6
RRange h 336- 2016- 336- 336- 1344- 336- 336-
4032 4032 4032 4032 4032 4032 4032

Source: 4.2.2.7.11 PH-39637

#2.6.4.8- 15tk Wistar 5 MZ[prop-"*CIBAY 1025662 # B [EIFARNA— 5 X5 L1 &
EDMAERVER - RSN EEFE

Period Day 7 Day 14 Day 28 Day 56 Day 84 Day 126 Day 168
Mean Mean Mean Mean Mean Mean Mean
arith. arith. arith. arith. arith. arith. arith.

[% of dose]

Blood at sacrifice 6.63 2.76 1.66 0.677 0.434 0.226 0.0421

Carcass 29.1 28.1 234 16.8 13.4 8.12 3.69

Liver 8.37 7.29 5.88 2.95 1.76 1.01 0.493

Kidneys 1.19 1.09 1.00 0.854 0.812 0.487 0.337

Testes 0.944 0.966 0.954 0.919 0.723 0.352 0.189

Skin, shorn 14.1 11.0 4.63 8.12 4.86 2.79 0.911

Tail, whole 0.603 0.405 0.321 0.181 0.113 0.0753 0.0917

GIT 2.74 2.41 2.18 1.39 0.995 0.397 0.245

Body excl. GIT 61.0 515 37.9 30.5 22.1 13.1 5.75

Body 63.7 53.9 40.1 31.9 23.1 13.5 5.99

Source: 4.2.2.7.11 PH-39637
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2.6.4.8.2.4 [prop-""CIBAY 1025662 M %%

SMRIEH : 4.2.2.7. 12 PH-39641

HEME Wistar 7 > M Z [prop—"'C]BAY 1025662 %%lﬁlﬁ%ﬂﬁww‘—?x&ﬁ L7z & & O BEDNR
o FHEE S BB ONEM RS A — T F T T =XV E LT, RO A R
2.6.4.8- 16 |27,

#2648 16 HftEWistar 5 v Mgss - MBS HHEBROME ([prop-""CIBAY 1025662 % Ei[E]
BIRNA—S R BE5, EENRUVEMHNEET— 52X T3574—)

Study type Quantitative and qualitative, whole body-autoradiography

Bayer reference  4.2.2.7.12 PH-39641

Study design Rats, 1 animal/time point

Admin. Route Dosage [prop-14C]BAY 1025662 @ Sex/ species Sacrifice time

[\ 11 mg/kg Wistar rat, male 2h,1,7,28, 84,168 d
Vehicles IV administration : 100% sterile physiological saline

Assay Radioluminography

a = specific activity: 0.069 MBg/mg (SXD 3390-1-01 A).

M Wistar =~ B2 [prop—"*CIBAY 1025662 % 1lmg/kg O A& CHFEIFIRNA —F 25 LT,
B G-, BORRIR MR > & K O fifgs « Rk AR u/\ﬁb CHCH RB IR FE L (ﬁ‘ﬂ@/[ﬁl?ﬁf) <
0.5) . KNEDONEAR - MARIZIWTE G 2 FFRIZ Cuax ICEE LTZ, 3574 2 RFIC Cux IZEE LT
igss « RO > B, HLEVMEEZ R L7-OE, ik (135mg- eq/L) “C WRUNTHE (90mg—eq/L) .
JF g (75mg-eq/L) To o7, BIRIZIHB W T, BHEEITARE— ?ﬁb Coax 1. BHED
39. 9mg—eq/L & BFLIAD 73. Img-eq/L DA TH -~ 72, 5% 2 H#F”ﬁ nax (23 U 72l # - fH
ﬁﬂa@w’o & HIRVEZ R L7c DI, “f"\ b OVE R T 49 2mg-eq/L T&%oho = DL D fik

- FHRR TR, 5% 24 FERIDABRIZ Crax IZIE L, Chax [ZARVMEZ 7R L T2,
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Source: 4.2.2.7.12 PH-39641

2.6.4.8- 8 itk Wistar 5 IZ[prop-"*CIBAY 1025662 # B[EIF#ARAAR—S A5 L& &
DEEFF—FSOFTSL: (M) &E5HRTH., B) 5% 168 H
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MRS RED G- 0 R 2> & BERR AR £ TR dh#R N k& (AUC) 11X, KEB Dliids -
FFR LV BIED o7, MR K D BV AUC 2R L7=DE, BN (Mg o> 0.57 %) | K Bk
(0.51 %) . /g (0.37 f%) . AR (0.36 %) . & (0.15 %) . K% (0.073 %)
LOVERA (0.072 %) Tholo, MBI DHRERE X, R TRAESCSOB X HRRE T, i
FHED MR- MBI P EENE T IEE IRV e B2 oD, KR ERED AUC 1T, MKk VI 2 %
<, ME-RERBEMEEIEITE N EBEZOND, WL O DfEes « BN T, BEEORY
—IRARICHREIRT D AUC DFEWAA LT (BN - B iEliakx. AGEIE#EEIY 3.5
EENo T, B BISBE L. RIBRE LY 2.6 [EEmhoT-, B BB, BEBEE LY 9.4 4%
ol ) o BB, ~N—F R, K, TEE, ETR. ERE, EREXOERRICBWT,
EBERO B O U REIREE DN A D IVTE Z LD HUEBED N MW, I3 ib AR V8 SRSk 2 B
DRIz, £, Vo gy (g, U o EiROWIRZe &) RO LT ik
REDBFIEN I BT,

Rt L7 3T olifias - MR OMSTEEIX, Cu IZEE LT, BIRICOOREIICHED L, E
VB 2R Uz, iR P B REOTE IR 19 B (5% 7~84 A OB THEM)
Tholz, MEON—F—rE bR e - Ak AT RE O I I3 256~117 B (5%
168 HE TORMETHRE) O#FE T, IREEICB T AEAEEH RLELS, £ 117 B (&5%
28~168 HOMMRTHEI) Tho7o, FHHRIZEHIT 2 HEEEOHE I -EHITHN 83 B (BEH#% T~
168 HOMBETHM) Thotz, mHHEKPLWINENSTOIFIMT, 3.4 8 (5% 2~168
FEM ORI TR Thoto, N—F —RIZBT DHUNHEIX. Cux (T8 L2 ITERAI 722800 23
HHIT, EHRPEE 2 BT 2 DI+ 0 BOBERE S GO hoTc, Lo TRIL
72 AUC OABITIRM AR 224 P R AT T2 ATREME S I,

5% 168 HTIL, 7 v MERN (GHLE 2R T XTolifas - M) 1277 L T idRE

BHED 4.16% T, HEtt (v AT U R) HBROFER (5% 168 HTH 6%F%kfF. &
2.6.4.8- 12) LB —EH LT\, ¥E5#% 168 HORHF— T V475 A TIL, HSREIZE
W EIE M (RE5ED 0.91% (A — b IV F 7T 208 LM ) . KE
(0.75%) . F&5 (0.73%) . Jifh& (0.46%) . &g (0.36%) M OWME (0.28%) 125k FL T
Wiz, WRKEHEICBIT 2 T RE DR F R, 5D 0.006% TH 72, ik, ML OB ICE
D RE IR TR T o 72,
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Blood Choroid Plexus
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Source: 4.2.2.7.12 PH-39641

}26.4.8-9

2.6.4.8.3

Tt Wistar S5 <IZ[prop-"*CIBAY 1025662 % B EEIRNA—S X5 Lf-& =
D%, kKE, FREVBRICES ITAIMEERE (28— 5P T35 A
MNoEH) ORRHE

bS5 U RR—E—(CET HHE

b7 U AR—F —IZT AREBRILFER L 20072, EfE Lo BEIZ >V T, 2.6.4.9

RO L,
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2.6.4.9 ERR VSR

7w RO Y F & T BAY 94-9027 OFEERIRIEDENERAER (HLEIFFIRNA —Z7 2% 5) |
BHRBEO—BRE LTI axxT 4 7 AR (KEHIRNA—T7 A&E) 2L L1, £7-,
BAY 94-9027 (28T FVII4F® PEG {LIZJHV M= PEG-60-~ LA I R- 27 1 > (BAY 1025662)
Ty MIEE L, R O EREF Lz, 20T v FOPel RO AR ClE, FEEH% T
MC FEa%k L7- BAY 1025662 % 1lmg/kg O HE THEIFFIRNA—7 25 L7z, 11mg/kg 1%, BAY
94-9027 Z FW=IR#E T, b MIAEJEIZHTZ - TBAY 94-9027 25 L= & & D, PEG-60 & LT
DB L EDORBEEIZHY T 5,

5o MR HHIT BAY 94-9027 & HEIRIRNAR — 7 245 Uiz b & | i FVITEMED 54
BEITIE T o7, 74 R T, MRk s LOh FIBLR 2 V- IEE (T FYLHRTE)
L ¥t PEG Hilka V= BUEH (B PEG BEIRER) 1T X 5 T B MR FVINE ML HE 54 s 1
B BEEHEBICET DM Z O, Hi PR HUKEIC & - TR LRI O G 288 <, 7
VT 7oA F@mnoTl,

F v RO FoMmifER PTG ORI BT 2 M (BT FMIPTAE 5 5 - )
1L, ENEIE 8 I R ONY 12 Rl CTh o7, it FEMED 7 U 7 Z o A X Ey)fE cIE
WKMo T, o, EFRREOSAAEIIHEYFECT/hE<, 7> T 51.8~65. ImL/kg
(4.2.2.2.1 A47788) . WH X T 53.5~63.8mL/kg (4.2.2.2.3 A47769) OFPH T, 1M A
HECTHEFSIND Lo, RIEMENCOMAT D Emmanz, 9 1 207 v hOR
BR (4.2.2.2.2 PH-39789) THH EINTEEHREOSABEBIIO/NEI ol (24.0~
34. TmL/kg) 73, Z DOZEZFHH LSRRI, BRE ORI A—FRHH EOT —T 1
7y hEEBEZBND,

72 BAY 94-9027 & 2 WMBRAEFIRN AR —F 2% 5. Uiz & &, KERS O S cluEd FI
N ER TR CTH o220, fifEdh FVEHOSBEIIFHMT T& 20 o772, 7 v F T,
BT K O BRER T ol R FVITEEDIE H o E RN KR E ooz, ERMEICE T 2 M2k
LN oTe, T O ORERIT, HuEEMHUA K O/ 3ht PV FHUARDOEA D RIN TH
HEEZLND,

BAY 94-9027 @ PEG #BDEMEHRE K W tE 2 f i+ 572912, LA X KU 1 —DOEKuHZ v
AT A L EFREAS SH7- BAY 1025662 (PEG-60-<L A I K-V RAFAY) 2HarF— R 31T
AR LT,

7w MR Y XA o BAY 1025662 OFEMERBRICK T D M ax T ¢ 7 AL,
BAY 94-9027 % #eh L7z & & ot FVINEMEOEYBIRE & b3 5 720 Tl < . mIERHmIz
BIF 2 BAY 1025662 O Mt HERTE B4 Wik $ 57O E L=, L7=23-> T, BAY 1025662 %
W= R BR I PEG OFEMBBRE D LM/ T — X L 72 B A3, BAY 94-9027 75 it S #u7= PEG 3K
WEhRE 2 [EERIIC KT O TILZRVY, BAY 1025662 Zi8 2 B 2 B 1 [[] 4 HEREEFIRN
N—T ZAEE Lic e &, MR BAY 1025662 I MEEE B B iciid Lz, ks BAY
1025662 O KITFFEII T, I XICHBIT D HIEEIIE0 1B Th - 72,

Z v MZ BAY 1025662 % H[RIFFRNA— 7 A5 L7 & & imsEH BAY 1025662 Dy -8
X119 B (B 5 A Th ot (B514% 6~14 A OB TEI) . F7-. BAY 1025662 1%, #
% 7 H~14 BIZHTF T, MAEF OISR & FREO = (89 6 B) TRPICHEIES
T2, IRPPEEDIEER P26 OIEK L BB L WD Z BRI, 2ok
X, @1 PEG (BT 2 10 L B —ET 5.
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7 v P ROT Y FIT BAY 1025662 & KAEFHIRN A —F 285 L7c & & BAY 1025662 i
MR\ S D BHE 2 BRI DAL, AUC LT Coax A3 2. 5~5. 6 fEITHIM L7z, 2B OFEFEIL,
M 4fEr BAY 1025662 045 ¥-dily] & #% 5-Rfs CaBl T X 5,

PEG fb7= A B IL, @, ENTEMEORY iIAZ (ZEREIMTEMEORY AR EETe) 8/
A b=V RIZX > TIRBRMIET N HHAT 5, PEG (LA BED A HEEHS I, R R
V= ADOFMEREE T CEN (T 74—V T 4 7) Lizth, VY Y —LBEREIZLVSMBEND ©
LR PVINE, EIRBE Y R A B EZ A RBEE A RE (LRP) 240 L CERII IR LY
AEN, DREINDEBZLNTHDY . 2, b5 1 DORIRIZREIEEE S LT PEG b7
AMEENS D PEC OFRHNHE SN TS 1P, — IV, PEG {b7- A BB S I &hf= PEG
HOAERNIEAMIL, PEG OAZBMFE L L7- L EOAKRNEMEEHL TWDLEEZLNTVD

7

BAY 1025662 (PEG-60-~ LA X K- AT A ») OHEMEHEEIX, BAY 94-9027 D IHMEhHE K Y
BAY 94-9027 7> 5 it S 4v7z PEG 0 3 EhAE 2 IEMEIZ S L TN 2 W ATHEMEDY & D 23, BAY
1025662 DHEME K& VA O ]S S22 S 1%, BAY 94-9027 76 i &7 PEG 0D 1l SR B8 1
LCHERHMANEOND EEZBND,

Z v BT MC FERR L 7= BAY 1025662 ([prop—'*CIBAY 1025662) % 1lmg/kg o> & CHLEIFHIRN
N—T AFH LI & & BmITIRE RS IS, R TR O 5% 168 B (RIZHES
% 231 H) ETITREFLOHEGED 82. 6% iz, HREORBINE (JRIEH ~D R
FEHEM B AN OFRTFE) 1L 88.6% T, 6 #» AHDOEWNTHOT-» THHIEZFHE L7272, I 10%
DS REIZEINABE TH > 7=,

T2, T v MRNIZEIT 2 EHRE D AR AT 225 G M OMRFF 2 /-9~ 2 JKEIL A D e v o 7z,
L7238 o T, 3CHk D 10 W TSN TWVWA L 91T, 60kDa PEG D X 9 2@E4r F 0 PEG Z4Ei4
HIERENERNICHFTET 5 Z E DR ST,

7 v MZ[prop~"CIBAY 1025662 %5 L= & &, MEHHIHED AUC 1%, KR Oligas « FH
LD B o T, MET LT X Colifds - Mk OBURREIX. BRI DFHAIIHD LT,
MR T RE DO I IE 24 B (5% 14~168 HOMRTELY) Thot-, —JF7. Ik -
FHAR T RE O SR, MR X0 b E -7 (FFlEo 33 B, BlgEo 68 A, FED 31
A7p &) (K 2.6.4.8- 14) , BUHREDOHRFWIH K ODMICET 5707 7 A X, FRRED
BFHAXDOPECDOTa 77 A08 9 b—FH LT,

E4yF PEG [40kDa PEG (PEG-40) KUK PEG-60 Z&te) ITIX 2 DDV VT T ARKNH D &
EZb, FTHRESL 1~2 BRICBOTEHSSO RPN Z 0, i TE A h— R
Lo TIRFFRAICHIIENICER D A E ., ZOWREICEBWTTEWIHA LR Z R4 T8 ) BAY
1025662 % V7= PEG-60 ODfiigs « Rk A akER 2 OF PEG-40 ([ZBH9 285 ¥ o ERIND L)
(2. FREPNICED IAE 72 PEG 1E, BZELHL =X YW A b= AL TEFIZES N, &5
AP EZ AL EZLND P, £z, PEC O FEY A OB, PEC O VT T
VAR T L, WMREEIIIEET S Y, 7 v MIEBIT D Nonacog beta pegol (N9-GP) @ PEG—
40 D5 M O 2 M5t U723 BRIC UV T PEG40 [TARINICIELS i L., HRttEn s 2 &
PRENTWNSY . Ty MHEBROKERFICI T D HI LR 2 W CET VBT LZRR, &
DT TOMFRIZIS T D PEC-40 HDIREIL, &5 2L T 1~2 FLUNICEFIRIEIZET 5
EEZLNZS Y —J5 B T BAY 94-9027 5 L7z & &, ifnfEd o PEG-60 X 5B
RN B 1 AR, R O PEG-60 JREEITBEG-BHEA G 4 FLUNICEFIREBIET L5215
5 (4.2.2.7.13 PH-39907) ., L7 L. N9-GP % 401U/kg D& (REHE) THRELE- X
® PEG-40 & L COHEIL 230 4 g/kg TdHDH DIk L., BAY 94-9027 % 601U/kg (V&) Tl
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1 AT 2 BE- L& & D PEG60 & L COHEIT 4 XX 8ug/kg/TTH Y. NI-GP DIRHEIT
BT 5 PEG OFHED A BAY 94-9027 L V) H 135 220,

Z v MZ[prop—"CIBAY 1025662 Z#5-L7-L &, U L N8vE (M. U o H R OWiR7: &)
(LR B W SRR EE NRD BN 2 b, U VR EIZEIT D PEG OELY IAZDI/RIE S
Too BRIZEBWTHEBRIZIZE A RO HAVT, B RE O Mk - B P @i M X FE IR 2 &
BRI, BB, N—F R B TEAR, BE TR, PR R ORI 7 & O3
IZBWTHERREDN RO b= h, HEEISHT 2FIAIEIEF IS < BEBED N MW, 4455 Hk
RIVE VRITHET D EIVEAIED R S 7,

BE% 7T BETICEN LSy MREEO HPLC W=7 a7 57 A4V o712k . KESD
B REIIARZE LR (BAY 1025662) & L CIRFUCHRE SN D Z LAVRBENT-, 2D Z &Ik
DFEERL —H LT\, —fMIC, PEG ORHPPEIED 7 V7 F v AL, T EOHEKRIZHES
TETF$2 6810w 35 PEG OEMHFHEMS VT 728, T EOBKICHE> TR T L,
~ 7 AZBWTH 50kDa Tl BIELS RD Z EnNHEINTND & 19 LER-T, ¥~V AT,
50~60kDa FREED PEG OHEHEIZ DWW TIL, RGO 3 EH AR L D & 2372 0 R&E v (1
100 %) EEz 6D, ZOZ L%, BIRICET 2 REREIEE N PEG DR HHPEINC i & B 72 5
KTHoDZEaERLTWND, ARERKERSNDERRZAAEDOS FEOBMEIL, ) 60~70kDa T
HDHZENHEINTND 1010

PEG fb7= A HE (BN PEG b7z A EHE DB S 415 30kDa # D PEG) 13X, BRI 5 DN
P, R O ICER Y SAENTZ PEGALTZAHED Y B, T ABEBEEMITY VY — AR
Ko THRBEL I INDN, PEGC FIX oSN, ZD7=H, PEG ki A BEM i &
72 PEG IZZHE T 2 alREERIER @ T #ARRH T PEC OFRICEE T 2 EE 2K 10 1 2203,
EFIRAE RKEHFE) 1B PEGIRETH Y . ZORE L BT RICBEMENR S 2008 5 0
WEEL 25, PEG-40 IZBT 285 TIE, 7 v MERT TO PEG-40 OH I NI EICfE-
THEE L, — 5., IBEARET y hTRELZHEID 1R VEN Enb, IREAEZ#K
H L7 XOWMILEEIIIN R0 ENEEZ NS Y, LvL, b MIBT 2 ERZ M 58
Wi, BRI (RBEEPRELRDLE %) HEEZTLIXNERSH D,

BAY 1025662 DOIEWEhREDfaETTHUN- 11mg/kg 1. BAY 94-9027 % FHW-189E T, & MI4E
JEIZT= > T BAY 94-9027 #3572 Xx?D, PEG60 & L TOBLZFOREEEIZHEYT 5,
BAY 94-9027 OIRWHETH 5 601U/kg & HalEEH- L7~ & & D PEG-60 D& 5 EI1XHT7H> 41 g/ke
IZT X720,

7w Mt NMEERGED PEG 285 L7z & & ([prop—"CJBAY 1025662 % 11lmg/kg #%5-L7=
& X)) oimgER Y ERE K OiREs - AT — 4 (4.2.2.7.11 PH-39637, 4.2.2.7.12 PH-
39641) (ZFEEDUWNT, B MT BAY 94-9027 Z{aHE T (PEG60 & LT 4ug/kg) M 1 FHEE L
7= & Z it PEG-60 JEE OREHEB AL I 2L — a2 Lz (4.2.2.7.13 PH-39907) , t k
DOMAEFREHBOL I 2L —2a VK ER 7 VT T A (CL) KOVEFIRED DA R (Vo)
X, Fito7 e A Ny w7 25— TXKEHNT, v hONRNTRA—=FZNLHEE LT,

CLhuman = CLanimal'(bOdy Weight human / bOdy Weight animal) 08

B . . 1.0 17, 18)
Vss human — Vss animal'(bOdy Welght human / bOdy Welght animal)
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7y MIEHEZEG L & XOEREHNICES< e b~DO4MEIX, & MBI &% i
LARSFRICHEE T D HikE LCHEYTH D EE 2 6ND Y (4.2.2.7.13 PH-39907) ., Mgk
PEG-60 #REEIX, EL & HIBEMENG 1 FRIITEFRBIZEL, DL ED Cu 1TH
0.16mg/L, b7 7EIXH 0. 11mg/L & HEE SN 7z, BERRBRICB W CHIE LZmEF o PEG
X, 7 A N w7 25— o ZICRAHEEMB LY biEro72 (K 2.6.4.9- 1)  EaARHER
Tl 172 L OWBRED S B, T 3 LI2BWT, LLOQ (0. Img/L) T PEG JEEEAN 1 B
THRHSNTZOHRTH -T2, 2. TO%, 3 LOHEREOMEEF 25 PEG (X O b -72
(2.7.4.2.1.6) .

0.16 ~

0.14 -

o
[y
[\ %]
|
>

T’““\

©

0.08

0.06 - /

0.04 -

Concentration [mg/L]

0.02 -

0 250 500 750 1000 1250 1500
Time [Days]
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AT

INETITH/ELILTWD PEC OFEWENREIZE T 2 #HEDH T, PEG-60 A h T U AR—4F—IT
Lo TREEMIZHE SN D AREMEARIET 5 DI, EHIZ, M7 U AR—F —O A ELE
Doy F-ElE 250~1260 OFIPHTEH V1% 20 | BAY 94-9027 THU = PEG-60 LV HI1L 5T/ E W,
Elo, T MTBWT, PEG60 OFEZ V7T 7 AR, EIROBEB) 2 W ITRE IR o7,
PLEDZ 238, PEG-60 1% kT v AR—Z—|Z L - CTHEBIAIIZHIE S5 ATREME IRV & & %
HiLb,

PEG |% P-¥E7= A B (P-gp) HD FT U AR—F—%HFET L LBRESNTVDN, Th
5 OFRERER CHW S 4u72 PEG D4y &1 200~400Da T, BAY 94-9027 |ZFHV 7= PEG-60 & Lhifg
T5HEEFEITNEIWY | F D OMRERBTHO SN PEG OREIL 25~500uM & &
o7z, BAY 94-9027 DOEFKRERICBWNT, 172 L OWBRED > B 3 LofiEh T, Thth 1
IRf 10D 243 H AT RE 7R PEG60 2358 HAv, PEG-60 JREEIEL LLOQ @ 0. Img/L (2nM) ffirToH Y (X
2.6.4.9- 1) . P-gp OMLEREBR THW 572 PEG (200~400Da) DR & Ehi L CTIEF I >
oo E70. HEHETEDIAIR b TV AR—F — 28T 5 —fEICH b TV Db IROFLERD
ICso fEIX., =T 27 U X —/LdD 30~60nM [P-gp K OVFLEEMIMEZ > 72 (BCRP) ] #) |
Fumitremorgin C @ 250nM (BCRP) 2 . I 7 m ARV D 300nM (BT =4 L #idsR Y =7 F
R (0ATP) ) 2V O#iFHTH Y . B MT BAY 94-9027 25 L7~ & X OEFIREICH T 5 miEd
PEG-60 J2AE (2nM) &bl LT 10 fFLA EDOBRE N H D Z & 55, BAY 949027 DGR FIZB U
T, PEBRIMHF D PEG 28 b T v AR —H —%[LET L AEEMHITEVWEE 2655,

NSO K UOELRIC S X BAY 94-9027 22O &7~ PEG #i%, R TI U AR—F —%
I LT3 AR O B RS R O AEHK E bt E 2 b5,



2.6.4 FEMENRERER OB
Bayer Yakuhin, Ltd. Page 44 of 44

SIAXH—%

1) FDA. U.S. Department of Health and Human Services, Food and Drug Administration,
Center for Drug Evaluation and Research (CDER), Center for Veterinary Medicine
(CVM). Guidance for Industry: Bioanalytical Method Validation. 2001. (4.3.8)

2) EMA. European Medicines Agency. Guideline on bioanalytical method validation. 2011.
(4.3.9)

3) Molineux G, Pharmacotherapy 2003:23:3S-8S (4. 3.10)

4) Molineux G, Cancer Treat Rev 2002:28 Suppl A:13-16 (4.3.11)

5) Veronese FM et al., Drug Discov Today 2005:10:1451-1458 (4.3.12)
6) Webster R et al., Drug Metab Dispos 2007:35:9-16 (4.3.1)

7) Baumann A et al., Drug Discov Today 2014:19:1623-1631 (4.3.13)
8) Bjornsdottir I et al., Eur J Pharm Sci 2016:87:58-68 (4.3.14)

9) Longley CB et al., J Pharm Sci 2013:102:2362-2370 (4. 3.15)

10) Yamaoka T et al., J Pharm Sci 1994:83:601-606 (4.3.16)

11) Diehl KH et al., J Appl Toxicol 2001:21:15-23 (4.3.17)

12) Elliot VL et al., Mol Pharm 2012:9:1291-1301 (4. 3.18)

13) Bovenschen N et al., Blood 2003:101:3933-3939 (4.3.19)

14) Stidl R et al., Haemophilia 2016:22:54-64 (4.3.20)

15) Rasmussen CE et al., Toxicol Pathol 2016:44:726-737 (4.3.21)
16) Caliceti P et al., Adv Drug Deliv Rev 2003:55:1261-1277 (4. 3.22)
17) Huh Y et al., Xenobiotica 2011:41:972-987 (4. 3.23)

18) Ling J et al., J Clin Pharmacol 2009:49:1382-1402 (4.3.24)

19) You G et al., Drug Transporters: Molecular Characterization and Role in Drug
Disposition, John Wiley & Sons, Inc. 2007: 75-104 (4.3.25)

20) Sharom FJ, Multidrug Resistance Protein (P-Glycoprotein; MDR1)
<http://tfebio. com/pdf/p—glycoprotein—multidrug-resistance—protein. pdf> (Accessed
2017 Sep 08) (4. 3.26)

21) Ashiru—Oredope DA et al., Int J Pharm 2011:409:164-168 (4.3.27)
22) Rautio J et al., Drug Metab Dispos 2006:34:786-792 (4. 3.28)

23) Noguchi K et al., Cancer Sci 2009:100:1701-1707 (4. 3.29)

24) Ho RH et al., Gastroenterology 2006:130:1793-806 (4. 3.47)



2. 6.5 FEpEhAEGER R

Bayer Yakuhin, Ltd. Page 1 of 33
2.6.5.1 EYEEaR: —5
Test article: BAY 94-9027 (Damoctocog Alfa Pegol)
2.6.5.1-1: Overview on pharmacokinetic studies
Type of study Species / strain Route of Administered compound Reportno. Location
administration / / Analyte
method
Analytical methods
Analytical Methods BAY 94-9027 PH-38566 42211
Analytical Methods BAY 94-9027 PH-38430 42212
Analytical Methods BAY 94-9027_ADA R-9341P 42213
Analytical Methods BAY 94-9027_ADA A47603 42214
Analytical Methods BAY 94-9027_ADA A47898 42215
Analytical Methods BAY 94-9027_NAB R-9360° 42216
Analytical Methods BAY 94-9027_NAB A47606 42217
Analytical Methods BAY 94-9027_NAB A47899 42218
Analytical Methods BAY 14-2222 PH-39535 42219
Analytical Methods BAY 1025662_ADA A48103 42321
Analytical Methods BAY 1025662 _ADA PH-36207 42323
Pharmacokinetics
Rats / Sprague Dawley IV /ELISA BAY 94-9027 A4T788 42221
Rats / Sprague Dawley IV /ELISA BAY 94-9027 PH-39789 42222
Rabbits / New Zealand White IV /ELISA BAY 94-9027 A47769 42223
Toxicokinetics
Rats / Sprague Dawley IV /ELISA BAY 94-9027 A 48103 42321
Rats / Sprague Dawley IV /ELISA BAY 94-9027 PH-39043 42322
Rabbits / New Zealand White IV /ELISA BAY 94-9027 PH-36207 42323
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2.6.5.1 EPYFEHEHR: —-BEx @)
Test article: BAY 1025662 (PEG-60-Mal-Cys)
2.6.5.1-1: Overview on pharmacokinetic studies (continued)
Type of study Species / strain Route of Administered compound Reportno. Location
administration / / Analyte
method
Other PK studies Studies on BAY 1025662
Synthesis [“C]BAY 1025662 PH-37945 42271
Synthesis [“C]BAY 1025662 PH-39307 42272
Analytical Methods BAY 1025662 R-89512 42273
Analytical Methods BAY 1025662 R-93892 42274
Analytical Methods BAY 1025662 R-939072 42275
Analytical Methods BAY 1025662 R-95732 42276
Analytical Methods BAY 1025662 R-95702 42277
Analytical Methods BAY 1025662 A49540 42278
Pharmacokinetics Rats / Wistar IV /LC-MS/MS BAY 1025662 PH-38878 42279
Pharmacokinetics Rats / Wistar IV/LSC [“C]BAY 1025662 PH-37841 422710
Pharmacokinetics Rats / Wistar IV/LSC [prop-"“C]BAY 1025662 PH-39637 422711
Distribution Rats / Wistar IV/QWBA [“CIBAY 1025662 PH-37841 422710
Distribution Rats / Wistar IV/QWBA [prop-"“C]BAY 1025662 PH-39641 4.2.2.712
Excretion Rats / Wistar IV /LC-MS/MS BAY 1025662 PH-38878 42279
Excretion Rats / Wistar IV/LSC [“C]BAY 1025662 PH-37841 422710
Excretion Rats / Wistar IV/LSC [prop-“C]BAY 1025662 PH-39637 422711
Toxicokinetics Rats / Sprague Dawley IV /LC-MS/MS BAY 1025662 A50211 4237.7.3
Toxicokinetics Rabbits / New Zealand White IV /LC-MS/MS BAY 1025662 PH-38066 423774

All studies were p
a performed at
b performed at

erformed at the Department of DMPK, Bayer AG, Germany unless otherwise mentioned
, T | stvia
) 1 JSwitzerland
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2.6.5.2  SWAERVN)T—L 3 VEER

Test article: BAY 94-9027 (Damoctocog Alfa Pegol)

2.6.5.2-1: Pharmacokinetics: Analytical methods / Overview on Methods of Analysis

Analytical

Method report Method

(Location report no.) Method No. Analyte Matrix Species  Applied to Study no.
4.2.2.1.2 PH-38430 ELISA with anti-PEG capture step MB5042  BAY 94-9027 Plasma Rabbit 15124-2
4.2.2.1.1 PH-38566 ELISA with anti-FVIII capture step MB5046  BAY 94-9027 Plasma Rabbit 15124-2
4.2.2.1.2 PH-38430 ELISA with anti-PEG capture step MB5042  BAY 94-9027 Plasma Rat | 5126-4
4.2.2.1.1 PH-38566 ELISA with anti-FVIII capture step MB5046  BAY 94-9027 Plasma Rat 1 5126-4
4.2.2.1.1 PH-38566 ELISA with anti-FVIII capture step MB5046  BAY 94-9027 Plasma Rat T100466-7
4.2.2.1.3 R-9341 ELISA anti drug antibodies n.a? BAY 94-9027_ADA Serum Rat T100466-7
4.2.2.1.6 R-9360 ELISA neutralizing antibodies n.a.? BAY 94-9027 NAB Serum Rat T100466-7
4.2.2.1.1 PH-38566 ELISA with anti-FVIII capture step MB5046  BAY 94-9027 Plasma Rabbit T2079871
4.2.2.1.5A47898 ELISA anti drug antibodies n.a? BAY 94-9027_ADA Serum Rabbit T2079871
4.2.2.1.8 A47899 ELISA neutralizing antibodies n.a.? BAY 94-9027 NAB Serum Rabbit T2079871
4.2.3.2.3 PH-36207 ELISA Anti-PEG antibody assay MB5056  BAY 1025662_ADA Serum Rabbit T2079871
4.2.2.1.1 PH-38566 ELISA with anti-FVIII capture step MB5046  BAY 94-9027 Plasma Rat TOXT7081026
4.2.2.1.4 A47603 ELISA anti drug antibodies n.a? BAY 94-9027_ADA Serum Rat TOXT7081026
4.2.2.1.7 A47606 ELISA neutralizing antibodies n.a.? BAY 94-9027 NAB Serum Rat TOXT7081026
4.2.3.2.1 A48103 ELISA Anti-PEG antibody assay MB5044  BAY 1025662 _ADA Serum Rat TOXT7081026
4.2.2.1.9 PH-39535 ELISA with anti-FVIII capture step MB5045  BAY 14-2222 Plasma  Rabbit T2079871
4.2.2.1.5A47898 ELISA anti drug antibodies na2 BAY 14-2222_ADA Serum Rabbit T2079871
4.2.2.1.8 A47899 ELISA neutralizing antibodies n.a.? BAY 14-2222 NAB Serum Rabbit T2079871
4.2.2.1.9 PH-39535 ELISA with anti-FVIII capture step MB5045  BAY 14-2222 Plasma Rat TOXT7081026
4.2.2.1.4 A47603 ELISA anti drug antibodies n.a.? BAY 14-2222 ADA Serum Rat TOXT7081026
4.2.2.1.7 A47606 ELISA neutralizing antibodies n.a? BAY 14-2222 NAB Serum Rat TOXT7081026

a =n.a.—notapplicable
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Bayer Yakuhin, Ltd. Page
2.6.5.2 HSWAERUNIT—3 UiREE (BE)
Test article: BAY 94-9027 (Damoctocog Alfa Pegol), BAY 14-2222
2.6.5.2-2: Pharmacokinetics: Analytical methods, and validation
Analytical Species Analyte Working range Precision (P) Accuracy (A)
Method report [IU/L] [%] [%]
(Location report no.)
4.2.2.1.2 PH-38430 Rabbit BAY 94-9027 68.4 - 2050 6.27-204 88.0-104
4.2.2.1.2 PH-38430 Rat BAY 94-9027 25.0 - 2500 7.48-19.7 101-106
4.2.2.1.1 PH-38566 Rat BAY 94-9027 200 - 2000 6.14 - 8.98 101-113
4.2.2.1.1 PH-38566 Rabbit BAY 94-9027 200 - 2000 5.03 - 15.1 94.7-110
4.2.2.1.1 PH-38566 Dog BAY 94-9027 300 - 3000 6.33-174 93.2-98.7
4.2.2.1.9 PH-39535 Rat BAY 14-2222 68.4 - 2050 5.11-16.1 97.7-113
4.2.2.1.9 PH-39535 Rabbit BAY 14-2222 68.4 - 2050 5.85-13.1 86.9-108
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2.6.5.2 HSWAERUNIT—3 UiREE (BE)
Test article: BAY 94-9027 (Damoctocog Alfa Pegol), BAY 14-2222

2.6.5.2-3: Pharmacokinetics: Analytical methods, and validation

Analytical Species Analyte Sensitivity Precision (P)
Method report [ug/mL] [%]
(Location report no.)

4.2.2.1.3 R-9341 Rat BAY 94-9027_ADA n.d.2 79-124
4.2.2.1.6 R-9360 Rat BAY 94-9027_NAB 4.12-4.43 5.8-16.0
4.2.2.1.5 A47898 Rabbit BAY 94-9027_ADA n.d.2 224-349
4.2.2.1.8 A47899 Rabbit BAY 94-9027_NAB n.d. n.d.
4.2.3.2.3 PH-36207 Rabbit BAY 1025662_ADA n.d. 9.1-115
4.2.2.1.4 A47603 Rat BAY 94-9027_ADA n.d. 20.6-24.3
4.2.2.1.7 A47606 Rat BAY 94-9027_NAB n.d. n.d.
4.2.3.2.1 A48103 Rat BAY 1025662_ADA 125 10.0-16.9
4.2.2.1.5 A47898 Rabbit BAY 14-2222 ADA n.d.2 9.3-113
4.2.2.1.8 A47899 Rabbit BAY 14-2222 NAB n.d.2 n.d.2
4.2.2.1.4 A47603 Rat BAY 14-2222 ADA nd.2 26.7-34.2
4.2.2.1.7 A47606 Rat BAY 14-2222 NAB n.d.2 n.d.2

a =n.d. = not determined
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2.6.5.2  HOWAHAEIRUN)T—I 3 VRER (B
Test article: BAY 94-9027 (Damoctocog Alfa Pegol)
2.6.5.2-4: Pharmacokinetics: Lot-numbers used
Type of study/ Location report no. Species, Gender , Strain Test item Lot no. GLP
study duration
PK single dose 42221 A47788 Rat, male, Sprague Dawley BAY 94-9027 9490277070209 No
PK single dose 4.2.2.2.2 PH-39789 Rat, male & female, Sprague Dawley BAY 94-9027 040001374056 No
PK single dose 4.2.2.2.3 A47769 Rabbit, male, New Zealand White BAY 94-9027 9490277070209 No
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Bayer Yakuhin, Ltd.

2.6.5.3

Test article:

2.6.5.3-1: Pharmacokinetics: Absorption / basic PK after a single dose, rodent

RYENRES

B =

A8 . HEREZROBIR

BAY 94-9027 (Damoctocog Alfa Pegol)

Location:
Report no.:

Page 7 of

42221
A47788

Species / strain: Rat / Sprague Dawley

Admin. compound: BAY 94-9027

Analyte: BAY 94-9027

Formulation: BDD-rFVIII-PEG with excipient in WFI

Route: Intravenous bolus

Dose: [lU/kg] 60 250

Duration: [h] 32 32

Gender / No. of animals: Male / 20 (4 - 8 per time point) Male / 25 (4 — 13 per time point) Male / 30 (4-13 per time point)
Assay: FVIIl PEG FVIIl PEG FVIIl PEG
Parameter Unit Pharmacokinetic parameters were calculated from the geometric means of the concentrations

AUC [lU-h/L] 13200° 10900 58200 49100 174000 138000
AUCrom [kg-hiL] 220° 182 233 196 218 173
AUC(0-12) [IlU-h/L] 8590 7960 35700 30900 114000 90900
AUC(0-12)nom [kg-hiL] 143 133 143 124 143 114
AUC((tiast-0) [%] 347 3.65 7.33 6.32 6.31 6.24
tast [h] 12 32 32 32 32 32
Crmax [(lU/L] 1930 1770 6190 4770 17100 15000
Crmaxnom [kg/L] 322 295 248 19.1 214 18.8
tmax [h] 0.0878 0.0878 0.0833 0.159 1.00 1.00
tir [h] 8.03° 6.66 8.55 8.06 8.15 8.14
Rstar® [h] 1 4 1.06 1.06 4 4
Rend? [h] 12 32 32 32 32 32
MRT [h] 11.4° 9.40 124 11.8 114 11.2
Vss [L/kg] 0.0519° 0.0518 0.0531 0.0599 0.0524 0.0651
Vz [L/kg] 0.0528° 0.0529 0.0530 0.0592 0.0539 0.0682
CL [L/h/kg] 0.00456° 0.00551 0.00430 0.00509 0.00459 0.00581

a = used for regression to determine t12

= only estimate as extrapolated part of AUC distinctly >20%
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2.6.5.3 EMBERR: HERSHORE EH)
Test article: BAY 94-9027 (Damoctocog Alfa Pegol)
2.6.5.3-2: Pharmacokinetics: Absorption / basic PK after a single dose, rodent
Location: 42222
Report no.: PH-39789
Species / strain: Rat / Sprague Dawley
Admin. compound: BAY 94-9027
Analyte: BAY 94-9027
Formulation: BDD-rFVII-PEG with excipient in WFI
Route: Intravenous bolus
Breeder Envigo (vorm. Harlan NL) Charles River
Animals per time point 3 3 3 3
Gender male female male female
Dose [lU/kg] 750
Duration [h] 48 48 48 48
AUC IU-h/L 267000 354000 328000 263000
AUCrom kg-h/L 356 472 437 351
AUC(0-tiast) IU-h/L 262000 349000 321000 227000
AUC(0-tiast)norm kg-h/L 349 466 427 303
tiast h 48.0 48.0 48.0 240
AUC(0-24h) IU-h/L 229000 314000 277000 227000
AUC(0-24h)nom kg-h/L 305 419 370 303
Y%AUC (tiast-inf) % 20 1.2 21 13.7
Crmax UL 29000 35400 23000 25500
Crmaxnom kg/L 38.7 47.2 30.6 34.0
tmax h 0.250 0.250 1.00 0.250
ty, h 8.45 7.62 8.63 8.36
RPoints? 4 4 4 4
RRange? h 4.00-48.0 4.0048.0 4.0048.0 1.00-24.0
MRT h 124 11.3 12.9 11.9
CL L/h/kg 0.00281 0.00212 0.00229 0.00285
Vss L/kg 0.0347 0.0240 0.0296 0.0340
C(tint)/Cmax % 15 1.1 2.3 n.c.

n.c. = not calculated
a = used for regression to determine ti
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2.6.5.3 EMBERR: HERSHORE EH)
Test article: BAY 94-9027 (Damoctocog Alfa Pegol)
2.6.5.3-3: Pharmacokinetics: Absorption / basic PK after a single dose, non-rodent
Location: 42223
Report no.: A47769
Species / strain: Rabbit / New Zealand White
Admin. compound: BAY 94-9027
Analyte: BAY 94-9027
Formulation: BDD-rFVIII-PEG with excipient in WFI
Route: Intravenous bolus
Assay: FVvil
Dose: [IlU/kg] 25 100 400
Duration: [h] 56 56 56
Gender / No. of animals: Male /8 Male /8 Male / 8
Parameter Unit geom. Mean geom. SD geom. Mean geom. SD geom. Mean geom. SD
AUC [lU-hL] [7950] 1.45 29300° 1.19 122000 1.14
AUCrom [kg-h/L] [317] 1.45 2930 1.19 304 1.14
AUC(0-8) [IlU-hL] 2830 1.14 10400 1.12 47900 1.14
AUC(0-8)nom [kg-h/L] 113 1.14 104 1.12 120 1.14
%AUC (tiast-0) [%] 55.5 1.31 194 1.31 3.40 1.35
tiast [h] 8 (8-24) 28 (24-48)¢ 56 (48-56)¢
Crmax [luiL] 494 1.11 2000 8220
Crmaxnom [kg/L] 19.8 1.1 20.0 20.5
tmax [h] 0.0731 (0.067-0.5)¢ 0.067 (0.067-1) 1(0.167-2)°
ti? [h] 12.6 1.48 12.6° 1.21 11.2 1.12
Rstart® [h] 1(1-2) 8 (4-8) 8 (8-24)
Rend® [h] 8 (8-24)¢ 28 (24-48)¢ 56 (48-56)¢
MRT [h] [17.1] 147 18.0° 1.16 16.4 1.11
Vss [L/ka] [0.0570] 1.13 0.0618° 1.08 0.0535 1.16
CL [L/h/kg] [0.00315] 1.44 0.00341° 1.19 0.00329 1.14

a = half-life used for calculation of AUC

d = median (minimum-maximum)
[ 1= values not acceptable (extrapolated part of AUC in all animals distinctly >20%)

e = used for regression to determine ti

b = estimate as extrapolated part of the AUC is >20% (in n = 3 of n = 8 individuals)
¢ = estimate as interval used for t12 calculation was < 2 x t12 (in n = 3 of n = 8 individuals)
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2.6.5.3 EYEERER: HREESZRORIER (FFRE)
Test article: BAY 94-9027 (Damoctocog Alfa Pegol)
2.6.5.34: Pharmacokinetics: Absorption / basic PK after a single dose, non-rodent
Location: 42223
Report no.: A47769
Species / strain: Rabbit / New Zealand White
Admin. compound: BAY 94-9027
Analyte: BAY 94-9027
Formulation: BDD-rFVIII-PEG with excipient in WFI
Route: Intravenous bolus
Assay: PEG
Dose: [IlU/kg] 25 100 400
Duration: [h] 56 56 56
Gender / No. of animals: Male /8 Male /8 Male / 8
Parameter Unit geom. Mean geom. SD geom. Mean geom. SD geom. Mean geom. SD
AUC [IlU-h/L] [4510] 1.26 20400 1.12 93300 1.14
AUCnom [kg-h/L] [180] 1.26 204 1.12 233 1.14
AUC(0-8) [IlU-hL] 2410 1.14 9710 1.11 42800 1.14
AUC(0-8)nom [kg-h/L] 96.4 1.14 97.1 1.11 107 1.14
%AUC (tast-o0) [%] 296 1.24 7.65 1.22 1.93 142
tiast [h] 12 (12-24)° 32(32-48)° 56 (56-56)P
Crnax [luiL] 479 2080 1.13 8500 1.09
Crmax.nom [kg/L] 19.2 . 20.8 1.13 213 1.09
tmax [h] 0.067 (0.067-0.167)° 0.067 (0.067-0.0908)° 0.167 (0.167-1)°
t12? [h] 7.43 1.24 9.42 1.16 10.1 1.08
Restart® [h] 2 (2-4) 4 (4-8yp 4 (4-12)
Rend® [h] 12 (12-24)° 32 (32-48)° 56 (48-56)P
MRT [h] [10.9] 1.23 12.9 1.09 13.8 1.11
Vss [L/kg] [0.0584] 1.11 0.0638 1.09 0.0594 1.14
CL [L/h/kg] [0.00555] 1.26 0.00490 1.12 0.00429 14

¢ = used for regression to determine t1,2
a = half-life used for calculation of AUC
b = median (minimum-maximum)

[ 1= values not acceptable (extrapolated part of AUC in all animals distinctly >20%)
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2.6.5.5  EYBEAEK: 2

BAY 94-9027 (2B LT, #4423 BRII5E0E L7227,

2.6.5.6  EVFERE: ABES
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2.6.5.7  EVBREHE . IHRFIL(RABMICE T HHER (IRBBTHE. Lt

T DRI L7220 T,

2.6.5.8 EYFEFRER: ZToOHmOIMHER

%9 D RABRIT SN L7220 T,

Page

12 of

33



2. 6.5 HiypEhrealiE 2k

Bayer Yakuhin, Ltd.

2.6.5.9  EYEREAER: In Vivo [ZHITHHKH

2T DRI L7220 T,

2.6.5.10 ZEMEHNRESER ©  In Vitro ft3

T DRI L7220 T,

2.6.5.11  RYBHEEER . HERHRR

T DRI L7220 T,

2.6.5.12 EYEEHR: EVRBEBEROFE BE

T DRI L7220 T,
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Page 15 of
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Test article:

[“CIBAY 1025662 ([“C]JPEG-60-Mal-Cys)

2.6.5.16-1: Pharmacokinetics: Isotope Labeling Synthesis of BAY 1025662

Chemical structure / labeling position, see reaction scheme:

Location: 42271
Report no.: PH-37945
0
>\ c
O O NI
H,CO-(CH,CH,0)n-CH,0, >_/7 C
NH, + N—C 3
H,CO-(CH,CH,0)n-CH,0
° o}
SUNBRIGHT GL2-600PA

TIBIOS-NB45-142

‘/\N/ toluene, acetonitrile
\) rt,4h
(0}

32%

H,CO-(CH,CH,0)n-CH,0

N o
H SXD 2700-1
H,CO-(CH,CH,0)n-CH,0

(0]

H,

pysiolog. saline
(\H/OH rt, 15 min.

SH o

iz

H,CO-(CH,CH,0)n-CH,0

N o
H,CO-(CH,CH,0)n-CH,0 /—/7




2. 6.5 FHYEhAES
Bayer Yakuhin, Ltd.

RERBRBE R

2.6.5.16

w

RMEREER

T (BE)

Test article:

[prop-"“C]BAY 1025662 ([prop-'“CJPEG-60-Mal-Cys)
2.6.5.16-2: Pharmacokinetics: Isotope Labeling Synthesis of BAY 1025662

Chemical structure / labeling position, see reaction scheme:

Page 16 of

Location: 42272
Report no.: PH-39307
o)
o) 1422_
H,CO-(CH,CH,0),-CH,Q, >\—“’c/
NH, + H,
N—O o}
H;CO~(CH,CH,0),,-CH,0 /—/7
o}
o}
SUNBRIGHT GL2-600PA CFQ42751
‘/\N/ toluene, acetonitrile
\) rt,20h
° o
o "Cn
H,CO-(CH,CH,0),, -CH,Q >'Mﬁ
N 2
H SXD 3375
H,CO-(CH,CH,0),, -CH,0

NH,

K\H/OH pysiolog. saline

rt,4h
SH o

wnzZ

o)
s OH
H2
o, "c—N o)
14 /
H,CO~(CH,CH,0),, -CH,0 ﬁ
N oo
H,CO-(CH,CH,0),, -CH,0 /—/7

o [prop-'“C]BAY 1025662

SXD 3390

H,
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Bayer Yakuhin, Ltd.

2.6.5.16

Test article:

RMEREER

T (BE)

BAY 1025662 (PEG-60-Mal-Cys)

2.6.5.16-3: Pharmacokinetics: Analytical methods / Overview on Methods of Analysis

Page 17 of

Analytical

Method report Method

(Location report no.) Method No. Analyte Matrix Species  Applied to Study no.
4.2.2.7.4 R-9389 LC-MS/MS n.a.2 BAY 1025662 Plasma Rat 15751-8
4.2.2.7.5R-9390 LC-MS/MS n.asl BAY 1025662 Urine Rat 15751-8
42276 R-9573 LC-MS/MS n.a.2 BAY 1025662 Plasma Rat 15751-8
4.2.2.7.7 R-9570 LC-MS/MS n.asl BAY 1025662 Urine Rat 15751-8
4.2.2.7.4 R-9389 LC-MS/MS n.a.2 BAY 1025662 Plasma Rat T100467-8
42276 R-9573 LC-MS/MS n.asl BAY 1025662 Plasma Rat T100467-8
4.2.2.7.3 R-8951 LC-MS/MS n.a.2 BAY 1025662 Plasma  Rabbit T100526-4
4.2.2.7.3 R-8951 LC-MS/MS n.al BAY 1025662 Plasma Rabbit T100942-6
4.2.2.7.4 R-9389 LC-MS/MS n.a.2 BAY 1025662 Plasma Rat TOXT2081111
4.2.2.7.4 R-9389 LC-MS/MS n.asl BAY 1025662 Plasma Rat TOXT4081032
42276 R-9573 LC-MS/MS n.a.2 BAY 1025662 Plasma Rat TOXT4081032

a =n.a.—notapplicable
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Bayer Yakuhin, Ltd. Page
2.6.5.16 EYEEHAR: oM (#KE)
Test article: BAY 1025662 (PEG-60-Mal-Cys)
2.6.5-16-4: Pharmacokinetics: Analytical methods, and validation
Analytical Species Analyte Working range Precision (P) Accuracy (A)
Method report [Mg/mL] [%] [%]
(Location report no.)
4.2.2.7.3 R-8951 Rabbit BAY 1025662 1.00 - 200 2.96-5.34 95.6 - 108.9
4.2.2.7.4R-9389 Rat BAY 1025662 0.100 - 10.0 7.85-18.23 91.1-115.7
4.22.7.7R-9570 Rat BAY 1025662 0.100 - 10.0 3.99-9.26 97.5-106.7
4.2.2.7.5R-9390 Rat BAY 1025662 0.0800 - 16.0 2.06-11.37 93.8-109.5
4.2.2.7.6 R-9573 Rat BAY 1025662 1.00 - 200 1.51-2.77 97.8-104.5

33



2. 6.5 FEpEhAEGER R

Bayer Yakuhin, Ltd.

2.6.5.16  EWEEAK: ot (KEE)

Test article:

2.6.5.16-5: Pharmacokinetics: Lot-numbers used

Page

19 of

BAY 1025662 (PEG-60-Mal-Cys), [“CIBAY 1025662 ([*“C]JPEG-60-Mal-Cys), [prop-"“CJBAY 1025662 ([prop-"‘C]PEG-60-Mal-

Cys)

Type of study/ Location report no. Species, Gender , Strain Test item Lot no. GLP

study duration

PK single dose, 4.2.2.7.9 PH-38878 Rat, male, Wistar BAY 1025662 PCGSNov2014 No

Excretion

Distribution, Excretion ~ 4.2.2.7.10 PH-37841 Rat, male, Wistar [“C]BAY 1025662 SXD 2701-1-01 No
0.059 MBg/mg

Excretion 4.2.2.7.11 PH-39637 Rat, male, Wistar [prop-'“C]BAY 1025662 SXD 3390-1-01 No
0.069 MBg/mg

Distribution 4.2.2.7.12 PH-39641 Rat, male, Wistar [prop-“C]BAY 1025662 SXD 3390-1-01 No

0.069 MBag/mg
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2.6.5.16  EYEREHER: ot (=)
Test article: [“C]BAY 1025662 (['“C]PEG-60-Mal-Cys)
2.6.5.16-6: Pharmacokinetics: Absorption / basic PK after a single dose, rodent
Location: 422710
Report no.: PH-37841
Species / strain: Rat / Wistar
Admin. compound: [“C]BAY 1025662
Analyte: Total radioactivity
Formulation: 100% Sterile physiological saline
Route: Intravenous bolus
Dose: [mg/kg] 112
Duration: 168 d (4032 h)
Gender / No. of animals: Male / 21 (3 per time point)
Assay: LSC
Matrix Blood Plasma Liver Kidneys Skin Carcass
AUC [mg-eq-h/L] 3060 4560 8730 21400 3930 2020
AUCrom [kg-h/L] 278 415 794 1940 357 183
AUC(0-tiast) [mg-eqg-h/L] 2960 4520 8400 16500 3830 1890
AUC(0-tiast)norm [kg-h/L] 269 411 763 1500 348 172
tiast [h] 3020 4030 4030 4030 4030 4030
%AUC(0-1) [%] 144 16.2 7.23 5.79 7.34 6.32
Y%AUC(tiast-inf) [%] 3.20 0.880 3.81 22.7 247 6.22
CeQmax [mg-eq/L] 5.25 8.79 7.51 14.7 3.43 1.52
CGQmax,norm [kg/L] 0.478 0.799 0.683 1.34 0.312 0.138
tmax [h] 168 168 168 168 168 168
tv [h] 634 557 840 2210 738 986
tv [d] 26.4 32.2 35.0 92.1 30.1 411
RPoints® 4.00 3.00 6.00 3.00 6.00 6.00
RRange® 672-3020 2020-4030 336-4030 2020-4030 336-4030 336-4030
MRT [h] 855 849 1230 2670 1170 1480

a =dose related to [*C|BAY 1025662

b = used for regression to determine t12
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2.6.5.16 EYEEHAR: oM (#KE)
Test article: BAY 1025662 (PEG-60-Mal-Cys)
2.6.5.16-7: Pharmacokinetics: Absorption / basic PK after a single dose, rodent
Location: 42279
Report no.: PH-38878
Species / strain: Rat / Wistar
Admin. compound: BAY 1025662
Analyte: BAY 1025662
Formulation: 100% Physiological saline
Route: Intravenous bolus
Dose: [mg/kg] 112
Duration: 14 d (336 h)
Gender / No. of animals: Male / 12 (3 — 4 per time point)
Assay: LC-MS/MS
Matrix Plasma
AUC [mg-h/L] 25600
AUCnom [kg-h/L] 2320
AUC(0-tiast) [mg-h/L] 22100
AUC(0-tiast)norm [kg-h/L] 2010
tiast [h] 336
%AUC(0-t1) [%] 0.1
%AUC (tiast-inf) [%] 134
Crmax [mg/L] 402
Crmaxnom [kg/ L] 36.6
tmax [h] 0.0833
ty [h] 119
ty [d] 4.9
RPointsP 5
RRange® 144-336
MRT [h] 159

a =dose related to BAY 1025662

b = used for regression to determine t12

33



2. 6.5 FEpEhAEGER R

Bayer Yakuhin, Ltd. Page 22 of
2.6.5.16 EYEEHAR: oM (#KE)
Test article: [prop-“C]BAY 1025662 ([prop-'*C]PEG-60-Mal-Cys)
2.6.5-16-8: Pharmacokinetics: Absorption / basic PK after a single dose, rodent
Location: 422711
Report no.: PH-39637
Species / strain: Rat / Wistar
Admin. compound: [prop-'“C]BAY 1025662
Analyte: Total radioactivity
Formulation: 100% Sterile physiological saline
Route: Intravenous bolus
Dose: [mg/kg] 112
Duration: 168 d (4032 h)
Gender / No. of animals: Male / 21 (3 per time point)
Assay: LSC
Matrix Blood Plasma Liver Kidneys Testes Skin Carcass
AUC mg-eq-h/L 6860 11700 22800 36500 18500 5940 6110
AUC(0-tiast) mg-eq-h/L 6810 11600 22100 29700 16300 5740 5790
tast h 4032 4032 4032 4032 4032 4032 4032
%AUC(0-t1) % 18.7 18.9 8.1 3.8 3.7 9.3 6.7
Y%AUC(tiast-inf) % 0.6 0.8 3.2 18.7 12.0 34 5.3
Ceqmax mg-eq/L 15.2 26.3 21.9 16.6 8.18 6.61 4.90
tmax h 168 168 168 168 168 168 168
ty h 566 569 798 1640 1300 749 934
ty d 23.6 23.7 33.3 68.3 54.2 31.2 38.9
RPointsP 6 3 6 6 6 4 6
RRange® 336-4032 2016-4032 336-4032 336-4032 336-4032 1344-4032 336-4032
MRT h 774 780 1160 2440 2020 1340 1430

a =dose related to [pro-'“C]BAY 1025662
b = used for regression to determine t12
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2.6.5.16  EYHEHE: O (&)
Test article: ["“C]BAY 1025662 (['“C]PEG-60-Mal-Cys)
2.6.5.16-9: Pharmacokinetics: Organ and tissue distribution, quantitative, single dose
Location: 422710
Report no.: PH-37841
Species / strain: Rat / Wistar Route: Intravenous bolus Assay: QWBA
Admin. compound: [“CIBAY 1025662 Gender / no.: Male /3 Sampling time: 168 d (4032 h)
Analyte: Radioactivity Feeding conditions: Fasted
Dose [mg/kg]: 112 Formulation: 100% Sterile physiological saline
Animal No. Mean S.D.

100 101 102 geo. geo.
Organ / tissue Equivalent concentration [mg-eq/L]
Adipose tissue, brown 0.769 1.54 0.669 0.925 1.56
Adipose tissue, white <0.133 <0.131 <0.127 n.cP n.c.?
Adrenal, cortex (average) 477 4.44 3.74 4.29 1.13
Adrenal, medulla 2.83 ~8.91 ~2.56 4.01 2.00
Adrenal, zona fasciculata 1.34 1.35 1.74 1.46 1.16
Adrenal, zona glomerulosa 5.03 5.99 5.20 5.39 1.10
Adrenal, zona reticularis 8.09 5.67 3.84 5.61 145
Adrenal glands (average) 442 453 3.55 414 1.14
Aorta wall 0.243 0.386 0.337 0.316 1.27
Blood (heart) <0.133 <0.131 <0.127 n.cP n.c.?
Bone (compact) <0.133 <0.131 <0.126 n.cb n.cP
Bone marrow <0.133 0.258 0.171 0.143 2.01
Brain <0.133 <0.182 <0.159 n.ct n.cp
Cardiac muscle 0.177 0.293 <0.127 0.149 2.18
Choroid plexus 5.22 5.87 6.18 5.74 1.09
Epididymides 1.86 1.66 2.05 1.85 1.11
Eye wall 0.244 1.17 0.157 0.355 2.87
Harderian gland 1.85 3.19 2.00 2.28 1.34
Hypophysis 5.40 3.71 6.20 4.99 1.30
Kidney, cortex 1.14 1.54 147 1.37 1.18
Kidney, inner medulla 0.944 1.41 0.638 0.948 1.49
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Bayer Yakuhin, Ltd. Page 24 of
2.6.5.16 EYEEHAR: oM (#KE)
Test article: ["“C]BAY 1025662 (['“C]PEG-60-Mal-Cys)
2.6.5.16-9: Pharmacokinetics: Organ and tissue distribution, quantitative, single dose (continued)
Location: 422710
Report no.: PH-37841
Species / strain: Rat / Wistar Route: Intravenous bolus Assay: QWBA
Admin. compound: [“C]BAY 1025662 Gender/no.: Male /3 Sampling time: 168 d (4032 h)
Analyte: Radioactivity Feeding conditions: Fasted
Dose [mg/kg]: 112 Formulation: 100% Sterile physiological saline
Animal No. Mean S.D.

100 101 102 geo. geo.
Organ / tissue Equivalent concentration [mg-eq/L]
Kidney, outer medulla 0.983 1.02 1.01 1.00 1.02
Kidney, papilla 0.911 1.12 0.446 0.768 1.62
Kidneys (average) 1.05 144 1.00 1.15 1.22
Liver 0.210 0.409 0.305 0.297 1.40
Lung <0.134 0.210 <0.127 n.ct n.cp
Lymph nodes, cervical 0.880 ~0.348 0.508 0.538 1.59
Lymph nodes, ventral 0.721 0.179 ~0.155 0.272 234
Pancreas 1.65 312 1.31 1.89 1.56
Pineal body ~4.19 ~4.74 ~5.19 4.69 1.11
Prostate 0.479 0.437 0.207 0.351 1.58
Seminal vesicles <0.158 0.166 <0.159 n.ct n.cp
Skeletal muscle, dorsal <0.133 <0.131 <0.126 n.c? n.cp
Skin, dorsal <0.133 <0.131 <0.126 n.c? n.cp
Spleen 1.95 2.98 1.64 212 1.36
Submandibulary gland 1.59 5.24 1.13 211 224
Testes 0.433 1.70 0.639 0.779 2.02
Thymus 0.614 1.39 0.238 0.587 242
Thyroid 0.633 2.87 0.748 1.11 2.29

~ = Analysed area was below area limit (1 mm?) which can reduce the accuracy

< =Value below LLQ
a = dose related to [“C]BAY 1025662
b = n.c. = not calculated
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2.6.5.16  EWEEAK: ot (KEE)

Test article: [prop-"“CIBAY 1025662 ([prop-'*C]PEG-60-Mal-Cys)
2.6.5.16-10: Pharmacokinetics: Organ and tissue distribution, quantitative, single dose

Location: 422712

Report no.: PH-39641
Species / strain: Rat / Wistar Route: Intravenous bolus Assay: QWBA
Admin. compound: [prop-"“CIBAY 1025662 Gender/ no.: Male / 6
Analyte: Radioactivity Feeding conditions: Fasted
Dose: 112 Formulation: 100% Sterile physiological saline

Equivalent concentration [mg-eq/L]

Organs / tissues 2h 24 h 168 h 672 h 2016 h 4032 h
Adipose tissue, brown 9.26 101 9.1 6.99 2.95 144
Adipose tissue, white 3.18 5.00 7.52 1.22 0.768 0.220
Adrenal cortex 53.1 258 14.5 6.65 3.7 2.58
Adrenal medulla ~50.5 ~31.6 ~23.3 ~21.3 ~13.8 ~5.16
Adrenals (average) 50.5 257 15.5 8.95 8.1 290
Aorta wall ~26.8 ~40.1 ~2.83 ~4.25 ~1.41 0.379
Blood (heart) 135 80.6 16.8 294 0.827 <0.119
Bone 210 1.34 1.02 1.15 0.285 0.129
Bone marrow 114 28.3 18.8 6.95 3.94 0.399
Brain 1.87 1.33 0.435 <0.133 <0.125 <0.134
Cardiac muscle 24.7 26.3 10.2 5.00 1.92 0.277
Choroid Plexus ~8.83 ~16.1 ~15.2 27.2 20.3 11.9
Epididymides 7.79 9.40 418 1.82 0.799 0.652
Eye wall 8.09 6.94 10.8 ~8.83 ~2.70 ~0.314
Harderian gland 4.25 7.67 8.77 6.00 8.34 6.95

Hypophysis 22.2 22.6 17.8 15.2 5.86 2.89
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2.6.5.16  EWEEAK: ot (KEE)

Test article: [prop-"“CIBAY 1025662 ([prop-'*C]PEG-60-Mal-Cys)
2.6.5.16-10: Pharmacokinetics: Organ and tissue distribution, quantitative, single dose (continued)

Location: 422712

Report no.: PH-39641
Species / strain: Rat / Wistar Route: Intravenous bolus Assay: QWBA
Admin. compound: [prop-"“C]BAY 1025662 Gender/ no.: Male /6
Analyte: Radioactivity Feeding conditions: Fasted
Dose: 112 Formulation: 100% Sterile physiological saline

Equivalent concentration [mg-eq/L]

Organs / tissues 2h 24h 168 h 672 h 2016 h 4032 h
Kidney cortex 39.9 34.3 18.2 11.8 5.00 251
Kidney, inner medulla 57.8 50.0 12.3 9.59 3.23 1.44
Kidney, outer medulla 376 33.8 12.6 9.30 4.03 1.90
Kidney, papilla 73.9 454 13.8 9.18 2.86 1.01
Kidneys (average) 48.0 395 14.4 10.1 428 1.84
Liver 75.5 481 222 9.78 3.27 0.483
Lungs 90.6 61.6 15.6 4.58 1.60 0.30
Pancreas 9.31 15.9 18.7 14.5 9.82 1.36
Pineal body ~29.4 19.9 20.0 18.3 13.1 ~5.54
Prostate 5.37 8.89 8.11 3.20 1.29 0.299
Seminal vesicles 2,62 3.67 0.855 0.175 0.203 <0.134
Skeletal muscles (dorsal) 1.55 1.40 1.32 0.402 0.148 <0.119
Skin (dorsal) 1.81 4.80 4.33 262 0.924 0.130
Spleen 13.0 26.0 57.0 36.7 214 4.66
Submandibular gland 15.9 229 24.2 231 151 1.85
Testes 6.66 9.57 8.18 747 6.53 2,08
Thymus 299 6.10 8.85 6.94 6.32 1.68
Thyroid 26.3 ~24.4 245 18.5 8.62 1.65

~ = Analysed area was below area limit (1 mm?) which can reduce the accuracy, < =Value below LLQ
a = dose related to [*C]BAY 1025662
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2.6.5.16  EWEEAK: ot (KEE)

Test article: [prop-“C]BAY 1025662 ([prop-'“*C]PEG-60-Mal-Cys)
2.6.5.16-11: Pharmacokinetics: Organ and tissue distribution, quantitative, single dose
Location: 422712
Report no.: PH-39641
Species / strain: Rat / Wistar Route: Intravenous bolus Assay: QWBA
Admin. compound: [prop-"“C]BAY 1025662 Gender/no.: Male /6
Analyte: Radioactivity Feeding conditions: Fasted
Dose: 112 Formulation: 100% Sterile physiological saline
AUC AUC(0-tlast) tiast Cegmax Cegmax tmax ti2 regression
ratio [h] range
Organs / tissues [mg-eq-h/L] [mg-eq-h/L] [h] [mg-eq/L] organ/blood [h] [h]
Adipose tissue, brown 18900 16200 4032 10.1 0.0748 24 1440 168-4032
Adipose tissue, white 5390 4940 4032 7.52 0.0557 168 1340 672-4030
Adrenal Cortex 27300 21800 4032 53.1 0.393 2 1740 168-4032
Adrenal medulla 70900 57000 4032 50.5 0.374 2 1750 168-4032
Adrenals 39300 31400 4032 50.5 0.374 2 1780 168-4032
Aorta wall 10100 9610 4032 40.1 0.297 24 971 672-4032
Blood heart 15000 14500 2016 135 1.00 2 466 168-2016
Bone 2190 1990 4032 210 0.0156 2 1170 168-4032
Bone marrow 20500 20100 4032 28.3 0.210 24 745 168-4032
Brain 203 152 168 1.87 0.0139 2 82.2 2.00-168
Cardiac muscle 13100 12700 4032 26.3 0.195 24 768 168-4032
Choroid Plexus 126000 76700 4032 27.2 0.201 672 2810 672-4032
Epididymides 7700 5680 4032 9.40 0.0696 24 2400 672-4032
Eyewall 15900 15600 4032 10.8 0.0800 168 741 168-4032
Harderian gland 106000° 30000 4032 8.77 0.0650 168 7630° 2016-4032
Hypophysis 38800 33400 4032 226 0.167 24 1420 168-4032
Kidney cortex 34400 29900 4032 39.9 0.296 2 1380 168-4032
Kidney, inner medulla 25200 22900 4032 57.8 0.428 2 1220 168-4032
Kidney, outer medulla 27200 23600 4032 376 0.279 2 1410 168-4032
Kidney, papilla 23100 21800 4032 73.9 0.547 2 1020 168-4032
Kidneys 28900 25600 4032 48.0 0.356 2 1310 168-4032
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2.6.5.16 EYEEHAR: oM (#KE)
Test article: [prop-“C]BAY 1025662 ([prop-'“*C]PEG-60-Mal-Cys)
2.6.5.16-11: Pharmacokinetics: Organ and tissue distribution, quantitative, single dose (continued)
Location: 422712
Report no.: PH-39641
Species / strain: Rat / Wistar Route: Intravenous bolus Assay: QWBA
Admin. compound: [prop-"“C]BAY 1025662 Gender/no.: Male /6
Analyte: Radioactivity Feeding conditions: Fasted
Dose: 112 Formulation: 100% Sterile physiological saline
AUC AUC(0-tlast) tiast Cegmax Cegmax tmax ti2 regression
ratio [h] range
Organs / tissues [mg-eq-h/L] [mg-eq-h/L] [h] [mg-eq/L] organ/blood [h] [h]
Liver 25300 24800 4032 75.5 0.559 2 725 168-4032
Lung 16800 16500 4032 90.6 0.671 2 853 672-4032
Pancreas 38000 35900 4032 18.7 0.139 168 954 672-4032
Pineal body 69300 51700 4032 294 0.218 2 2070 168-4032
Prostate 8590 8240 4032 8.89 0.0659 24 862 168-4032
Seminal vesicles 1100 820 2016 3.67 0.0272 24 1160 168-2016
Skeletal muscle 1080 961 2016 1.55 0.0115 2 634 168-2016
Skin, dorsal 5600 5450 4032 4.80 0.0356 24 773 168-4032
Spleen 98000 90000 4032 57.0 0.422 168 1110 168-4032
Submandibulary gland 56600 53800 4032 242 0.179 168 896 672-4032
Testes 29400 22600 4032 9.57 0.0709 24 1980 168-4032
Thymus 25800 21100 4032 8.85 0.0656 168 1680 168-4032
Thyroid 43300 40800 4032 26.3 0.195 2 992 168-4032

a = dose related to [*C]BAY 1025662

b = values are rough estimates as insufficient number of points were used for calculation of t12
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2.6.5.16  EYEREHER: ot (=)
Test article: [“C]BAY 1025662 (['“C]PEG-60-Mal-Cys)
2.6.5.16-12: Pharmacokinetics: Excretion, rodent
Location: 422710
Report no.: PH-37841
Species / strain / Gender: Rat / Wistar / male
Admin. compound: [“CIBAY 1025662
Analyte: Total radioactivity
Formulation: 100% Sterile physiological saline
Route: Intravenous bolus
Dose: [mg/kg] 112
Duration: 168 h
Assay: LSC
% of administered dose
Matrix Interval Animal 001 Animal 002 Animal 003 Mean arith. C.V. [%]
Excreta
Urine 0-168 h 60.2 571 60.8 59.4 3.34
Feces 0-168 h 17.0 15.2 15.6 15.9 573
Cage wash 0-168 h 0.314 0.265 0.302 0.294 8.58
Organsl/tissues
BloodP 168 h 1.69 2.05 1.56 1.76 14.4
Carcass 168 h 8.85 8.90 8.61 8.79 1.79
Liver 168 h 3.02 273 275 283 5.68
Kidneys 168 h 1.09 1.01 0.908 1.00 9.08
Skin, back, shorn 168 h 6.37 747 10.3 7.93 259
Tail, whole 168 h 0.194 0.212 0.233 0.213 9.18
Body excl. GIT¢168 h 21.2 22.1 24.3 225 7.1
GIT® 168 h 0.890 0.797 0.824 0.837 5.73
Recovery® 99.6 95.5 102 99.0 3.27

a dose related to [“CIBAY 1025662
b  blood at sacrifice

¢ GIT —gastrointestinal tract

d

Sum of Urine, Feces, Cage wash, Body excl. GIT and GIT
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2.6.5.16  EWEEAK: ot (KEE)

Test article: BAY 1025662 (PEG-60-Mal-Cys)
2.6.5.16-13: Pharmacokinetics: Excretion, rodent
Location: 42279
Report no.: PH-38878
Species / strain / Gender: Rat / Wistar / male
Admin. compound: BAY 1025662
Analyte: BAY 1025662
Formulation: 100% Physiological saline
Route: Intravenous bolus
Dose: [mg/kg] 112
Duration: 336 h
Assay: LC-MS/MS
% of administered dose
Matrix Interval Mean arith. C.V. [%] Ae, u cum
Urine
0-24 h 5.22 14.0 5.22
24-48 h 2.78 18.3 8.00
48-72 h 1.91 246 9.91
72-96 h 1.27 417 11.2
96-120 h 117 11.8 124
120-144 h 0.79 3.66 13.1
144-168 h 0.61 11.9 13.8
168-192 h 0.689 30.2 144
192-216 h 0.657 16.9 15.1
216-240h 0.608 30.9 15.7
240-264 h 0.485 23.6 16.2
264-288 h 0.495 18.1 16.7
288-312h 0.381 23.6 171
312-336 h 0.375 11.8 174

a dose related to BAY 1025662
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2.6.5.16  EYHEHE: O (&)
Test article: [prop-"*C]BAY 1025662 ([prop-'*C]PEG-60-Mal-Cys)
2.6.5.16-14: Pharmacokinetics: Excretion, rodent
Location: 422711
Report no.: PH-39637
Species / strain / Gender: Rat / Wistar / male
Admin. compound: [prop-'“C]BAY 1025662
Analyte: Total radioactivity
Formulation: 100% Sterile physiological saline
Route: Intravenous bolus
Dose: [mg/kg] 112
Duration: 168 h
Assay: LSC
% of administered dose
Matrix Interval Animal 001 Animal 002 Animal 003 Mean arith. C.V. [%]
Excreta
Urine 0-168 h 247 23.6 22.8 23.7 3.92
Feces 0-168 h 5.04 6.43 7.34 6.27 18.5
Cage wash 168 h 0.539 0.358 0.398 0.432 220
Organsltissues
Blood® 168 h 7.70 6.18 6.01 6.63 14.0
Carcass 168 h 29.1 28.8 294 29.1 1.02
Liver 168 h 8.76 7.96 8.38 8.37 4.79
Kidneys 168 h 1.17 1.15 1.24 1.19 3.76
Testes 168 h 0.968 0.969 0.895 0.944 453
Skin, back, shorn 168 h 13.0 14.3 15.2 14.1 7.88
Tail, whole 168 h 0.656 0.571 0.580 0.603 7.71
Body excl. GIT¢168 h 61.3 59.9 61.7 61.0 1.53
GIT® 168 h 2.76 297 248 2.74 8.91
Recovery® 94.3 93.3 94.7 94.1 0.779
a dose related to [prop-“CIBAY 1025662
b  blood at sacrifice
¢ GIT —gastrointestinal tract
d  Sum of Urine, Feces, Cage wash, Body excl. GIT and GIT
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2.6.5.16  EYHEHE: O (&)
Test article: [prop-'“C]BAY 1025662 ([prop-'“C]PEG-60-Mal-Cys)
2.6.5.16-15: Pharmacokinetics: Excretion, rodent
Location: 422711
Report no.: PH-39637
Species / strain / Gender: Rat / Wistar / male
Admin. compound: [prop-"“C]BAY 1025662
Analyte: Total radioactivity
Formulation: 100% Sterile physiological saline
Route: Intravenous bolus
Dose: [mg/kg] 112
Duration: 168 d (Urine: 231 d)
Assay: LSC
% of administered dose
Matrix Urine Feces Cage Wash Sum
Time [h/d]
24 /1 116 1.22 n.p. 12.8
48/2 16.0 232 n.p. 18.3
72/3 18.5 342 n.p. 219
96 /4 204 4.19 n.p. 24.6
120/5 217 5.12 n.p. 26.8
144/6 228 5.78 n.p. 28.6
168/7 23.7 6.28 0.432 304
312/13 27.6° 8.62° 0.432 36.7
336/14 28.1 8.90 0.432 374
648 /27 33.5° 11.5° 0432 454
672/28 33.9 116 0.432 459
1320/55 42.9° 13.4° 0.432 56.7
1344 /56 432 1349 0.432 57.0
1992/83 50.4¢ 13.7¢ 0.432 64.5
2016/84 50.6 13.7¢ 0432 64.7
3000/ 125 59.3¢ 13.8¢ 0.432 734
3024 /126 59.4 13.8¢ 0.432 73.6
4008/ 167 64.9 13.8¢ 0.432 791
4032/168 64.9 13.8¢ 0432 791
5520/230 68.4" 13.8¢ 0.432 82.6
5544 / 231 68.4 13.8° 0.432 82.6
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2.6.5.16 EYEEHAR: oM (#KE)
Test article: [prop-"*C]BAY 1025662 ([prop-'*C]PEG-60-Mal-Cys)
2.6.5.16-15: Pharmacokinetics: Excretion, rodent (continued)

Location: 422711
Report no.: PH-39637

a = excreted amount of radioactivity in the interval from 168-312 h was interpolated

b = excreted amount of radioactivity in the interval from 336-648 h was interpolated

¢ = excreted amount of radioactivity in the interval from 672-1320 h was interpolated

d = excreted amount of radioactivity in the interval from 1344-1992 h was interpolated

e = excreted amount of radioactivity in the interval from 2016-3000 h was interpolated

f = excreted amount of radioactivity in the interval from 1344-1992 h was interpolated

g = excreted amount of radioactivity in the interval 672-4032 h was extrapolated via the half-life of the last 3 measured values.
h = excreted amount of radioactivity in the interval from 4032-5520 h was interpolated





