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Hematology (Preliminary study)

B130235

Appendix 15
Sex: Male Day(s) Relative to Start Date
Group: 1 Hematology
Reticulocyte | Reficulocyte | Reticulocyte | Reticulocyte | Reticulacyte | Reticulocyte | Reticulocyte | Reticulocyte | Reticulocyte | Reficulocyte PT PT PT PT
(%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (sec) {sec) (sec) (sec)
1 2 5 6 8 9 12 13 20 21 1 2 5 6
29001| 096 1.06 0.80 0.94 1.59 177 239 3.18 433 5.04 9.2 9.7 9.0 9.5
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Hematology (Preliminary study)

B130235

Appendix 15
Sex: Male Day(s) Relative to Start Date
Group: 1 Hematology
PT PT PT PT PT PT APTT APTT APTT APTT APTT APTT APTT APTT
(sec) (sec) (sec) (sec) (sec) (sec) (sec) (sec) (sec) (sec) (sec) (sec) (sec) (sec)
8 9 12 13 20 21 1 2 5 6 8 ] 12 13
29001 9.0 8.8 9.3 9.1 8.8 8.9 221 217 209 210 205 206 209 20.8
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Hematology (Preliminary study) B130235

Appendix 15
Sex: Male Day(s) Relative to Start Date
Group: 1 Hematology
APTT APTT | White Blocd | White Blood | White Blood | White Blood | White Blood | White Blood | White Blood | White Blood | White Blood | White Blood | Lymphocyte | Lymphacyte
Cell Count | Cell Count | Cell Count | Cell Count | CellCount | CeliCount | CellCount | Cell Count | Cell Count | Cell Count
(sec) (sec) (1073ful) | (103/uL) | (10°3M4ul) | (10°3/uL) | (10°3/uL) | (10°3/ul) | (1073/ul) [ (10°3/uL) | (1073/uL) | (1073/L) (%) (%)
20 21 1 2 5 6 8 9 12 13 20 21 1 2
29001 208 247 5.87 7.39 5.75 7.73 5.95 9.47 6.90 8.74 6.63 1104 385 46.0

339




-9611 -

Appendix 15 Hematology (Preliminary study) B130235
Sex: Male Day(s) Relative to Start Date
Group: 1 Hematology
Lymphacyte | Lymphocyte | Lymphacyte | Lymphocyte | Lymphocyte | Lymphocyte | Lymphocyte | Lymphocyte | Neutrophil | Neutrophil | Neutrophil | Neutrophil | Neutrophil | Neutrophil
(%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
5 6 8 9 12 13 20 21 1 2 5 6 8 9
29001 | 292 252 3098 . 215 388 259 308 214 56.4 483 66.9 69.6 65.3 733
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Hematology (Preliminary study) B130235

Appendix 15
Sex: Male Day(s) Relative to Start Date
Group: 1 Hematology
Neutrophil | Neutrophil | Neutrophil | Neutrophil | Eosinophil | Eosinophil | Eosinophil | Eosinophil | Eosinophil | Eosinophil | Eosinophil | Eosinophil | Eosinophil | Eosinophil
(%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
12 13 20 21 1 2 5 6 8 9 12 13 20 21
29001 55.7 688 64.8 74.9 03 03 0.2 0.3 0.3 0.0 0.1 0.0 0.0 0.0
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Appendix 15 Hematology (Preliminary study) B130235
Sex: Male Day(s) Relative to Start Date
Group: 1 Hematology
Basophil Basophil Basophil Basophil Basophil Basophil Basophil Basophil Basophil Basophil | Monocyte | Monocyte | Monocyte | Monocyte
(%) (%) {%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) {%)
1 2 5 6 8 9 12 13 20 21 1 2 5 6
29001 0.0 0.1 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 48 53 37 49
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Hematology (Preliminary study)

B130235

Appendix 15
Sex: Male Day(s) Relative to Start Date
Group: 1 Hematology
Monocyte | Monocyte | Monocyte | Monocyte | Monocyte | Monocyte | Lymphocyte | Lymphocyte | Lymphocyte | Lymphocyte | Lymphocyte | Lymphocyte | Lymphocyte | Lymphocyte
(%) (%) (%) (%) (%) (%) (10°3/ul) | (1073/uL) | (10°3/ul) | (10°3/uL) | (1073/uL) | (10°34uL) | (10°3uL) | (10%3AuL)
8 9 12 13 20 21 1 2 5 6 8 ] 12 13
29001 35 52 54 53 44 3.7 2.26 340 1.68 1.95 1.84 2.04 2.68 2.26
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Hematology (Preliminary study)

Appendix 15
Sex: Male Day(s) Relative to Start Date
Group: 1 Hematology
Lymphocyte | Lymphocyte | Neutrophil | Neutrophil | Neutrophil | Neutrophil | Neutrophil | Neutrophil | Neutrophil | Neutrophil | Neutrophil | Neutrophil | Eosinophil | Eosinophil
(10°3/uL) | (10°34uL) | (10°3/uL) | (10M3ful) | (10°3MuL) | (1073AuL) | (10%34uL) | (10%3ful) | (10°3/uL) | (10°3AuL) | (10A3UL) | (10°34L) | (10°3MuL) | (1073/uL)
20 21 1 2 5 6 8 9 12 13 20 21 1 2
29001 2.04 2.36 331 357 3.85 5.38 3.88 6.94 3.84 6.02 430 8.27 0.02 0.02
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Hematology (Preliminary study)

B130235

Appendix 15
Sex:Male Day(s) Relative to Start Date
Group: 1 Hematology
Eosinophil | Eosinophil | Eosinophil | Eosinophil | Eosinophil | Eosinophil | Eosinophil | Eosinophil | Basophil Basophil Basophil Basophil Basophil Basophil
(10%3/uL) | (10°3/ul) | (10%3/uL) | (10°3/uL) | (10°3/ul) | (10°3AL) | (10°3/ul) | (10°3/ul) | (10°3/ul) | (10°3/uL) | (10°3L) | (10°3/ul) | (10°3/uL) | (10°3/L)
5 8 8 9 12 13 20 21 1 2 5 6 8 9
29001 0.01 0.02 0.02 0.00 0.01 0.00 0.00 0.00 0.00 0.01 0.00 0.00 0.00 0.00
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Hematology (Preliminary study)

B130235

Appendix 15
Sex:Male Day(s) Relative to Start Date
Group: 1 Hematology
Basophil Basophil Basophil Basophil | Monocyte | Monocyte | Monocyte | Monocyte | Monocyte | Monocyte | Monocyte | Monocyte | Monocyte | Monocyte
(10°34uL) | (10%3/ul) | (10%3/ul) | (10°3AL) | (10A3MuL) | (10°3A4L) | (10A34uL) | (1073MuL) | (10°3/ul) | (10%34IL) | (10°3AL) | (10°34L) | (10%34L) | (10°3ful)
12 13 20 21 1 2 5 6 8 9 12 13 20 21
29001 0.00 0.00 0.00 0.00 0.28 0.39 0.21 0.38 0.21 0.49 0.37 0.46 0.29 041
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Blood Chemistry {Preliminary study)

B130235

Appendix 16
Sex:Male Day(s) Relative to Start Date
Group: 1 Blood Chemistry
ASAT ASAT ASAT ASAT ASAT ASAT ASAT ASAT ASAT ASAT ALAT ALAT ALAT ALAT
(uny (un) (un (Ui (un) (ULL) (UL (Un) (L) (UL Ui (un) (L) (un)
1 2 5 6 8 9 12 13 20 21 1 2 5 6
29001 39 99 50 74 56 81 51 95 55 266 59 75 67 67

347




- $02I -

Blood Chemistry (Preliminary study)

B130235

Appendix 16
Sex:Male Day(s) Relative to Start Date
Group: 1 Blood Chemistry
ALAT ALAT ALAT ALAT ALAT ALAT LDH LDH LDH LDH LDH LDH LDH LDH
(un (un) (ul) (un) (L) (U (UL (UL (uny (UL (L) (UL) un (uL)
8 9 12 13 20 21 1 2 5 6 8 ] 12 13
29001 65 68 63 70 71 99 220 358 305 388 350 436 369 508
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Blood Chemistry {Preliminary study)

B130235

Appendix 16
Sex:Male Day(s) Relative to Start Date
Group: 1 Blood Chemistry
LDH LDH Creatine Creatine Creatine | Creatine Creatine Creatine Creatine Creatine Creatine Creatine Total Total
Kinase Kinase Kinase Kinase Kinase Kinase Kinase Kinase Kinase Kinase Bifirubin Bilirubin
un) (UL uny (UL {UL) (UL (UL) (UL) (UL () U (UL (mg/dL) (mg/dL)
20 21 1 2 5 6 8 9 12 13 20 21 1 2
29001 357 2115 175 303 35 198 110 126 150 421 154 6930 0.1 0.1
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Blood Chemistry {Preliminary study)

Appendix 16
Sex: Male Day(s) Relative to Start Date
Group: 1 Blood Chemistry
Total Total " Total Total Total Total Total Total
Bilirubin Bilirubin Bilirubin Bilirubin Bilirubin Bilirubin Bilirubin Bilirubin
(mg/dL) (mg/dL) (mg/dL) (mg/dLy (mg/dL) {mg/dL) (mg/dL) (mg/dL)
5 6 8 9 12 13 20 21
29001 0.1 0.2 0.1 0.2 0.1 0.3 0.1 0.7

350

B130235



11. [14C] P092 ~ L A L EEtE D
7 v MBI A HEERE%D
SR RE T R




B140398

FELERALMELY SEA

GILS I AF 4 TV A FEHTRR

DL 7 P

Ehrasrs e gy ~ 5 el
BV R \;&&ﬁ:’% \1}5{1
Ao

[“CIP092 - T LA VEMED S v MBI+ 2 BMER 5% ORMBIE T AR

(RERZE 5 . B140398)

BASHLS I AT A=A

- 1207 -



B140398
1. Bk

# O [MCP092 s w LA VEBEED S v MBI B BEIR S % OB TR

AEREE  B140398
AEBREETIRRERE LT LLRBRLELDOTH S,

AR

e w7 n P e Uz X5~
Wz B K&
MAEHLS I AT =R
RSB EEAL RprRe s & —
AR IR L

- 1208 -



B140398

2, BX
BEIERZE ..ottt b sttt 2
2 B TR e bttt R b e e n et a e a bbb b A s e b et 3
3. BRBRIEIIAEEL .oooooee et b bbb 6
Bl BRI e e a e b e A bR bbb s 6
32 B e et b e ettt R bt 6
3.3 R B At ettt s et 6
34 T A BT A 2ottt s 6
3.5 @M GLP....... et s e b et e e b e a s b ba et nasb s 6
3.6 B RZEREA oot e 6
3.7 B RTR e 6
3.8 FRIBRIIIER ..ottt e 6
381 BTRBLOUITTEM ..ottt sttt bttt 6
382 BRI TR R oot ettt 6
3.8.3 TR B ETETE oo 7
384 FRBR TR oottt 7
385 BT e e s e baes 7
3.8.6 ARTET DIEBh oottt 7
3.9 D et bbbttt 7
4, BRI EE BA FLOMEHT oottt sttt 8
B e bR st 9
FABE L TRTTIER 1o sttt s st s et 10
6.1 BRI E ..ottt et 10
6.1 1 BRI oottt st 10
6.1.2  FEEEER LB oo e et et 12
6.2 T et e bbbttt 13
6.3 FE B et et se s 13
6.3.1  FABUITIERLOMERE ..ot s st 13
632  FEETREIRBE DITE oot tse ettt i 13
633 FUHEZPHURIEE DTETR oo st sses s st sss s sa s 13
B34 BRTFGIE e b e st 13
6.4 FRBREIMD ..ot bbbt 13
64T BT ..ottt bbb b e ra s 13
B2 AT it bR s ettt 13
643 FRIFBEHUDIEE ...ooovoveeeeeeeeee st esessss s s es st bbbt sttt s s 14
GAA  THIEMI LUl oot s b 14
G5 B A ettt ettt 14
6.4.6  BEABFEEN ...ooooooroe et es s sttt 14

- 1209 -



B140398

6.47  BEABIDELE UMER oottt st 14
6.4.8  HBIE T oottt sttt 14
6.4.9  ARBGEFIED ..coooovi et e b s s e aen s 14
6.4.10  FEEBAIABEIRER oo s 14
XN 22X 5 S SO 14
6.4.12 B ODMEIRTED cooveeiieieeee ettt 14
6.4.13  ATIEMW L OBETEEMD DFEE ...oocooeoeeeeee et 15
6.5  EIIETE oo et ettt s st et st en s s e searees 15
6.5.1 = =TT OO 15
6.52  BATEERIE oot bbbt 15
6.5.3 B BRI oottt ettt 15
6.54 BRI oottt e a et b s 16
655 T U DT AL B ettt ettt st 16
0.5.6 BBk ovitee et ettt s b bbbt r et na et e 16
6.5.7  BRFHZK oottt bttt s b enan 17
6.6 BB ettt ettt st nen 17
6.6.1  FHURPIFRE (BOMUS) ioveivsreeeseersesssesssessesstss s sssssesssesssssens e 17
6.6.2 R ERIRANIR G (231 I0FUSION)  oovevreeereeeeeetsreeeresreereseeeesseseseeesessssanessesansesnensseeseees 17
6.6.3  FEIITEE oottt s s et 17
6.6.4  FREIEIEL coovoeeeeeeeee ettt ettt ettt 18
6.6.5 IREFHBFOFEDBRTEIR oottt st sess s ssenes 18
6.7 EABR oot a bt b et s ettt b e 18
6.7.1 IR O IE A FE IS AEIREE DIUTE covooeeeeervr et sessensesssesnes 18
6.7.2  FEBEABEBEIE EE DIITE oo es st 19
6.8 FHETHEDDITITE covvovvereeeeeeece et et bbb es st et ns e st s 20
6.8.1 AR B B e bbb nen 20
682  HPLCIEHIE (v FL—2al BT AEEL) e, 20
6.8.3 BRI oottt ettt a bbb 21
6.8.4  HLIEIZ OVILITE ..ot v st b bbbt b b naes 21
6.8.5  FMTEFTEZ ovoevereeee et ettt et 21
6.8.6  FHAR A oo bt r bbbt eb b 21
6.8.7  FAREB .o et b e et A s R bt e A b At a bt a s s et es et sre s nens 21
6.8.8  FEE C ottt a bbb eres 21
6.8.9  FERE Do ettt 21
6.9  FRARFRBLD IR Voot sse st a st 21
6,10 TUE a2 —F AT IO oottt 21
611 R BRI o oveeeeeeeeeee st ss e bbbt 22
6.12  BRBRIEEL DB HI T TRTETR oottt as et st essss st ensseesess s ssesan 23
- LSOO 24
4

- 1210 -



B140398

71 [MCIP092 maleate DBALERIIEE ...vvoovocerresrevesssss s sssssssssssss s 24
72 BEIRDHFREIREE TR OB oot ssss s ssss s ssnns 24
73 RERPIUCIP092 maleate DBEFLFAIFEE ....oovvevccrrrrrecsrscneeres s sisnes e 24
74 IR O AT REIREE oottt s s 24
741 BEFRIRNES (Bolus) e, et e 24
742 FHEFEIRAIIES (23hINMUSION) oo enses s ecres et 24
TA3  FRIIIR G et 25
7.5 RIS RBIREE oo sttt 25
751 RIEFEIRIIFZ S (BOIUS) irieieieieeeecieiee ettt ssess s esse st sse st s 25
752 FEBCERARPIR G (23RNFUSION)  oviiviieies sttt 25
753 BBRIIIR G iR e s 26
8. BB RS RRRRRReRREbarS e 27
Tables
Table 1 Radiochemical purity of [M'CIP092 MAaleate.............vvvereveerrrrereeeeserrsseessereseseerenees 28
Table 2 Radioactivity concentrations of ["*C]P092 maleate in dosing formulations.......... 28
Table 3 Radiochemical purity of [MC]P092 maleate in dosing formulations ............ce.e..... 29
Table 4 Radioactivity concentrations and pharmacokinetic parameters in blood and
plasma after single administration of [C]P092 maleate to male 1ats........o.......... 30
Table 5 Tissue concentrations of radioactivity at 48 h after single administration of
[”C]P092 maleate t0 MAle IALS .....occveeirier et e e 31
Table 6 The percentage distribution of radioactivity to blood cells and the ratio of the
concentrations of radioactivity in blood to that in plasma at 48 h after single
administration of [MC}P092 maleate to male rats........ et 32
Figure
Figure 1 Radioactivity concentrations in blood and plasma after single administration of
[14C]P092 maleate t0 MAE TALS.....ivrieeciieeecresienierireresraeeesessr s enieeatsssrecesesresnnensas 33
Appendices

Appendix 1  Radioactivity concentrations and pharmacokinetic parameters in blood and
plasma after single intravenous bolus administration of [*C]P092 maleate to

Male 1AS 8t 1T MIE/KE ceerieiriiiririre e s ereetee et e e st e e esa s s s eersenserens 34
Appendix 2 Radioactivity concentrations and pharmacokinetic parameters in blood and
plasma after single intravenous infusion of []4C]P092 maleate to male rats at

10 ME/KE 01 23 Nttt e e sase e 35
Appendix 3 Radioactivity concentrations and pharmacokinetic parameters in blood and
plasma after single oral administration of [**C]P092 maleate to male rats at

LIRS ettt e et e b e ke e e e b e b e e beeeabans 36

-1211 -



