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= ga% 47} 50x109/L(50,000/uL)0] 4 2.2 F713tA] &S

o Ste 4o AT Amol FEF 4ol Y= AT AnE ARt A5k .

24 100mg 19 28]0]tk. o] & AAst BAGl] AT Folgth
7

7F 24 50x109/L(50,000/uL)ell =2 2 FAE 5 A= M

1 4%8%

A Nz £ TAETEYO
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e 8FS Rt
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o2 19 ol of ¢fe] FolB A)e
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1) 3% 7080) $AHChild-Pugh 25 ColA= of oo Zga %w gAAlel WA Ra06Y BF
ST} 45T o7 9ons of oo ol oRE AT RUUT. Folt BaE s &
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D o] ko] oz 1@l »}E}% G otk QAN FUS oMo DY 9717 Fol B4
F %004 BAST 71E 2L BAIA of ofe] Wk A Aol o UREA v & . o
el ol § gilol e WA 25 e Z4351n A4 Folt ArlHow ZRUT. o
o Fout ok Wgh 2US Sshe] AYBIA FoE AAAY Fol %L FHRT A3
Azol® BTeI 45T Pokol FABTHY of ko] B mi el Wa ¥ 5 Ak (8 - ST
“3. o4 BT AT o 24" @ Bz
2) o ofo] Rojz HA} Uehd 5 glth AAE QAN g BakA BT ol wrgelgom,
of o Rol ¥ FUIT ol AWGORE HAT} YR U ARAFANAE 5%, DRI YAADANE 1%
oA mAs Tk Bl AATE B BUERSEL, Saol BT Ho| Wsl, FE BF, A4
AE EFE 0% 28e FA Adstde} Btk A4 FHol FEGEF o1 AS o] oo Y m:
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Aol LT 4 Ao (89 - §FF 3 oIS B
DMLY 2 2 ol ok A81Ud s, U
Y Bl A 9 ol 224 ) slodl SEAC 9 7Dl HIg
b2 371 dotel AAET 24 2 WA o ¥Ed
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3. 0% BAdE AF3 FQE A

D 84F, g4 AAZF 71948 34 ddF e g4 AdFe HEo] Qe dAE e E I N
AP AAEA ekttt

2) % el #A(Child-Pugh &/ O : o] ¢ko] F8 &4 thAlAl R4069] EF F=7F 4T 27t
ATh.
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of ofol grEge AYMAL BAW el AL, oFWA, SloFlE A PABCTI-047,

C788-048)oll Al o]Hell 17] o]/4e He A% Z.}ﬁ:’o‘(ITP) AEE WA WA WY dag 7AAFATP)
S 1029014 FAHUT. Folre vy dAe 3 Baw FaF FEEC g S o) o £
2ol AT BAE 100 mg 1 28 AT Tol Wskom, o o Fo 1 Fol WA 47 50 x
10°L o4 Z7bshd o™ @A 4 9 Wepdol mek o] kg 150 mg 1Y 2812 FFF 5 A%
DFAGNA o] kel 1w 7%k Fghe 86UCHS] 8 - 183l k.
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o o ol golA FHT ol dwgoR WA FAT gaF UM AY % DAY AE A %A 2
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A%, A8 $(1%), AAHZA%), AAEZ1%), AFA%), BA1%), A¥220%7F LA “1
A" @ 45 YukA Zg]” 3 %
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SOC/PT o] oF T (N=102) 21k (N=48)
n(%) n(%)
7% A3 Aol 49 (48.0%) 16 (33.3%)
A A} 30 (29.4%) 7 (14.6%)
24 19 (18.6%) 4 (8.3%)
7 AAA Aol 26 (25.5%) 13 (27.1%)
o} 2] & 11 (10.8%) 4 (8.3%)
g 2 713% e 27 (26.5%) 10 (20.8%)
AR 6 (5.9%) 2 (4.2%)
A AA 28 (27.5%) 5 (10.4%)
ALT =7} 11 (10.8%) 0 (0.0%)
ASTZ7} 9 (8.8%) 0 (0.0%)
587, ¥ 9 27 Ao 23 (22.5%) 10 (20.8%)
H =g 16 (15.7%) 5 (10.4%)
7 g3 Aol 24 (23.5%) 9 (18.8%)
A=) 20 (19.6%) 4 (8.3%)
o7 g g3 24 Al 18 (17.6%) 5 (10.4%)
) 8 (7.8%) 1 (2.1%)
AN ol B Fo] F9 W 17 (16.7%) 5 (10.4%)
% 6 (5.9%) 1 (2.1%)
g 6 (5.9%) 1 (2.1%)
&, 5 2 Ae HE 6 (5.9%) 2 (4.2%)
EFEHY 6 (5.9%) 0 (0.0%)
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(C788-049)°l1 A 10% ©]%
15.4%(19/123%), A4 &8 15.
10.6%(13/123%)e] ATt
GEo A AAZ A3 AGAIHRTEE-130DA o] &F T fekS 2453 T [TP A5 diido
2 o]ke ‘WE S Hws Ad, o] o B F 10% o A" o)k A 40.9%9/227), 1.8
o 3L8%(7/229), AT F A 13.6%3/22%)H o, Hef Fo T HAF 0.0%0/129), 184 8.3%(1/12
B), AT F i 0%0/12%)=, 91 FAF iy o] of FoFoM w& WAYES Vel

FET BAE UPOE o ool Ay FAAS B A YNE
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B9 3B ZWste] FAFAT. DIAND F UEhd ALT 37k AST 37 5 8@ 3 Ao} B
AL URE FOF BE 24F T HEAYT o kL Folait B Ao % AAE A
Alsa, ALT = ASTZH 34 e) 4ol 30 o) o2 2718 49, of o) F8 m: Fere e
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oA o] of& T2 Ao %M FAT FAaFol UdEen, E4 FAT AT 1%004 A
st dAAE T UEd ST AFe HEE FF B2 4E F IEHAG dAdY 4T T
(Absolute Neutrophil counts, ANC) &2 2 o] & Fosl= U 7449 oS Hste] gt @"“7&/\}2
A71H 02 AANGT. Aol FAT 7 FAT AS o] %Y T e AES nHIHEHEFLY =
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3 tAHAIQ] R4069] 8 F=7F dEste] o] ok o] dnkgo] FUkd JhsAdol Atk e CYP3A4 &
AAL BE FAols B HHE Fo ZA TS o)duks WHo| FHI| FE r]goln
oo we} o] ok S m AT (LE LT 1 Fx)

@ 73 CYP3A4 %A
743 CYP3A4 fF=AGFI2ulopAld, FYER, 2394 5)9F HE& FoA RA062] %
o] ¢fo] BV} AT JhsAdol Atk o] of FAAd= gk CYP3A4 Fr=A¢be] B
=tk
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BCRP 71 &(24nl2elel)zt W& Fof Alo] &% U] BCRP 7|4 s=7} st o]di-go
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Z 7]&ol3, Y80 wel BCRP 7129 &3 7S 18 st

@ P-ged (P-gp) 713

P-gaid 7AMFDI ¥E Fol Ao & W P-3uid 71d w57} gt ol duhgo] F7
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DA HAARE AAE ok gk 7MY A8 o] s Foste FU 2 HAF Fo & HL € Fd 254
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U ABA YA AT olst2 =E A Hjoteriol AE FUL Ejote AAFTH =4 2 WA ol
]

o of m 7 AT AR REE BHEEA ot deAA gt

SEEC) B Md AR FF02e of ool A oFo] RN T FEE BT wF
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At M ] FElsol v AE Gl Uig ASE St FEGA P i Bdd ASdAM FEE A
s7F BaE uf Qlom= o] ¢k g FEHFo dFE v stedol Aok
8. &old g Fo
184 mYke] Aol 2 A Aol Ao JFA I L AR et FEAHANA AAstE wo uist
o gEET A= 34 Zd, dEE 29 9 gEAdSHE AZ39 34 o, a8 gEE ¢ §29
FFAE UE 247 BEHYODZ LojoA FAdAE GHT

IFA U3 F
WM FEE BESAA AF3A Fogit)
2709 o=t 9ok tiz A3 YA F(C788-047, C788-048) B3 ZAdoA o] ¢k Fojure 102w 9
ITP 34 F 28H(27%)°] 654 o]/dol ATt 654 o] A F 21.4%((69/288)ol A Fdigh o] duk-go]
Ebtal 21.4%67/289)7 N7 F9stdnt Wb 654 vwk o] A9 95%(7H/74)AN A Tk o)A
Hg-o] YERGI 6.8%G/74%8)7t A& FHsIAth o] g Fowrd 654 o] At F n™; ot
2 21.4%(6%/28%), 654 H¥F A FoAE 18.9%(14%/748) 0.2 )3 Aol FQIEA] &gkt
10. FFFAAY A
o] oke] HFF Fol A FHEA= Yo, T, FoF T AA QWS AAEH Ao FHE WEs] #
Zallof gt} FAo] <3| R406°l aRHo7 AAHA &=
11. 23 9 HFE9 FYA
D o] ¢k FFAHoZ s &&o IFE vA= FA9Ut Jorn GFuE AL e Fo= PIP
AE 2 B3
2) o]dole] o] B2 %= o Byg)
3 g2 &7 HH‘LO% HE AL Ao 9Qlo] HAY A FA WA AR gForng Fojgint
12. AR7ME % AR
D 224 AR
@ o] ok Al YolA AU RA6S.ZE thAE o] v]F Ej24] 7|UolAlE At vF E24] 7]
oAl e JA|= Mz HAZ Fcy F8AE uH7Hi }% NE HAEE At ddaw A7

7 AgtE A AZel o3 dad FHE ASAZY £ BAE
A3tE Ao 2M R406> BAIEZ] FE AR A71EA A&
@ tAA =zl Ui 24

AL)n vitro N@BNA R406S AFES] 124 wieF th) A Z(primary human
o3t ==« Foy 784 A3 A43E AAsAT

@ BAlZo thg 2§

A gt

AN (n vitro) NEoNA RA06S Argke] 1t wieF BAIZolA FeGaAl ==
NE F8A4 A5 dA3tE AT

@ A9 4P Z2Z(TP) 55 =2dd 3 z&

nh¢-2o FEaH FAE FoAste] WE WY oW FLF(TP) TF

2 day F 245 JAEA

© B aH 75 g 4

4T 57 A4 nhe-2olM R406E SZA] FFE FA Gk
2) oF5sty AR
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AT-of=(prodrug)ql E2EE Y-S AT 5o o] HolA ALeA F8 24 thAA] RA06S.E thA
wo] w2 A Fodh

10 9] 473 Aol Al o] oF 150mge FEA o @3 BFFA S o R4069] At YA o] &&E2
54.6% 2™, R4069] Tmaxe 1.5AIZHCHS]: 1 -4 A, Cmaxe 550 (& 70)ng/mL AUC+= 7080 (£ 2670)
ng/mLo| i tt.

Aol Aol 2B s5E 53] Wth

R4069] ==& o] oF 200 mg 1¢¥ 23] (150 mg Fof &9 130) FoA7tA & vHAcwE Z7H3oh
R4069] ZHE-& 100 - 160 mg 1% 23] Foo A oF 2 -3u] G TH150 mg Tl &) 0.67 - 1.06H)).

@ o] 93
AR ARUAR 28elA o) o 150mge LAWILAF Aol Fol Wi AFFoINL W, RA06S)
AUCpo 2 Cpps B8 ARTE 7hzb 1.230) 2 1158 =718k ok

(2) &=

AL vitro) N@olA R4069] Al 3 @l AE&e 983%3oH, AAE Al 84 4R 2 A
Al a1-443 Femde i 28-S 27 96.3% 2 75.5%% T R406S AP T Exsta, dA/P Ao
Ao FEHE 2.60190

A7 /\15&?41%1}%2:— tako g [MCIR406 100 £gS ©3] AMES &S w, A4 Aejolsle] Ex &3
(Vss)& 256L%3 .

(3 A

ALn vitro) N@AA o] ok Atgre]l A who|aRE 9 A7t A Q4 TR a4 ofste] A o
AHAIQ] RA06C.E THAFEI QAT RA06S FE CYP3A4 2 UDP-ZEFE4H7 0| E2(UGTIAYC ols) thAt=
ok A7s AR 695 iAo w [14C]j/\]:/].u].5]1€} 150mg:‘—3_— TE g3 ATEAHS o, A U
ME F2 RA062.2 EA5H, RA069] thAMFEL w]H] gt

4 A=

R4069] AA wkz719] Fg(+ SD)S ¢F 15 (+ 4.3) AlZtoldh.

) #A

A7 NFWEA 68 tdo s [MCz2EmEY 150mge @3 ATEGNS o, FqF PAS
19.3%7} Ao g wjdEglorm, F2 RA069] N-2FT 24 HIA FeiAdch RA069] 2H wjd 2 nlw g
ot UH A WARS(80.0%)2 = R406 2 R4069] WAl Tl A e EA g o® wjAd =i

6) FESH

T WY daw ZAaZ(ITP) & A o] of 150mge 1¢ 23] whE AR J2w A4 Aol R406
o] kgt sepuElE ofefet Zgith

¥ 8% B2 4= | Thagshn) Crnax.ss(Ng/mL) AUC r ?(ng - hr/mL)
150mg 1¥€23] |12 2.17 (2.33) | 810 (289) 5450 (2210)

Bog (283

a) 107] AHzl

3 WA BH

o] oko 2709 9ok thz, o]ZWA, TAY 34 AFAIH(CT88-047A B T C788-048A1 )T} 17]e] pil-Z
N A% A F(CT88-049)S A A BFATE
(1) C788-047 X&) A3 UAAIR)
HA 3L o)H B A a4 7‘:}-5\_%(]'1“}))3 Aculgl o, Hgg AN B (Z2E|F1H 2o, W
2EY HAZdAE =5 4T F2QX .

2 769 (0] oF FolF 519, floF Tl 25ug)—g,_—
Z o] oF 100mg 1Y 23] 8 FEouigton i $71 271814 &3 AR ZA7 9E A9 150mg
Y 232 FFd] UFI ATFASNAT. daw A Sol mweh 100mg 19 13 ~ 150mg 19
23)9] WojolA &FS =AY 1 A7 F2 HrigEQ A 4T F(FEY UFRE 24F7A
o) 63 U % 43] ool Fad F7b 50,000/ 4L o)e] DHEL o] o FoIF 17.6%9%/51%) 2L
AeF B 0%0™/25W)E YF B3 v|wste] o] ofF B FoA Fo3tA =UchP=0.0261, F T
b Apol(o] ofF Bow-9lofF FAF): 17.6%, 95% A3 7.2%, 28.1%). E& FT&= Tv= T35 3 #
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A o] dRESE o] oF FoFoA 11.8% H e FAFolA 20.0% FUiFd =
FolToll A 5.9%@mE/51%) B ) oF Fof ol A12.0%((3%8 /25%) A T

A& AE o] LHE LS o] oF EojFo A 76.5%(39%H/51%) L YoF Fof o) A28.0%(7 /25 ) Tt
(2) C788-048 A &2 A13A AAA )

C788-047 N3 e AR, 749(0] oF FoF 509, YoF Folit 24%)S O Z o] oFo] FaAS
Brrstdth 7o HrEQ AR A% F(Fo 14FRE 24F71A 9 63] Y F 43] o]delA &
&3 47} 50,000/ 1L o]2he] GAHELS o] oF FolF 18.0% (94/508) 2 HoF FoF 4.2%(19/24)A T}
(P=0.1519, FATZt Aol(o] &F FA-H e FoAF): 13.8%, 95% A FHFZE: 0.5%, 27.1%). =3 55 =
= 359 28 AH o]k o] ofF BT 8.0% I HF FAF 125%, sUT EE FH oSS
o] ¢ T 4.0% F ¢ FoAT 83%ATE AE FY o]dHhE FHEL o] o FoJF 39.2%(20/51
o), 1k BT 26.1%(6%/23%) 0] At}

(3) C788-049 A @GNS A3 A7) AAAH)

C788-049 A @-e ¥l /] A% Aotk C788-047 A& 2 (C788-048 A @A 24F A8 S
A, 125 A& o] % §hgo] gId A7t o] APl FEZ 7 AATH ol A FolA wiA
(o] oF =& 9foho] WAHE HEo]EE o] Ao AlZ &7 a4 Foll ZASt HAs AT
C788-049 Al @ol= 12389 A7t &R CH, A7l Fo A9 kHdAZ H FEAHS Hrstdth ol
AN@ollA 44 9] A= fJokS Fogton 799 St o] oFE Fo{ukgith 579 0] o] oF FojI|A
ZRE 125 ojud A& 4 50,000/ «L olFs 2AsFL AT F FAVIZHEAZRE 4T 5L
50,000/ uL o]l¢<s @483 GE2HE 45 o) HAES F 23 WA 4 471 50,000/ L vl gko] H
Hz Ydd 7149 7172 127.0€4(8 9 71~483Y)0] it
A5 FHE ol WA LLS 545%(679/123H)0H F A7
9 ¥ 10.6% (139/123%)A ).

d ol dkeE o] oF

1 O 1«

r

d oWk AL 24.4%(307/123%)

r

4) S9N ZR

(D A oF

o] ¢k dFolE e E I AEAA ANPollA= S0mglkgol A eztel At a9 det e BE

o] #ZHNAL, AEE ez I FFUGA APolA= 50mgkgoll A 7t Axo| &4 Astrt &

ZE o, iAo WeprdS sttt

() HHEFo SAHAY

Aol e A= PR 3 WHERA SAZAPAA o] & 4-39F3F vHE Bodt Ax =5 A A

4, g2 HZT o A& Tol FEAJAY, BF JEHE YEY dEE ddeR 3 WER

AA Gl A= o] & 60~100mg/kg/LE 4-2653F BT T A3 52 FA 0] FAHNeH &

3 HONA =T =S AR 3 4TI WHERY AP 26573t RHERA AIRAN tEE T

dE B4 Aot #EHAJG. o] &L IEV|Ne] FRE wrhA] & AEHAE St AT FA

o HEE e F13F T 2657 MEFAANPAIME FEHUAG

Q) 8"

A ol &3 BEASAHNAY, A Bx2E JZFE o] &3 A ol ZAE, A di(in vivo) Pk

2IANY BN FA AHE YETh

(4) EFHAA

npe-2~E o R g g AlFdellA 293t o] ¢F 50, 150 ¥ 500mg/kg/ ¥ (250mg/kg/ ¥ E S AT

Fogh Ay, dzde] BARNEE 23ste TS BEHA U =S e T T A
= 2493t o] ZA 10, 25 2 45mg/kg/d S, ¢HAA 5, 12, 24 F 40 mg/kg/dS AT FAT

| h=
AEs o2 3 FHs R 27 AN o] e AEFoR TS YA HToM e
& Astel 2 & oA AE S7PF BEEUNG. FHlE ARAAM s Al td ¢ &
A=A Fhe =Z - A B B APoME BAY AR 9 ede d8AA e FINE
o3 719 AFHNA, F8 dd 9 T4 DA ®o] 22 V¥ AFHUNT. HE=E hFeE
=4 A -5 B A NFAAME FHle AFNM BEE FEHE As), Hf - A B BRI A




O A=xd
78 AzQ Az £AA
dEFAHJEA = Kissei Pharmaceutical o n 9637-5 Kataoka-Manaitahara, Shiojiri ~ City,
(A =] = A Co., Ltd = Nagano Prefecture
YEIZAH A = 111 Consumers Drive Whitby, Ontario LIN
Patheon Inc. =
(A=A} 575 Canada
FAELA A ot £ 2 Al 2F(F) o gkel = FAGE A F95 FH14 56

13 A5 FFTF(DMF) A3

o AIAT Qe

14 3|7}=x4A

O (AN TSR, ARE W TYFE SO ehro] B T, AREATGAL
SUSel mE A4 AHEY) B

- AAAZ1ZE 2025.1.20. ~ 2029.1.19.(4'F)
- A AR A 717E: 2029.1.20. ~ 2029.4.19.(371€E o)

E 5o ¢tAo #BI FA | A4FRAITFAIE D ook
T, A7z2A1ZA S e Hsid HHAY A=



16 FFHANAN D 2 A

O A gl
17 ARAE
O A ¢l
1.8 AEH
N AN bR frEA AZzLEAAE7] | S84 dAE
T B Z=237}
34 A= = A5 F 34 A= I A=
A A L=} 2023.12.01.
B | 2024.0215.(12F) | 2024.02.07.(12}) | 2024.02.07.(12F) | 2024.08.06.(12F) | 2024.02.14.(13})
AAF | 2024.08.21.23) | 2024.08.05.(22}) | 2024.08.05.23H) | 2025.1.13.2%)) | 2024.08.19.23})
B4 | 2024.07.31.(12}) 2024.12.20.(13})
AAF | 2024.09.02.(231) 2025.1.17.(23})
FHFA g
e 2025.01.20. 2024.09.11. 2024.09.11. 2025.01.17. 2024.09.13.
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NAHGFE oA Aol BFEW M-S Hol 4 T WY FoW FLF(TP) IR FoB FaF

ABEA, NEABY B FE3Y AHOE VSN YFEoR AYHUAE

ErElEYe Foy 4849 843 ¥ B AE A9 U5 AR Bt ug golzal

ool 2GyE olAste] BT oF Baw 44 A48 2 a9 432 oA, B AXe @

YHLR PAYAE S WA BGY YeB Ba3E A, Bochiay vdayd o9
4% s 8 14 24, 24 14, 34 449 AN A

3% YA (C788-047, (C788-048) 2 0.2, 7+zt )9 3570 7],
HAHEE 14 - 245 Aoldf piA 6wl HE T H4 47
gk hato] wlgolH, 747 164219 2 16831l vk £4]

i

FUA(QEN A AAE 34 JAAFE(R788-1301) 1H 2L 9 2709 34 AAA el Fosad AAE
tdo g s A7) kA e A 3 YRANEE FIE AEIH S AR npdde 444 225259,
20.6.1¥ 01902

R406-> ATP £ 3}o]l 13t Sky Bl thsl Kigk 30 nmol/LE2 Asjstqom, 21z, vp-$-2, H=9] Sky A4S
247+ 1C50% 25, 30, 30 nmol/LE A3} 3H %S

TG, TP vh9-2 BdojA, & CD41 IA =& 3 CD42 Ao o) FasEEs 4% & A4S R788 @3
ATEAN £F JEHOE AA A

- A7PA S ol g R406(1~50umol/L) 2] B &S BIIEH O, FT9) migration, MET M A2HE, AFo

\.

A3k WEo £TH4kA -IJr/\H (oxidative burst) ¥ TZF< A 4o FFES A U=

R4069] HEA B Eol S Hrtatr| 98l 14057 4% Ea, 784, 754, ol 2Addl tia 2% 21344
Byt om, oAl A3 FE&A, ofHliAl FEA B BEnolnl FEA A 50% oo A8l & (R406
10umol/L)& BHI IF otdleAl A3 Ao tisf IC50%E 80.6nmol/LZ 7+ 3 A3 at-go] YElyton,
ANAYTE AP SIS ofd el A3 FFA ths] 1C50%k 18nmol/LZ 73t A& 2t-go] Ve
95% 2] ©ld 7)ol thE R4069] A3 28-S HrHAT FLsHA Ret 7IUtobAlol i) Sykst H53HA
A E R o, T4 3 Ao 2 9L = VEGF &4 20 tha) A3+s B4 23 1C50% 43 nmol/L

o_>z
o

9 A BEAE ECS0R 3BnmolOE BHS ANHE AL FASYS. AT ARZ QI3 Wel A4
N RHYL EFF /1Y, F8 8B L B2 w49l Wol 59 |Fo] BRIHAGE AAe AR, A
FOAG 1L AR/ AT A, 4 SAANE A8, 6) VALY SHABG) BIHAAL S FAS
vhS2s @ AEolA Ra06S A J)5ol el WSRO, AEAA 4T F B AES FEAAT b3

oA AT GFE FA FUF

FERAAA, SEA, HBBA Bk A3, Ra06 W42 50 mg/kgel A HE S ] BEA AL B,
U0l AWA APAN FY BEAA 7] Ak g 9 W 4 Aol BBHYS. 3F10 2
epy e FEIHYS

R788°l o3k &t A MAUE £4 shden, R788 34 E Ao & Wyl A A H= VEGF 724

| @8 ojghe Aslist lvks ZEoIE. v, BHEFo A@F A R406
oz sEEgon, dde
ol e

A5l =

H A
Hee &



- (C788-047) A58 &<, T4, iz 724 AE4/7H4 1

T AR
Az ‘&% S ARES in vitrool Al R A HE A3} PappA/B= MDR-MDCK A2 2 Caco-2 Aol A Z+2}
9 2.63~6.09x10-6 cm/sE Y53 GEAG S B

in vivo =EEHAEAA R788 v T2EUEY Zaeds AT Eroqfﬂ% o, 4143] R4060.E B3| o
Aol R788 EE& Z2EYHol HEHA ?%'9/%& = ZZzEEY ZEde dsoldi
ATEAYE o /‘gxﬂ o] &EL 80.0% =2 &L, QAT

kg2, RE, B7], Ao, 3] €4 did AgE

£ 54.6%9%

& 7+7} 98.6%, 97.9%, 99.5%, 985% L 983% = HA vl
AFELS E94on, %xﬂl A ¥A 4RT 2 AHA alAtdFTEN A U Hg AFES 47 963% L
755% Q5. R4069] FEXEHL BE FTEZA 031~1.16 L/kglZ 3 9 EX7} AAHAS

Y= QWBA AlFolA A 2 UH: P o) [14CIR788S A TR, PAs UF-E T 3 1A H1sEs
BHYom 4Nzt Yol SFARAE AL 220 FHAsA XIS

BA & ALP(& &% fre)eh A7 &% vlo]ARE] g 2 2EHEd S &3] R460.E WSE o,
AZFY] 7k mlo] AR Lo A F2 A= R4069] F8 A A== u%a}-o-%ﬂl%ﬂ(mm)(ﬂﬂﬂw FE
CYP3A47} #of) 8l N-2 784 A (AAA FZ UGTIAY7} &of)olglor, Qzbel A oAl thAkA| 7}k
HHEA B

A7) 2, BF, EWl AZo] F JFELE 993%FE EHOE 80% 2 F 193%F URE EHoz mArS
R406& FZ CYP3A40] oJ3te] tiAtEE2 CYP3A AS|A(AEZUE 2 wiegtohd)9] dFS AESGon, 1
A3 HEEAA R4069 AUC ¥ Cmax/} 35U

in vitro A @A R406> CYP3AS] tha] 7} A Asf 2 AZE|EA A atgo] Ve om, YA E A
CYP3A 71281 PlohEd, At gtelate] ¥8-Fa A AUC 3 Cmaxﬂ 445598 £, RA06< UGTIALS 78
s 285 GERIARE QA A Arg Welrh ek

Z 2EfrtEE2 CYP3AY] A &S YERA 23k, R4064 N-2FF24 TFA= 25 CYP o dis)
A& et A e

R406-> P-gp 7] Ho|A %t P-gpE A3 [BH|TFA FFol A3l 28 YepA ¢okom, T AEtulEl S
P-gpE 7% BHHFA F%ol tiste] A 285 Uerd

T 2eprtElg 2 R406S BCRP 7] 2 o] olA| Wk BCRPE 73 [3H] Al 2EE-3-4H 0| E 50 tsho]
A8 A8 JER S

R4062 OCT2, OAT1, OAT3, OATP1B1, OATP1B3, MATE1, MATE2-K 7] o] oY=, OATP1B1 ¥ MRP2 ¥
MATE1, MATE2-Kel| thall 22+ 1C50 g+-S 40 pmol/L, 2.29umol/L, 0.195umol/LE & o tha] A& z8o]
UEbgS. 53] MATE2-K Aol tjsl Rgkol Cut-off 71E 23 HAT GAPAA S21e EAHA Ba

m m{ﬂ

oN

1+

oN
rot

a4 37 dst,

ez TaEvlE s 9Ioke Bt 4 % vekd 27s
( 767)07) Felstol, Exetvielge] HEA@AHA B4 B3
ok EoEuEY R 26 A4 Sl A4 Selg

1 REA B ug A3t ga4e AR AYE AE A BA, 24§14 37 84 Sl o))

(C788-048) C788-047 AP FLF TiAQICE T2 EbotEld FoT 504, 9% FoAT 4% (T 74%)
g oz ate], C788-0478 #AME AHE
(C788-049) (C788-047% (C788-048 Aol oty

W o8AE ddoR 37 fE4e Hrsgon,
T2BotE g AR 127 ofle] W2W WL ASH DA Ak 124D FA ¥& 154%, 9ol A x@fs&
84 7 A WS Bel BALF oluel AT WS YSHI, 12F B 44T B g



g oF R A E C788-047, C788-048 A7 Ao} FAS AAE FHIAS
(R788-1301) ¥&<1S ti¥o=E 2xEivtEd Fow 229, 9% Foa 129 (F 3 |
AN o M= C788-0473 C788-0483 5 U3HA JAE}U}H% FoATo A TAA Fod NAde gs
WA WA,
b A 7S 93le] R788-1301, C788-047, C788-048, C788-049 5 4719 34 YA} 1749 24 AF 59
A87t AEEH A
Z2elubEld £ol7] 59F R788-130190 4= 32%(97.0%)oM 17 ©]4-e] TEAEZF @AEAoH, C788-047,
(C788-048, C788-049 F3+ AE ol A& 1309 (89.0%)01 A 17 o]4e] TEAEZ} HA 313
ofEo] g Hk-&-& R788-130100 A= 247 (72.7%), C788-047, C788-048, C788-049 T A5 ol A= 969 (65.8%)°1 A
17 ol/de] TEAEZ} HAsHel =

e

o

AzZyek o] guh-32 R788-1301 Aol 79H(212%), 34 FF ABME 45%(308%)Aom, Az
fEol gt F Al 47 6.1%, 68%2 frAFAE
oloF dz7]e] AHE FASE A=
AP QR tdell A s BASA ggon, C788-0477 C788-048 Aol A= 22} 17, A4 92 C788-049
Aol s 4710 B o, ke ABFL YIS
Fol A%, 7, TAS oI oAEe EXEHEY Fofr] Foh GBI Y dAARdAE 44
60.6%, 3.0%. 121%°1%1oH, 3% & AFdelMEe 247 11.0%, 260%, 192%%F & HEE Yeths. ol
DEND AZA dAE el wer AAstglon, 74 o kgl dY &FxHES AT ALY
Fo|ARetol 28kl AE8 A+
AU ol dAEE 28 B4, AR ASHAEE 2AEL oA, TE, 85F), 185 s B, 4T
e, AEe AAcEen, 28, AA, 18y, s B, 4T #aF, Aol =2 WE(15%
o hE A Aok oinl LA HlEo] e I AAS AYsta sriARre A1d P duky
FAE Foll o] & F UAEF A4S oo HES GAANPAA & w-HA SAHE ZTFEA+
[efof 2 el
o] W&
ALP Alkaline phosphatase (2224 <148 & 4)
ALT Alanine aminotransferase (¥ehd ofr|x Hol g 4)
AST Aspartate aminotransferase (OF2=3FEAF ofn]l Z o] &)
AUCpc Area under the curve from time zero to infinity (FNAIZ7EA 9] & E-A7F 3451 H A
CI Confidence interval (4177}
CLCR Creatinine clearance (Z#otE]d A4 &)
Cmax Maximum plasma concentration (145 %)
CYP Cytochrome P450 (A EZ& P450)
DBP Diastolic blood pressure (2%7] €<}
FAS Full Analysis Set (2 #4] o)
HBV Hepatitis B virus carrier (B¥ t& ulo|2] )
HCV Hepatitis C virus carrier (C& 3t nio]2] )
IBLS ITP Bleeding Score
ITP Idiopathic trombocytopenic purpura (544 d4u HAaA 244h
ITT Intent-to-Treat
KPS Karnofsky Performance Status
LDH Lactate dehydrogenase (34} BFA a4
LOCF Last observation carried forward
MedDRA Medical Dictionary for Regulatory Activities Terminology (ICH = A 2] 9F-8-¢])
PT Preferred term (TH3E-8-91)




R788 Fostamatinib (E2EFPFEl] JEF F3HE)
RA Rheumatoid arthritis (F7HEl 2> #HAH)
SBP Systolic blood pressure (T3%7] )
SD Standard deviation (EHA})
SF-36 Short form 36
SMQ Standardised MedDRA Queries (MedDRA %% o] &)
SOC System organ class (7] A &)
Syk Spleen tyrosine kinase (B4 EJE4l 7|uolA])
TPO Thrombopoietin (E & 3.3 0]l &)
1718 e wH % el B XE
11 AFRE

o ofgfZgo] mE & (Pharmacological class): 7]EFe] EH 2 ] 9-8-2K(339)

o kAL 7|H: Fey TEAY 43 9 B AE F&AY A5 AL #FAste HIF Eo]24Al Fholulo]=
Syk)E AAst] tiaAze] o3 Fad A4 28 9 daw I E dAeH, B Aol o3 FdA4H 3
AN A

12. 714 % AEAE

* R788 (E2EFEYUEFSSHE)S P Rigel PharmaceuticalsARigel A)7F st 5o 7153 ARAL E2A4l
7IvobAl A=, AekE AAY. R7882 449 dzeld MRS A4 (ALP)ell s Q14717 ddE o] &4
ZAQ R4060.2 THAME.

» RAO6E W1 EZA AIUelAGy) BHE ANGOZA AL B Foy FEAS T S AL
AT 1 A%, FU2B ANPAS AGH Bl AT o B oA £, B AEE %%}% 5

3
o G AL 2 FUAEE Bashe), Syki BAEY 48, 34 @ Baase 9ol 9, syk A E
Tl BAlEe] &3t Hadus 740] HIE N TS0l R4060] B AlZol| THsl= B AlE 58419 AzdE<
JAFTHE 20l in viwo AP FUR oI ME, RI06S B AEoIA ] FHAT LA e FYHOZ AT
hsol Ug
BAZA ALIRT, OFAH 712 2o ERl BFED WA
ITPS] A9l 7o) A @ifﬂr @ﬁ%g] g, o &% &3, 100 mg 1¥ 23)(150 mg 1¥ 282 2% 71%), o
F, 499 29 4 BAE BeE 98,

R788-S m=+o)l A 2015 9] ITP, 201830l AIHAS] XA 24 3| A A& oZ o g NAFHY, dENAE 2020
299 ITP A 8A2A 3 AHASE oJFEoz AAHHAUS

13. A4 A5 N8 & XNEY

P TPE WABY Gebio] thd AZHAV B @, Q2w AR AYE A3} F2 uge] BANLN Faw
7k AsEle] Yat AT 2ddhs FAH AMALR 2B
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2 489 AT G, TP A B B H23} 47159 94z 220 o3 A543 Fal, BE TP S47}
429 thde ohehs 2ol TAHOE AXY Y. MAR A% 5%-10%9) s B2 7} A HERThe
A3k AT 5 30000/uL o) el A Qubels vlms) AE dlFol 2 Ahol7) glrks Heo) sl wel, mpel o %
RN A 5o) T PAE UL BAT A7) AT BHAM B2 5 30000/L oS BAolWA FY 4ol
QAU AN ASols TARZ A% BAY GeA, TP ARTEE B +8 4402 HEE Ao ofd
Fol% 29 L AT 4 e YW (PB4 30000/ o4, FHsITE AT £ 50,000/uL ol E FA5HE
29

Qo] [TP A5 H2 7hol = 2019 A B [TPS] XL, AT 84 F H. pylori 29 %70 el AAste] Al
AL AFAEE AN AU(IY 251250). AZLH 9T B4 37 Dbk Qe B4 ¥ SHBA F 2
22} B BRI FBA R AYF. 14 ARE FYVANSS AT T2 P20 53 YA BHoz
22054 2E| 20| Folzk AAHH, AR At BERHAG RAGOE s AT Ado] T BAIA 23
NEE B A PAS FASE TPO 84 484 & BAZS &4 IF B4 JIE YA

AEAY Fol, S ugaAEe] AW, 2 AR FUHo] Qo] YBHOE PHLAE FHE A WL

WZ, 9%, ABER 5 B4 AN 4T 8IS SHekshn B47} s A2 dakstel Ad. 23 N5t B3
U #9E 5o Adol ofele WA ITP FeloIAE 33 AR wyel 44
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A9 2E 2ol E7} &3 gAY BHE 502 Qs 258 BT 2HR0E BoiE AN & gl SAdllE
23} NEB2A TPO 484 244, HEATY T= wAEAE 27 18D, QRN TPO S84 FEA2A
A9l 2 Z R A8 (20 S0 EQ TaFAh ATAQ AESHT Lohu (Lo =4)0] AHEE T 3L, TPO
SgA] AEAE ANT - BaB A4 A2AAR TPO S84 Adtete] A Te) A4S 202N Fan
QR ZAAIE 2. ARAGA T4 TP BANA £& 2% 271 a5 JehAT, 2% oF 1/39) 847}
AR ABE FANTE R G} YYD B £ AEHOE oF 30%014 AvEI} AdHTE HiE
9. HAel B AAAHNA BE okZol ke rﬂ%ol AzolA, 2o ABES 271,
TENGE f B8 084 2ErA MY f1 Waw A0l Y Z03 992 Y 59 $eivh 9L w4,
ZslgAe] Mo Qe AR FANA Ehe] rav) B A, TPO 484 244 B 2 F A 10%

oA BB 57t ABA $AE VE} FAT AW 4o 74 B 2E2Fe) B ST} Fosts wE A
NABE Z0] BolE A B YR AAHE Bo] T Waw 4o W] AN Waw #elsl ojhnis Mol
RAEYL, TLol, W TP SANA TPO 584 A7 daw ¢4 58 59 dan 7% Asl 7]dg
AR ANHAL. T 9, 2rlZYolEE HatReioly] i F 13 S90] Basm, HEdo] =k AT
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ol §e W) WEe] FoF AF 2GS AAE T F gk BAE U
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Hrol 2017'd 6€ d ITPoll thgh 23 A&o] AAHE r=dd. <A 277 8@ 5W AR E LA

HEH ¥
T 245 Had = 50,000/ul oA AlFTh AL wlE)o] Aol AAR HAHT WAL,

VY PaB + b EHE vderdel mek ANUL. TP ASFAAE 375 mg/m2e 15 AR 49
ABFASH, G2 J1E S s} ABS1Kde] FE. PIFAHE AFATE WY TP AHET AF BEY B

Yol B, Ao E SIok Uiz ARelA SiokE tul BAoR §oF Aozt HAHA ol WA TP
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2HZo|E A8 Fo MHAZA okz9 FAA-9I)A, 4] deie} %L st AHESIEE AREHI 5.
FHoAME 27IAR2A FAYE 2H 20 E7F ALRHY, 2712 R a7t BEFET 4Fle 22 AR=2A TPO
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221, A7HAY FF (FAA, JASA, ¢Exn

o« NPT Y

A, FolAlo AF3te= %)

222 SAYGFE ANTFE
m 8% B EJAIANE  ARA (OpH OHlz O 7E)
TN (A F9EE O 7)) B T8
O &A% O 7IEAE 1 3FEAE O FFF/A - A9
A A A
B &A1Y B AATLENE O A=A/ dAEAE
TFE0l A O GEFEFANG /DA ETFZEFANE
O 543 O vAEF=AE [0 E47HAANE [0 2840l F
O ¢3&7Ad O A=/ DI EANE O AFEAE O FAAE O 71EtA g
* EFAY RPN, FAAANY, S| 2ETIANE, ASEAE
* 7B PAESEANE, 4R YAEANY T
3. et Mol zT Xt=
31 duefFEe 44
NBZRF kel L7138 e/ AE A3
A nE 25 /60% RH %€ LDPEY
(+HDPE H) 2%}
744 40°C/75% RH
7Nz 50C/AH 2¥¥ LDPEY (+HDPE
B 1,200,000 lux 255 LDPEY (+HDPE Bﬂ
32. A Y kFEY 4R
o MHAANF AMEE WA 7F AAHFET d5kE 9 O8] FYT
NIZRF Agz 4719 e/ A2 A
A7 RENY 25C/60% RH PTPA E
. . +EFFIES IAF
A 3 Y
7} 40C/75% RH (+Eo] 47 A%
L 50C/75% RH HDPE M_‘%—
1,200,000 lux A =Z/2%
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AN | 32 | § o] GLP
58 | A5 | 9w A2 ik 4 =
- A|FE24: R788(R935788), TAEMIIE]Y ZF4& <(fostamatinib Ca salt), R406 H|AAH(besylate)

- NOABL(2E43) : £ol 8] 2= INY

el 5ol 54 A

- 8o} o7 2 1§l A WAl Fol(400me/kee]

2Rtel 200mg/kg): 71 R & dE =9l
. aar marens| |- LBWO F WA Sol 30 qluet REA HOHER)
T lorens| 37 [aa | o S0 o mre 2t ol sel. 1gar0] SN E Aok} 0|45 Fol
S | opr | S S5 Detimitive: 0 g0 | O | 2 A 20m(R] 2 24A2000 Al trE D8

A T S Toomas 52 AY UM FPFE 88,
- ’ - 200mg/kgS 13] Fof 21 7|9 o RFHEI} &0l
golot, wol oujo] FAYEZ 53k of

271759 olgurs Helwxl oke

ol

re

2 ol £ NY
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- 5 % lome/kg/2H 19 23] A7 £olgh R4069)
asol/| 5= @3 U9 seold 83 Bl 571} =Hald
Aol | (9T (149 50{ng/kg£%‘ )’5} Loe] Eﬂm—‘vg—fgqv\‘]% 3u 57t
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3% | 29 [59 GLP
AE | W oz IR &4 a
o= RA06] =57 371 AR 2oloz AL
- 30mg/kg/A ©lstY] FAoANE =EFF P WAH
472 SEot0l, 2.5me/ke/UolAE oHE A
3= QI A] 4%
NOAEL
- SD o7 mAEUME]Y Zade 19239 28Ut
AFE0 A, BT 10mg/kg/Y = TH.
Fold 60mg/kg/Q -
- QAolA R7883 BaE AE L Aol 4 B
289 - 9txold olstsl 9 Astst wetuleo] ofg ghEo]
AL |E . olsto] stolg]oje
a/]jsi/ (;j‘:]- _§_ : R78i' O(:l 5, ]—7 60 O |- =2 o iLMO:‘lﬁ]:‘l 3 0ol 53 3.A0] WlalstA
Qopy)| 1agy| ME/kE/daY WISte SQIE % S,
o2 NOAEL
- SD Y=o R788S 1228], 28Ut AP0 A, R
S4YS U4 BE 17me/ke/AR B
Fog 60mg/kg/Qde] £ 3 FIHA] ¢
- R7883 P AlFO] 2 A U gaE A FAol
AAONA At =AU S
- olS A7 MTDE ZHictn BRste] So] 4571x]
&5 60mg/kg/PBS P BE IS
o - 18370] JEAAL Sof 13574 A4 9l00] £of
o 135 o]22H Fro AF57H dart El=ds.
. . - ulwd Aol £¥ 2iME Uco Ast g
ae 4+ |26%|. R788a: 0, 5, 17, M:EE](Z 2ol u])o] ;i} Eeppe— A5tat
)\—/ OEL} 1= 6040 30 O ET;ﬁ ?‘ 1 R — B B i | o =
SD H; ZO:] (40/30) j7j8i40] HEo] P 8akilo]A SHolg oL}, 4%719]
OS]OOI:H) i mg/kg/day ;2117]7]_911 E]d\:]l?_ol _}1\_}\]5](}1%
-~ - Jlesel @ Jmy Aol jxl: 93-S R7889)
& otelxg 7|A7F RO Tojgt Aoz AU,
NOAEL
- 60/40mg/kg/L(57]) ¥ 60/30mg/kg/L(LZ)ol A=
AZE Asle 244 9 ololiwrs] HMolgh Esl Sol
FAR|SH =g 2 70] EHOIE|QlY] ThRo] 1357 9 267710
FooMe T2 ¥4 L5 17mg/kg/U=e HH.
ol 100mg/kg/ % :
- Folstd 7AAbo|q ZAulst wist B0l AE~FEwo|
Jg0 PN e Asp} selsglon), AgFolA 7
;}f]i (g’ﬂ} 27| R406 HA4E 0, 10, o |70 2% 14970 S|B7|7t Fojl RRA Fi ghA
oo |oopay)| 14e1| 30 100 ma/ke/day sl aAlEglon] 2 ot ojrfe o] AR ATt
R e ey o R|A] QH9k] ol S ofojst BEt
= NOAEL
- d3olo7l R406 HAAIAS 19423], 28Ut F+F
of Al, FEEHF2 ¥4 2F100mg/kg/B = HH.
Fol 60mg/kg/A -
- R7889] 13=7F BEojF 2 OlgjolA] 250 W& =
. 35t 9155t QIAbEALo] Stolsl
S - Q% ol] ORjolA] A 9 ujglst srelssion,
asol/| A= |aox | drlold AF e £ AF Folerol it sl
ol | (opar o | R788a:0.5. 17, | | =gis.
21 |ororn| s | 60(34) mg/ke/day - 22 z¥NE Ugo| Astel Folstd 9 Aslst of
71 |89 o] WEol srole gl g
N - 13% 50 £E0j3kS 60mg/kg/AoA 34mg/kg/A =2
8% Zieret Avy pgerold HolY 4 AAS AAl &
L 747}sio
A O O MO
- 3=7|7bo] Eo]y|7F Fo] solsl 47 Cjiio] 4




Nd | 22 | 59 [59 GLP
58 | A5 | wa Ap] TR el &
Al e 7:171-6)\])1\%.
NOAEL
- QgololA 1928, 13%7F U 3957t AREC] A,
FETE A 25 17mg/kg/de HH
o8 EQAE
. R788:
1.5~5000pg/plate O
(-/+ S9)
OFM =
TA98, + [e] OEH E‘
=2 TA100, . ZAEtOEY Ca &
=9 |TA1535, in NA 1.5~5000pg/plate o - R406 HAAIA | T AEHE]| 249 2 R7888 S XA}
Wol |TA1537,| vitro (-/+ S9) 2 E¥o|S Qusta] QFerh s
Al |WP2uvr + =
A RA06 B AAL:
1.5~5000pg/plate o
. (=/+ S9)
Riels ko
aag| oz | . R406 B 4T j ] _
ol |orsmon| 7| pa | 50~500ue/ml o |- R406 M AAQe Qiztel o] csto] QAIR] o)A
g | mmp | Vo | (/4 S9) U 2 oy SushA iy mekd
i TP AT
oy [opgay| BT |og | RI0OMIEE 0200 pige wumore qum ol e AR et
A D1 (o] £ ol 60, 200mg/kg O T
s )| T |+ R see
word Al
- Ok~ 0] R7889] 50, 150 & 500/250mg/ke/L-S |5
QUMIR] Eoist Au} EobA wlwio] wiaio] Asju
SHolL]X] orore.
- 1200mg/kg/22] st &0 AHANAN A(HA
149R), A7 44URo] 5 2)37] 2o EY HHe
Hohat 4 Qe
- R788 Eofo 7]olst BIEGHY wwio Hu AAY
oixo] 71915} Zo|o @, R788° ulolelHdS wWolx]
oFol o
= 7:] . A5 AX [ - ~
aror | OF82/ | By l10a | R e | o |- (R4069] & U o)
e | O groren| F | e ke/da . 500/250mg/ke/Y &N O] =F
= coH y TA4Z7MA] 571 64000~219000ng-h/mL
642 7HA] 471 59000~150000ng-h/mL
. R4069] 150 mg/kg/Y Lol v &
10427} R] 71 22000~78000 ngeh/mL
oF71 14000~76000 ng*h/mL
_ITP stxtollA] R7882] 150mg2 19123] Eojagie mo]
R4062] +=Z%(2F 11000ng-h/mlL)¥}°] v]wWaHH, R4069]
OrF e 500/250mg/kg/LDoA 9F 5~208f, 150
mg/kg/Aoj|A oF 1.2~7.18]2 ZAE|NS
- A 24¥7F R7882 10, 25, 45mg/kg/Y 8Fo 7
. 270007, 5, 12, 24, 40mg/kg/Y 802 AZI0|A
;ifé%ga 0. 10, Solalt EopUAA0] A2 Wolx] orke
104% | o, | BT ew/d - 271210, 25mg/kg/Y Lo, AT 5, 12mg/ke/Y
arobd | A | (g | 104 | TE/RE/CAY O | &30z 247N104%7N9] Eo7|7te gad 2
- SD . 971: R788a 0, b,
A XD = | 5 %0 40 99le.
‘/k ’/d - p7loA= 4bmg/kg/L U AFOA = 24mg/kg/d
me/ke/cay gare 77b Eoj7|7tol 88FM9H 89ZAIIAI R0,
ol urebyd Hrto] FE3 Eol7|7toleti 7155 9le
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- 519] 40me/ke/D GOl £0I7|7He 5OZAIA oA
Zolon], watyl ko olslgto gt 2HHot
VS

- 2719 80mg/kg/Y &F2 Fo| 95UAo] TRV
ol T ¥ FHrhe HAISHA] A%s

- 2 AFoA 1=l R788 Fojo] 7|15t H|E Ao
He2A] Ad2, 25 2 o] oF)AEQl F|YobA|
/BEAAo 7]1%t WEto] FHAPE RS, R788L
2AFo|A] A/ BolX] A%S

- (R4069] =& % QM%)
. 45mg/kg/4°] 471 8000 ~ 16000ng-h/mL
. 2dmg/kg/L°] 2471 12000 ~ 15000ng-h/mL
. ITP $tx1o|A] R788 150mgS 19123] £oisiS wfjo]

R4069] =%(2F 11000ng-h/mL)v}t v]w oA R4069]

QPR OLL OF (71 482 EAE|QIS.

GD6
~17

. ZAEHOEY Ca &:
0, 5, 12.5, 31.5, 80
mg/kg/day

- AEd 2o a9 ¢

ajo

GD7
~19

. ZAEHOE]Y Ca &:
0, 5, 12.5, 25, 40
mg/kg/day

- AlEY 2 2

12

ol o
Wwa

- R7889] &8t =/ds1A NOAEL(F-=/d%): 471 40mg/ke/ <,

.TK:GD7~19¢,

GD29

27 A7 25mg/kg/LE HHE S
1 0] - 78k ojalo] olAlp =@ AL O0]5t Lo Jro
ﬁ o] x]ut AJAufAAZI0o] HEWO] o c}a%
28 - 2 A" wujo] o] &3t &4 W R788% T3]
g ~ |. 31 R788 O, 5, 2ol AAilol FFES 7151 Yol ojx JgHo ot
T A+ |34 | 14, 40 mg/kg/day QA wWorsty] ol eut, 2710 AAHIIK| R ZA
ot (1 |47 gA: R788 0, 5, WO]7ER| 9] 717t wols, ARg U KA =
g S| w0 LIAHNE). 25(I¥H Harzak & ojd Zle Hzo] 3Holw]x] o¥Qty] wf2of,
e A | mg/kg/day 3 Qo] Flof o3t 7H5d-E AlAlSHR S
159 2= 42K NOAEL)
~ - 25mg/kg/LollX pE|E0] BF2 G} AP Hljof - Efjot
GD7 APGEO] =2 fo] =RIEQI7] miol £719] HMAZ] 5o
A Oisl 40mg/kg/Q. 2719l MA@ %F7] Hjot
urrof] oS 1img/kg/A = TS
R7889] 25mg/kg/Y Eoi:
- DA AF U do]zko] Yo Zro] QI A
. R788: 0, 5(F1). - SA) =40 2 AMALS. HolARto] =0 Zh Ukg ] 0 2 A
12.5(F0). 25 Efol A|ZF0] o g} 9 2o} X|HO| 71yt sl S
4+ |GD6| mg/kg/day R7889] 12.5mg/kg/Qd Fof:
(o)~ - Ejolo] ojxpazio @A ol U (7o) s|d Fpit
goFd)|17Y | TK:GD6~17Y, GD21 g e
dof F7t 18] &% F5/dF(NOAEL):
B0 - SAo] oigh At FJstA 5/ 9 AT 5o bis
12.5mg/kg/<
- djjo} - Ejjo} ¥MA¥o) tjsl] 5mg/kg/ Y
Gy |- R788: 0. 10((F1) E0j2F 50mg/kg/Y :
| 22(F0), 50 - 504717t Sof ZA| 1o AMY &2l
19 mg/kg/day - A4l 294A o] 287F &=4F
o - ubj=rog At Wiol AlgkE £7}, Efoh AlEo)
=

e gh 9l efotol s]alut Wolo] 57} &l




ANd | 32 | B9 |59 GLP
58 | A5 | wa Ap] TR el &
Fo&F 22mg/ke/Q -
= i - Ejo}o] 7]go] o7t ZUtEE
2o RH 1S 8D o) et e Sed S EAT 2 A O
7 2242k 22mp/ke/

- vlol - Sjot Wiol) st S 10me/ke/d

Eol2F 25mg/kg/

0 Aol 2HI7Z % 487170 AE A1 9 A
o]ako 7}/\7t 3}0] ;‘]9\)\4%

- F1011\jh ) AIAIZ]9] 718yt A A&X]Ho] =19l
ure S, s s i ¥ Wel Sy At
= GD7 AAVsal Bl RBE SHelEA 298
B4 | g, | 37 | R78S: - FloA 2lgl Qb o]} 271e @& Flo] R788

R/B/| Cgp | (@ |5, 0. 2.5, 12,5, 25 O | o =59 Zo| 7|Qlste Aoz NHFEAS
=2 LY)| jo | me/ke/day Folg 12.5mg/ke/d :
32 = - FO Altje] Sofo] ojs) o] A 7I7te] F1 &Ajotol
=4 Agol g2 e wglen, olg & IRk S
F19] AME57F AA7t RIS
- FO9] Uyt =xety ey 9 AAIso) g
/4% 12.5mg/kg/d
- Floj tjet 2=4d%: 44 2% 2.5mg/keg/U
157 52 AY
DERRE:
wes| 7/ | BT . R788:
ey [TTERE (912|149 5, 10, 20, 30 x |- AlEd Ay ao 9lg
StolE |FY¥Y) mg/kg/day
SAAAH
30 ¥ 60mg/kg/Yd &
- *H77l E7)(F 7H*l Al 9’<34)01]7ﬂ R7885 Foigt A,
E]Z 298 o thg| A2 Aol AAhmo] o]dAy
UEl2 2 §2o| 22ME UE 7hast sOIFUS.

RE ROk

- mo) W/ aA W 57t

- A 25 % dao RE 47 BT A

kg 7 &7/ | BT - R788: oJAf o] 'I}L Lﬁi LRE A
o [FRME| (97 282 0, 10, 30, 60 O |- 7t 71% g4 o]/g-
T | stolE |gepy) mg/ke/day - GAOH B FY 24Tt elEYS.

60mg/kg/°‘4 501

SN A St 92 %

- oA Ampg Ta

30mg/kg/ 4] Foq

- AnolA B L FA B e gL,

NOAEL

- 10mg/kg/Q njgto]Qloo 2 AR AS

4 opd- N/A
- A% oJobEe Qi Sof Fert oy mpd] T4 AT AlFS UAISHAL ok

Jlet SRR F5A

=3 O

“UV-A £Af of & UEA] ot 25 RA406 Al2lo] o]gt
Balb/c AlE ME20] dist A Aol Shols|x] oS

g | 313 LAt - UV-A &7 o 9 uEAstA REY fE g4
oy | TR | | A (lf 32?1‘;;"?1%}( O | B3t Aol eelgx] ks
T Ao | Y ' B/%8 - Hngao] 10mg/LolME HENESS 50% olAto]
Al Q7| &o] IC50 ¥ FT=AAIS(Photo Irritation
Factor)= A& & QI3

JJEt ERAR: AAEA
%

Strept| OF-2A/ | L |28%|. R788: X |- AlE, v S R o S50l R788 Foof] At gF2




Alg | & ¥ L L GLP
35 | A% | we ) P& a
3}o o) Jo) XN
OCuOSCC 0, 20, 50, 80 J_Ii]‘lf;:l)iﬁ\?gn 7(‘"7_1- L0 20 50 W 80m /k olo
(o F‘,_]- mg/kg/day | LU | O\_; , ; 7‘<; g g/EJ
5% | Bab/C ity | | oraae w ol Ruf ot vlmste] ot SRIEIR] OISk,
S coH .2}Z]i§‘ikﬁ_}n}olc R7882 AMAILH &7 A3HY GHoA] HAEANL
nd = — - Ho|X] orore.
AE o 5% ¥ & ASZAA 1gG Ao R788
AEZ Fojof ofgt FaF2 IR AUdS
QNA} . R788: 80mg/kg/AolA+= Fol 6, 10 & 214xo] v &
dlo] ojo. A/ BT 0, 20, 50, 80 Fol 2 gho] =kl ‘21_%
2 A Balb/C (Y (289 | mg/kg/day X |- gio]g]lA A Ao fisiA= 20 ¥ 50mg/kg/2 9
4\1__7'3 ogooh:g) ) %]:%IEH_{‘;_L; o] odsko Frolg]x] oFobx|ul 8§0me/ke/U oA =
7\16} Ci‘*}ﬂﬂﬂé Hkolﬂji oﬂ7ko] oF7}o 7]3“]1:]- AbAo0] 7t & A
oo Aol shel=lls. ot 4 $ 8Umjof viol2{A A
71 AFgoll AlA2 =Rl A] k.
A %ol R788 £ojof ozt FF2 SRALX] AU
U 539 22 o] o 28UR9] 30mg/kg/ Lol
Listeri . R788: oA =HlE S
a 27| 0fon/ BT 0, 10, 30, 60 e B @ ol £ 289mie] 60me/ke/
ar | aleyC | (91 269 me/ke/day x | olA Helgg _
we FLH) ] Bt R788 FofatofAl= B0 tixlat wlastel AldArE:
Ato] 22z Amjufol = o] oFgh= =QIER] A0S
R7882 2|AH|g|old &% AFH] DHloA HAEA
= HOolX] oIk
71t 24X BoE
3, 4, 5- trimethoxyaniline®] 73%, S9 mix £4] 3}
.3, 4, 5- oA} TA1000] tjjsl ¥old/ds 2Y
trimethoxyaniline » 9ty S9 mix H|EA] 5t9] TA100, S9 mix &=A) s}
16~5000 pg/plate al v|&Af5ke] TA1535, TA1537, TA98 ¥ E. coli
(=/+ S+ =+ WP2 uvrA/pKM1010]|A= ®o]d o] =hQl=]x] oIk
(]
.R936003
0.5~5000 pg/plate O
gag| M0 (/+ S9pepry Az
= TA1535 in .RIG2-05 0.16~2300
=9 TA1537’ vitro NA | pg/plate O R936003, 8-Amino-RIG2 -05, RIG2-04+ 5000 u
Ho| WPZuvr’ (=/+ SO+TFAY = g/plateZ7}X], RIG2-05+= 2300 pg/plate”tx], RIG-B
Al A RIG-B 0.16 = 1600 npg/plate7tx] zrzb Hrtst Ay, & 25
~1600 pg/plate O | B2 2% 89 mix &&f 3t 9 v|EX] 3loA S.
(=/+ SO+PAAHx=+ typhimurium TA1535, TA1537, TA98 WTAI100, 1
.8-Amino-RIG2-05 2]1 E. coli WP2 uvrA/pKM1019o] ¥Ho| o] =9l
10~5000 pg/plate O E|X] QFole.
(=/+ S+ =+
RIG2-04
10~5000 pg/plate O
(=/+ S+
J1EL SQA™: 7JE
MEAE Folgt s=of R788 & 2 AHPAEIES o
2 Eo] Al ol AAAQl AME] st= 2 2 A
2B R788 HEAELEIO] MAILF0] Z7ISH Zof ofst 7t 7|5 B
B8 g | A2 | a0 mask S w20l WAEt soz gtw o], oot delstel AL
(Statin| , | we] | | L skst ojZfsio] BAEE WE. 7F Fake] =o 3 7
combi |\ PRk = | TUED o] W Al 9ota7l 9l WalxA] 4ol BQlE S
nation Alo]) ' 5_;1 /—k ‘b_ J APOE#*3 Leiden UFA= Z AHRAEEO] Qulsh=
) ~> me/kg bw/day 7t =240 oj Ztaado] onf, R7880] WA Eolq
oaf =ZABPAEIEIO] ujMof Hosh=  £EF|9
BCRP7} AsiEoamn =ZAHIAELE =7} $X3]
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421, B3 TS ZSZAF(CTD 4.3.1) (At 33

Al s (G940406-0008
AE=A R406 H|AALA
ANEE=2 ureA/ CD1

1) &0 gz % 128400 mg/ke)o] A WA FojoA =ld A4A Wi
- 7] 4 QT AR
2) mgeFol T WM Tol o e YAbA wA
- olg 4 uyux gjok B
<k - 37 1otelol A Aokt ol s o
- 08 =04 3YMIZER] AATEE 3]
3) A-&%(200mg/kg) 18] Fo &
- 719 W 2RI &9l
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A d

k- (G935788-0010
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= oh$-2/CD1

1) Al EL AdubsAab A3 7]7HE0k R788 el EIE|A] IorS
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solsix] ot
o4 300me/ke/% % 100mg/ke/% FolRoIH FEolAIqH FA A 0
ol AT, 300me/ke/d FoTolA AST o] cxgo] ]

sk 100mg/kg/BollAl R788 ¢ 7t &k 7t A vlf} S5F 74

A 271 R788 WA SQALA] AkS
S aAEA Ak Gulgt 29 $48 7 Mlauio =l
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Dose (mg/ke/day) | 0 | 10 | 30 | 100 | 300
Gender | Male Female Male Female Male Female Male Female Male Female
Noteworthy Findings
Serum Chemistry
AST (U) [ 600 [ 1071 | 2124 [ 1010 [ 757 | 1283 | 749 | 1175 | 1130 [ 1925
Organ Weights (%0%)
Tiver (absclute) 1331 g 1033 ¢ 1 -28 +.2 +L1 RE] 33 FI39% +83
(relative to bodyweight) 44003 44902 +1.6 -1.1 -12 02 437 +6.2 +10.8%* +12.6*
(relative to brain weight) 29435 2.2013 +4.5 —5.1 =37 3.6 64 32 +13.5¢ 99
Spleen  (absolute) 0085 g 0078 ¢ —4.7 +12.8 -16.3 +7.7 -14.1 -103 2B | =9
(relative to bodyweight) 02812 0.3399 69 +14.1 -182 +6.0 -145 -32 —30.8% | 247+
(relative to brain weight) 0.1889 0.1663 =43 +100 =209 +10.8 140 =103 =20.4% | -26.0**
Histopathology
Number d 1 15 15 135 15 15 15 15 15 13
Bone marow — femur depll nuxed 0 [] 0 0 0 0 0 1 10 7
Bone marrow — stermum depletion. mixed 0 0 0 0 0 0 0 1 10 7
Liver— h\pmzq:h\ temnlnhular hep:notﬂe 0 0 0 0 1 0 3 0 3 3
Spleen — [ymp] 0 0 0 0 0 0 0 2 0 3
=p <005 ** =p - 0.01 Analysis conducted using group pair-wise compansons (Levene s’ANOVA-Dunnett s/ Welch's).

a: .-\ddmuual animals were used for the toxicokinetic assessment
b: For controls, group means are shown; for treated groups, percent differences from controls are shown Statistical significance 15 based on actual data (not on the percent differences)

1) 28 710 whek R4069] Cmax @ AUCo,.0] 2717t SQIE|gioLt, = gafoll ul2latr] gks
2) £ol 91Ale] £of AAIE HY 7hsd RAGE BEEA YUS
3) Fol 14/ tie] Fof 91Umio] A8
-2 L1~ 26, 4A 1.1 ~ 1.502, RA069] T3t A2 &RIHA] Ut
4) 7173 & AUCozs 300mg/ke/de] ¢4 B& £0f 91Umol] Lebts
EXN=E Aat - 71 152,592 ng-h/mL, &7 148 524 ng- h/mL
= 0O =
[ RoaEL: T00 me kg/day |
Dose (mg/kg/dav) 10 30 100 300
Gender Male Female Male Female Male Female Male Female Male Female
No. of Animals, Main Studv 15 15 15 15 15 15 15 15 15 15
No. of Animals, Toxicokinetics Studv* 6 [ 36 36 36 36 36 36 36 36
Toxicoldnetics:
R406
AUCo2: (ng-h/ml) Day 1 0 0 1206 303 7274 990 45036 344 133395 117508
AUCz2s (ngeh/'ml) Day 91 0 0 1747 434 18769 1441 56063 36944 152592 148524
Conx (ng'mL) Day 1 0 [] 318 44 1030 188 6930 4147 10990 14008
Cunax (ng/ml) Day 91 0 0 537 48 2326 220 6460 2960 8587 12664
1) 300me/ke/DolA T A= 542 &A@ MIDE ARPIo] 2553 208 15EdS
2) 300me/ke/UolA BT it BhoMe] SXe Hogion LR Fe Euste 2
=B o2 EHUS
3) 100mg/kg/Lo] YROME FUt 0] T4 B HmxAoA RILQAX| T, 300mg/kg/
Ut vl@stol olg Zojsio SqarA ololrl RES Walde
O T X2k
NoapLy | PHEROPI 19 281, 1853 ARG el PEAUL A% 9.8 100me/ke/ LR UREAS

MEEol 3 149 3% A (AA5Y X

AFHS (G940406-0004
Aei=s R406 AT
A= HE/ SD
1) AP SRIEA] XU+
2) GuF E B £o0) 7|9k Aoz AAEE ot W BF vehe =AU A] At
3) Als, Aol 2W HAF A bt YAk Fojef T Wk SRIHA] RS
4) EAstd HAl 30 % 100mg/kg/d FolwolA izt % 2 29 £of A Y v
O 2R HAF FFoIA FASIR s Fofgh eyt elE e
- g, 55] fumlo] A
7Pt =Xl WHekE, 30 W 100 mg/kg/ QoA CD3+(TAIEL) ¥ CD45RA+(B A=Z)9]
AE=0] Zavt SHlE Q1. CD3-/ NKr PIA+(NK Al&)ol= W7t ¢l KLH Zatof
NCEET thEt oA wolvreole WSt glolg oS Wz ATel oiel wak: 7l%o] A
ORAl gethe S BAE
- =59 5§ Muxa 4 = PAF BEe AE 2R
HAMS HQARE Fojot Hid wishs eI X] AN
- 35 71Xt & v FOMSHA] o7 AlM Wi gro] Z1% $He] uiof] Q%=
5 @ Agtst Hapk 30 % 100 mg/kg/d FoAToIM FEOIX|T, FASA oz FoJsh ofn]
7] Holgad] =P XS WOy, o] Holet AW 7o) W] RAAUR LA
orore 3lE 7|7t 5 nE FAMSHA m/fHL= Al dj7d Zro] 7]& WHo ojojo
6) 71T &% Weh: Zh Wl 9 g1 Serol golst Z4vt 30 % 100me/ke/ A4 BRIE A
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7) 37 AL f9tazt Soloh Wi Zle sleix] 2ok
8) Welx|aka Ak foloh BT ZEo] AUAE et 100ma/ke/D oo el

1) RA06 W|AT0] 70l 3 A4E 471
- R4069] Tmax: 18] E+& 23] &
- 100mg/kg/¥ &= 289 B+
=71, Chaxe 5,607ng/mL, AUCqp4+=
2) @& s AR =2 § wEA Assle
- 50 1 9 284M0] Crax D AUC) 242 &39EA 571 BAE IS
- AR 9 HD8F AolofA =EE ulmshY
ol 57130
- BF5 BTN Chax R AUCoz0= Fol 1 2 28U B&, 2700 vls] FAoNA =2 3t
& U
HE2olo] st AUC)-2.9] 57H] = 0.8 ~ 1.10]17] w20 1Y 23], 28U7te] vt
H5ojo] ofgt R4A069] FAF2 RIEA] kot
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1) 30 @ 100mg/ke/DolA = BA3A ZIAF 2 otnlies] Flo]aidA 7wl stolslol Walst

RIS
- 2) CD3+ 7t So] flu MuAMEO] 4t Wt QI AP, MHA Helr]so] A= 39l
== x| oro}o
3) dRollA Z]a FEFol W2 F 9 Hwo] xENE UL Asprp SHOILJA|TH, FJekst JdH
xfol= Qlojon, k55t s|EME sHolg|ole.
SE54% SD ZHEofA R406 HIAAAS 1Y 23], 28 It A Folsis o] REAAHFS U 25 10
(NOAEL) mg/kg/L = R AS
(2-2) FA= 28Y ¥hERo §, 14YU%1 35 A|F
Al S (935788-0001
A& EA TAEIOMEY Zg &
AR E= 2= / SD
1) 50mg/kg/A 2 ZF: 100 mg/kg/B] LFoA Fof7]3t £7]of] UuPJE]e] ofs}, Fof 8Y
A 1ofe] AFY W o] 7URZEA] 20t2]Q] QFFARZE 911l 100mg/kg/Be] oA Fo
240/0] 10t2]7} Qrebat=]Ql7] 2. Ztek S olAta e AMAL MAEUS
2) 4yt A 100mg/kg/LQ] 471 2 100/50mg/kg/Lo] QFioA dw, AAF Fui shea
Aot O8 1A= Aot _B]AAAAQ Al siE, HRA Hob, &3 A o uy] @ At
AR AsE ERIEAS. o]2st £ 742 3|8 7[7to] AA = F =0 Z7to] SRRIFAS
3) AE A tixgo] vl foJgt W2 o] 100mg/kg/Pe] 7oA Fof 15YA|HE],
A3t 100/50mg/kg/ Lol Ao = Fof 8UMEEH SRILAS. 327]|7 FOF Ho|gko] ZHAT}

LSELE

4) Aolzt k2 100me/ke/Lo] $710A ol 4%Ahel, 100/50me/ke/Ao] LA Fof 1
% 47A0] o} Wegke e, 2lBo1zt Eot AETAT AAEQS

oAsbs] Ak 100me/ke/Bo] 471 % 100/50me/ke/Be] PZllA WP, HHP, slw
2y, sjopegele 9 gmyol we g ol @awol wegie] EAsKoR golsh] &
. 30me/ke/L) ARNME HrolAgh FAL Wab} AAHG. 88|l AR

ARATE GOlEt WES BgAlTh o) Red slBe velg
6) N AYe}et ZA: 30me/ke/% olAfe] ApolH AR S ujfHsel SASo= gof
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ful




HE2 SALJAL, =71 Fol 2LH[AS
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- f S

7) A7 100mg/kg/Lo] 471 U 100/50mg/kg/Lo] LFoM @F AX Z7P7t &l
ATk, 35717 2olle AR AAoE
8) 71 %9 74! 30mg/ke/Y o142 F4old BF 7| U 7] Yo SAHoR
Foleh 22 gfo] elwdX|gt, Fokol ofsf 542 MRS
9) £ ® HYEATA YAk
- k
AN F717t SRIE S
- 100mg/kg/¥9] 4271 I 100/50mg/kg/Uo] AFofx Zco] oI o|3lA, 9Mur
A3]35} W ol=o] stolgl
- 312717t 5 100me/ke/Y 27 2 100/50me/ke/Y QOIS EE EL CfEE 24

Sl % 0make/Uel YR FEOIH BAAE Yo ZAE oY tEE
9 2 M)A elxRAALS A FUL.

- FOP7IRt B8 Ao =" mABEY Zago] Z|Qlet ¥RAAad Bde de

Ag wols
1) R406 |44ty 100mg/kg/LS HEO] Foleh 4530 ¥HEROAIGo H|s) ZAEIOLEY 7
#% 100mg/kg/d £ Al 14RO HAF Y9] R406 F=1= AZIA oF 558, 47104
oF 4HH 0}Oo

2) LFoA mAElME]Y ZAgHQ] oS 50mg/kg/d2 AYSlE R4A069 EHS
| st= olnf, Fof 28Umof= R406 HAIAHO] 4Z7T

ghERo] AlFECE 7oA 2.58), GFoA 1.68] =4S
xzey A 3) iAEJrU}EJL‘_’E‘ @9l 10, 30mg/kg/de] EA U] R406 5= R406 #|AAIAS] 457t

vt R0 Al F53S
4) R406 HAAtHS] e 4% QhEEo] A]39] 100mg/kg/Y ZAutet vlwste] EAEIOLE]H 7T
@9l 100mg/kg/A (U719 42 50mg/kg/D ZHF)oA] Solel W= tj2fdoz Zeg
9‘;%. I AIFA0l 9Q1oz JiRF oFF9Ql R7883 Foisto] R4069] =E70] AXSHA £7t
3t 7oz AZIE e

5) 30mg/kg/Q olste] FokFolA &elE AHa T FJEi= R406 H|AAIAC F&F
Al Aot 553
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11} w]wste] 100mg/kg/dol =49
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(BEZ &= YEE Z40M0] 44T Je Ha} o= A o]Al o|Aul M3|sl W mm
Lz HAINZS] F7h= A|&Ao 2 8hol)o] ofetefQlil, o] R4069] &%t Z7P7F AFAQ @
oz HojA

3) 30mg/kg/Q oJstY] FEoox= k& Y L WEHE AW F55MH, 2.5mg/kg/LoA+= o]
Ot AT SQIEX] IS

A SD HEoA =AEUEY ZadS 19 28] 28U F3FoS WY f5/dF2 10mg/ke/
(NOAEL) 4z HRrEPS

3) FE 28U RT3, 14U 518 Al

AEHS (G935788-0004
Ag=2 R788
ANEsE A / SD
A 1) A 2 A7IRE SOl ol

L 7 Y
2) 2717 B¢t g2 +S 2T BE #9 5=, £95] 60mg/kg/UO] AFIoN UHHATERO]
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olfol APl EelHion, Eo/IF Solole 1 waAuesl Z71he. a8l
60me/kg/Ql o] otz 7jo] & o] of] & olg AR o0 5}0%]

3) Als R Aol Ha: R788 Fojof 7|Qleh Al W2 i &, Fo| 28UM2] 60mg/ke/ D
o] A E sAITA R RoJot W2 ol AolF Ashrh & ERIHAS. F7IFE
G0ma/ke/ o] YA ARl AT 2 ol AALINg. AR/ Folw FARA 02
Relet Alsol e ol WY Astel B FAw Y

4 Q30 AL Bl 90 Sl5 A B AUARE: ool HASA YS

5) @ojstx Ak 60me/ke/Ue] PaolA W S22yl o U sopes
o] tto Zt dl &4mto] O Zto] solg9le. 3|EJ|7F B o] BE HEo] 3EL]9
m2oll 7tejigol wisto] AlAbE S

6) @ Ayatel A 60me/ke/Uo] U4olM o] FMolais Eekeh o Al Ul
2 gho] =HQIE|9le. 17mg/kg/U0) AZoIME ALTO Aw Arao] stol=|ols. #=7|7t

SolE AR ot A4 A Qo Alols BT sBAL o] FEHPS

7) A H]E_/'\_ QE Egl30o] o7 4 g0me/kg/A0] AFHONAl & ZAM| T A0 LEO Zlo] &

FolEzx o OIES. FEIZI & & ZANZ L= EFAI ZESHS FAAEO] AY

-
J

A

Ol

E& Aot T4 2704 IR JAIT, FFA = AEES] Aol RIEAS

8) B4 Al 274: 60mg/kg/Lde] F AlFT ¥ EToA HEE F5 FHo @2 A9 =
(WA G = Ho] XA, IPA T EJE)@ HEY £= &) iOJEl&’ig

9) We]RAI8HA AAL 60me/ke/20] & AHF W 583 we CjelZo] o2 &4 o]ato
RN S, FAIFFOA = T g gmuAo] ALESLo] xENZT WL 7Hav} &
Q=] ARG B E5Fo A= Q1w X] kot

o
5= a
10) =4 =% ZAAE 60mg/kg/Fo FHAE We= iRt vlsl ot 2. 2577t $9
AAM = SHIEX] kot

1) R7882 %7] E3tolA Al&5HA R4060.2 CiArE]7] mjRof R7889] At l= Zokato] o
AGlo]l i 2 HeFolstect Yol TK Z2mids 53 - S

2) R4069] Tmax: o] 1 % 28UA0] 23] Fof & 2A17F o] Z.

3) R4069] Cpax 8.681ng/mL, AUCo 4 72,703ng-h/mL, 60meg/kg/%S =oidt QtZolA zizt
Eof 1 2 280 BHolES.

4) $0] 1 % 28] R4060] Cowe W AUCe20] B2tOlZA Z7b} QFaollA] SHolE e

5) £of 1 & 28UA|e] 5, 17mg/kg/ Q2] FoiZHlof v|al R4062] Cpax ¥ AUCp= 5 &
& BoZHE 2ste 577 RIEHYE. £ 1%"1}1—1 17 % 60mg/kg/L°] FoAZfu]o]
vloll Foffu| S 2atots 57171 479 Cuas AlQJstL SRIE NS

6) Fo] 284R9] 17, 60mg/kg/D2 Cmax X AUCoo= 44 BT Toj2kof uvlgeh 717} &

?_]ﬂ‘?i%
7) &9 AUC,- 24—1 H&(AA/27)2 0.9 ~ 1.4 HolH, bmg/kg/LBollM= F3gt A HAL
o7} SQIE]X] UOFX|TF, Eo] 1 2 28U 17, 60mg/kg/LC] A7 AUC)pus 578

4060] ZR2 srolEx] 99t

Z: flo

1) 60mg/kg/e‘—] :!';\ ofl Al R788¢} e Al R Aol da =9l
2) oA FoMshAl ol AJstst mpetulE| o] of2| FE(F> Wy, Ay, sleg2yl ok 5
e OlE32]E ZF 9 =0o &im 7t =0 olojw7] AMolgAd 7k ALTO] AL Ar2)o] isfo]
== =
gl
3) =40l vlAl= dT dEE ¥ FF 59 WA wHelUEZE A= 4 o4 4
ER5E0 FINE Ae 7)) Sl
A SD HEof R788% 19 23], 28Ut A+FA3S U9 F=4dF2 ¥4 Z5F 17mg/kg/L=
(NOAEL) HRE NS




AlH s (G935788-0003

Ag=2 R788

ANEs= A=/ SD
1) AP Alg717EER Folo oot A2 IR
2) oI, htelAl Ak Fof Y JF YA AUZ

Alg2at

3) &ut g oA

- 60mg/kg/Le] AZM § RIRISHA FA7IAREH » FEt 225
© At wle/gR, A A/ /ga8, g 9 3ol BAEYS.

- Eo %x7]0] £3] 60mg/kg/20] erAloA] AE7FA7} SHolg]l e

- R788% o] 8%t oA AlFolHE FAT &
Asie. Bole 4% & £0l13%57tA] S4

- £o] 135 o]$olL nE Rofgda dat e AR Yw, Py, ve, mw 0
R FR EL 30| AxF HM/ZN/EAEA0] HHYS. F2 60/30me/ke/UO] &
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|2, Fol 14% olgoz ol2fel

a
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- o] 270 13%7x]: 60/30ma/ke/U0] 9H5iat 60/40ma/ke/A0] 270N AEE
PN a7k A4 SHIE9LS. £of 357 60/30me/ke/ Al U3 IRECIA RZol
Zasteon Ay AN 15D AT) 10% 2ANS

- Sof 135%E 26%71K]: 60/40me/ke/A0l 27N A% Aberel Avlst 7t s
ol, 60/30mg/kg/A0l AZoIME AxslH AE Ertatel golst 7has} steiElgls.
9710 AFL jF FIHIA 71 dRRRC Wors

- 8]27)7HE0F 60/40me/ke/20] 271 W 60/30mg/ke/0] tziol HAHEL
ch Gobx|oh tis AEEvleke Eolgh Meglon] ME Asbet] ojst &
AME S BIZS

5) W9 81 7l AR AW AA U BRARA Foloh B o

6) @oslx| ZAk: 60/40me/ke/Ue] 431 L 60/30me/ke/ U] HZ0]

Aol EABE9l golgt ztol2 Eubshe wWET 9 elmy 7]

S WMAP 9 YLD Jat 17me/ke/Do] ARAIME HAHOLS. ol2F Wk 13

7 EE 2657 A90] slEoIz So] iAo e s|uE|gle.
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9) A9 Fxeh thirdg IS BE LollM Fof 265 FTr Ao wEAEACD, 27100 H|
_]

8 YAHA = oo ofjof|A] ol Qe 1 wd dig 4 Aol Eojzky} sy Z7sle=
defol #HolEls. of5we] PN = iR, 17, 60/30meg/kg/2e] of oo A =l
gglon *7401]*15 stelelx] orotet. Ol i@% 501 135 £ Ao e oo,
<3 oA P Qlutx 0 7 510 L 7lo] Bsixog "WEr] gl
oﬂ E_H ol-K4 _]_]7} Hf—o}\l}ﬂ }\H7}}‘]O-l o

)TO:] 267< JK_E 1\]_1 60/30me/kg/0] otz1 2u N E o] AL HAXKSE A o

JEZE A3AMo] ZEr 2 30IE RS,
11) 24 =% 152 Ak

- 5o 13% &8 Al9] 60/40mg/kg/Lo] 7 ¥ 60/30mg/kg/Ae] LFoA F2> ME
d|(myeloid:erythroid ®]: Z47h:Alotk Hlg), Aopt 3 F AL *91 e 577t
i“’dﬂ‘zigb}, R788 Fojot HAE T4 NEO] ¥t SRIEA] A4S

- 26% Z=a AloAE 60/40me/ke/2°] 27 U 60/30me/ke/A0] HFOM Bk
X APEO] ZEATY SRRIEQE. old wolls AP NE0 =2 g 9 ME H]o] o
© zto] stolgjojony, ML AMo] Wetst @k o|FEA Zrtn 3}0151047] 2o =

71915 pea=g

- £o] 265 F& A9 17me/ke/2 olAolA WA AlEO] Zast Ao}, ol
TRAIE gl 8 A NZAMEOR FE Q7] w2l Az lS.

- 35713 80 60/40mg/kg/L0l A= =2 AP APE gh 4 AME 9 G
M:E ¥] gfo] A &M 2RI dA|er BT o5 Foko] 2HQls g
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1) R7889] &7 U9 s+ Foldu AEglo] tifFo] AZFsst ngho|gls. ol 4+59
T R7889] R4060] tigh 4143t OIALS AJAFRE

2) R4069] Tmax: Foi1, 28, 91 % 182U 13| £ 23 Fof & 24]7Fo|UA &

2) R40629] Cmae 9,128ng/mL, AUCo2 113,685ng+h/mL, Eo] 124m2] 60mg/kg/L2] 2710]
A DAL

3) R4069] &4 W9 & FHo] st Sof FA35] 74432

4) R4069] Cray Y AUCy240] S5FOlEAQ 277} £of 1, 28, 91, 182Umo] AoflA] AT S

5) AUCpp= FFH|E Ablsts 5718 BEAS. 429 AUCE249 H]E(RZ/27)2 1.6
9.5 Wojolon ot7je Ao of JHjAC.

)—r@] 28, 91, 182UA|oAo] 28]A] Fof Toﬂ 069] £A2 Holx] 9igton ¥HEEo] A

iTh)
i

) R7884 BeE A9 2 2k 9 RelY BUEHE Cme/ke/do] ol 5 A0 94
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oz HoAl
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) A BARIA S 2sts
2) ub ZAF phah: Talg] oiskst Qlub= Al 3H0lg] K] Ororo.

S FVRISY ol31E Suisle % 2 715 AgHel AT HAT BE P AuA
0% BT, SorPold I WEst F7HES. o AU BURE o83 571 8UHA40%
TPGS/60% PGl 7IQlele Aoz, Mol 0l% Ul Ale B2 Felgt OERolAE
b2 LS. 8197120 Al wet o] & 2

- AIFIIRFES ASAISL SHolE o, Bet BWAUH L HAolEA] AokS

3) A, AustA AL AAE PAb BAS Jatat 71
of B Web SR Uore

4) Bnsps AR

- 72 100mg/kg/LA Pmp50] 7
0]t Watoln] 8|2 7|7t
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- FRANES(RBRA L) oig Pakeh JFF2 FRIFA] AkS.
- 35 B FAOIAE JRA] 7 2 Zbol]l HAPL SRIE IR g, Fojop wAE JFF &
AR A%S
5) B4 9 7% Fak Rojot WeE 47 U WHehe s0lgA] okgrS
6) B xAISIA AAL
- 100mg/kg/¥9 BE 271 U A7 1of2]ofA] = 9 FnIroMo xINZ Ve

Astrk A ~ FEER SOIEQNS. 30mg/ke/2O 47 3utieh oA 20k,
10mg/kg/4o] 47 1ot2jo = Ho] ~ Frez QLY.

- JE7IRE o giEE % oMol Fro] A= Y& A7t 100mg/kg/Lo] #7110t
2o Aut waFglo], B 4742 5|E7]|7F o A4 B AZIE]QS0] AALE YL,

R4062 150 & *J%o}ﬂl S50l Fol 3 24131 ojylo] Fol =E3S

G U9 sk Fog 71 @A Aot AR =G S0 545 4AdS

grEso] 3o g 24 U] 17 ~ 4.0A12L

L9 Chax ¥ AUCo-24+= 10mg/kg/DolA BT oFF =QFX]gh, 30 ¥ 100mg/kg/ 4
oA dE Alol: SRIEAAHS.
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i
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& AlgolAe] R406 HlEATER] A8 F=i=
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- 22 W, o B BE PojA 13 A ARE XU BE I, %ﬁl 60me/ke/2°| &
ZolM o7 e WAYED PAEAS. WAL Fol 105 ~ 1359 60ma/ke/Y
oM 35 o AROL Bl8y|Zho s FAto] Slelx] oS

In

- A T Qluol: 60mg/ke/U e 1357 Folgt ofel nlelod WHEYL. o5 AL
477¢0] 8|87t Ei e AY7IZHIIRIIAIS £of7IE % ofo] e #8717
RSN 7j0 Slholg] x| orore.

B}

5) A% 37190l 2 60me/ke/Ael AN 1353 AFEIIFe] Zast Helsgioy,
271219 AFEe EZH Aot GO0, 1UF olFolE P4 BE Fojd J|A% WE
o solgnl gote

6) WML Fof A W £of 6, 13, 26, 3957 L =Y Fo) SO ofo] 7]al
g olgazie Huxl gote

7) Bt Ak M@, SRRy, HutEdE % Yy i, L AW, 5379 571

8) ogstal Ak ofulies] Alolid Z/bt 52 60me/ke/LolAl AL, oIS AY 7
2 o 135%t0] SolEaAld] AR LS. Fol 145 olFol: FoIF Lyt
AdEgoL AR e 2o 395 52 ARl A& HelEe
9) 370 ARG A wake selex] eors.

CAEET R
2 IES. 13571 501 =3 60mg/kg/°‘0ﬂH 34mg/kg/°‘i Bo& %‘%i} ﬁol
AFA gQloz BoZ. 17mg/kg/d £39 135 &2 A 2/6'3}2101]*1 Sl A,
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=
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1) R4069] 2% W9 sk R788 Fof & 2x7o|ujo] FAFo] =5t 1 & 3435 dasila

2) 5o 91¢4R] 60mg/kg/L2] LFOA Crax= 5,751ng/mL, AUCo24= 50,966ng-h/mL o]}

3) 600IM 34mg/kg/B=o] AF £ Fol 182U LMY Crae 3.825ng/mL OD‘O'I]
AUCy24= 30,953ng*h/mLo| RS

4) R4069] Cmax H AUCO0-249] &HFAEARI F7PF g FPAENM A5, Fo 182
LRY7ER1] AUCO-249] F¢-, 5 3 17mg/kg/LoA = &FHIS £ueh AUC0-249] 5717t
Aedort £o 273¢MoM = ZE T AUCO-24004 theEE &
7E7F ERIEdet. §ol IAMIIR = il o] AdEAtols SERIHARUAIT Fo
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1) R7889] 1357t EojojA&= 60mg/kg/Ao] 20t2]olA] Fwo] vidd s nstsh 953t AlAEAd
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2) 60mg/kg/Ae] U4 of2] nleolA] Uue] AWo= AW 9 Aujgst selsglon A
AN AZE Ex AFZ7L] 2A7} HAHUL
3) 60me/ke/ QoM B4 AAME Beo| Aster WISk ol Astet ojsfmso] WEo] Stol
=518
4) DEFINE Fol 1353 Fo| EojF2 60me/ke/LoIH 3dme/ke/U2 AUAWS. T 7
_D8elN SUE BAAAS A4 Er ARG, B 2240 S%o0lE So7)
Fol #99 A7 gRPol AU X 37N
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23], & 2517mg/kg/L R

423. 3=

= QA Y(CTD 433) (AeFit 3

(1-1) Alat= ol &3t 54 =%io] AlY
AFH S (G935788-0009 / G935788-0002 / G940406-0006 / G940406-0007 / GI940406-0008
o =] ir e
A=A R788, ZAEOLE]Y Za9, R406 H| AT
Al 45 Salmonella typhimurium (TA98, TA100, TA1535, TA1537) / E.coli (WP2 uvrA)
o o & s o = % o
Holdd2 SAHA] dgton =4 2PE =HIHA AUS. AldEe FA2 500pg/plate
— - o
ol gel ZolEdA AU
[ Test Article: 788
Report Title: GLP Bactenal Reverse Mutation Assay of R788 Sodium Salt
Test for induction of: Reverse mufation in bactenal | No of independent assays: 2 Study No.: G-935788-0009
cells
Strains: S.typhimmrium (TA1333, No of replicate cultures: 2 (Assay 1) Testing Facility: BioReliance, US
TA1537, TA98 and TA100). 3 (Assay2)
E.coli (WP2 uvrd)
Metabolizing system: Aroclor mduced rat liver 2| No of cells analyzed/culture:  Not applicabl Yes
Vehicle(s) For Test Article:  DMSO For Pesitive Controls: DMSO for Z-nitrofluorene, 2932-D-R0-01-20-05
2. aminoanthracene.
9-aminoacricine,
methyl methanesulfonate and
Water for sodmm azde
Treatment: Assay 1 (—/+59), plate mcorporation for 72 hours Date of treatment: 15 November 2005 (Assay 1).
Assay 2 (—+S9). plate incorporation for 72 hours 1 December 2003 (Assay 2)
Crtotoxic effects: None | Genotoxic effects: Noue
[ Test Article: Fostamatinib Ca salt
Report Title: GLP Bactenal Reverse Mutation Assay of R935788 Calcium Salt
Test for induction of: Reverse mutation in bacterial | No of independent assays: 2 Study No.: G-935788-0002
cells
Strains: S.ophimurium (TA1333, No of replicate culmures: 2 (Assay 1) Testing Facility: BioRehance, US
73 J—q. TA1537, TA98 and TA100), 3 (Assay 2)
= E coli (WP 107.4)
Metabolizing svstem: Aroclor induced rat liver S9 | No of cells anahzed/culture:  Not applicable GLP compliance: Yes
Vehicle(s) For Test Article:  DMSO For Positive Controls: D\d’SO for 2-mitrofluorene, Lot No.: 2702-B-R-R0-01-34-04
2- aminoantlhracene,
9-aminoacridine,
methyl methanesulfonate and
Water for sodium azde
Treatment: Assay I (—+ 59). plate incorporation for 72 hours Date of treatment: 23 June 2005 (Assay 1),
Assay? (=+59). plate mcorporation for 72 hours. 7 July 2005 (Assay 2)
Cvtotoxic effects: None [ Genotoxic effects: None
[ Test Article: R406 besyiate
Report Title: GLP Bactenal Reverse Mutation Assay of R940406 Besylate
Test for induction of: Reverse mutation in bactenal | No of independent assays: 2 Study No.: G-940406-0006
cells
Strains: S.typhimurium (TA1535, No of replicate cultures: Testing Facility: BioRehance, US
TAI537, TA98 and TA100)
E coli (WP2 wvrd)
Metabolizing svstem: Aroclor induced rat iver S | No of cells analvzed/culture: Not applicable GIP compliance: Yes
Vehicle(s) For Test Article: =~ DMSO For Positive Controls: DMSO for 2-mitrofluorene. Lot No.: RIB-I-33 (5)
2-aminoanthracene,
S-aminoacridine,
methyl methanesulfonate and
Water for sodium azide
Treatment: Assay 1 (=/+59), plate incorporation for 72 hours Date of treatment: 20 August 2004 (Assay 1),
Assay 2 (=*+59). plate incorporation for 72 hours 03 Se_m»e( 2004 (Assay 2)
Crtotoxic effects: None | Genotoxic effects: None
i1 A o O = = o
ZC R406 ¥ HAtE, ZAEROMEY e W R7882 RAlAMRH=AWOlS RUSHA RU=
(1-2) ZBAQ](in vitro) FAAA|O]JAIH
AFHS G940406-0007
51O
Ag=d R406 A4t
AEA |zt mage gag
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50% =AlQ2k7tx]o] u & Qakojla] FARA

Ael mzio] wAglo]
solelx] glore. oFd thA279l utolEotolAl ColA: PA0lALY] 3 gol

A XA o]AFS

14% Z7}5to]

Ao A#dol RS
[Test Article: RAGE besviate
Report Title: GLP In Vitro Mammahan Chromosome Aberration Test of R940406 Besylate
Test for induction of: Chromosome aberrations No of independent assays: 2 Study No.: G-940406-0007
Test System: Human peripheral blood No of replicate culrures: 2 Testing Faciliry: BioReliance, US
lymphocytes
Metabolizing system: Aroclor induced rat liver S | No of cells analyzed/culture: 100 for solvent control and GLP compliance: Yes
test compound concentrations
or at least 23 (positive
confrols)
Vehicle(s) For Test Article:  DMSO For Positive Controls: Water Lot No.: RIB-1-3303)
Treatment: Assay 1. pulse treatment for 4 with 16 hour recovery in the presence and absence of S9. | Date of treatment: 20 Angust 2004
Assay ), treatment for 20 hour in the absence of $9
Crtotoxic effects: At Jeast 50% reduction in nutotic index at doses =400 pgml. | Genotexic effects: None
Assay 1
Metabolic Concentration Crtotoxicity * Polyploid cells/
Activation Test Article (ug/mL) (% of control) Aberrant cells Mean %" Aberrations/cell® 100 metaphases
DMSO 10 uL/ml 100 00 0.000 0
50 NS NS NS NS
& 100 98.0 0.0 0.000 0
}\] %175‘1]- Without R406 besylate 200 941 0.0 0.000 []
Activation - 4 4007 465 0.0 0.000 (1]
4207 440°F 4607
480°. 500° NS NS NS NS
Mtomven C 0.6 80.2 140* 0.140 0
DMSO 10 ul/ml 100 0.0 0.000 0
50 NS NS NS NS
100 91.5 00 0.000 []
With 200 858 00 0.000 0
Activation BAUG besphaty 0T Fy5] 00 00 0
4207, 4407, 4607,
480%, 5007 NS NS NS NS
_ Cyel mide 20 783 150% 0.170 0
Assay 2
Metabolic Concentration Cytotoxiciry *
Activation Test Article (pg/mL) (%o of control) Abervant cells Mean % ® Aberrations/cell® Total polyploid cells
DMSO 10 pL/ml 100 00 0.000 []
50 NS NS NS NS
100 94 0.0 0.000 0
Without 200 943 0.0 0.000 0
Activation B0 besylale 3007 % 00 0.000 0
4207 4407 4607,
480°%, 5007 NS NS NS NS
Mitomycn C 03 9.0 85+ 0.085 0
P: Precipitate observed
Statistically significant increase. Fisher's Exact Test- * P<0.05, ** P = 0.01. NS =Not selected for analysis.
a: Based on mutotic indices
b: Excluding gaps
& R406 H|UATG2 A7E PmAtof| thsto] FAMA 014 5 AR oldS skl HEE
(2-1) ZBAH(in vivo) Op@-A0) 440 Al
AlERE (G940406-0008
AlEE4d | R406 HlAATY
ANEs= ote-~ /ICR
1) AP Ag7IEe ol e 2ol AP ERIEA Ads
2) 7|9 &0} 52 R406 HLAES Foleh RE F20 7|Ho] HJAHUS. FAL Woll B4
= = S 5 o =] o 3 o
FHZ el5sta 2 Sojls AlF7IREE Sl ol FRIHA] AdE
3) A2 AT E Eoj2o] o] HelEAekote
4) 200mg/kg Fof & 48AtY] Tl E F 751 g0l ek PCE 4H]&(PCEs/ECs)o] -&0f
A2t izl Hlsh 28% d4stAon R4060] T4 thsto] =3 &0 AlAHE
5) 200mg/kg Fol 2447t & 7loA &of EH+;L°ﬂ g5l o8-S 7FA]= PCE 2dR1=9] {9
g B7PF sl 2y O Nles Guidias vigte] WY ol flen] AtddAdd
o] Wgleti A7helo] EAaHA olojL ginki WUHS
6) R406 HILAIES Fo3h RE oA 483 7HAE PCEQ] vz &FEARI S/
RS0 §olat Bk SRS




[ Test Article: R406 besylate
Report Title: A Erythrocyte ) Test with 940406 Besylate
Test for induction of: Bone-marrow micronuclei Treatment schedule: Smpgle dose Study No.: G-940406-0008
Species/strains: Mouse /[ ICR ampling time: 24 or 48 hours after dosing Testing Facility: BioReliance, US
| Age: 6 to 8 weeks Method of administration:  Oral (gavage) GLP compliance: Yes
Cells evaluated: Polychromatic erythrocytes ehicle/formulation: 40% TPGS and 60% PG Lot No.: RIB-133(3)
(PCEs) Date of dosing: 19 Angust 2004
Number of cells analvsed/animal: 2000
Toxic/cvtotoxic effects: animals exhibited adverse climeal signs at doses m excess of 200 me’ks
Cvtotoxic effects: None [ Evidence of exposure: Not reported
Sampling Test Article Dose Number of PCETotal Ervihrocytes Mean Mean MN per 1000 PCEs
Time mg'kg .-\n}lmls k‘j ‘SDJM (= i SD)
Veticle W olke b i a1y
‘ SM 0.569 (0.07)
s SE 0,603 (0.06)
% SM 0.546 (0.
24 Hour R406 besylate 0 o s Eo:%
200 M 0.477 (0.04)
< 5F 0.546 (0.03)
M 0371(0.0F
CE e Er SE 0386 :o,mi
" 5 kY M 0.588 (0.06)
— Vehicle 20 mLkg s & 3%7 ‘8’3’“}
421 (0.
R406 besylate 200 = e ang
Statistically significant increase: * P-0.05 (Kastenbaum-Bowman Tables).
a: statistically significant merease. P<0.05 (Kastenbaum-Bowman Tables). but not biologically relevant
M: male F: female
AE | RA06 HIANGS U o] AN JHAAl UG
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Design similar to ICH Yes Duration of dosing: Males for 28 days pnor to Study No.: G-935788-0008
4117 pairing, females for 15 days
Male dosing contmued until
day befare termination,
females wntil Day 7 of
d gestaty
Spedes/strain: Rat/ Sprague Dawley Dav of mating: Day0 = Testing facility: Charles River Laboratones
Prechinical Services,
Horsham PA US
Initial age: approximately 69 days Dav of C-section: Day 13 GLP compliance: Yes
Date of first dose: 18 Octaber 2005 Method of Oral (savage). bid Lot No.: 2932-D-R0-01-20-05
Vehicle/formulation:  0.1% CMC Na - 0.1% Methylparaben Na - 0.02% Propyiparaben Na - H20 (wiw)
NOAEL: FoMales: 40 mo/ks/day. FoFemales: 25 mg/kp/day. Fi Litters: 11 mg/kg/day




Dese (mg/ks/day) | 0 (Vehicle) | B | 1 | 25
Females
No. of Animals, Toxicoldnetics Study | 4 [ E | 4 | E
Toxicolanetics: R406 (ng/ml)

Day1* BOL 167 629

Day7? BQL 245 503
Number evaluated 4= 23 25
Number died or sacnficed manbund 0 0 0
Clinical observations NF NF NE
Necropsy observations NF NF NF
Premating body weight (% ©) 4g 0.2 4
Gestation body weight gain (% ") (Days 0-13) 50.0g =13 -19
Prematmg food (% ") (Days 1-13) 18.1 g/ammal ‘dav +13 +H6
Gestation food 2" Oays 0-13) 234 glammal'day =21 0.9 %
Mean mumnber Oestrous cycles/14 days 32 31 32 .1
Mean number of days pnier to mating 22 23 24 21
Number of females sperm posinve 24 25 25 25
Number of pregnant females 24 5 24 0%
Number aborted or with total of litter 0 0 0 0
Mean number of corpora lutea 16.0 70 17.0 172
Mean munber of 15.7 16.0 13.7 164
Mean % pre-implantation loss 20 5.6 76 43
Mean number of live conceptuses 14.1 153 142 140
Mean number of resorp! 1 0 0 0
Number dead conceptuses 15 0.7 14 24
Mean % post-implantation loss 10.0 42 92 144

= No notewarthy findings, BQL = Below the lower bnut of quantfication level

*=p=0.05; ** =p-0.01; Statistical malysis conducted using Durmett’s Test or the Kruskal-Wallis Test, as appropnate.
a: Due to limited mumber of samples. AUC and Cuex could not be calculated Mean plasma concentration of R406 shown for samples taken 2 hours after second daily dose on Day 49 (males) or
presumed Gestation Day 7 (females). Levels of R788 were below quantifiable it in all samples irrespective of dose. Plasma concentrations based on R406 ng/ml

b: For controls, group means are shown_ For treated groups, percent differences from controls are shown. Statistical sigmificance is based on actual data (not on the percent differences)
¢: Exclude value for one rat: cohort female was sacnficed on Day 17 of study due to fractured hard palate.
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Design similar to ICH 4.1.37  Yes Duration of dosing: Mamn: GD6to 17 Study No.: G-935788-0007
TK: GD6to17. and 1
dd l dose on Day 21.
Species/strain: Rat / Sprague Dawley Day of mating: Day0 Testing facility: E?ng;-e Laboratories Inc,
Initial age: approximately 11 weeks Dav of C-section: Day 20 GLP compliance: ‘l:es
Date of first dose: 27 October 2005 Method of administration: _ Oral (gavage) Lot No.: 2932-D-R0-01-20-05
Vehicle/formularti 0.1% CMC Sodium salt, 0.1% Methylparaben Na. 0.02% Propylparaben Na m water (w/w)
NOAEL: FoFemales: 125 mg’kg/day, F; Ltters: 5 mg'kg/day




Dose (mg/kg/day) | 0 (Vehicle) s | 1.5 25
Dams:
Number pregnant pi] pz) p] 3
Number died or sacrificed moribund 0 0 0 0
Number abarted or with total resorption of litter 0 0 0 0
Climcal observation NF NF NF NF
Necaopsy cbservations NE NE NE NE
Body weight % %) 3796¢ -1.6 —0.1 S b
G!amimu'us we@w ) 8135¢ =29 =55 =20 5%
) 34.1 glammal/day -38 +0.3 =T
\fean nuber of cou'po'ra Tutea 154 157 157 163
Mean number of 139 138 141 142
Mean % pre-implantation loss 93 116 10.1 114
Litters:
Number of litters evaluated 25 24 22 23
Number of live fetuses 334 320 289 21
Mean number of resorptions
(Total) (06) (05) (10) QY
Early 05 05 09 21
Late 0.0 00 0.0 01
Number of litters mdl dead fetuses [ 0 0 0
Mean % post Toss 39 33 68 15.1
Mean fetal body weight (g) 3.86 375 3.73 3.26%*
Fetal sex ratios (Male:Female) 347 30:30 5248 51:49
Fetal !
Gross extemal malformations 0 0 0 6"
Visceral malformations 0 1 0 37
Cramal malformations 1 0 1 1
Skeletal malformations T 2 3 £
Total affected fetuses (htters) Q) 30) E6)) 48 20)

NF = No notewarthy findings, NC = Not calculated. BQL = below fhe lower mut of quanti fication level

*=p<003; ** =p<0.01. Statistical analysis of litter data conducted using Fisher's ‘exact” test, other data analyzed using Dunnett’s test

a: Levels of R788 were below quantifiable it in all samples irespective of dose

b: At the end of the dosing peniod. Far controls, group means are shown. For treated groups, percent differences from controls are shown. Statistical significance is based on actual data (not on the
percent differences)

¢: When body weight was adjusted for gravid uterus weight, there was no significant difference between the control and 25 mg/kg/day amimals
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Design similar to ICH4.1.37  Yes Duration of dosing: Mam: GD7 to 19. Study No.: G-935788-0006
TK:GD7to19. and |
additional dose on GD29
Spedies/strain: Rabbit [ New Zeald White | Dav of mating: Day0 Testing facilitv: MPI Research Inc., ML US
Initial age: approximately 3 to 3.5 months | Dav of C-section: Day 28 GLP compliance: Yes
Date of first dose: 07 November 2005 Method of adninistration:  Oral (zavage). bid. Lot No.: 2932.D-R0-01-20-05
approximately 6 hours apart
Vehicle/formulation: 0.1% CMC Na_ 0.1% Methylparaben Na, (.02% Propyiparaben Na in water (w/w)
NOEL: Fo Females: 20 mokoiday. F1 Litters 10 mo/kg/day
Dese (mg/kg/day) | 0 (Vehicle | 10 [ 2 | 30
Dams:
‘Number pregnant 3 3 3 3
Number died or sacnficed monbund 0 0 0 2
Number aborted ar wath total resorption of litter 0 0 0 0
‘Number early deliveries 0 0 0 2
Clinical observation NF NF NE NE
Necropsy observations NE NF NE NE
Body weight (% ) 3493 kg .7 +23 +17
Food () 1473 glamimal/day 0.6 .6 1.6
Mean number of corpora lutea 10.1 10.1 102 10.7
Mean number of 89 9.5 9.6 9.6
Mean %, pre-implantation loss 11.33 3.76 643 9.94
Litters:
Number of litters evaluated 23 23 23 19
Numnber of Live fefuses 197 206 210 1422
Mean number of resorptions 03 0.5 04 23
‘Number of litters \\'ui: dead fetuses 4 0 0 0
Mean % post. Toss 409 3.61 420 2234+
Mean fetal body weight (2) 40.38 39.83 41.08 3491+
Fetal sex ratios (% Males) 358 469 524 385
Fetal
Gross external malformations 1 0 1 0
Visceral malformations 3 1 4 23
Skeletal malformations 3 5 8 11
Total affected fetuses (litters) M 604) 10(%) 36 (135)

\'? No notewerthy findings. NC: Not calculated. BQL = below the lower Linut of quantification level
=p=0.05; ** =p-0.01. Statistical analysis conducted Levene’s’ANOVA Dunnett's' Welch's tests.
a: Levels of R788 were below r;uannﬁsze limit in most samples imespective of dose.
b: At the end of the dosing period. For controls. group means are shown. For treated groups. percent differences from controls are shown. Statistical significance is based on actual data (not on the
percent differences).
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Design similar to ICH $.1.37 _ Yes Duration of dosing: GD7 to DI20 Study Number: G 9357880014
Species/strain: Tat / Sprague Dawley Day of mating: GDO Testing facility: Charles River Laboratories
Preclinical Services,
Hu’sh.lm PAUS
Tnitial age: 65 days Method of Oral (gavage). bid GLP comphiance:
Date of first dose: S September 2008 Vehicle! 0.1% CMC Na 0.1% ) Na. 0.02% Propy }u n water (w/wv)
Lot No.: [TRGGA1005
Special features: Behavioral T and v evaluation ¢ on F1 adult rats [ Litters culled/not culled: Not culled
NOAEL: s females: 125 m/kz/day. Fi males: 1.5 mzkgiday. Ty females: 2.3 makg/day
Dose (mg/ke/day) [ 0 (Vehicle) | 23 | I2. | 23
F; females:
No. of Animals, Toxicokinetics Study’ | 4 | 1 I 4 [ 1
Toxicokinetics: R106 Concentration (ng/mL) *
in plasma BQL 32 255
in mlk BOL 3 1566
Number pregnant 26 ] 28
Number died or saificed moribund 0 0 0
Number abarted or wath total resarption of lifter 0 0 0
Clinical observations NF NF NE
Necropsy observations NF NF NF
Gestation body weight ® (% 9 Day 21 30 e —1.1 =28
Tactation body weight * (% ) Day 28 2805g =132 +0.2
Gestation food ion * (% ©) Day 18— 20 26.6 g/fammal/day =11 =§.3**
Lactation food ¥ (%) Day10-14¢ 6.7 g/ammal/day —43 =17
Mean duration of gestation (days) 226 05 224
Abnormal parunton N NF NF
Dose (mg'ke/dav) | 0 (Vehicle) I 25 | 12.5 [
F, litters (pre-weaning):
Number lifters evaluated 26 29 28 24
Mean number of mmplantations 14.6 147 142 148
Mean mumber pups /lifter 139 138 137 102
Mean mumber iveborn pups /hfter 138 138 136 10.0
Number of litters wath stillbom pups 1 1 1 2
Post-natal sunaval to DLA (%a) 989 9.2 79 74.3%*
Post-natal survival to weaning (%) 994 9.0 94.4* 86.6**
Namber of total litter losses [] 0 0 1
Change in pup body weights DL1 to DIJ1 () 36.1 333 316* 284
Pup sex ratios (o males) DLI 363 512 a7 522
Pup clinical signs NE NF +5 HE
Pup necropsy ohservations NF NE NF +h
F; males (post-weaning):
Number evaluated 26 29 21 25
Number died or sacnuficed monbund 0 0 0 1
Clucal observatians NE NF NF NE
Necropsy observations NF NF NF +4
y wei, (g 4816 7.3 49.3% 4194
ood Co9Day 71-78 30.3 glammal/day 1.7 —69%F -8.6*
Preputial sep (days) 455 455 457 483%=
Sensory function NF NF NF NF
Motor activity NF NF NF NF
Learming and memory NF NE NF NF
Inmmumotoxaaty evaluation NE NF NE NE
Mean number of days pnor to manng 28 28 32 3
Number of males that mated 26 p:] 26 24
Number of fertile males 3 26 ] 19
F, fe e
umber ev 26 pl 28 5
Number died or sacrificed moribund 17 0 0 0
Clinical observations NE NF NF A
Necropsy observations NF NF NE
Pre-mating body-weight change ! (g) 2350 2386 2343 216.7*%
Gestation body-weight change (g) 1806 1817 1741 1504%




Pre-mating food consumption ® (% ‘Olzamnn]d:n -10 —40 =55
Gestation food consumption ® (% 9 27.6 g/ammal/day +#.5 -18 =12
Mean age of vagnal patency (days) 335 337 348 362%
Sensory fimction NE N NE
Motor actmity NF NE NE NE
Learming and memory NF NF NE {F
Immmmotoxicity evaluation NF NI F
Mean number days prior to mating 28 28 32 36
Number of females sperm positive 26 29 28 24
Number of pregmant fermales 23 26 23 20
Mean munber corpora lutea 158 168 158 13.00*
Mean number implantations 145 158 141 11.4%*
Mean % pre-implantation loss 98 55 12 152
E2 litters:
Mean number Live Nitter 139 143 133 10.8**
Mean number resorptions 0.6 15 08 0.6
Number of litters with dead conceptuses Q 0 [{] 0
Number dead cnnggmsef 0 0 0 [1]
Mean % post-imp loss 6.1 83 3.9 93
Fetal body weights (g) 5.33 532 539 b 3 i
Fetal sex ratios (% males) 478 313 497 454
Fetal anomalies NF NE NF NE
NF =No notewarthy findings; +=Mild; ++=Moderate; ++=Marked, BQL = below the lower limut of quantfication level

*+=p-0.05; ** =p-0.0L Stanistical analysis conducted using Dunnett’s Test or the Kruskal-Wallis Test. as appropriate., GD = gestation day. DL =lactation day.

a: Samples collected 2 hours after 2nd dall\ dose on DL14 and analyzed for R406 concentration.

b: At end of gestation. lactation or pre-matmg period (as appropriate).

c: For controls, group means are shown. For treated groups, percent differences from controls are shown. Statistical significance is based on actual data (not an the percent differences)

d: Excludes values for one dam sacrificed due to no surviving pups

& Values at DL14: as pups began to consume maternal teed. after DL14, 1o further values were tabuhted aﬁa lhls day.

f: Excludes values for one dam. which was observed d but all concep were pi

2 Slight increase in signs of dehydration noted in pups from dams dosed at 125 mg'kg/day. Significant signs of edema (generalized or specific to a body region). white, purple or generalized
discoloration (to one/more body :egl(ms]. whole body pale, dehydration and cold to touch. and individual observations of abdominal distention and/or lower mdline swollen and decreased motor
activity in pups from dams dosed at 25 mg/kg/day.

h: 13/53 pups from the 25 mgkg/day dosage group either stillborn or foumd dead were lacking one/both kidneys, other findings in these 53 pups were no milk in stomach. whole body edema. white
substance in infestines. white discoloration of the lower mudline, kadney dilation and large or pale kidney(s). Significantly fewer pups in this dose group appeared normal at scheduled necropsy cn
DL21. Findings mcluded absent lef kidney, exmeme dilation of the pelvis of one/both kidneys and marked dilation of the weter

1: Umilateral agenesis of key organs in the urogenital system. Sigmficantly fewer animals appeared normal at necropsy.

J: From weaming to premating.

% At end of postweaning period.

1: Includes one dam sacrificed on GD11 due to delivery. The mating date was incorrectly identified.
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Report Title: Fostamatimb Disodium (R935788): One Month Toxicity Study in rhe Iu\'mlle Rabbit
Species/Strain/Age: Rabbit, New Zealand White. | Duration of Dosing: Study No.: 030618
9 weeks old
Date of First Dose: 17 Jammary 2012 Meihod of Administration:  Oral (Gavage). bid GLP Compliance; Yes
Vehicle/Formulation: ‘Water containing 0.1% CMC Sodium. 0.1% Methylparaben Sodium and 0.02% Propylparaben | Lot No.: LTRGGA4004
Sodium.
Brief Conclusion: * Growth plate dysplasia m the proximal femur and femoro-tibial joint and reduced bone marrow cellulanty m the femmr and stermmn were observed at 15 and
30 mz'kg bid
* All dose levels:
-Increased degenerate/necrotic follicles

-Altered clinical chemistry liver parameters
* Males: 30 mg kg bid: Decreased bodyweight gain
« Females
-Reduced lymphocytes (30 mg'kg bid)
Decreased spleen and thymus weights (15 and 30 me'kg bid)
-Decreased adrenals weights (all dose levels)
«The growth plate, bone marrow. and ovanan changes are consistent with an anti-angiogenic effect.
No NOEL was identified for this study.
NOAEL: NOAEL was not 1dentified for fhus study.
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oA / CDI(ICR)

1) & Aldeo] 2% 2479 AE 524 & *"é%‘
(7 2 &4 7 6ootelol] High s=4 &S B T29%K ~ 7332 HA])
50, 150mg/kg/dol L AEES EHEELE} tdos  fARD FEAAR
500/250mg/kg/Ao| At MESL FASINOR Jojgt G grs UERE
BE 52 2 [ AES
=tEv | BOidiET | 50meg/ke/¥ | 150mg/kg/¥ | 500/250meg/ke/A
= = = = =
23 262 328 274 227 159
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2) YYe] (R768 £o1 B 23 A 21500 2 Aol 500/250mg/kg/°u ¢oﬂ A =
3) BZA A9 SotarA:r =T 9 /71d(HAolA HXl ‘Yo sholg]
500/250mg/ke/ 2| YA 4ufele] £BAIME SHHOR AR B EO| 2}0154040
(3F2) D)3k 2)9] £7AL 150me/ke/Q olate] 9tao] FZ U 500/250me/kg/QD0] 9o
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Dose (mg/kg/day) | Water | 0 | 30 | 150 [ 200/250
Gender | Male | Female | Male | TFemale | Male | Female | Male | Female | Male | Female
Noteworthy findings:
Gross pathelogy
Bane
Deformity/malformation 0 0 0 0 0 0 0 0 0 1
Bone, sternum:
Deformity‘malformation 0 ] 0 0 ] 0 2 2 6
ar surface 0 (1] 1 0 0 0 9 5 12 16
Bone, vertebra
Deformity/malformation 0 0 0 0 0 0 0 0 1
Iregular surface 0 0 0 0 0 0 0 0 0 4
Histopathology - non-neoplastic lesions
Bone, fenur
Thickening, growth plate 0 0 0 0 0 0 1 0 1 0
Bnneﬁem(pmmmalmthlxaxﬂ:
dm_.nﬁgmmhpial: 0 4 0 2 0 1 0 1 17 33
Bane, stermum:
Thick growth plate 13 16 16 13 2 15 35 26 38 40
Bane. vertebra
_Thickening, growth plate 0 0 0 0 0 0 0 0 0 4
(7) BT 5L R788T SUY VEGF As| S8 /At opd Qusoz )
g0, 2 FzASA S0z H|g AzAze] Mas Frho) ot wgiS =Hoivt 9
2. uith AEARIL spasteto] RiPEE(BRAN AA)EE AL Aejstjoly @
Aol a757] miwo] @EAYS Aslst= VEGF Asiofolr= & 44 H=
Wi o] AL oz TelAgle
4) 150mg/kg/Lol’de] FollX= Auf AAZE S71E S
5) =2 u]g9] AF 7tA: 500/250mg/kg/Qd X 150mg/kg/L o]4to] oAl R788 Fofo]
Jlist e AEY W47t PR L. dEesl vlgstel Qolst Aol Wol o] &

A & 5Holg] oS
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4) 500/250mg/kg/ L] &&FolA R4A06Y =F:
- TAZ7HR] o™ 271 64,000 ~ 219,000ng*h/mL,
- 64371 Foj=l &7l 59,000 ~ 150,000ng+h/mL
5) 150 mg/kg/Le| &&FolA R4069 =F:
- 104537Hx] Bo" 271 22,000~78,000 ng*h/mL
- 104537Hx] o= &7 14,000~76,000 ng=h/mL

Test Article: R788
Species/strain: Mouse / CD1(ICR) Duraton of dosing: up to 104 weeks (32 weeks for | Study No.: G-935788-0015
TK animals)
Initial age: approximately 9 weeks Method of administration: ~ Oral (gavage). bid GLP compliance: Yes
Lot No.: TYKRK002, RMO3L027A0,
RMO4L027A0,
ITRGGA1005
Date of first dose: 05 February 2009 Vehicle/formulation: 0.1% CMC sodnm. Treatment of controls:  Water or
0.1% methylparaben sodium and 0.1% CMC sodium.
0.02% propylparaben sodium m 0.1% methylparaben sodium and
punfied water (w/w) 0.02% propylparaben sodium in
purified water (w/w)
Dose (mg/kg/day) | Water | [1] | 30 | 130 | 500250 I 1200
Gender | Male | Female | Male | Female | Male | Female | Male | Female | Male | Female | Male | Female
Toxicokinetics of R406:
AUCouxs (ngh/ml)
Day1 0 0 0 0 1328 28624 13745 218793 66636 34512 274325
Day 28 0 0 0 (1] 17 24489 14964 63368 150480 - —
Day 91 0 0 0 0 693 77704 14380 147638 5923 — —
Day 364 0 0 0 0 1756 21851 76346 —* —* sl =
Coae (ng/ml)
Day 1 0 0 0 0 2783 334 9338 6563 15516 11639 19636 17928
Day 28 0 0 0 0 3809 626 8881 6529 1467 12772 — —
Day 91 0 0 0 0 4296 31 6771 6802 11614 15363 — -2
Day 364 0 0 0 0 3410 880 5998 8032 7733 8661 =3 =
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1) oh.Ao] R7889| 50, 150, 500/250me/ke/AS A5 2W7tA] Eofst A Fopx wuicl
9340 Zob stolelx] eiore
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4) ITP_gtAtoflA] R788 150mgs 1Y 23] £o4313 o] R4062] w=&(2F 11.000ng-h/mL)3}o]
HlastiS of R4069] PS> 500/250mg/kg/AollA oF b ~ 208, 150 mg/kg/AolA
of 1.2 ~ 7.1812 FAUS
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AlFH S (G935788-0013
A=A R788
A& Sc/ SD
1) BES 10 ‘3—! 25mg/kg/AO £71, 24mg/kg/Uo] AL ELY FU A= AEES
UEIHRIAL, 5 % 12mg/kg/AO] AL OETFETE AAES0] =935 27]0] FASAIE
45mg/kg/ < ‘91 270 A 40mg/kg/Lo] A7) BEES HEITET HoZ. 40mg/kg/ L
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2) ARPIE] B
- ojulo] &aal Aot ol VX sk 9] RE EorAojA ALECE =2 He g 3HIL]9le.
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VEGF AsiAlo|M e &Qle]l 7oz W¥uklo] R788 Fojo| o] sty 7oz
7}7<goao
9) =& AT 8|2 40mg/keg/L Y] %*744 10/600k2jollA] EHIE]QlS. 2 UH §ZolA
Sute], tiE]E ALlFolA 8ot], tiEZFolA 6utejold, fAoAE RoA Qlw QLS.
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() LT Hahs A AoAoA & BT A 9l O VAR Malghs
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Aol A osn o] v este] mpegttty Z3oN BaEZ.
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1) R7889] EofgF Z7tof mhe} R4069] CH=FAQl S&kitab] & F7P7} SIS

) A7%o £9 A% TK ABOIAL DL ForZolN Ra0se] Hgo] Asng. 2al %
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) R4069] ig.

- 45mg/kg/¥°] £7 8,000 ~ 16,000ng+h/mL
- 24mg/kg/L 9] 471 12,000~15,000ng-h/mL
Dese (mg/kg/day) T 0 [0 | 5 [ 3 | 1B ] ® [ = | s | @
Gender | Male [ TFemale | Male | Female | Male | TFemale | Male | Female | Male | Female
Toxicokinetics of R406:
AUCq-mt (ng=h/ml)
Day1 0 0 291 127 6729 13709 11024 27519 21926
Day 28 0 0 3129 1572 9573 13473 13066 29757 19349
Day 91 0 0 3583 2005 9180 16432 15244 27059 20580
Day 182 0 0 221 1746 5930 12096 12733 =& 18404
Day 364 0 ] 433 1677 3804 8118 12066 — 14818
Day 546 0 0 2758 2027 6096 11379 14929 — b
Day 728 0 0 29 2385 7859 == — il —
Cese (ng/ml)
Day1 0 0 636 320 2082 1026 1329 2852 5110 4751
Day 28 0 0 733 42 1901 1258 3408 3115 6869 3604
Day 91 0 0 774 408 1914 1246 3559 3643 6617 5148
Day 182 0 0 510 369 1564 1209 175 3555 — 4727
Day 364 0 0 514 418 1042 1304 1746 2269 — 3839
Day 546 0 0 654 386 1432 1212 2005 4107 — —*
Day 728 0 0 678 1317 1774 911 — — — —*
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2) £ 7|zt
- 10453t 10 9 25mg/kg/€o] £71, 5 &
- 8837t 4bmg/kg/ B9l +7
- 8953t 24mg/kg/ Aol LA
- 59%7h 40mg/kg/ Lol PF > Lo HIte] Rorztor FEwolttal WHE QLS.
]

a a [e) a
- 959 80mg/kg/ Vo] $7E AP £7] TR, FFF FH Bt BASHIEdS
) 2 AlFolA 2ele R788 Foiof Z[QIeh HIFY/P HURA AU2 BE & oFYf AE
Ql 7]‘40}73]/ 1 T4 KiOHoﬂ 71Q1eh Weto] = =

=
o}l H]Loﬂ/ﬂ R4069] ¢+ % °F 0.7 ~ L1482 AU

426. 715 A A F(CTD 4.3.7) (A9 33)

Alg

So] Azs} Aol] o] 4 AFH AP WA

ororo.
B A O

(2) HEZ A= 40l o3 A (n vitro) FE

A3

ezl el G940406-0009
Alg=d R406 Hl| Al At
A&7 BALB/c UF9-A3T3 A gobA| %
1) UV-A &4 % v]EAfsH 25 R406 Af2o]l ot MlmAEsof et G2 719 &RIHA] okgks
2) UV-A EX]| % v]EAsIA REZ = S50 BT Afol= LR AUS.
3) 2l &9 10mg/LolM= NRZAEESS 50% ool ”] miwol 1ICs R F=4d Als
A1t (Photo Irritation Factor)e Ar&3H 2 gl9l e
Test Article: R406 besylate
Test Svstem Method of Administration Doses (mg/L) | Noteworthy Findings Testing Facility Study Number
Evaluation of in vitro phototoxicity on | In viro — direct addition of 100 mcl 0.06t0 10.0 No reductions in \'Labl.hh of BATB/c Charles River G-940406-0009
BALB/c 3T3 fibroblasts using the per well of each test article dilution to :1’3 nwuse fibroblasts indicative of Laboratones, US Lot No.
Neutral Red Uptake Assay the cell cultures in a 96-well plate. potential RIB-I49(1)

(2-1) By

ANYTE 55 AYY 09~ B

AEHS N-935788-0009
Aged | R788
AEEE [ he2 / BALB/C
1) Als, v 53 2 #H 5ol R788 Folof oJgh JF2 LA AUS
2) o =AM At &2 20, 50, 80mg/kg/Lo| 2RO BUf tEgwt Bluwste] ofetrt
SHOIEIA] ot
29 [ Test Article: R788
E.__L]‘ Species/ | Method of Doses* (mg/kg) Gender and Observed Maximum Noteworthy Findings Study Number
Strain Administration Number per Nonlethal Dose (mg'kg)
(Vehicle/ Formulation) Group
Mice Oral (gavage) 0. 20, 50, 80 mgkg/day 160 females 80 mg'kg/day R788 did not have an immmnotoxic effect i the N-935788-0009
BALBc | 0.1% CMCNa, (0. 10, 25, -lOmz'deo-se Streptococcus host resistance model. There was an
0.1% methyiparaben and | bid ) increase in the plasma levels of R406 with increase in
0.02% propyiparaben the dose.
a: All dose levels are expressed as mg of active motety per kg of body weight per day.
ze R7882 AN TF 4% AP SN HASHL Holx] oS
(2-2) BAA: AB2QAAL ol A &5 A 0los R
AEHS N935788-0013
AEEd | R788
NEEE | 0h9A / BALB/C
2t 1) AlE, o 5% ¥ FAEZAAL 1gG Al R788 Fojof gt T2 IRl AU




2) 80mg/kg/LollM= Fof 6, 10, 214mol] vl FF9] F2 o] AU
3) ol & AAAREol tisiA = 20, 50mg/kg/LolM = T2 AR AUAIL, 80mg/ks/
Aol vlolgi2 ejrle] oZtol3l stAlE gaol AY T WAl UL, EF 4
< 8L = oA AIA Ago] A|de HRJARA] AUdZ
Test Article: R788
Species’ | Method of Doses* (mg'kg) Gender and Observed Maximum Noteworthy Findings Study Number
Strain Administration Number per Nonlethal Dose (mg/kg)
(Vehicle/ Formulati Group
Mice Oral (gavage) 0. 20, 50, 80 mg'kg/day 260 females 80 mg'kg/day R788 at 20 and 30 mg'kg/day had no effect on viral | N-933788-0013
BAIB/c | 0.1% CMCNa, (0,10, 25, 40 mg/kg/dose, clearance. 80 me/kg/day appeared to promote a very
0.1% methylparaben and | bid) slight but significant increase in viral titers on Day 6
0.02% propyiparaben ‘but not on Day 8. There was an increase in the plasma
levels of R406 with the increase in the dose.
a: All dose levels are expressed as mg of active mouety per kg of body weight per day.
(2-3) A YAelZold 45 AP 0194 2
AlgHs N-935788-0007
Ad=d R788
A3=2 | 0LoA / BALB/c
1) Aol R788 Sofol o G AL U2
2) 817 Y F2 wol Fol 2899 30mg/kg/L olFolA AHUZ
3) It BFY B= F ol Fo 289A O] 60mg/kg/LolA A US
. 4) R788 Sofwol M= &) thaay} vlwsto] AlgArge] ofets 2QleA] dots
A3t [ Test Article,_R788
Species/ | Method of Doses* (mg/kg) Gender and Observed Maximum Noteworthy Findings Study Number
Strain Administration Number per Nonlethal Dose (mg/kg)
(Vehicle/ Formulation Group
Mice/ Oral (gavage) 0, 10. 30. 60 mg'kg/day 168 females 60 mg'kg/day R788 did not have an immumotoxic effect in the N-035788-0007
BAIB/c | 0.1% CMCNa, (0. 5. 15, 30 mg'kg/dose, Listeria host resistance model. The plasma exposure
01°.\1edn‘1pmbmand bid) of R406 was correlated with administered dose.
v

a: All dose le\.els a.re expressed ﬂ me of active motety per kg of body weight per day.

o o
2E R7882 2 AE|2fotdt 5 APY LN HA=SHS HolA] AU+
L= =] = =
(3) AN == st sHEAH0] A
AlgHs 2590BV / 2607BV / 2923BV / 2924BV / G935788-0017 / G935788-0018
A2 A 3, 4, 5-trimethoxyaniline(AZ10045305) / R936003(AZ13448248) / 8-Amino-RIG2-05 /
a=a
RIG2-04, RIG2-05(AZ13603835) / RIG-B(AZ13603833)
Al 45 S. typhimurium TA1535, TA1537, TA98, TA100 ¥ E. coli WP2 uvrA/pKM101
1) 3. 4. 5-trimethoxyaniline(AZ10045305)2] 742, 5000 pg/plate®] ==7tX] H7}shyl,
mix £ stof[A] S. typhimurium TA100°] Chsto] HolH/dS BHS
Report Title: AZ 10045305, Genetic Toxcity Evaluation using a Linuted Bacterial Reverse Mutation Test Test Article: 3.4 S-trmethoxyamlme
(AZ10045303)
Test for induction of: reverse mutation n bactenal | No of independent assays: 1 Study No.: AZ SN: 2590BV
5
Strains: S.nphimurium (TA1333, Na of replicate cultures: 3 Testing Facility: AstraZeneca. Safety
TA1537. TA98 and TA100), Assessment UK. AZ R&D
E.coli (WP2 wvrApKM101) Alderley. England
Metabolizing system: Aroclor induced rat liver S9 | No of cells Not applicable GLP compliance: No
anahvzed/culture:
Vehicle(s) For Test Article: ~ DMSO For Positive Controls: DMsO(2 2 sodium azide, 9 nidine HCl, potassium
dichromate)
Treatment: Assay | (—/+ 59). plate incorporation for 72 hours. | Date of rreatment: 17 August 2010
Cytotoxic effects: None
Genotoxic effects: = A710045305 was mutagenic for 5 yphimmrium strain TA100 in the presence of 59 mix when tested up to a maxumum dose of 5000 yg/plate.
» It was not mmtagenic for TA100 in the absence of S9 mix. nor for TA1535, TA1537, TAS8 and E. coli WP2 7.4/pKM101 m either the presence or absence of S9
mix.
2 J__I]- Metabolic Concentration Assay 1: Revertant Colony Counts, Mean (SD)
= Activation Test Ardicle (ng/plate) TALS3S TAIS3T TALDD WP2 nivr.4 /pEMI01
DMS0 100 uL/plate HO) 1(1) 27(8) 127 (11) 207 (14)
16 4(2) 112 26(7) 115(5) 1944
50 5 24 27(6) 13007 189 (25)
$4's . N 160 150) 20) 26(6) 1105) 174(12)
Without ¥ ? 500 15 12() 27(6) 114(10) 192 (19)
Activation 1600 4MF 1n* A4(°* 109 (P 187 (97
5000 16(3) 7 1037 2547 106 [MT7 173 (17
Sodium Azide 0.3 492 31D ) NS 600 (3) NS
9-Aminocacndie EC1 50 NS 219 (50) NS NS NS
2 Nitrofluorens 0.5 NS NS 217 (33) N NS
Potassium dichromate 25 NS NS NS NS 95
DMSO 100 ul/plate 16 11Q) 32D 125 (10) 198 (18)
16 73 [Ef®) EET6I) 155 (9) b {)
50 6 (1) 130 35(6) 170 (14) 201(14)
= 1 . 160 3 13(3) 42(8) 258 28) 23(5)
With 3454 = . = %
300 4(1) 152 40(10) 497 (1 200 (23)
LS 1600 5 OF 407 FIOk 306 (E)JF IO
5000 1507 feYe)ld BT 306Q9F 1920367
o4 - ) 206 (20) 0 (9) 1116 (97 1517 (114) NS
- 20 NS NS NS NS 2080 (78)

- Precipitate observed. NS = Not selected for analysis




2) S9 mix H]EX] sFe] TA100, S9 mix &A] & v|EZX] 35t9] TA1535, TA1537, TA98 4 E.
coli WP2 uvrA/pKM1010]Al&= Hold/do] SRILA] AQFS.

3) R936003(AZ13448248), 8-Amino-RIG2-05, RIG2-04%= 5000pg/plate?] S=7}X],
RIG2-05(AZ13603835)= 2300ug/plate?] =%7tx], RIG-B(AZ13603833)= 1600png/plate?]
o] zbzb Holst A, RE E42E2 0T SS9 mix &&] 2 v]ER] stoA S,
typhimurium TA1535, TA1537, TA98 @ TA100, E. coli WP2 uvrA/pKM1010of ¥Ho]¥dA
o] EI%X] oks
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5. k2| 220 & X =
51. &ZEAH A8
(D 1z <ok et
E
) NeA | Ae a NEA A G
g 7]Zl‘x F5
In vitro
Az v 24l cultured
B} _ L - R406 2 mol~0.008 xymol 2 0.125 2 mol~0.008 .
A }
71140};?;21&2%%07? o sl humélélnsmast in vitro mol = Moo A Ki 2 30 nmol/L X
o
RIRE, Php-2 - QI7), Wl WM Syk A8 IC50%te zHzh 25
= _6_ 5) 23 - ‘:U - . . S ae HLAFY — AN — R | )
%2 Syk A &4 A)o] L ;,iﬂngseSyk in vitro 20, 30 nmol/L X
Azk zoiElF TiAMES] | R -R4062 QI7F IgGell o3 A=H AzF ZTiEl%
FcyR Aol o R4062] “;VTH]E | invitro | AAEEREHS FcyR AEE AsiF( EC50| X
] 3 24 e % 111 nmol/L)
- _ - - R406-2 & IgM Ao o3 A== A B A=
QIZF BAZ2 Al AZE ZoiwiF| . . - B . -
g SN i | memel wEselds CDmel wHe oAU x
= - (EC50%F 216 nmol/L)
A7t Aol A B AlZ CR406E Q17 o] IgGlig FA T fEaH=
FHO CD69 &k tist | <zt AY n vitro MZ EHe CDE9 &Hd 45S JAUICS0%: 5.0 X
A& 2 wmol/L)
Ak AeIA BAZAN |y in vitro | - RA06E QAL WAF) PR IgGfigM FAel| AR
Syk &8t o As) zg| T ¢ BAIZ <] Syke] QlatelE oA 8HIC50%k 3.5 wmol/L)
In Vivo
- uh$- o)A & CD4l A E FEejsty] 2443 dol
np-9-2 [gGE, 308 Mo A =& R788S 20,
o CDAL B3] $t oo 10, 80 mghkg §Fo7 A7 Fof F Faw &
i e = - in vivo 7}
wdo A ad 4 7Fa| CD-1 upe o
P el Gt 5 2 OD-1vhee | ) | - Riss 83 271 Solol M2 W 4 24 o4
7t g 51
- 40 2 80 mg/kg FHAT9 4% e R H
vluste] fo3HA 718
- up9- oA & CD4l FAE FA3H7] 24413 A
o w2 [gGE, 302 Ho ¥ EE R788S
9 CDA2 3] S po 20, 40, 80 mg/kg £Fo 2 747t Eo T Hiw
© el = - in vivo = 7}
wao A i £ 74| CD-1 upgx o
TP =2 13‘4%} N CD-1 =h3- (oral) - R788 &% =7} Fdd wE g4 ¢ ZAa x
° oA Zgo] Felg
- 40 ¥ 80 mg/kg FATY 4T = UERT
I vlustd fostA S+
2) 22 °F93t
E
e} NeA | Ae a REEE o
i zb 2
- R406- FAlol <3 A4 st sty
o7t GULT A5l 2ge e
dod FASA i@ Ag | T 7 | i vitro | - RA06E F2hAlol o|F CD62P BEF Aol o x
i el oFak A8 28-S vehd. Ww, ADPe ¢
@ Y Jrols 182 A e
- R4062 % F ] migration(10 xmol/L), W
_ A H¥ @ | . o] Al A=&(G0 ymol/l), AFos <3 Wy
Mo 1 2
AaddAd A =8 wagea | VO o) azias Banl30 gmofl) 2 sEgel <
A EA0Q20 gmol/L)e FFES FA FS




14079
&4,

R4062 ofd:=il A3 F&A|, ot FEA

T2 29 g g Lz o
Bl ;ﬂ’; QQ}H SRl I ;;‘:(3; inviro | R mwelm EAA 10 umoll HEelA| x
T pal = T wAal, 00 AR ] 0. O )
7]]41_41’ 50/ o] J‘/] X']EHE‘E —1_']—\:1
gPe)
199% 59 -~ RA06E 177 BAEA O thalA 50% oo A
_ - Fa(Q17 o &S Hel 1% oldlwal A3 F&Aol
= Q A ’
A% Beel OiR A AR g7 | VIO el 1650 ke 18 nmolLE Aa As) 2| <
RE < B9
_ R406 10 umolLelA 197 5ol A 80%°]d2]
=3 J el A3 Z20
AT Aol WA Ay 3BER | g e deda, 192 £80) tiek] 14| x
3 Eolde Wik |sluebd w ° 5
mol/L. o]&}¢] Kd gt& Y
- 120FFol A R406-2> A A4S X, 1C50%k
~ i 13928 9] o 2 3~ 3490 nmol/Le] A&
AT A W E | Gopg ma | 7VIO | D syke) 55 olabom 2e 1050 e 2 AL T
UFFOIAS
| 95ERe “R406°] 0.3, 1 2 3 umol/L koAl zzF 28,
1 0
AE WAL TININ AL Cqwma | nviro | 542 665 Rel A dldebisl B4E 505 X
7\ olA ol AT
- A3}k BAo A IC50 gt 43 nmol/L, AZ7]|HrE
VEGF 484 20| that 28 | VEGF 484 | in vitro | 2olA EC50 #-< 333 nmol/LE VEGF 484 2| x
4S5 Asg
Ret recentor - FFAF YA IC50 gk 5 nmol/L, 128 B2
Ret 7lufobAlol ek g | - klfnase invitro | B8 RE AEe] EC50 L 80 nmol/LE RA06L| x
Y Reto] 7|vbolA] B4 72493 AsaAS
R4062] A &7]|%0l o3t ICR in vivo - R406 Fo 2 »E 8310, 30, 100 mg/kg)ol A %
Py MOWE | wra) | zgAzel 9 FA Ue
-R788 BF& BE £2K10, 30, 100 mg/kg)ol A
FYATl TS FA Be
dHd JAZ 2 ALl D rat invivo | - A3 SFoNA H AL o HEW B/ %
HE = e (ra) | & sl3kA F7+ A
- ASAS} WegromH WAH FHE AueA 1ag
- R7880l 23t @A AL FAHA &5
(3) A kel
)] NeA | Az 9 AR GLP
c}—n 7]{]__ T
- R406W1 A2+ 0CE&E A thz), 5, 15, 50 mg/mL
@3 AT Tl F 1208 F A Bt
== 7 SD W= | mvivo | - 50 mglkg T 1FOA HE W& At 120
T FABA = ; H & = 1o S = H So] Aot w2 O
(n=6/group) | Jrwin test)| & ¥l HiFe 715, 08 T Fo} ¥g A
a3 A%E 5 Ast L 1FY A BIY
- NOEL(F4 &8 15 mg/kg
in vitro 2 Lol Al hERG A Fo] <&k
. A = SFL mlx
ks 73 | ogrg | RS2 4mol ol A dsol JFE vA|
T
assay)
) Tty FR " Ydsoln=4/group)ol  R406
A A7 e W4 4Ee 033 A =), 5 15, 50 mgkg @
e in vivo 3 ATE
SRR e T B -
BEARTON | emerry) - 50 mgkgol A el fel@ et wer 4| ©
(n=4/group) 2 7spo] BT
- NOEL(F4 &8 15 mg/kg
- 7 SD G =(n=8/group)oll R406 W AAFE 0(F
T2 k2 = o3 AT E
55717 72 SD "9 in vivo 24 t=), 5, 15, 50 mg/kg T3] AHFF] O

(n=8/group)

- EF B 13 @VFel Y MAA FF

- NOEL(* 9 3&&3) 50 mg/kg




- %03 $£AR SD B =(n=5-6/group)ell R788 10,
30, 100 mg/kg ATFA F AdAA gt E
=4

- Y oEd WY ¥ BIIUAAW R F

st < me | i v
CZ o A Y 1003 elujel o) zEel grow 3l x
TOIEIOUPT L @ral | gqre) AN wste ¥4 F e R4S B
o Ange 1w
- 100 mgkg FAIFANE Avko o A
7 7 QA 744 2 PR 7+7e] dAgo] B
- 2oz 47 SD @ =(n=8/group)e] R788<L 0O(F
H7 Uz, 8.5, 30 mgkg, 19 23], o 6A17F 7
v | ACE BANAFES F 42 387 HAY
=
TASDAS] MV pe sy ga 4e B x
(=8jgroup) | @ral) | _ yus m ymaes AwHe WEel w3,
B2E BHuEE FF 73t iz 55%
IR
co]aFRTo R vHE 7 SD W =(n=4~5/group)
o] 03 A t=), 1, 3, 10 mgkg T3] AW =
A Sh #= | in vivo oAPs wo dh, A, FAAY, AHEER, «
(n=4~5/group) av) QRS, QT ¥ QTcB 3t4) ¥ 7% H7}
- 3 mg/kgolAd dFF Tarb FFEHUL, 5
mglkgol A B A5 A FF wast B3
R4063 & 2 A€dA ) Y S e ——— o]
A . o -1 pmol/L7FA] RIZE Ishade] @3 g =
we US| V0 | o) gge mAA we R
B e A B W APY 21 S AL AT
SIS dnviro | 27004, R406-2 10, 30, 100, 300 nmol/L & AR X
i 5 5 9Fe MAA 2
(Langendorff) ojw w}ehw] e 8% H| XA 2
-m}E Pso] RA06S O(EEA TE) EE 45
mg/kg T3] HHy Fo
FASD P | mvivo | - RE AY zANAN £ L 37 ¢S «
(n=5-7/grop) av) ds 9 VEGF 34 g3 ol &8-S A
oel @3UF J)Eol AHHA FEFS HAA
==
A maEH| vitro |+ R406 A2 2 VEGF #1274 NO @4do] Asf=la,
EEN 1150 ZHe 034 umol/lLel QS
- Fuk3 $20 SD P =n=6/group)el Y tiH 10
mg/kgS R788 100 mg/kgst wA F3AY =
E Y &%FY R788 F4o 2412 Fof Yzt
A SD A= | i vivo < 59 %
(n=6/group) (ora) | - BA Fof @ F& Eo] BT R788¢ o3 &
A TEHA E
- Wg 2oy} ¥4 = R406 $E9 ¥ Cmax
o A= I4F THHA XS
) kA oFEI FEAG
A8 N GLP
= A EA 73 7%{}5! N84 =2




52. YA Y

52.1. 12 %4

52.1.1. In Vitro

* human mast cellolX ATP(1.56umol/L) ZA43ko] R406(0.008~2umol/L, 0.008~0.125umol/L)2] Ki gt 30 nmol/L
TELE AT U EZA 7| uobAl(Syk kinase) B/3-& A

o A7k w2, AE syk kinaseoll Wk 1C50 & 2+ 25, 20, 30 nmol/L FELE AT

o QA IgGol 9 AFH Az 2ol tlAMEZRE R4062> EC50 # 111 nmol/L %22 TNFa 44& AAE

o IgMel o] ATE Uz iUk BAE EHd] 2EE DY LAY 4 RA06 EC507t 216 nmol/L FEOE
AL A
o A A IgG/IgM FATE FEHE AT EHel CDE9 W A4 R406 1C50 F 6.06 1M 502 1A

L]
e
m

HE F BAEAA IgG/IgM FA ol ©J3F Syk ZASHE R406 IC50 3.5umol/L FFEOE AT

52.1.2. In Vivo

o F-CD41 FA FF TP vh-2 Z(F-CD41 Fof 2447 A IgG T 2 304
40, 80mg/kg 73T 7ol F i ¢ H7 23, Fof &7 SUH ©E da F gavt 0411]19. 40 2 80 mg/kg
SFolA tzw3t Hlwste] FofsiA F7H (42 p<0.05, p<0.01)

o F-CD42 A FL TP vk 29(F-CD42 Fof 2447 A 1gG T 2 308 =
20, 40, 80mg/kg 47 Fol & o ¢ H7F A3, Fo &F Sl whE D2 5 ATt 4A1F. 40 2 80 mg/kg
EFA iz vlaste frofstAl S7H (2 p<0.01, p<0.001)

)
N _[11
ofl
2,

5.22. 23 °F& 3t
5221 84 A3 g &
o (AT 243 g xm) A7t TxY o)A FEjE T4 A A Zepd T ADPY| o SuEE A

S8l AES CD2P W3 F 45 B7F A3, RA06(GuM)-> ZepAloll &3 CDe2P A F F5S 42% A 3 ADPl
of gk g *J%(O%)Oﬂ% Z-gHA]

5222 A7tAY9d A &
¢ (off-target) R406> %17t T3 migration(10pmol/L), QAZF ME 9] Al 2 2-8-(50umol/L), MFOZ g B d o]
&2t A4 AR (30umol/L) B SFT A 4 (20umol/L)oll FEFE FA B

5223. &% &4, T84, °l£XH€_ L FEA A A &

o (A% FEA, olAd, A U Z8) ofbleAl A3 FEA, otulAl FEA, Biobyl FEAd A7t
10pmol/L & =0l A -‘rlr"é}ﬂ Aom, 71 F od eyl A3 FEA s IC50 80.6nmol/L FFO.2 AAIE

o (ZE BAUT ZE) RA06S 177] B4 FA- ] Tia) 50% o) AEo] BEE o, I F ofrlinAl A3 F&A o
thall 1C50 18 nmol/L o2 A

o (A% FIUotAlel g 2H8) R406-2 10 pmol/L FF 2.2 197 tis] 80% ANES HY

o (@F Aokl W Held D Eo)A) 120F oS IC50 7t 3~3490 nmol/L FF O Syk As BAHL B9

o (ZF DA 7 gobAlo thEk 2L RA06 03, 1, 3 imol/L F=oA 242k 28, 54, 66 £2] TlA FujolA] BAL 50% A3

=

=3



(VEGF &=&A 20l gt 2Hg) Aalst B4 o=z 1C50 #t 43 nmol/L +FC.2, HUVEC AE 7]

%k 333 nmol/L £F O & VEGF 84 2 &4S A s
(Ret 7IvtobAl Z/do] thgh 2H8) FFHFWOZE IC50 ¢ 5 nmol FFOE, 9120 EXOFE EC50 ¢ 80 nmol/L
02 Ret 7VolA AL A3

5224. €8 43 ¢ ¥Ad g &

gk EA A EC50

o (A87%e U Zg) ICR vh$-2(n=5/group)oll R406 ¥4+ 10, 30, 100 mg/kg AT T ¥, 8 A7+ 3
7V A3, BE Fo] OFAM S8AL S A @do &7 o8 @ T v= TP BEE
o (A 34 2 &Y Aol g F8) SD PE(n=6/group)el R788 10, 30, 100 mg/kg AT F9 T dzpde] 9
3 FiEe do g IF WUt 2y, BE Fo OFA AR S FA oy &5 g2 ¥
AT % 37PF HEE 100 mg/kg SFANA A FAE olske AW ERE st TR EH F
Fole YFE A ko), ASA(Acetyl Salicylic Acid)9t WA A FaFo] An|siA ad
53. GHtEAF(Es AR FAH)
5 =1 3 GLP
core battery Al e 2 25 2
- %7 SD #|A=(n=6/group)ell RA06HIA A 0L&A thz), 5 15, 50
mg/mL @3 AT Fo3 Fo 1208 F 74A Irwind H7}
-5 2 15 mg/kg B 2FoNA 1208 F71x] W3 BEHA L
o - 50 mg/kg Fo 2FAA ZE TEAH TFAAA 9A AFI &
Z2077) ([m.”m R e G O
TVTIESU |z whe Asvh 1208 Sl Hagkes)Se wE BRAHG) SelF
- et Hkg A, AEH 5 Ast @ 27 APt Fo 908 Foll Eig
- o] BE JFAANH H o8 FEA AE
- NOEL(¥*%9&&3) 15 mg/kg
n vitro - hERG '@ &d¥ HEK293 w#3FolA R406 2 xmol/LZ H7}A hERG »
(hERG assay) Aol 9 XA g
- 2otz £ delAdsol(n=4/group)el] R406 WA AFES 0(FF A T
Ald A L %), 5, 15, 50 mg/kg &3] HFFH
(T”; . ) |- 50 mgkeNA el fel@ gast WY 4% Aol B 0| O
M nglkgol 4 @4 Z R4069] W Cmax= 4 mol/L(1910 ng/ml)o] &
- NOEL(¥9 & &%) 15 mg/kg
- 71 SD #=(n=8/group)ell R406 HWAAA 0(FFA] ti=x), 5 15 50
mg/kg ©3 ATEAE Fo 443 & 714 head-out plethysmography
ZE7A in vivo £ o] g3l Hrh+ O
- 5F% % 18] AP IF vINA @
- NOEL(F 9 &-8%) 50 mg/kg
- (H53) €% T R406 5= AAA FvEHES), A 2 AA
e #AA A7)
R406= d ¢t . - Fulx $7# SD P =(n=5-6/group)ell R788 10, 30, 100 mg/kg AT%F
EIEES (R;g”g gy | el AT 34 BAHE JURA shebelel 33 X
ATd B © T - R7889 &7 o|&3 <t Aol JAHJAR, Fo T 10479
wlol =gl Fro = FEH
- "ol AAFH HEle 4 F R406 359 =2 4TS HY




- 100 mghkg FoAIRAIAE AUTe] gk AFH @74 QA A 3
PR 717 dizto] BaAHYUS

- (A2) R406E W HF 9 AF £EY A5 AW g
~(57) R788 W% FolA, AdwA s E@E, Avs 2 44D

2 ARAL A Hr)

- Fut3 A SD #WE(n=8/group)ell R788L 0(F&A th=), 85, 30
mg/kg, 19 23], oF 6A7F AR BANATEA T 49 FHE77E
AARHEHA T Fo)

-85 % 30 mg/kgollAd & = TV & 2k
30 mg/kgollAle Fol 1¥9are 2384 o FHE @A A&

g dsol wEH

<3

1A

o
'~

o

o
4o s

e

Ay

in vivo FUARE, T EUS FoF F 4L FFA thzol e

(R788, #H)

Z o
R
ol i

I
>,
ol

Fe AARSHE QA 714 ol
o] 14 olujel QA XHAL BHOE BolAd AR
V. QA 7ol BEe 19 28] Rolo] 234 Fof

i,
o

A"

)
n

)

N
—_

>
—

T
jala}

P
bl
"™
2

Al

g

& BE AP/ ) AEH WEol B

- o
Frof F AdAMNE 3294 ool FEA thxst
3] H. ]

297 85 ¥ 30 mg/kgel ¥F <+ R406dml Cmaxe= 2Hz+ 1.270

o)
e

=]
=4

1%
o
a
ki
N
N

of i = 2 1M

ok

I
H odn ooft b o e o
e
N
3
X

Mo &

kv

445 2 5,049 + 2.958 xmol/Lol <

) R406 Fosls o gt Ak, A<, AAZEPR, QRS, QT

TcB 2+4) 3 I/ B7}

Fgto g nlxHgE 43 SD | E(n=4~5/group)o] R406-S 0(F-3 A

), 1, 3, 10 mg/kg ©3] AWy T3

glkg ©]4d w et HFeol BEIHE FAd EFF Tae o

Wl 9 Ay SVl #E

F&89 Awrl He dP/dtmaxE A FAZ A5 gAT,
in vivo R406 T2 1 Aol JAFHAS

R406, IV) | - B &£=71 AFSEdd IFS vHE e E T, 20 EE
1.5mL/kgoll A 1.0 mL/kge ® &= 93 AAE 53

- (A vz SD = FA(Mn=8/group)oll Al R406S O(F-FA d=x), 3
9 5 mg/kg T3] AUy Fo

- 3 mglkgoll e FFrEF 47 BFAHAL, 5 mglkgollAe B s
3} dP/dtmax #a7h AZFEH A+

- 3 2 5 mg/kgolAdl X F R406 =9 Cmaxe= 22 3.90 + 0.25
2 6.02 + 0.68 xmol/Lo] A=

1
i
il

oy
N B
: W3

3

Ezﬂw_:‘:

o ol

- (=) R406°] Fwe] HHHOE MAE 4§ HE
n vitro - (23 R4062 1 gmol/L7HA] A= s s 5 92 o]k =2
ol APHOE Ag3A e

o g
in vitro - (@) 1 gmollL7hA QI3 dstEmel g A A2 d&F=

- (23) R4060] FHFFH, AME 2 AFEYe] ]

=
o = o] Langendorff #F4 TE
in vitro X
A




- (A7) R406 10, 30, 100, 300 nmol/L7}A] oA® steprlgoE FE&

v A e

n vivo
(R406, 1V)

- (A3 R406] 9% <

- (54) NO =4 gy 7|5 = l% [ B7F w3 #3 SD
2 =(n=5-7/group)o] R4062 O(FFA| th=x) == 4.5 mgkg &3 H=
Y Fosta, e e w8 %% Fo dF F7h oM
gdZgdoz fuitd 3 o), == VEGFZ fit® g3 o) & &
S A3t Zgoll g FEFs HUL

- (A7) RA062 BE A7 A 57 2 F47] dbs AsA

- R4062 TN & v34 FE T F F7k st 59 ¥
F% 2 d3 HA==H(conductance)S AFIAIZ|A] &3 ofAEEH

A ER o= 21’8]1%]-1] %5, ol R4067F AT 75l &

b 2
A GFL A g
i

ﬂl

L

- 3% R4062 VEGF 24 d& ol &8-S A3
- (F3H2) 9 AY =dd T =AM NO fFAHEA AAA

L-NAME®] & A&

- (BH2) B Td F &7 F7h oMAEEd 9 VEGF ftd E¥

ol HRE At

o

J& Zge gz oz WEE= VEGFe
, R406-> @ 75 AHZA] 9T

g Aol 7]Ast= Aol

<= HAA s

=2

n vitro

- 4.5 mg/kgelA 8% & R406 59| Cmax % 025 . mol/LY
- (F4) A3t vA¥EH

9% sl A=o1A] VEGE 0 Aol vixE
95 B}

- (A3 R406 &2 VEGF #&4 NO @Ade] As=a, 1 IC50 72

0.34 pmol/Lol A=

- X3 R406-> VEGF &4 Erkl/2, eNOS % AKTY l4kstE 2 A

Eo m¥ow A

n vivo
(R788, ©3])

- R788 A75Fo Fo @& T = w29 FdA 3

- (A8) R778°0 9J& & Q’

- (F2) R788 #F2¢4d o Aol Ui AHT A8 HE
- (A7) Fukx 3 SD A=e R783 100 mglkge] ©3] A FF oo A

Eo] 20412 IR A&H oz et o] BEAEYLS

rlr

F4% ¥
ol BEANLS

- AETIH U Waas AdAe @ ndgepe] A4d Fox

Wt Wol el ghe ASAAAT, R7780] o @ WS A5e AAA
o oA 37 e

ofv

o
T

2

o]

Ay- AR 2HAAE AR Al
o =

A2 4 QAT et 4 A A&ste Aol okyzh dgt

wlol 22t gk Atz <l

n vivo
(conscious
telemetered)

— &) yeoAE el

=
A
=4

3

L l‘-?—"' ol}« o
N

_]
N
A2 2 BIEAAR AP o
R783& W& TS wo AEAA derel(d Y, A, AHE)
W AR O3 9 B}

- Zukg A SD FA=m=6/group)ol YA 10 mg/kgS R788 100

melkgsl $4 RSl S U 9l RIS Fef 242 Fol
AT Folstn, FAT2AR 74 ABA b HE S5

LB Rel® A% RIBSe] S8 WY Aol A 4
- $4 Rol= R )@ WY Foo] BANA Fe
- R7783} Usiti®e WE Folzh 8% F R46 = W Cmaxel

MAE Ggo) BATA U




54. F5 - BX - A - v #F N

54.1. F5(CTD 422.2) (A<t 33

54.1.1. In vitro

¢ MDRMDCK AZoA AR7] BHEFA = 8.09~9.60x10%m/s, WlEH] 08, p-gpS AH

¢ Caco2 MEZoA Zx7] FEHASE 01, 1.0, 3.0 umol/LollAl 22t 5.02, 6.09, 2.63x10 cm/ 2§53 g
2. Pgp AsAd AU B AEIZUES EAA wWjEH TLEE, P-gp 71EAS &

ot
=
fifhe
rlo
M,
lo
2%
bl

AO

54.1.2. In vivo
54121. 93| &4
¢ CD-1 #}9-2(n=4/time point)] R788 CMC #EY 250, 450, 600, 750 mg/kg 4T F &, 2143] Ri06 HEH U
on Bo 247 3742 oA RA06 HEH. 600 mg/kg 7HA G BT GeFo] vlE st AUCInf 2 Cmax7}
57+ 10 mg/kg BT T Al AA1&E 60.1%
¢ SD A AEmn=3/group)dl TXEIEIGZHY 5 9 50 mg/kg AT F49 A, &% vlE& R6 =FF 371 5
mg/kg AT F Al R406 A 0]-&E 57.0%
o YA FAIE FolE E7|n= 3/group)°ﬂ Z2EEY 259 CMC 889 625 9 40 mg/kg AT F4 A, d
b & R406 &% A1&53] e B &F UM WA w2 )
¢« 9 /* 7 Y%0](n=3/group)°l R406 TPGS %°ﬂ 15 mg/kg AT ¥4 Al R406 =TS o 22 EU
zoepobEld 249 15 mg/kg AT Fo Al A A5l %% | 73 dsolitt EY4s BE 8% R788
ZEhHE Y 2 TR0l R4069] A ]85S 80.0%

[¢]

H:I

Eal7o] 19240 RA06 =2 FS o/ .

54122 WHEEd]

¢ (D1 k92 ( n=4/time point)°ll R788 1¥ 23] 353} 5, 15, 50, 150 mg/kg &FOE ZT Fo] Al RA06 =&
S5 oJEH o2 F71 Tmaxe 1h~2h, F9 91¥A &% FHH = FANA 1.1~26, EANA 1.1~15

¢« SD /\E(n=4/sex/group)°ﬂ 19 23] 2653t 25, 85, 30 mg/kg SFOE AT T A 13 Ze 23)3F o] &
AZE ol Cmax =2, /4 EF €% Sl @2 AUC0-24 ¥ Cmax Z7F &2 43 HA=9 Ri06 =& F

2 A=Y o 2u). o 18294 FHELS FANA 13~19, ¢AA 1.0~23

HAWE So|E E7)(n=6/group)ll R788 5, 11, 25 mg/kg &FCZ 1Y 23] 13YZHGD7~19) AT Fo A T

YA R406°] AUCO-24 % Cmaxe &7 A2 F71 13Y4 FHELS 1.0~16

o AL Fol(n=4/sex/group)°ll R788 2.5, 85, 30 mg/kg &F=2 1Y 23], 39573t 7 Fof Al R406- 243 ]

Y Cmax £, &/ 950 5 &3 &4 AUCO-24 ¥ Cmax 57} . 192 &/ =& Ao] glATH

18297 2 27393) GR AFole] Cmax P AUCO2WH 2 58 F3& 54 g8

542, B¥(CTD 4223) (A% 33

5421 €% 994 A

o ke AT, E7), A50)(FA, 9A), U7 R Ra069] I BlA AJELS 986%, 97.9%, 99.5%, 98.4%,
98.5%, 98.3%

o QA A &RY L AHA al-2HdgEN e Oidk [MCIR406(100~400 ng/mL)2] AFE-S 7+t 96.3%, 75.5%



o [MCIR406S A7t Ao X, N/ T TTHE AFE(G0, 500 ng/mL)olA 2.6, 3L 552000 ng/mL)
A 198 dF oA A 23}
o BE T=FA E2E84L 031116 L/kg®: S 9 £3I7F AAL 17 B¢ ASES] £E84LS 2561

5422 %A £¥
o A Yulx SD REM=3) L 4 LE HEm=6)°l [14CIR788 20 mg/kg AT Fo & QWBA £4] A, 1430l
#H(3408.117uCi/g) > $1(1681.297uCi/g) > T&(35. 657],1C1/g) > um(106.055pc1/g) > 7H11.526pCi/g) > ZA A1}

2(75%uCi/g) =ME AZE, TFABANAE 4A3E o] F A I nt FEY. UAR | OR8] H(4

st W85, 95, ) ks BE

« HE@=1)oll R788 5, 125, 25 mg/kg &F 22 1% 23] GD6~17¥7HA 1293t A7 Fol & A 2194k 37}
Fol X3, 25 mg/kg &FolA Fof 1A & A 9 2k 4 F R406 =+ 247 1610, 206 ng/mL. A /E
A 84 =R 49+105

« E7|@=1)°l R788 10, 22, 50 mg/kg &FO2 1% 23] GD7~19¥7HA] 13Ut AT Fo § Ul 2993k 71 &
of 28, 50 mg/kg &AM Fol 1A & BA 2 At A F R406 &=+ 22 3703, 1070 ng/mL. EA|/H
A % FEHE 09-148

NP A

o

54.3. tJAHCTD 4.224) (At &g

5431 €% 9 A4

o R9-2(n=3/sex/group)°ll [“CJR788 10 mg/kg &3] 3T £ A, Rd06> & & F2 ﬂWﬂl. R406 2. 25| AJ44H
F8 A= R5299] 2FF &4 ﬁL_%LZﬂ(MW)‘” R4069] gttolotm A 9] tho] ZFFEM EFA(MIL, =EF
3.9%), R4069] N-BEUEAHALA (MG, F =ZF2] 24%) 2 257 WA EH*MI(Z &9 23%) BEH

o T Yo R788 60 mg/kg SFOE ﬁl 78T Fol A, @A R5299] S FFEA 2FE AR 2FF(R5299]

FEFEN TFA M17, N-2FF-24F L34 M24) 323, /5 A= (n=1/sex/ group)Oﬂ [“CJR788 5 mg/kg &FO.2

1€ 28] 597 £ A, @& F F2 A R5299 =784 34 3l R4069] N-2FFE4F LA Y. R391(R406-
wek-o g Ao ZFFEA E%iﬂ(ms F =299 18%) ¥ R4069 N-2FF24 TFAMLY, F =&TF
1.8%), R406°] N-Erio|m Ly g EEAA =2 (M27, & =& T2

o A E7(n=3/group)ll [“CJR788 5 mg/kg &FO.2 T3] 7
FEFEN TEAML7), R3919] 3F4F TFA(M28, &

%°](n=1/sex/group)ll R406 15 mg/kg &FOZ 1Y 23] 14Y7t Fo
BTE A @] = R406 EA

o Izt [MCIR788 150 mg/kg SFOZ T3] AT T Al Ao T2 R06 EA. 2t A =E3HFLS RA06 F =2H9
3% WTHO.Z R4069] N-SFF24F A (M20), R5299] 2FF24F LA (M15), R5299] 42 A (M18) 22

Of

2.7
Eoq A, 84 F AF 713 A= R406, R5299]
6.7 &

o
% 3

i
A

£ [“CIR788 12 mg/kg &HFOZ T3

5432 8, £¥, 3F Y HAA

o Ue2o] [MCIR788 10 mg/kg SFo2 T3 AT T A, QoA FQ& UL R4069] EriolmgA|
ol 2 FF24F TFA (ML), R5299] SFF-24F TFA(M17), R5299] 34t LA (M23) F2. EilolA T8 tAA =
N-2E 2] EA| 3 DA (M26), R4062] N—%EM 8 3 2] =S AR =4 (M27), R5299] 4% 329k (M23), mIwistA|, Ra06 o2

o T2 A=Y [MCIR406 15 mg/kg EFOE B3 AT 9 1 mg/kg EFOE A Fo] Al 99 BF AR ZE



gde 59 & 9 FFAA F& AAE R5299] SFFEL A (M3), R5299] 3t ZA| (M5), R4069] =
F24k TFAMe)=oZ EA, EHA TIFE R529 FAE N OH, R46 E R4062] SFF24F A ##

o E7)9 [MCIR788 5 mg/kg SF22 ©3] AF T A, 204 F8 OlAAE R5299 2FF24 TFAMLY),
ik ZIA|(M23), R3919] SFF24 TFAMI18) FZ. EdellM F2 M29 ¥ M30 #EHJoH, th vx O
AHA|, R406 N-EEZ| W EA #DA| (M26) 3

o dFolol [MCJR788 12 mg/kg S22 ©3] AT Fo] A, FFO2 Fo] WAEY 689% IFEACH, GFIA
F8 YA E R5299 FEFEA E?}ﬂl(MéSS) R5299] &k ZEA(M537) BEE. Bl FaoiAblE M413,
R406 T QoA iR R5299] S FFEAF ZHA|, R5299] 84k A, R4064 N-ZFFF 24 234 B2

o QIzkoll [MCIR788 150 mg/kg T3] AT Tl A, 204 F8 A= RA069] N-Z2FF 24 i& A (M20), R5299]

FRFEA TFA(MI5), R5299) 4 A (M18) B2 Bo]A FZ R406, R567(M26) H2H

5433. In vitro AHA] A&

o AAE ALP(& &% frd)dlA E2EtrtE g G R460.E TS EHAOH, QAR &% who] AR A
E e S 158 ool &3] tiAE L 7Rl E Fal R406S AT

o QU7 3 mpolaESE g HPA CYP AAE A WUt Z:i?% R4069] Te}-O-gw|E3tell CYP3A4ZE g 17t
CYP3A4 2 CYP2C9ol A BF R4069] thARZF #2910, QIZF UGT1A9 9f3) R4069] N-=FF24F 234 A4,
8504 UGT1A99] 93] N-2FFE4 Z4A A4, E4ollA UGT1A3 ¥ UGT1A49) &3] N-2- &4 A 44

o 7 D Ypo)o] Bulo At BAHE Fo A R567S O-BvEsl 9 glelgslo] s2ASe| o) AAEHT,

JUl Aol B 7bsA o2, E2EHHEd I} R406 E R5295 Q17 B Aol AuAlds 5714 A4 wokd

A, R529¢ vk 2o MR R567 8. Aol HE ARE 714 Aol AlAlTH v R529 B 1

LA = A3 Ro67E WS

2

Ll

54.4. WA (CTD 4.225) (Aot 31)
o o] [MCR406, TF-2, E7], Yol & QoA [MCR788 @3] AT T AW Fo] A, BE FEZA ¥
HlAE oF 80% o4, QEiAE Hu 193% & widE #AEQ on, MRl e

5442 BFo29 HjA

o G e AU A A= n=3/group)°l [MCIR406 B Fo] F 4817t Uo]l 839%7} HEFOE WA 2 7
T B F 467%7} BEOE wjA

o G e AU FH AFol(n=3/group)el ['CIR788 AT Fol F 689%7t HELE HjA

5443. 29 wjAd
2 %'15011 R788 25, 125, 25 mg/kg §F o= 19 23], FAolA £HE AA olF4 GARA BT Tl A &
5.5~

=
9 R406 FEE EA F v& B =01, 45/8% s=Hle

N =S

55. FF4H FE HEAE
551. CYP A /55
(13 Z§)



R406> THEE|EAS 7| A2t CYP2C8 Ao 7194 A3l 28-S YEFH(IC50 31 pmol/L)

R406> CYP(CYP1A2, CYP2A6, CYP2B6, CYP2CS, CYP2C9, CYP2C19, CYP2D6 % CYP2E1)ell thal NADH A/
HIEAA AL o4 A3l 28-S UERlA 4

R788 8100 mg, 1% 23] 543t Fof) Fof A Aup2Elgl9] AUCO-c0 2 Cmax7t 242 66% 2 83% 3%
CYP2C8el o3l 12.6%<] A3 2 ofzhe] ARk &4 A3 28 Ve

Fr=28)

7k ZF Al Zo)A R406(1~10 pmol/L)E CYP1A2, CYP2B6, CYP2CS 2 CYP2C19 &4< Z7H1%. 10 umol/L &
oA CYP 2C8uPol U4 hREAY 40%E e 55 1Y
& AL AP goZdelEY SEFH ] HXE CYP2C8 F = ¥ HAE A, AUCO-o ¥ Cmax7}

o
2F18% s B 17% A

i
_13

Ji

55.2. UGT A3}

R406-& UGT1A1l thef 73k As) 28-S Ve (IC50 0.4 pmol/L)

553. +FA ¥

(P-gp 71%) R406(0.1, 1, 3 pmol/L)& P-gp 71 A0 A| % Caco-2 AIEANA P-gpE A& PHIUFA S5l A 2
5 UehiA obs. T2EEY L PgpE A PHIUFA $40] A 288 JERH(IC50 3.2 pmol/L)
(BCRP 714) Z2ElvtE]d 9 R406 ZF 1 pmol/LolA BCRP 71d obd. T2Elvbely 3 R4062 PBCRPE 7

g PHIN2EE23-450E 40l tiste] Asat4-S Yepd(Ics0 27 0.050 2 0.031 pmol/L)

(OATP1B1 ¥ MPR2 A 3ll) R406-> oF3H Al 2h-&-& UEPH(ICS0 40 umol/L %3}). 7|2 o 2EE3-AF0|E
AHE Al 10 umol/LellA 27% A3 28-S VERd

(OATP1B3 714 /A 3l) R406(1 pmol/L)> OATPIB3 7]&e] ofm, OATPIB3E 7+ CCK8 4ol thate] A3}
28-S JEA B

(OAT1 2 OAT3 718/A3) in vitro A @A R406(0.1, 1.0, 3.0 ymol/L)& 712 0] opd. PHMEEHA O E F4
of tiate] Aell 2&& UehHA &=(42e] 1C50 0.10~30 3 0.11~32 umol/L)

(OCT2 718/A%) OCT2 7]1&o] olyal OCT2E 7ZA#3 [MCMEZER F4d dstd As) &S YehiA &
+(11 pmol/L)

(OATP1B1 71&/MATE1 % MATE2-K A3) R40603 2 1 umol/L)& OATPIB1S 7]Zeo] obd. MATEl ¥
MATE2KE 7Z#3 [MCHEZZY F5o) tiste] As) 28-S YePd(IC50 #2 247 229 2 0195 pmol/L)

56. %keld] @ WA 97

(EHAF)

R406-& ATP EA)5}o] 7+ Sky &4l thal Kigk 30 nmol/LZ AsistHom, <1zt vkg-2, HE=9] Sky E4&
247} 1C50% 25, 30, 30 nmol/LE A3} 3192

&, ITP wh9-22 Edo4], & CD41 A E& 3 CD42 FAol 93 fdse d4an F TAE R788 @3] AT
TN &7 JEHoR JAAF

A7 ol ek R406(1~50umol/L) 9] F&F= H7IetA o™, T2 migration, WA AT A28, Aldo=
A WP F7hka HAH](oxidative burst) B FT A FAo) FFE FA &S

J

ko



=)

R4069] AElY 9 Eol4S Hrlslr| 98l 14057 24E E4, 784, 74, ol2Add od 2% S
7betglom, oftieal A3 F&A|, obEleAl FEA D miobwl FEA A 50% o4 AelE(R406 10pmol/L)S
B, 1 F otdieal A3 $EAl tha 1C50%: 80.6nmol/LE ZE 3 Asfzgo] Uelson, A714e s A
S EHAE obdical A3 Ao thal 1C50%k 18nmol/LE 733 Asjat-go] Yebd
9552 Tl F)uobAle] tiek R406S] A 28 H/FAT YA Ret Z1utobAldll tisl Syket F538kA A3
Helow, £F & Ao F2 I9TS 3= VEGF 484 20 tis) Asst £445 1C50%t 43 nmol/L 2 Al
X §4 A7 EC0% 33Bnmol 0.2 EAFE Adfshe AS IRISHHS. T AAE O R wEiA DA A%
TS TE9 7)Y, 8 B 2 4 B9 Wo] 32l 7|Fo] FEUTH= At AEo|n, ALY FYA
AR 3 e

11 AR/ AT AR, 4) SHAE AR, () A4EY SHNGT 1IH S S FARGS

mhe 8 o)A R4S A Aol el BAAsEOw, dlA o § WA 4§62 UehiAT thes g
9= B FEANE G nAA 2

A% A E)

%%*J%‘ﬁﬂ, SFA, AEBA B9} @ﬂ R406 #1414+ 50 mg/kgow e Fuo FEA
: Aol BAHNL. BF/ tF )

o
of»
e
mﬁ‘.
e
é
>
i)
=2
>
H‘I
e
O
b
>
12
N
[
1o
o>
Ji‘i
EI
)1&
2
ox
o{)«

A S AL in vito AFAA HEJY HE AT PappA/BE= MDR-MDCK ME 9 Caco-2 Ao A
27y 960 9 2.63~6.09x10-6 cm/sZ Y5 SEJAHS HY

in vivo AlgoA R788 T E2EMMEIY ZEES AT TS o, 2143] R4062.Z W= Pl R788
T I2elfUgo] AEF A 3k R788 e TAEEY ZH9S d5oldA ATFEAYE u Aol &

2 80.0%% =9k, AZtAAE 54.6% A5

2, AE, B7], Aol 7ke] I vl AFELS 47 98.6%, 97.9%, 995%, 985% F 983%E FA T
£ Eokom, AA <zt ¥4 4Rw 2 A aAGERdd i Hg AFEL 47 9%63% 2

755% %= R4069] EEEHL e FEFNA 031~116 L/kge2 & 9 #27} o444

P QWBA AFollM 44 9 dHlx o [MCR788E AT FY9 A, WAMs HRE £ T 17

g BYon 4N o] SFAAAE AYS 2F o) B A EE3AS

BA & ALP(& &% fref)ok QxF &% mlolaEEo] o3 2AEmHE YL A1453] R4060.E HSEHGoH, Izt

of 7 melag2EoA AAE FL tAAE R06S T A AEE 9eEO0-E l%ﬂ(R529)(°J7J°M FE

CYP3A47} &) 2 N-ZFFE4F TA|(YUZIA F2 UGTIA97F #Hef)ollon, QIztolA Eolzl thAkAI7}

HAHA G

A7t 8, &F, B AZ F 5L 93%E BHOZ 80% 82 193%E UF-E BHoz wdselS

R406> FE CYP3A40l ofate] thAHER CYP3A ASfA(AEZ S B wiztatd)e] S AESoH, 1 4

3} & EA R4062] AUC 2 Cmax?t 455U

in vitro AI@IA R406> CYP3ASl thall 7k4A Asf g AR oEA Asjatgo] UebtoH, AP edA

CYP3A 7149l nttEd, Ant2etelge] H8FaA AUC 2 CmaxZ} A5E S, 3 R406S UGTIALO) 733

)

off
bt

1A

-



A A2 UERAAT GHA TN ArE Wb} et
o Z2ElE S CYPRA As)AE
& UehiA 2e

o

A3 PHIYUFA 40 thste] As) 28-S Jebd
,—TL_iE‘rD}E]‘d 2 R406S BCRP 7]”o] oA 9k, BCRPS A3 [PH] A 2EE-3-AHE 40 tety 7
I 2HeS UehilS

ol

MATE1, MATE2-Kell 3] 22t IC50 @2 40 pmol/L, 2.29umol/L, 0.195umol/LE F£A ol sl As) 2§
Ebte. 53] MATE2-K A3l tall Rae] Cut-off 715 2H3IAAT YFAHANA $He AR &5

o fH, Tl=, LM S7tE FCR I A AeAsst §Y AR AE

o

gl

s}
Uw

o YHANFRAAS: F 257, 14 207, 274 14, 374 44
-AA A5 E YFche AL E: 34 274 (A1E C788-047, C788-048)
- AA AgFe UE 4798 QA 3% 180D C788-049)

63. Y EFATAH

& C788-054 ¥ (2016.7.1)

UER ] ¢h9kal, R4069] N-2 524 TA= 25 CYPo| tisl Asi=t&

RU06S P-gp 710l A|5 PgpE A3 PHITIZA 40] A 42 epA akgton), Toetolelge Pgpd
W

3l A

hud

R406> OCT2, OAT1, OAT3, OATP1B1, OATP1B3, MATE], MATE2-K 7|&o] o} A%, OATP1Bl ¥ MRP2 %

o v

O ot2EgpAUI7} Al EARA(3Y, OFCIE)# Ae & Az IR H (AR, OFCH)He| 54 AT
¢ 8% 150 mg BA
o P 028 F 408 g8
L
Geometric Mean
Parameter CV%
Treatment R1 (N=42) Treatment R2 (N=41) Pooled R (N=83) Treatment T (N=40)
AUCqing 7120 7310 7220 7080
(ng-h/mL) 38.6 321 353 36.7
Chnax 582 604 593 550
(ng/mL) 55.0 47.6 51.1 57.0
tmax (h)a 2.00 2.00 2.00 1.50
(1.00, 4.02) (1.00, 4.00) (1.00, 4.02) (1.00, 4.00)
ti2 Az (h) 154 15.7 155 15.0

247 34.7 29.8 28.1

a Data presented are median (minimum, maximum)

Treatment R1 (Reference): one AstraZeneca Pharmaceuticals (AZN) manufactured orange film-coated (OFC) 150 mg fostamatinib tablet;

Treatment R2 (Reference): one AZN manufactured OFC 150 mg fostamatinib tablet;
Treatment T (Test): one Patheon manufactured OFC 150 mg fostamatinib tablet;
Pooled R: R1 and R2 combined.



¢ T4 WA
T/R

Parameter Geometric . Equivalence

. Treatment n Ratio 90% CI CV%  Swg Outcome
(units) LS Mean o) Interval
AUCq.ins T 40 7069
(ng<h/mL) R 80 7100 9957 (9272, 10694) 189 01871 (80.00, 125.00)  Pass
e T 40 5516
(ng/mL) R 80 5811 9493 (8411, 107.14) 324 03157 (78.67, 127.12)  Pass
AUCs, T 40 6871
(ng<h/mL) R 80 6891 9971  (92.78, 10716 19.2  0.1900 (80.00, 125.00) Pass
- &%

< D4300-019 A&

O Z2EhvlE]lY OFCIA 150 mg N AAe] T84 <
o &% 150 mg A A

o ¥k 289 F 267 A4S

E

olN

Pairwise Comparisons

Parameter (units) Treatment n  Geometric LS Mean 90% CI Pair Ratio % 90% CI

AUC (ng<h/mL) A 28 7263 (6652,7931) A/C 103.71  (93.35, 115.22)
B 28 7107 (6509, 7761) B/C 10148  (91.33, 112.76)
C 27 7003 (6397,7667)

Cmax (ng/mL) A 28 620.1 (531.3, 723.8) A/C 102.07  (84.83, 122.80)
B 28 593.5 (508.6, 692.7) B/C 97.69  (81.18, 117.56)
C 27 607.6 (518.2,712.4)

- &%

< D4300-020 A&

O 13% E2Epheld vs 38% E2ehleld WA BS54 42 4 — 34)

« &% 100 mg AA|, 150 mg A7
e Part A (fasted)
- Treatment A: 2% 50 mg MCC-based 13% drug-loaded tablets
- Treatment B: 18 100 mg mannitol-based 38% drug-loaded tablet
- Treatment C: 3% 50 mg MCC-based 13% drug-loaded tablets
- Treatment D: 14 150 mg mannitol-based 38% drug-loaded tablet
e Part B (fed)

- Treatment E: 38 50 mg MCC-based 13% drug-loaded tablets
- Treatment F: 14 150 mg mannitol-based 38% drug-loaded tablet



. A3

Pairwise Comparisons

Parameter (units) Treatment n Geometric LS Mean Pair Ratio % 90% CI
AUC (ng<h/mL) A 44 4966
B 44 5468 B/A 11010  (103.30, 117.36)
C 43 7710
D 42 7669 D/C 99.47 (93.21, 106.15)
E 44 9372
F 43 8597 F/E 91.73 (84.85, 99.17)
Cmax (ng/mL) A 44 4820
B 44 5320 B/A 11038 (103.24, 118.02)
C 43 7549
D 42 7460 D/C 98.82 (92.31, 105.78)
E 44 9125
F 43 8361 F/E 91.62 (84.48, 99.36)

- =

ol

64. WA A
641 AZA AFEET AN FFHAAPK)T A2 b (dlokt )

[ ¥ 1]
o ATAQ R78(ELEHEIE)S AT TS, o] &4 A R4060.E AgE o], L2ButE g HA
EEe 53 A5

AN-NA I3 249 NE
=2 R in vitro A8 % HIFAE
dzE]g 4k B3l S o) 243] Ra060] thAME o,

]‘61 AoZ UrE‘r‘;,\‘*%. R4062> T3 AZA 2 AR HEAA S UEHS

o A A YFAHANA T2
QAR AT 3 b5, R4064 @ﬂ
Astet YA Y7, AT Eroqza
2 2EpwhEg o] 44l

® (C406-001 &)

- (Part A) R406< 80 mg - 600 mg &3] AT F A, Tmax B7F 1.10 £ 0.22 hroll A 1.50 + 045 hr= W2 A
FTHALH, 80 mg - 400 mg7HA & 9EF =EE7F F7FH M, 400 mg - 600 mg ARolollE =& Aol 7}
1) 813+

P R940406
Parameters 80 mg 250 mg 400 mg 500 mg 600 mg
(n=5) (n=5) (n=6) (n=5) (n=6)
Tmax (h) 1.30+0.27 1.20+0.27 1.50+0.45 1.10+0.22 1.25+0.27
Cmax (ng/mL) 501+128 2030+489 3410+745 3660+713 3920+888
AUCp. (ng*h/mL) 4410+997 18100+2930 34900+14600 29600+6270 36600+7760
t1/2 (h) 14.5+3.90 14.9+3.56 17.8+10.6 20.9+5.81 12.9+5.94

_ (Part B) 100, 200, 300 mg bid % EoJo|NE & o|2d w2o] B2HS. Day 15 Day 7 EF 100 mg
200 mg Abololl &8l #2 Cmax$} AUC0-24 5715 2o, 300 mge E3] Day 79 &3-083 F7iRg




2 HEE Cmax®t AUC0-247} F7hste Aol &= (Daylol Al Day 77419 %2 Hl&<] 100 mg¥ 200
mge o 248101}, 300 mg 3791). 2 200 mg ©]5HE L1 H PK FE B9, 100 mg 200 mge AR
A=

B 3-49el =23k, 300 mge 5-6¥0 =23t
R940406
PK Parameters 100 mg 200 mg 300 mg
(n=6) (n=6) (n=6)
Day 1
Tmax (h) 1.33+0.41 1.08+0.38 1.50+0.45
Cmax (ng/mL) 866+398 1710+373 3240+868
AUC 0-24 (ng*h/mL) 5420+1570 9380+1350 21600+1460
Day 7
Tmax (h) 1.08+0.20 1.17+0.52 1.25+0.52
Cmax (ng/mL) 1560+112 2640+504 7620+2350
AUC 0-24 (ng*h/mL) 12900+2820 22700+8660 79800+20900
AUC ss (ng*h/mL) 18800+4040 31500+9440 106000+24900
Ro 2.44+0.51 2.42+0.82 3.69+0.93
Rlin 1.52+0.25 1.44+0.21 1.93+0.68
t1/2 (h) 15.3+6.65 145+6.13 14.1+3.05

o (D4300-027 A1)

Parameter (unit) Statistic R406 (N = 10) [14C] R406 (N = 9)

AUC (ng<h/mL)
Cmax (ng/ml)

Geo. mean (CV%)
Geo. mean (CV%)

4430 (64.5%)
313 (81.0%)

6.35 (25.1%)
1.35 (24.8%)

Tmax (h) median (min,max) 1.95 (0.5,3.5) -
t1/2 (h) Geo. mean (CV%) 15.5 (36.0%) 15.3 (30.2%)
MRT (h) Geo. mean (CV%) 22.2 (43.4%) 16.3 (33.5%)
MAT (h) Geo. mean (CV%) 8 (186.7%) -
F (%) Geo. mean (CV%) 54.6 (42.4%)

(90% CI) (42.48, 70.29) -

L (L/h) Geo. mean (CV%) - 15.7 (25.3%)
Vz (L) Geo. mean (CV%) - 345 (39.2%)
Vss (L) Geo. mean (CV%) - 256 (37.4%)

- Z2EubEY 150 mg AT Fo F R4069] Ao A o] &E HHF F 55% (90% CL 4248, 70.29)°] A=

® (C788-049 AF)
A &R /DA TP 342 e 13 AFAFA 150 mg bid E2EHLE S o8] Foid Sxjol A A3
HPAE oz =43 R06 FAHNE Y =EEC] FASIHES
- AUCO0-12+ 5450 + 2210 ng*h/mLE AUCss& 11000 ng*h/mLE &%

[2% ]
o (D4300-027 A @) MIR406ZHE AL Vz, Vss B3t 345 L, 256 Lol A&

[ WAL ]



® (D4300-027 Ag) &4 F thF-io] WAsS R406F BABHG 01, R788S Hf¢-

Ao opo] HHHUS. A=

==

A& o] #FH o, o] F thAA = Desmethyl R406 THAFAI(R949529) 9] O-glucuronide, R406-N-glucuronide,

R949529-sulfate = 2215 912

-

o (D4300-027 Ag) MOR406ZHE AME CL H#E 157 L/h oldom, vy

® (C788-014 A%l
- B & 102471714
AEE=

of

¥ S 5o
(

PAbsol iEE o, & Fit &
2oz 1B (U: 80%, &W: 193%). &WolM &4 oofE A
- AW F8 YAAE R406-N-glucuronide® Fo#2] 13.9% #3533

o
E(R406)2 0.1% mIREO 2 AFFolRlS

(e}
- o9 F8 A= M26 (30.6%, R406<] 3,5-benzene diol), R406 (29.85)°] . R788-2 tjr ol A &4 4]

olol o
w5 =]

64.2. A4 Ao g PK (Ao

[ ¥ 9% ]
O (C788-003 A&)
o 20¢ 7 R788 t3] Fol A, 7Y Al A G4 PK Bl

)

Female (n=4 active) Male (n=4 active)

Age (y) 55.5+5.00 26.3+2.99
Weight (kg) 74.3+9.84 70.0+6.04
Tmax (h) 4.75+75 4.75+75
Cmax (ng/mL) 2090+955a 1952+831
AUC 0-24 (ng*h/mL) 35800+14400 25500+8920
AUC ss (ng*h/mL) 33800+13600 25300+9150
Ro 5.19+1.53 2.89+0.48
Rlin 1.50+0.32 1.56+0.33
t 1/2 (h) 22.6+18.4 8.75+4.68
- A4 O 2 ks Holu, AR o] B A £ HEY A ofHw

O (C788-013 A1&)
« 49 7 R788 T3] §o A, 4% A 43 FA9 PK Hlw

R788 100 mg bid

R788 300 mg bid

Females (n=22) | Males (n=28)

Females (n=23) Males (n=29)

AUCss (ng*h/mL) 12900 ¢ 3580 10600 ¢ 2350

54300 ¢ 19200 40600 ¢ 14600

AUCss/Dose/Seight
. 8610 < 2380 8520 <1860 11700 < 3440 10900 < 3540
(ng*h/mL/mg/kg)
- T 4% EE A O B w28 BYoy, AFoE BASYS w I Aozt AR
- ol oA v A AT Uy 5 FALHFOE A AYLS ¢ F AUe



[ 4F 9% ]
O (C4300-007 A1)
o @3 Fol A, FEA(ER)T WY PK Hln

Treatment Statistic Cmax tmax* AUC AUCO-t AUCtau t1/2
Group (ng/mL) (h) (ng.h/mL) (ngh/mL) (ng.h/mL) (h)
150 mg n 12 12 12 12 12 12
Japanese ~ Geo Mean 626 15 5870 5730 4500 12.6
GCV (%) 39 (1-4) 27.6 271 316 349
150 mg n 12 12 12 12 12 12
White Geo Mean 431 15 4620 4480 3400 12.7
GCV (%) 477 (0.5-4) 328 329 341 428

- ERlE T YERlA 150 mg @3] F Al Cmaxe ~45%, AUCE ~27% U &%+

o 3] Fof A, Day 1090 FF(E&)3 Helef PK vl

Cmax ss tmax ss* AUCO-t AUCss t1/2

greoﬁ?em Statistic (Egﬁ) Da({l)w (n];.?/rﬁ) (n];.?/rﬁ) Da(i)10 Rac(Cmax) - Rac(AUC)
150 mg n 11 11 11 11 11 11 11
Japanese ~ Geo Mean 643 4 7480 5900 14.3 1.01 1.26

GCV (%) 37 (1-6) 347 335 30.6 384 253
150 mg n 12 12 12 12 12 12 12
White Geo Mean 520 2 6670 4980 12.7 121 1.46

GCV (%) 452 (1-4) 46.8 37.9 454 59.4 39.6

- HAIRT JEIA 150 mg @3] Fo] A Cmaxe ~24%, AUCE ~18% U &9k

[ A 75 8% ]
O (D4300-009 Al &)
o @3 ol A, AR A 7€ 7R 2F3e] PK ol

Comparison to normal renal function group (Group 1)

Parameter Renal group N Geometric LS mean Ratio (%) 90% CI
AUC (ng*h/mL) Group 1 § 7384
Group 3 6 5786 78.36 (52.40, 117.18)
Group 5 8§ 5451 73.83 (50.86, 107.16)
Cmax (ng/mL)  Group 1 8§ 6939
Group 3 8 4007 57.74 (35.81, 93.10)
Group 5 8§ 4298 61.94 (38.49, 99.69)

Group 1: Normal renal function (CLCR >=80 mL/min; 150 mg)
Group 3: Moderate RI (CLCR >=30 mL/min but < 50 mL/min; 150 mg)
Group 5: End stage (Currently requiring dialysis)

- A% A @At v A, 5% A7l 84 B ESRD #AA AUCE AR =257 BtE
- t1/20z%} tmaxs= AR
- Adoted HAE R406 == Froll FR3 A= regression analysisoll A SFQAE A B o=



— Al 7159 wel R406 PKOl that &2 A Al 715 APt s53 A+

- A 7% whg}, R4069] AA i EL wH|EH o1, R406 N-glucuronided] 414 wjZ
239¢ (B4 A 7% 84 the] 52 4 Ao 2@ ESRD FAtol Ao 3

EN
>
o
i rlo
—_
N
=
e}
N
oo
=
-
Hir
32,

* ESRD ZIFoIA FA4 HFo x2Eluield Fo A, PK Bl

Comparison Period 1/Period 2

Parameter Period N  Geometric LS mean Ratio (%) 90% CI
AUC (ng*h/mL) Period 1 8§ 5451

Period 2 7 6805 80.11 (52.76, 121.64)
Cmax (ng/mL)  Period 1 8§ 4074

Period 2 8§ 5294 76.95 (48.88, 121.12)

Treatment Period 1: Group 5, 150 mg
Treatment Period 2: Group 5, 150 mg

x 50 mg tablets) fostamatinib on Day 1, after completion of dialysis session;
x 50 mg tablets) fostamatinib on Day 1, prior to the start of dialysis session.

—_
W W

- ESRD &A= F4 & 2EutEY Fo A R4069 AUCS Cmax7t B 23+
- B0 &) AAEE R4069 % 0216 mg (FAF 1% mTheE Aol

[ 7% B ]
O D4300-010 A&
o @3 B A AN 7t 715E M a5 8% F % R406 PK Hl L

Comparison to normal subjects

Parameter Hepatic groupa N Geometric LS mean  Ratio (%) 90% CI

AUC (ng*h/mL) Normal 8 8970
Mild 8 6387 7121 (51.48, 98.49)
Moderate 8 6858 76.46 (55.28, 105.75)
Severe 8 9490 105.80 (74.69, 146.33)

Cmax (ng/mL)  Normal 8§ 6921
Mild 8 6146 88.81 (60.63, 130.09)
Moderate 8 6023 87.02 (59.41, 127.48)
Severe 8§ 5821 84.11 (57.42, 123.20)

a Mild: mild hepatic impairment - Child-Pugh Category A. Moderate: moderate hepatic impairment - Child-Pugh Category B. Severe: severe
hepatic impairment - Child-Pugh Category C. Normal: normal hepatic function.

- =% (AUC ¥ Cmax)

- AT T5T WA FATAME AE T 7S vE $E =EEAUC B Cmax)S BA=
- %% AL Cmaxe WJ 71 @A HE 2oy, AUCE A+
-Tmax: 4% 2 55359 1 Aol BA4A tmax T%36@2.5h 2 1.75h) 2 A4 2t 7% g A (1.5h)ol B8
o 495
T 9 FF 3 A

- t1/20z: AF 2 $5FY I Hol SAA Y t1/20z 71848 HE(eF 16h)S B 3 7
SAH(F 19h) 2ok Fok
— R406 PKel| th3t 7F 7ol o] gafo] A=A H2EA] 23 (Regression analysisol Al 9] Q& A HZHA| F%a

~

9
.\L]

Aol BAol A MM ARE Wo] 14 Bor, Weh AUCuSH Cmax, wh 714 E3be (B4 3
Az ¥l 727 13, 1.79)

N

olr‘ o[N

nir‘}i

l



Rt i A P i ey

L

H &9 PK el E

Normal hepatic

Mild hepatic

Moderate hepatic

Severe hepatic

function impairment impairment impairment
Parametera (N=8) (N=8) (N=8) (N=8)
Geomean 20400 10800 25400 37900
R406 Ae (ng)
CV% 06.3 46.6 43.9 143.8
Geomean  2.85 1.95 4.29a 5.38
R406 CIR (mL/h)
CV% 51.7 411 56.1 127.8
R406 N-Glucuronide Ae Geomean 14.6 17.2 16.9 264
(mg) CV% 29.6 20.0 41.9 42.2
a M=7
- R4069 & W& BE IFA wHIsE. Y $55 2 T35 A A ) AR wEgk> 4
b 71 B AT 1 Ao bl wis] w2 ] AN
- R-406 N-glucuronide HjZ2 &2 45 % T35 It Aol @AM 3t Frtstien, T35 3 ol fAelM=

333 Stk E

64.3. 2AA AAA A PK (Aot 8l
% o] % (D4300-019 A )

* R406 PK FtetrlE] FA 2 £4

Pairwise Comparisons

Parameter (units) Treatment n  Geometric LS Mean 90% CI Pair Ratio % 90% CI
Treatment C versus D (Fasted versus fed)
AUC (ng<h/mL) C 13 6561 (5483,7850) D/C 12326 (10213, 148.77)
D 13 8087 (6749,9690)
Cmax (ng/mL) C 13 5943 (4503,784.3) D/C 11453  (88.68, 147.91)
D 13 680.6 (546.0,848.5)
Treatment E versus G (Fasted versus fed)
AUC (ng<h/mL) E 14 9575 (7869,11650)  E/G 11396  (98.88, 131.33)
G 14 8403 (6715,10510)
Cmax (ng/mL) E 14 754.5 (668.9,851.1) E/G 9341 (77.30, 112.88)
G 14 807.8 (621.5,1050)

- A7 APAE g2 2 150 mg R788 OFCIH & 53}
23%, Cmax’7} 15% =32

HF@A Pl T

- 50 mg microcrystalline cellulose-based 13% durg-loaded tablets<
Cmax+e 7% Zast+

— 9 A%E B3, 4ol JFo| KMol ko

dgrome A FRsk 4 o) Kol bsd



v B IS
[ 4% CYP3A4 AAA ]
O AEIYZE (C788-001 &)

¢ R788 80 mg ©& @3] Foj9} R788 80 mg + AEIUE ¥4 PK v H

R940406 PK Parameters

Treatment n Tmax (h) Cmax (ng/mL) AUC0-% (ng*h/mL)
80 mg R935788 + Placebo 8 138 + 044 328 + 457 3770 + 735
80 mg R935788 + Ketoconazole 8 1.69 + 0.46 454 + 83.7 7770 + 2410
- R788 80 mg#} AEIUE W& A,
- R406 8 =F 37l s (AUCO-0: 102%, Cmax: 37% S7H
- Terminal T1/2 33 S7F3I9+ (142 h — 184 h)
- AEIUEE CYP3A4 W TiAE A RHOEH, Ril6 =E& S7HNFS Jud AEIZUE ¥8 /79
gl RTS8 wEE HINSHAL)
[ 259 CYP3A4 AAA ]
O =ty
« EoEulEyg BEs Eaeeieyg + e §o] Ra6 PK Hla
Parameter (units) | Treatment N | Geometric LS Mean | Ratio (%) | 90% CI
AUC (ng*h/mL) | Fostamatinib Alone 13 | 6464
Fostamatinib + Verapamil 13 | 9007 139.33 (107.79, 180.11)
Cmax (ng/mL) Fostamatinib Alone 14 | 574.8
Fostamatinib + Verapamil 14 | 608.6 105.90 (78.12, 143.55)

- dlgsh o) g A,

© R406 :=Z(AUC) oF 40% S7H3HS
-T2 41% AAHAE (135 h — 101 h)
- Tmaxols 9#E 32 Ho|x &gke

[ 3% CYP3A4 FEA ]
O #54 (D4300-0154 &)
« E2EEY g5y

E2EOHEE + Bl

3, Cmaxoll gt wgtabd 83 v 5

W 80| R406 PK &4 Hla

(F 6% Z7h

Parameter  Treatment N  Geometric Fostamatinib + rifampicin / fostamatinib alone
(units) LS mean Ratio (%) 90% CI
AUC Fostamatinib Alone 15 6540
(ng<h/mL)  Fostamatinib + Rifampicin 15 1610 246 (19.1, 31.7)
Cmax Fostamatinib Alone 15 573
(ng/mL)  Fostamatinib + Rifampicin 15 234 409 (29.7, 56.3)
- PEA T 22EvtEY WE T A,
- R406 =Z(AUC % Cmax)o] #adte+&

- Tmax T¢EE ZT2EPHEY 952 h) FoRG 39 is 38 A gobsls (1 h)

- T1/20z= E2BHEY BE(150 h) Fo Rt 22343 38 A oS (108 h)
— CYP3A4 F=AIQ @349 Th3] Foj= RA06(CYP3AL 7] H)o FaE T3S



[ CYP3A4 3 BRCP Substrate ]
o mu=#

. N0EY BEF ngES + R7ss 49 GET AA0EE W

Ln-Transformed Data

PK LS Mean Geometric Mean 90% CI P Power of | ANOVA
Variable | Day 8 | Day 1 | Day 8 | Day 1 | % Ratio (LL, UL) -values | ANOVA | % CV
Cmax 3.734 3.647 | 4184 | 3835 109.10 (95.25, 124.96) 0.2775 0.9671 21.35
AUCoq | 4834 | 4624 | 12571 | 10192 | 123.34 (111.23, 136.76) 0.0030 0.9987 16.17
AUCp | 4878 | 4.658 | 13137 | 10540 | 124.64 (112.32, 138.30) 0.0022 0.9986 16.28

- Day 1(M|t&E% ©5)3 Day §(FIHEF + R788)¢| H|ThET Tmaxe 1A3F oW =
- ngEE3 R788 W8 Fol A, RIS Cmax®t AUCO-247F B E%+

- In-transformed AUC0-24, Cmax H] S LSM: 123, 109

- Cmax® BAIAOE fFofatA] ¢hokl, AUCO-24&= BAHOE {3 folfs
— o3t F5 A

* R783 PK
- Day 89} trough level % (501 + 222 ng/mL)¥ Day 8| &-& 1213t ¥ trough level ¥ 7#(452 + 202 ng/mL) A
— (C788-001 % C788-003 Al @3 frAtstAl 7€ ool A defol =23S 9w

O Zutietel & AHRAERE (D4300-039 A9)
* Group A(EZ5HI2:EH")9] PK FA Hl

Analyte Parameter ~ Treatment N Geo LS mean Pairwise Comparisons
(units) (95% CI)  Ratio (%) 90% CI
Rosuvastatin Rosuvastatin Alone 21 1690
AUC (43.19, 50.92)
(ng<h/mL) 91.70
Rosuvastatin + Fostamatinib 21 (8446, 9957) 19555  (177.62, 215.29)
. 46.06
AUC(0- Rosuvastatin Alone 21 (4237, 50.06)
(ng<h/mL) 90.80
Rosuvastatin + Fostamatinib 21 (8353, 98.69) 197.14 (178.84, 217.33)
5.284
Crmax Rosuvastatin Alone 21 (4.824, 5.789)
(ng/mL) 9.958
Rosuvastatin + Fostamatinib 21 (9.09, 1091) 18843  (169.39, 209.62)
R406 5667
AUC; Fostamatinib Alone (D5) 21 (5422, 5299)
(ng<h/mL) " fostamatinib + Rosuvastatin 71 6228 109.90 (10437, 115.72)
(Do) (5959, 6509)
790.0
Cmax Fostamatinib Alone (D5) 21 (7256, 8603)
(ng/mL) Fostamatinib + Rosuvastatin ol 892.3 112.94 (10224, 124.76)

(D6) (819.4, 971.6)




- Z2EhrtElY AAAEHOA 2

sub2EtEl §g A, AUC, AUC(0-t), Cmaxe 25828t B

96%, 97%, 88% Z=7}3t&

R

*  Group A(XHI2EFRI) 9] PK B4 vl

Bof Ant} 27

Fefoll 2] AUCTS} Cmaxs Z5ut2elel st B8 A 22 10%, 13% 27159 S

Analyte Parameter ~ Treatment N  Geo LS mean Pairwise Comparisons
(units) (95% CI) Ratio (%) 90% CI
Simvastatin . . 13 16.80
acid AUC Simvastatin Alone (14.96, 18.88)
(ng<h/mL) b 15 27.98 16649 (14621, 189.58)
. _— - . 21, 189.
Simvastatin + Fostamatini (25.25, 31.00)
' Al ’ 12.64
AUC(-y ~ “imvastatin Alone (1119, 14.27)
(ng<h/mlb) - inib 19 2201 17416 (15004, 202.16)
Simvastatin + Fostamatini (19.25, 25.15) . Vg, .
' ' ’ 1.435
Crmax Simvastatin Alone (1.266, 1.627)
(ng/mL) b 19 2624 18283 (156.68, 213.34)
. _— - . 68, 213.
Simvastatin + Fostamatini (2285, 3.013)
Simvastatin S atin Al 21 27.50
AUC imvastatin Alone (2318, 32.62)
(ng<h/mlb) - ini 19 .12 16411 (13306, 202.40)
Simvastatin + Fostamatinib (37.39, 54.46) . o, .
. Al n 26.11
AUC(-y ~ ~mvastatin Alone (2191, 31.12)
(ng<h/ml) : inib 19 441 17007 (13711, 21095)
Simvastatin + Fostamatini (36.61, 53.87) . A1 .
' Al ’ 6.545
Cmax Simvastatin Alone (5.317, 8.056)
(ng/mL) b 19 1391 21254 (16471, 274.26)
. _— - _ 71, 274,
Simvastatin + Fostamatini (11.07, 17.48)
R406 o 19 6056
AUCT Fostamatinib Alone (D5) (5589, 6562)
(ng<h/mL) 6701
Fostamatinib + Simvastatin (D6) 19 (6185, 7261) 110.66 (100.77, 121.52)
- 19 876.1
Crmax Fostamatinib Alone (D5) (784.0, 978.9)
(ng/mL) 977.7
Fostamatinib + Simvastatin (D6) 19 (875.0, 1093) 111.60 (98.04, 127.04)
- ety $H3E oA AulaEE 5 A, AraEE Aol AUC, AUC(-), Cmaxts AHRAEE 5 Fo
AN BT Z7F 6% 74% 83% F7HEAR
- X2EhbEY e ol A Alut2ElE W8 A, AulsERRIS] AUC, AUC(0-t), Cmaxe AUF~EE T Fo

AN BT Zb7F 64%, 70%, 241 o1 F7Heh S
- x2EhubEl 34 AdElolA e AUCTS Cmaxe A

vpehel

8

AN, 22 1%, 12% Z748H9-&



O BE AT 74 (Y d2E

2y

. ToEulEy 45386 0 PK 54 24w

g, YREA2EHD)

Analyte Parameter Treatment N LS Microgynon + fostamatinib/ Microgynon alone
(units) mean  Ratio (%) 90% CI

Ethinyl AUCss Microgynon alone 27 8281

Estradiol (pg<h/mL) Microgynon + fostamatinib ~ 27 1062  128.20 (121.06, 135.77)
Cmax,ss Microgynon alone 27  86.20
(pg/mL) Microgynon + fostamatinib 27 1157  134.27 (126.07, 143.00)

Levonorgestrel ~ AUCss Microgynon alone 27 75970
(pg<h/mL) Microgynon + fostamatinib 27 79830 105.08 (97.53, 113.21)
Cmax,ss Microgynon alone 27 6652
(pg/mL) Microgynon + fostamatinib 27 6439  96.81 (90.43, 103.63)

- GEEEAZED £F: A8 T FASGS

- AEY d2EZdYE =& X2ErlEdY HE A, AUCss ¥ Cmax, ss& 27 28%, 34% =7}

- tmaxss X & 7ol FAEAR S

- R406 4 Ael9] 71518H A Cmaxss 2 AUCssE 77} 812 ng/mL9} 5020 ng*h/mLE Th2 Al 9| A e}

FABE S

% T2 PD H7piSg Uik 544 vn

Analyte Parameter Treatment N LS Microgynon + fostamatinib / Microgynon alone
(units) mean Ratio (%) 90% CI
Progesterone  AUCss Microgynon alone 27 66.53
(nmol<h/L)  Microgynon + fostamatinib 27  69.39 104.31 (96.39, 112.88)
Cmax,ss Microgynon alone 27 4916
(nmol/L) Microgynon + fostamatinib 27 4.904 99.75 (90.41, 110.05)
Sex AUCss Microgynon alone 27 2020
;ifdf;:g“e (nmol<h/L)  Microgynon + fostamatinib 27 2023 100.12 (94.86, 105.67)
Globulin Cmax,ss Microgynon alone 27 9257
(nmol/L) Microgynon + fostamatinib 27~ 92.92 100.38 (94.27, 106.89)
Follicle AUCss Microgynon alone 27 5639
Simulating  1y<h/L)  Microgynon + fostamatinib 27 4265 75.63 (62.08, 92.13)
Hormone
Cmax,ss Microgynon alone 27 02941
(I0/L) Microgynon + fostamatinib 27 0.2235 75.99 (56.24, 102.68)
Luteinising  AUCss Microgynon alone 27 4432
Hormone ;¢ 1) Microgynon + fostamatinib 27 3.687 83.20 (65.52, 105.65)
Cmax,ss Microgynon alone 27 0.3230
(IU/L) Microgynon + fostamatinib 27 0.2443 75.64 (51.26, 111.61)
- Z2EpvbE g3 npol A2 A= B8 Fol A,
WX AT T2E AUCss @ Cmax, ss& 24%7FA 7HAsH9 2
<34 d4 TEE AUCss ¥ Cmax, ss& 42 17%, 24% A3t S

CZE2AAEHES HSER AS ZEEHUY AUCss D Cmax, ss= X

22 AARES



[ OAT1A transporter |
O WEEHAME (C788-004 A &)

* Day 13 Day 89 €% T WEEIAE =&

Parameter (unit) Day 1 Day 8

R935788 (N=12) Placebo (N=4) R935788 (N=12) Placebo (N=4)
Cmax (ng/mL) 354 +136 524 162 364 147 399 +99
Tmax (hr) 14 +0.90 18 096 12 +0.39 23 050
t1/2 (hr) 46 218 39 079 46 +1.38 3.7 055
AUC0-48 (ng*hr/mL) 1585 +614 2518 +1162 1777  +737 2196 +682
Ae (%) 55.1 £20.77 69.0 =£11.61 674 £23.92 743  £13.09

* Day 1% Day 89 % % 7-OH WIEEYAo|E =&

Parameter (unit) Day 1 Day 8

R935788 (N=12) Placebo (N=4) R935788 (N=12) Placebo (N=4)
Cmax (ng/mL) 53 £24 67 16 57 £28 64 11
Tmax (hr) 83 =186 90 £245 80 =£1.95 83 £1.50
t1/2 (hr) 129 +£3.66 107 +1.74 134  £3.02 98 £0.93
AUC048 (ng*hr/mL) 1219  +562 1537  +551 1338 £73 1347 +268
Ae (%) 42 +1.93 46 091 50 £1.50 53 +1.01

- R788 100 mg3} #1oFS Fof W& F AFF EFlA Day 13 Day 89

- MTX B Cmax$®t AUC048 grol fAM8t49 S
(8% MTX Cmax ¥ AUC0-489] LSM Hl &< Z+2 1.01, 1.12, 90% CI )

- 7-OH TMX ¢ Cmax2} AUC0-48 7o) FASHA &
(84 MTX Cmax % AUC0-489] LSM H&& 27+ 1.06, 1.12, 90% CI AA)

* Day 3% Day 99 R406 PK 3}2tv]E| (Mean * SD)

Parameter (unit) Single Dose (Day 3) Repeat Dosing (Day 9)
Cmax (ng/mL) 397 177 762 £234
Tmax (hr) 10 =£0.37 1.3 +040
t1/2 (hr) 145 +4.32 204 £8.90
AUC0-12 (ng*hr/mL) 1636 447 4980 +1730

- Day 3 tiH] Day 9¢] R4069] €% &=7F 3o, Hv R406 Cmax2t AUCO-12%= oF 29 B 3w} £9k+. H
R4069] %37 H&(Ro)E 3.5 + 1.340|9



O stud
o opud @53 ofvbd + T 2EfvbEld W89 ghutd RA9E SAH| 9] PK FA Hlw
Analyte Parameter Treatment N Geometric Wafarin + fostamatinib/Wafarin alone
(units) LS mean Ratio (%) 90% CI
R-warfarin  AUC Warfarin alone 11 65228
(ng<h/mL) Warfarin + fostamatinib 11 76828 117.8 (113.0, 122.7)
Cmax Warfarin alone 13 1177
(ng/mL) Warfarin + fostamatinib 13 1202 102.1 (97.0, 107.5)
S-warfarin  AUC Warfarin alone 14 43014
(ng<h/mL) Warfarin + fostamatinib 14 48528 112.8 (107.4, 118.5)
Cmax Warfarin alone 14 1188
(ng/mL) Warfarin + fostamatinib 14 1173 98.7 (915, 106.4)
- oot &= gl ofubd s 2EnbElg B8 Fol A, o RA| B SAlS] H) € w59 78 H e FARAw
- God s TE B & 99td SA 9 tmax TYEol 1Moo, O e BF 240l %
- Z2ettE I A Fo] A, 93t SA|9F RA] BFoA AUCTE 9FF $7tetA o, 5 HANS
- t1/2\z 713t WS R-43A 9 A9 ot = Fof A 507 h, 2EHEY B8 Al 573 h, -9t 9=
Al 345 h, Bﬂ% Al 406 hel A+
— CYP2C0 #AAR Y x4 thdgAo] S-gutdl w2 gejreo] e WAA G+

% F8 PD HrypAsdd tigk 5A 3 6w

Parameter Geometric LS Warfarin + fostamatinib / Warfarin alone
(units) Treatment N mean Ratio (%) 90% CI
INRmax Warfarin alone 14 1.65
Warfarin + fostamatinib 14  1.48 104.31 (96.39, 112.88)
AUCINR,0-168  Warfarin alone 14 206.65
(h) Warfarin + fostamatinib 14 200.44 99.75 (90.41, 110.05)
- 2Bty 98 5o A, 897 RA B SAl0) wE ARHE 27, INR e E dasts Al gou,
5% 99098
- HEFY K o ZAbo] = FY G A(VKORCI) 4482 12 tgAde] INR FevEE S7HAZA o, gatd +
Z2eElY X JZo A $e INR #S 2ol whde] AT oS udAloA BEHYS

[ CYP2C8 substrate ]
O J=

=2 EFE (D4300-014 A8
o FeEE BEY o TelrE + TarviEd Weo oFenE soluA FoFeeEs PK 5 M

Z)

Analyte Parameter Treatment N Geometric _Pioglitazone + fostamatinib /Pioglitazone alone
(units) LS mean  Ratio (%) 90% CI
Pioglitazone AUC Pioglitazone Alone 11 10490
(ng<h/mL) Pioglitazone + Fostamatinib 11 12350 117.82 (108.41, 128.04)
Cmax Pioglitazone Alone 13 908.0
(ng/mL) Pioglitazone + Fostamatinib 13 751.9 82.81 (64.20, 106.81)
Hydroxyl-  AUC(0-t) Pioglitazone Alone 13 14210
pioglitazone (ng<h/mL) Pioglitazone + Fostamatinib 13 12740 89.65 (78.87, 101.90)
Cmax Pioglitazone Alone 13 3795
(ng/mL) Pioglitazone + Fostamatinib 13 345.0 90.91 (78.64, 105.09)




& Fol A, desEEES stoleiA dzageEd HY 27 & 7%

ZYUEEY tmax Y-S F 247, 4O R, BT 2po] AR A gk

E}U}FMJ% A Fo A, HeSHEEY] AUCE °F 18% F7Hatlou, stol=8A dedeetEd

— A zﬂ(cmcs A AA) =2 S7FE TR BA| =29 AAA FoHR BAE sl @ In-vivo
AiE AR ok

- Yo EREY /2028 H LY EE dE FYA s 941 h, Z2ELEI Y W8 FAdE 128 holds.
POl =2 9] e FefEtEe] AUCS t1/20z 7 A7 EF Boet SHHA ¥+

Olt

[ P-gp substrate ]
O U4l (D4300-026 A1)

o

o g4 953 Z2ErbEY + g4l 389 g4l PK A Ha
N

Parameter ~ Treatment Geometric Fostamatinib + rifampicin/fostamatinib alone
(units) LS mean Ratio (%) 90% CI
AUCss Digoxin Alone 20 1331

(ng<h/mL) " pjigoxin + Fostamatinib 20 1829 137.39 (129.61, 145.64)
Cmax, s Digoxin Alone 20 1.285

(ng/mL)  Digoxin + Fostamatinib 20 2183 169.88 (145.76, 197.98)

U2 5 EoAg nnage o, T2ETE Y Besd T2 v JenEel AUCssS Cmax, ss7}
z

H

- Fof 0244714 £MOE Wl2E U2 NS bR Bt FH e LAY P44 34% 371592,
Al

. Z22EutE Y 100 mg bid F4

71 9 wolle U344 A& EUHAE F &S stofof 341, P-gp
A%, A ¥
] tmax, ss =YE2 1.74 hrid 21, Cmax,ss&

[ antacid ]
O ZYE™ (D4300-019 AlF)
« F2puiEy 953 £280EY + SYE Y B89 R406 PK FA Ml

Pairwise Comparisons

Parameter (units) Treatment n  Geometric LS Mean 90% CI Pair Ratio % 90% CI
Treatment C versus F (E2E}FPHE]d ©5 versus E2EFUHE]Y + U EH)
AUC (ng<h/mL) C 13 6561 (5483,7850)  F/C 97.22 (79.84, 118.39)
F 13 6378 (4876,8344)
Cmax (ng/mL) C 13 594.3 (450.3,7843) F/C 97.59 (70.85, 134.40)
F 13 579.9 (427.3,787.1)

- PJUE P 3 B A, T2AEEY §E B9 A Btk AUCS Cmax B oF 3% 743l9S



644. AT AP (Aot )

2
‘0

©)

RS

@)

FrE Y BdY A 23 @A A ] L2EHEY Pop PK

z2d3

2A7kd @AM 14 1070(D4300-007, D4300-009, D4300-012, C788-013, C788-018, D4300-018, D4300-020,
D4300-026, D4300-039 2 C788-052), 2/ 47H(C788-006, C788-010, C788-011 & D4300-033), RA ¥A} th4} 34
371(D4300-001, D4300-002 2 D4300-003) A7 E3+ {24139 I PAH661% A, 175218 o A)ellA +3 = 17712

A7 DYA/RA BANA 6719 £F(qd EE bid)o] ATE AL, 50 mg(12%), 100 mg(320%), 150 mg(789%),
200 mg(1852%), 300 mg(99%) 2 600 mg (527

NONMEM®I| 4 non-linear mixed effect modelingS AH-83te] Pop PK E& & A

Lag times X33 12 2 03k F59 13 AAE £FS 2-compartment open model& AH8-3}% &
THEgos &%, 19 FoI&%, 84 JTRA vs 4T @4, veol, 49, A 71%(CLCR), liver markers®}
AFL T3S

A3

- HAF 7R 2dolA SAH R4069 FJE CL, V2, V3, Q, ka, and D1 747} 19.7 L/h, 326 L, 215 L, 359 L/h,

1.32 h—1, and 0419 ho] =

- #HF 2doA R4069 PK FetulH o=

Parameter Estimate BSV Shrinkage
CL (L/h) 19.2*(WT/70)0.662 39.7% 10.6%

V2 (L) 163*(WT/70)1.23*Y 52.4% 50.6%

V3 (L) 211 39.9 % 68.9%

Q (L/h) 347 414 % 75.1%

Ka (1/h) 1.36 60.2% 71.4%

D1 (h) 0412 104 % 67.5%
Lag Time (h) 0.2 (fixed) 51.7% 76.4%

F1 for Dose = 300 mg | 1.32 (1 & ZE £F& 1) NA NA

* Y=RA BAE 288, A%F AAAE 1

— 300 mgllA H =& WANEFEGI%)E HAS W $HFHET 2% U =5
- FHE
Parameter | 3% o &
CL As AFol F7ksel wek CL $7F (A 0.662)
AZ Aol F7rstel wet V2 F7F (A 1.23)
V2 s e A7 A @ARG o 3u) Eokoy, CLille 8F US

)
BA
AL A, AR, R0l T8 TWFoR FAHA odhE (X Aol EAl tjM= BIekA xXekilE)
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- 19 150 - 300 mg EXElvtEY Fof

2% BAdA E2EtEY Fof § R406 PK AL

S

e}

57}

o3 Ao A 9] 34 371(C788-047, C788-048, C788-049) A7 X3} {1137 (447 B4, 698 o1 4) &A=

- NONMEM$ o] &ste] ITP 3kt Feh(N=113)3% 773 2d2 2 RA 4 F©H(N=2413) vl
-3 AR T A% 9 @49k RA A4 9] #F Pop PK ZEE TP I A5E A
-5 AR g A3 9 g9 RA Aol A9 HF Pop PK ZEE 23T ol PK HuEE 1AF] TP
L S
o A#%
- A AR By A7 934, RA 84, ITP 34 23
173 9@} RA Ao Axel frASH A S
RA Subjects ITP Subjects
Daily Dose | Weight CL V2 DAUCss | Daily Dose | Weight CL V2 | DAUCss
(mg) (kg) | (L/h) | (L) | (ng*h/mL) (mg) (kg) | (L/h) | (L) | (ng*h/mL)
All doses
N 1994 1994 | 1994 | 1994 | 1994 113 13 (113 | 113 113
Mean | 194 735 | 213 | 499 | 10716 218 805 |220 |537| 11192
SD | 281 180 | 888 | 185 | 5028 39.6 247 | 744 | 210 5226
- A T ITP 8 23 (1127, 33070 A
- A7 9 PAet RA BAbe] Ao} FASIY S
Treatment | Body Weight kg) |  CL (L/h) | V2 (L) | DAUGss (ng*h/mL)
100 mg Twice Daily Dose
Mean 80.4 21.7 544 10232
SD 21.3 7.05 188 3688
Median 80 21.1 516 9478
150 mg Twice Daily Dose
Mean 81.1 23.7 512 15101
SD 36.9 8.62 292 8372
Median 745 232 416 12942
64.5. FHFAF(PD) (A 313

% C406-0014 ¥

O (Z4% &) 93 &F 5% vl 03] &7 S =7 Aol o g AFd 9 91oF EE RM0406S F
o H@A zhe] Bug zho] FIE A Bk

O (5% AlZ ZAY, 97 243 A7)

- (Part A: B3] &% 5%) 7MF ol g YT CD63+ THT B/ LHHo| o (80 mg 27 ZE &Fo]A
A7} BAAHCE fonmgon, WEsta 7hutE &7 vhg 34 A, ol Fol F 2/ 94X A4S
Homn, ToFo] Fuige] wet Zadhe Aol UNS. R0eS &F Ukl whEb 4AE A
CD45+(CD20+) 2} CD45+(CD14+) 9] 745 B (5712 2.2 80 mg} 250 mg &l A= CD45+(CD20+) A&




7} Q%) 2 EF X ulFQl CD45+(CD4+)= BA1E oA = st o io] B2E 2 ggrony,
BAA EAAAE 600 mgoll Al Fof 4AZF S 9joF iH] 53%9 i
CD45+(CD3+) F+= CD14+2] CD86(mfi)ol A= W djelo] HA= A Bo%ha

- (Part B: Th3] &% 5%) CD63+ SHT nhA ] ZAavt &3] F7t g &
Day 1= AMZ ASH wAQ CD45+(CD20+)9 A Aol #FEAoH, &7F J7tel ot
F7h8t 5. Day 79l CD45+(CD20+)oll o &37t 7t om, &% F7tol weh Aol &
Aol 22kl tir] 4413 A3 8] CD45+(CD14+) T 44k Hl&o] 10]8k2 9] Mste] wet 4 7hsAd ol 9l
Fodt 03] FolA 37t o IA YeR). Day 79 o F 4A2F A A 300 mge &5 Feol o
s e A3 IS 02 B8 HE 7 CD45+(CD4+) 2 CD14+2] CD86(mfi)= A E Ao A& et
sjeo] B2 A ekgroy, A2 EA A= 300 mgoll A Hart BHRE L. o] 9 CD45+(CD8+), CD45+(CD3+)
A= Hg e o] ﬂrﬂﬂﬂ %ok

= oFgsta FH(CD63 43 #4)S 343l
A ol (Syk 4Ale AR THeA ol =5)7t Olﬁﬁﬂ% 4
@3] 4% SF ATl @3] Fo 4A7 F CD14ol U3k EFE Fa o] M E9 At
Az AE e == v Be 7835 YAsels 93 e

& o] A2 R406 A= ¥ CD45+(CD14+) E CD63+ SETF 4ol tigh ZE3t $4E B F. T3 R406°] w7
CD45+(CD4+), CD86(CD14+2] MFI), CD14(CD20+) ¥ TFTE& #4A 713 CD45(CD8HE F7HA1 7]+ E 7o
gk AgE FA7 EA.
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% C788-003 A¥
O CD3+ T HEZT(%), CD4+ T Helper HZF(%), CD8+ AIEEA YZT(%), CD20+ B HET (%) 9FHo=
frold Wist #EHA ks

O (CD14+ &)

¢ 250 mg R788 T2 CD14+ @375 FostA Tastdls

- A T F4ARE ool wo] 22kl vl ZAE Hlou, 27] A3 MHIEE. 4Y 9 Fol ¥ foHos
T A BYS (lolz=ekel ol 59% 7HA). 209 F<F Fo Al A fFAHAS

- 289(WHAEE B 7Y F)oll CD14+ #hol AR o E WEA IERHAS (Molxekel g o)

I-N'

O (8FoA9 CD14 L& (MFI) A=)
« CD14: Bt Po M 23sle 2|2Cldf +24

o FlofTd R788E FATE $AF Bl A WOl eI T A7} Aadton, FFA ol FAFt] R788S] A%
3] ol
= TeT ZWe CD14 v THRTE T /L MR QIR %CD14+ HE AR Holop g

O (CD32+ @3+ 2 5FF(%))
« CD32: B M=, ctall 72 gl #/a S0 2sist= Fey Rl receptor

+ 250 mg R788 T2 % CD32+ A Z7} FoHog 7Fadq e

- Day 1, 5] 4A3F & 47t #2EH oW AW stlS. Day 140 #lojzgiel o] < 30%°] 94
How, Day 2095 A=A

- Day 28] wloj=gtl &t o]do = FEsHF

@ 250 mg R788 Tha] ol %CD32+ T3l 75 FoH 02 7tany|n, X 87t 458 Fole A FE02 was o)k

ol
[
]



O (28FolA CD32 wd (MFI) A%)
o 99 3 R788 Fof FAolA] wlojzekql thH] A AE RS R788 ANE BY] o ¥
= %CD32+ AE ZHae AE FW w9 R/ Lo Wtutes Gl F/EE] HSE A AY

O (CD64+ T3 T(%))
+ CD64: cHall £ EHo| M 28 5t= Fey Rl receptor

¢ 250 mg R788 FH=Z % CD64+ ME7} FoHoz 7Hastda
- Day 149} 210 o] 22kl thu] of 45%9] #o4 ZHAaE B
- Day 28] wlojx=g}3l &k o] do= IEsF

= %CD14 @379 tad a5 33 oH, R7889] &

TE FaNle AYE HAF

re
M
>
ofy
ob
g
i
2
>
QL
rir
o
o
i
=
gk
2
of
iv
2
-

O (2870l A<] CDod Hd (MFI) A E)

o Slof B R788 Fof &A BE7F AR FQ A 2t

@ R788°] syk kinase SAIAEZHR CD64(Fcy receptor)®] A& Walld 4 S FAHAE B8, TdS
WA Qs

O (CD11bt+ CD64- =57(%))
* CD11b: Complement receptor CR32| alpha subunit. £t 7= CD642t CD11b ZF & &eist} S5+ = CD64E M 2§t CD11p2H ghsd

© 1421 R788 Foi= wlol ekl fof g tivl JdiH o AvlshAl 4astils (oF 25%)

o Day 209 91oF Wz} AR Aol AEHIUS

e 9 Fo 3zt AE Fn=2), FNA A 7 2 flow cytometry B4 Ao Z A3 B ofH oz
CD11b+CD64- 557 thgk R788 & o] thek %gléh UAA IS *.::!%‘%}71 ol &

O (BEF T4 CD11b #d (MFI) %)

« CDIlb 23 A= 9PAt & Wed 9 74 A2t & AddA e 33 Wats B3loy, ZE J@AtdA
ANG7IE s Arl - w2 A5 CD11b Tdo] #E=glon, R7889) B33 AFAL2 AAHA oo+

% C788-013 (173 AU
O Hlo]2e}sl o 2 BE] 9] QIcF W3}
« R788°l thato] wjo]2zil oz e §loF gt AHgk QTcF WatgFo] 300 | oot e
mg bid ¥} Aol 100 mg bid Fo Ho} #& 7|7k f% lol 259 | -
Hakol B9ks. 18U F £%F 25 95% = C19 A3Haol 10 msec
mto g fo7 o] QU

magc

Hours post-dose

o

« Al 37
- ool FART Yok tinl Wyt o oy, 7hd & #HAU) 51 msecE, YAH 02 e &3} ofYYS
+ R406 5% QTcEF A

A 3

e
1:1[0

- Repeated measures regressionl'ﬂr’ﬂ‘ A3 Fou)



10 ZHE 9 HR W3}

* HR Zr&E Arstg oy, fokr @S M $oll= BAHCE 19315 100 mg FATANA Hf 9 ok-A3¢
ﬂt— -3.99 bpmo] 2™, 300 mg Tl A= - 6.64 bpmol 5. o2 g Wtol tig UdH Ae

ilen, HYY et dAHUS

i

O #d ol
o o] el A EAEA] ok MEE ST, T, U Fejshs] 2ol EA8A ot
o 7 aFNA 199 FFA7L wo]zeklol A BEHA ¢S non-specific T wave W3S B YL

(o

— A4 ART IF e

< Population PK/PD #4 >
@) _l,:!_tﬂao

- (2E-AA EA) Frte s #EARA) A o 5719 2733 34 Al ASA/RHE WA A A

AP (ITP) EAfoll A2 37 270 A7 3 (25357 (20799 944, 456™ &4): 87878 912k 16574 EXEIEIE 100 - 300 mg

- (mE-rEA BA) ALY/ 194 24w Fad AR (ITP) Aol M o] 34 270 9 £ {797 (497
3, 30% FA): 279 919k 529 E~EvLE]Y 200 mg (100mg bid) =& 300 mg(150 mg bid)}

- NONMEMOI| A non-linear mixed effect modeling®+ NM-TRAN pre-processor< AH-&3t] Pop PK/PD 22 & AA|

71—/K

r£

)
oX,
-

© (=F9 )

Categorical Logistic Analyses Results

Variable ‘ Exposure effect ‘ Model ‘ Final Model

Safety Variables

o . BSBP, Age, Sex and WT as predictors
BP Significant Linear
BSBP and age on Slope
AST Significant Emax | Sex and Race=7 (Indian, Pakistani) as predictors
ALT Significant Emax | No significant covariates identified
BIL Significant Linear | No significant covariates identified
ANC Significant Emax | WT and Race=2 (African American) as predictor

Binary Logistic Analyses Results

Efficacy Variables

Week 12 Significant Linear | No significant covariates identified

Weeks 14-24 | Not Significant | NA NA

Week 24 Not Significant | NA NA

- (BP) A A Fo| =2 g Aol A BP 7t 7hsd ol Ehs. d#Ho] =75 RI06 =& AV} Folx o,

Hlo] 2gkelol A dto] ¥, $5%7] ol 140 mmHgE 238 &L nH Ao AY, A5 n8Y JPAE
A 10% 2T Wk
- (AST, ALT, BIL) 7H¢ £ R406 =A% 9 FEE& 77 FES 3%
- (ANC) ANC 4o thste] R406 =9 &7} otz g 7bA vl 9 @A oA &
Azol & @AY TheAo]l g Bts. A¥A S E, ANC < 1x109/L¥ 7Fs

r& UIO

THG 2378971 E9k=
v
=

o
o
/S]L.

off

o)
2R

U[o




5 &4 A, linear response model°] ¢ 3

ﬂ]olia}‘ﬂ"ﬂ Mol a 5 FHUFOE 319 univariate analysis 4] /\], F93% 9 F= FHF FQUAHA
s AE 7582 300 mgs WY 39S @ 15 ug*h/mL B+

O—F 30% O]A = O]Erf‘ e AL AgAre ded 5o ¥ tﬂl:'—/“oi g SHA Fhe

@A [ Ees | AgEA EE T A8 9 3y \ e
A4 A
34| €788 |[1#] oW, (58 & 241 |[59 ¥iE] [14]
=047 |o AZA/MAH WA Fag (T2 767 « PO bid(e}z, AY) o EZEptEY
(48) 74 Ak (1TP) 9lefrz= o X2EhubElY:|e AZEE 100 mg bid Fof ol A
ol A 9] ekt vl alato] |9 o 511 o 8% 150 mg bid 99 (17.6%), 9ok
14.7.14 Z2etE g FEA [(Z2EEY o 9ok 257 (Fas 5 9 dAd 2A) o] o] A
- (= dam whg) |9 = 211 o RF-AF AE 24 A:100|  08(0.0%)0E 1
16.4.21 7} HA) mg qd2 7% Aol 7} 17.6(7.2,
[22H] [54 713 245 28.1)% (p=0.0261)
35/ |o E2EMEHS Fow x3E Fad F [F9 AA] 100 mg % 150 mg|  °IU%
713 Aol A ek div] £ ([< or = orange film —coated (°]3}, OFC)
T TAE 37t 15,000/UL]<} Y2etEd B 9% 4A
o ASA/mPd WG ITP Mg dAE
Fhatol A 91 oin) M of i
E2ehubE] g 9] obdA 3
ek 37}
34| €788 |[1#] olFWA, [58 & 241 |[59 ¥iE] [14]
—048 |o AEA/A WA Fad T 7473 « PO bid(ekz, AY) o EZEptEY
(¢g7) 2 AARHITP) Sloflz, o XZEptEld:|e AZEE 100 mg bid Fof el A
3ol ] Sjeka} wlmsle] |3 87 501 o H&% 150 mg bid (T 99 (18.0%), A
15.1.9 FoEplEl o]UEFS  |(ZzEfvlEld: o flok 249 YUl 2A) FofroA
- FEA (RMAQA Faw (999 = 2:1 - 14 o SF-A3 AE WA A: 100 18(4.2%)2.2 1
16.8.31 g Bt HA) E2EbvlEld mg qd® 7 2o 7+ 13.8(0.5,
(23] = [ 7]7H] 245 27.1)% (p=0.1519)
23 |o EZEbMEHS Fo B x3E Ead F ITToﬂHE [F9 AA] 100 mg % 150 mg| A&
713 gzt A 9ok vl 28 |[< or > 9ok Safety |OFC E2EMEY & 9ok
gz d g gt 15,000/UL1¢} populationdl] |
o ASA/mPd WA ITP Mg dAE Ae
Bhxboll A 9l djw] M of i EiE}EPEl‘EI
FeubE] g e ohdA 3 2 2
1H0kxé ;117]-
34| €788 |[1#] gl 3 A% |[5F & B4 |[F49 ¥d] [12H]
049 |o  AEA/MPY AN aAAE 1249 5%, o Ol AFEY v A o XAEWIEY A&
(4=) a3 ANHITP) 1239 FoF Fol ZAz ] Fojg AA 125 ool Fan
Shajol| A E2ELEH Y o nonresponder® S=: 100 e 35 5 HA




14.10.15 7] okxA 7} mg bid 12708 A4 A

- (231 - % & % 150 mg bid 5% Hl & 15.4%(19%

20.6.1 [o C788-0473 C788-048 (4% 5 9 Uy <A) 95% CI: 9.6,
NS g5 d 3t A o &F-Ag AE A A 100 23.1%)°1U+

5371 bl dag §4 2 mg qd& 7 o o)z AIRlA $1ok

7% SRl g g7l Fax [F9 717] Ad 5 x& E&3 3}
("=, 37t oJefgo] AlEE A F o A e A
T, |0 AS/AY W4 ITP e 717t EXEPHE]HE ol
3, Bzt A EAEpuLEH Y [Z AA] 100 mg 2 150 mg| WS W 12F
a5, PK Z259 37} OFC XZEfvtEld o[UEF AAl| oo iz vhes

R788 |[14] Qo gz, 347 (A7) (%o 3] 1]
1301 | WA EWA dad a4 1 F290u A R788 229, 91<F |+ Al17] o Y 2EwiEY
(s42) AAEITP) BAE o] %71 129) - A&-8: 100 mg bid Fof ol A
AFCZ R788S 2457 (AT 7t = A7) 349 | - H& 8AZE M, AAF fell| 8%(36.4%), 919k
19.12.24 ATEe A gad 4 |99 - R788:91¢F = Aaglol Thed 2 Fol ol A
- 22525 7t e Aot bz ARG | 21 AZteel Fof 03(0.0%) 02 1
(A1), FAND A2 |- FEAAk o A27] Aol 7} 36.4(3.1,
4271 |[2#] 2 A37]) i ¢ (1) A171S 453 A4 59.3)% (p=0.030)
713 | FEA 97t (15,000/uL - Week 24 829 > o] e
(dE) |- R788 #A7] Fof A9 g0l A 50,000/ul, — A171¢ A%
Yudt F F4 = A27]: 207 -89
= A7) HF Fofgol - Fo): 129 | - Week 24 4% <
A2zl A9 ad - A37]: 229 50,000/uL
s7F O A% 44-4% 150 mg bid
- QOL 74 — 100 mg bid

o HHA FHE @ HF &W-8% 100 mg qd,
o GFIAE 150 mg qd, 100mg bid —
[g44] A% EWLF
o FFAY daw 5 W (2) A27] 2710154
HE(FH7]) - A7l A% $8&F 100 mg
bid ¥+ 150 mg bid —
100mg bid

- A7) #F 9L 100 mg
qd == 150 mg qd — =

983
¢ Fobl: Sl Rela) g
o A37]
- WA & A27) HF
NeF

[54 712H] Al17) - 245 / A 27)
- 285 / A37] - o] %9
Az FAd7A




6.5.2. A U4 (Pivotal studies)

1) o4 &
o (& XA 7= )
O Az 3NE B¢ ITP e woton, P4 aFe gzl wWelel ge A
@ 3714 el Ai 39 Qo BRE P4 5 Ho] <30,000/ul ¥ FA (HEAA 717k 4 28 =4)
@ IP AZE A4t 32 ViAsl S99 AT 299 23
- EEHXOlE (2 1—“ 28, dEEZHT
- AAE /A ZREI2H RO
-V EgEEEY
@ 184 ol ¥ 2 o4
® KSP scale®] 3 58 > 70
® ITP A 55 913 W& FBo] SFIAIAZEHIE (19 <20 mg ZHEYEE 53), oA EoZd T ThEel
Bz o] ~ekel 14 ANE W& oFEo §3l A olofof 3, AF 71t FolE MY Flo=
dAfsolof & T2 ITP W& F8L 5854 4
@ AGA 9 FFr1te] e} ITP A 8AE TT¢ &4
® H& 1d ¢ A4 £= FHo2 dATt jle A4 A me 7YY 4489 AF A FolAU TR
FolA gfotok 3tH, AlF 717t B uiA T B 2R 309 T AN 2AS 99 AR A B AMS
Fo3t 994
- ARG T Al AL A HA 309 5o AEA0T 2R 0 (Y, FA EE JZUE) AL, 25 A
T (o, 253 A =5 254 44 49 =5 48 F8
O (F8 AYNF)
O 9x%, v FZ7A 08y, vlolg 2y e, AVtE Y A8 g A HIV B8 2, 5% &= 454
HYd 4% dads Ev 5 ol¥AY #Hdle 240 das B4 1P 4
@ A7t H9A &84 0E 34
2 &
O 19 23|(o}F, A, A4 8AZ 144, 5Y AZh ZT2EEY E=E A A7 AT o
O (%9 &%) 100 mg bid2 AFa}e], 45 2o ad = D Yoo wet FF A& (150 mg bid7HA)

O (Fo1713h) 245

0 (5 z%)
- @F) o AT F <50,000/ul & FE WA — 150 mgZtA FF
o d4% 4 > 50000/ul — 100 mg bid 4]
o &% AT AE ## — 100 mg qd7}A
- (12%) « 4% 4 <50,000/ul or Ho]2eke]l A 4 < 15,000/ulol | A 20,000/uLs FHEFA X3 A
- BUSAR F, AW 2 A8
* FERETE A4 473F 150 mg/ 91 bidE R A AAAF(C788-049) el &
*uF ARE $RF BAT ARAY Hol 38
o &% AY AE ## — 100 mg qd7HA T
- (8% 24)
Dose 1st Dose Level -Decrease Dose Level-2 Dose Level-3 Dose Level-4
100 mg bid 150 mg qd 100 mg qd T
150 mg bid 100 mg bid 150 mg qd 100 mg qd el




- (8% zHo| BT ARs)

« ALT, AST =¢ Hg#4 371
* ANC < 1000/mm3 %+ 1.0 x 109/L
« TFY AN
« Y 37t (>140/90 mmHg)
2

o AR GE Folot BAT FFY e AW IF AEs

(¥ 2 e AE)

o (FA)  FHH wiF HA(Day 1ol Tl FEO| FoFrigte] wE} T

Drug Prohibited Period (from Last Dose of Agent)
IVIg or anti-D IgG 7 days

Cyclosporine, mycophenolate mofetil 14 days

Eltrombopag 14 days

Romiplostim 21 days

Rituximab or other anti-CD20 monoclonal antibody | 6 weeks

Alkylating agents (e.g., Cytoxan) 8 weeks

Investigational agent 30 days or 5 half-lives, whichever is greater

@)

« (38) EAIP BE& A8A AL 7H5 (55 A o889 AUy &3S AP 5% WA =

- FFIIZEIE (1Y <2mg ZHEYEE 53)

- opAtE e Y

-89

ANE g

(r248)

12

o UFT7IA 145 A 245 Afolof] mhA| et e O] WHE T H A 4 AW 7 H 4 50,000/ul]] HEA QD A
Hhg SR

- non-responder: 247 Hol FAA FE B AEE X8F FUT P4 E= 1057 Fol| rescue treatmentE

uko. gz}

- BA FY4E 0055 A3 2-sided Fisher's Exact testE o]&3to AFE7Hd Ad

22}

o 12F) a3 s R (daT F H24 50,000/ul)

o 24T 4 ¥ FH (4T F H4 50,000/ul)

o o]zl AW £ <15000/ull FFAF Aol A, 125 Aol H4 o] ~kQlE Tt 20,000/ul X T
EoWA &% F7F > 30,000/ul FH

o o]zl AW FUF <15000/ull FFAF Abolof A, 245 Aol HA o] ~kQlE Tt 20,000/ul X T
FoHAM A4&H F7F > 30 OOO/uL ez

o 24F AY 7]7+ F9F IBLSO| wE NE g A4

o 243 AP 7|7 F¢ WHO 28 ><4C°ﬂ 0E g vx 4 45
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[ C788-047 A& ]

Fostamatinib Placebo All Subjects
N=51 N=25 N=76
Status (n (%)) (n (%)) (n (%))
Number of randomized subjects (ITT Population) 51 (100.0) 25 (100.0) 76 (100.0)
Number of subjects in the PP Population 51 (100.0) 25 (100.0) 76 (100.0)
Number of subjects in the Safety Population 51 (100.0) 25 (100.0) 76 (100.0)
Number of subjects who completed the study 12 (23.5) 1 (4.0) 13 (17.1)
Number of subjects who discontinued from study early 39 (76.5) 24 (96.0) 63 (82.9)
Did subject continue in the Extension Study?
Yes 36 (70.6) 23 (92.0) 59 (77.6)
No 15 (294 2 (8.0 17 (22.4
[ C788-048 A& |
Fostamatinib Placebo All Subjects
S (N=51) (N=25) (N=76)
n (%) n (%) n (%)
Number of randomized subjects (ITT Population) 50 (100.0) 24 (100.0) 74 (100.0)
Number of subjects in the PP Population 49 (98.0) 23 (95.8) 72 (97.3)
Number of subjects in the Safety Population 51 (102.0) 23 (95.8) 74 (100.0)
Number of subjects who completed the study 13 (26.0) 2 (8.3) 15 (20.3)
Number of subjects who discontinued from study early 37 (74.0) 22 (91.7) 59 (79.7)
Did subject continue in the Extension Study?
Yes 43 (86.0) 21 (87.5) 64 (86.5)
No 7 (14.0) 3 (12.5) 10 (13.5
SR
[ C788-047 A& ]
Fostamatinib Placebo All Subjects
Analysis population (N=51) (N=25) (N=76)
n (%) n (%) n (%)
ITT 51 (100.0) 25 (100.0) 76 (100.0)
PP 51 (100.0) 25 (100.0) 76 (100.0)
SAS 51 (100.0) 25 (100.0) 76 (100.0)
[ C788-048 A& ]
Fostamatinib Placebo All Subjects
Analysis population (N=50) (N=24) (N=74)
n (%) n (%) n (%)
ITT 50 (100.0) 24 (100.0) 74 (100.0)
PP 49 (98.0) 23 (95.8) 72 (97.3)
SAS 51 (102.0) 23 (95.8) 74 (100.0)




o F2 AFHH L AH B4

[ C788-047 A& ]

Placebo (N=25)

Total (N=76)

Variable Fostamatinib (N=51)

Does the subject have Persistent ITP or Chronic ITP? n (%)

Persistent ITP 3 (5.9

Chronic ITP 48 (94.1)
Duration of ITP, years

Mean (SD) 13.25 (14.22)

Median 7.50

Minimum - Maximum 06 - 530

Did the subject have a splenectomy? n (%)

Yes 20 (39.2)

No 31 (60.8)
Previous ITP Treatment, n (%)

Steroid 46 ( 90.2)

Rituximab 26 (51.0)

TPO receptor agonist 26 (51.0)

3 (12.0)
22 (88.0)

8.90 (9.73)
5.50
04 - 450

10 (40.0)
15 (60.0)

25 (100.0)
11 (44.0)
15 (60.0)

6 (7.9)
70 (92.1)

11.82 (13.02)
6.75
04 - 530

71 (934)
37 (48.7)
41 (53.9)

[ C788-048 A& ]

Variable Fostamatinib (N=50) Placebo (N=24) Total (N=74)

Does the subject have Persistent ITP or Chronic ITP? n (%)

Persistent ITP 3 (6.0 1 (42) 4 (5.4)

Chronic ITP 47 (94.0) 23 (95.8) 70 (94.6)
Duration of ITP, years 50 24 74

Mean (SD) 12.24 (12.54) 10.50 (7.84) 11.68 (11.20)

Median 8.80 10.80 9.55

Minimum - Maximum 03 - 50.2 09 - 291 03 - 50.2
Did the subject have a splenectomy? n (%)

Yes 14 (28.0) 9 (37.5) 23 (311

No 36 (72.0) 15 (62.5) 51 (68.9)
Previous ITP Treatment, n (%)

Steroid 48 (96.0) 22 (91.7) 70 (94.6)

Rituximab 8 (16.0) 3 (12.5) 11 (14.9)

TPO receptor agonist 20 (40.0) 10 (41.7) 30 (40.5)
2 A8 €&

)

[
[

C788-047 A§ | B (SD): (EXEFFEIET) 93.47%(11.90), ($12F) 96.39% (7.35)
C788-048 A3 | BT(SD): (ZZERFEIET) 99.11%(2.75), (k) 97.87% (7.13)



n. f24 97t A3
« 12k F84 H7hiEsF (ITT)
[ C788-047 A& ]

Parameter ‘ Fostamatinib (N=51) ‘ Placebo (N=25) ‘ Difference in % Yes (Fostamatinib - Placebo) and 95% CI

Achieved a stable platelet response (count of >50,000/uL on at least 4 of the last 6 scheduled visits between

Weeks 14 and 24, inclusive)

Yes, n (%) 9 (17.6) 0 (0.0) 17.6 (7.2, 28.1)
No, n (%) 42 (82.4) 25 (100.0)
p-value 0.0261

[ C788-048 A& ]

Parameter ‘ Fostamatinib (N=50) ‘ Placebo (N=24) ‘ Difference in % Yes (Fostamatinib - Placebo) and 95% CI

Achieved a stable platelet response (count of >50,000/uL on at least 4 of the last 6 scheduled visits between

Weeks 14 and 24, inclusive)

Primary Analysis (LOCF¥)

Yes, n (%) 9 (18.0) 1 (4.2) 13.8 (0.5, 27.1)
No, n (%) 41 (82.0) 23 (95.8)
p-value 0.1519
Sensitivity Analysis (Multiple Imputation)
% Yes 18.00 4.34 13.66 (0.16, 27.16)
% No 82.00 95.8
p-value 0.0474

* LOCF: Last Observation Carried Forward

[ C788-047 & 048 £ £4 |

Randomiozed Studies

All Subjects

Parameter Placebo (N=49) Fostamatinib (N=101) (N=150)
Responders 1 (2.0%) 18 (17.8%) 19 (12.7%)
Non-responders 48 (98.0%) 83 (82.2%) 131 (87.3%)

Difference (95% CI)

158% (7.3, 24.2)

p-value

0.0072

o 2% 424 WS

O 12FA 2459 4H 7} > 50,000/uld] S} H &

[ C788-047 A& ]

Parameter ‘ Fostamatinib (N=51) ‘ Placebo (N=25) ‘ Difference in % Yes (Fostamatinib - Placebo) and 95% CI

Platelet count >50,000/uL at:

Week 12
Yes, n (%) 11 (21.6) 0 (0.0) 21.6 (103, 32.9)
No, n (%) 40 (78.4) 25 (100.0)

Week 24
Yes, n (%) 8 (15.7) 0 (0.0) 15.7 (5.7, 25.7)
No, n (%) 43 (84.3) 25 (100.0)




[ C788-048 A& |

Parameter

Fostamatinib (N=50)

Placebo (N=24)

Difference in % Yes (Fostamatinib - Placebo) and 95% CI

Platelet count

>50,000/uL at:

Week 12
Yes, n (%) 12 (24.0) 3 (12.5) 115 (-6.3, 29.3)
No, n (%) 38 (76.0) 21 (87.5)

Week 24
Yes, n (%) 8 (16.0) 1 (4.2) 11.8 (-1.1, 24.8)
No, n (%) 42 (84.0) 23 (95.8)

O lo]2eiRle] FAag 47} ke 3ah(<150,000/ul); B2F 4 > 30,000/ul & Wl 2=kl Bk > 20,000/ul 34} Hl &

[ C788-047 A

2 ]

Parameter

Fostamatinib (N=51)

Placebo (N=25)

Difference in % Yes (Fostamatinib - Placebo) and 95% CI

Platelet count

> 30,000/uL and > 20,000/uL above baseline (for subjects with baseline platelet count < 15,000/uL) at:

Week 12
Yes, n (%) 4 (16.0) 0 (0.0) 16.0 (1.6, 30.4)
No, n (%) 21 (84.0) 12 (100.0)

Week 24
Yes, n (%) 4 (16.0) 0 (0.0) 16.0 (1.6, 30.4)
No, n (%) 21 (84.0) 12 (100.0)

[ C788-048 A& ]

Parameter

Fostamatinib (N=22)

Placebo (N=9)

Difference in % Yes (Fostamatinib - Placebo) and 95% CI

Platelet count

> 30,000/ and > 20,

000/uL above baseline (for subjects with baseline platelet count < 15,000/uL) at:

Week 12
Yes, n (%) 6 (27.3) 1 (11.1) 16.2 (-11.5, 43.9)
No, n (%) 16 (72.7) 8 (88.9)

Week 24
Yes, n (%) 3 (13.6) 0 (0.0) 13.6 (-0.7, 28.0)
No, n (%) 19 (86.4) 9 (100.0)




O IBLS ¥ WHO €8 A=
[ C788-047 A& ]

Difference in MEan or %s for Yes
Parameter Statistic Fostamatinib (N=51) | Placebo (N=25) | (Fostamatinib - Placebo) and 95% CI
Mean 0.13 0.14 -0.01 (-0.1, 0.0)
M ¢ Median 0.09 012
et lsp 0.12 0.10
IBLS
Min-Max 00 - 05 00 - 03
scores
95% CI for Mean (0.1, 0.2) (0.1, 0.2)
p-value 0.6642
; Mean 0.61 0.46 0.15 (-0.2, 0.5)
xeljg * | Median 033 017
SD 0.66 0.56
Bleeding ;
Min-Max 00 - 28 00 - 20
sclae
95% CI for Mean (04, 0.8) (0.2, 0.7)
scores
p-value 0.3365

[ C788-048 A& ]

Difference in MEan or %s for Yes
Parameter Statistic Fostamatinib (N=49) | Placebo (N=23) | (Fostamatinib - Placebo) and 95% CI
Mean 0.04 0.06 -0.02 (-0.05, 0.02)
N ; Median 0.01 0.03
et lsp 007 007
IBLS
Min-Max 0.0 - 04 0.0 - 02
scores
95% CI for Mean (0.02, 0.06) (0.03, 0.09)
p-value 0.3501
Mean 0.24 0.39 -0.15 (-0.35, 0.05)
i\//[v:g of [ "Median 0.00 0.17
SD 0.36 0.48
Bleeding -
1 Min-Max 00 - 1.1 00 - 1.7
sclae
95% CI for Mean (0.14, 0.34) (0.19, 0.60)
scores
p-value 0.1403

6.5.3. B84 YA & (Non-pivotal studies) (41

1) o4 &
O (& HA7F)

L

D (C788-047 ==

o

C788-048 AN ¥9 245 H7IE $53AY, FE

)

A

=
T‘lgi

N

z7] A3(12
D

(C788-047 T (788-048 A9 vhx|g} Fojo} C788-049 Al@2] A Fof(Day 1) Abol9] 14 0] 7Y ©]3tH]

@ 18A4] o] HA 9 A4

@ & 1d F¢ A7 =2 FEHoZ At gle o4 @4 2 7MY A9 A GA FoAY FF
FolA fgotok 3k, AF 717 9 vl o2 7 H 309 T 9A 2EE AT AES 174 W A8
T A4

- A4 Y 5 A HA 309 TU ALHOE S2E IYA (LY, FA EE YEUE) AHE, 27 A9 B
(o, =3 &A == EF A48 49, AW A 71T £ 9P 24



O (F& AYE)
D FrEd 55 9 02 AFE 12F o|&d C788-047 T C788-048 A ES g A3 &
@ 283t X189 4#lol SBP > 140 mmHg F+ DBP > 90 mmHgo| 7 & HHEE = C788-047 £&
C788-048 A@ FoF 18] & 2HEA ¢ A4
@ 5% Al(Day 1), ¥d7 « < 2,000/ul, AT F < 1000/uL, u_:vl T < 750/ul, | E2EX < 10 g/dL
T Fol&4 Fh (ALT, AST) > A4 Adkghe] 1.5 v, &g 24 > 15 x ULN & eGFR < 30 mL/min3}
2ol APA FAFo] 1 o] HAAA &4
@ T 7Y EE A FAA e} 2E F4 TA A £ 5 A B d4F FAo] e Aow gzl #A
® 5 A 25 oo €Y =& A E Fof B2 IR
2) Ry
O (7ol &%) Bid Fol A, 243 AYd Fof. Qd Fo Al opol E&. Ak o7 Zagle]l 58 7Hs.
Cytochrome P450 (CYP)3A4S SJAlatE Ao ¢ S4olu S8, TBE A% F29 Bgsx T A Y7}
A3 A4, gS A A8 543 A & 58 S S e Us 58 Afd H&ES

AN, & Wl 2 G BsA T A,

Figure 9-1: Initial Treatment Allocation

Study C788-04T7 or C788-048 Study C788-049

Responder*
| 2 ‘I 150 mg Fostamatinib™ |

| 150 mg Fostamatinib or Placebo™ Z
Nohres
ﬂo”d&r-
| 100 mg Fostamatinib or Placebo® ||__Resp0nder’.fNonrespDnder'

> 100 mg Fostamatinib™ |

O (N& 717y 59 ®t maEEE g EFEHE AAAK F AL AH
0 (R 27

- (hg) ¢ 100 mg bid &F A& SFAHETF ol }AAY EA): E&H 4 <50,000/ul & & WA — 150
mg7tA 2%
- (8% =4)
Dose 1st Dose Level -Decrease Dose Level-2 Dose Level-3 Dose Level-4
100 mg bid 150 mg qd 100 mg qd T
150 mg bid 100 mg bid 150 mg qd 100 mg qd s

- (8% -] 23 AEs)

o ALT, AST =& ®g|&8 =7}
« ANC < 1000/mm3 %= 1.0 x
T3 AA

109/L

e ¥3t 37F (>140/90 mmHg)
o AR FE R #HT FF B AW AH AEs

%
i

2 94 Ag)

7)) oFE AEAE0 = CYP3A4 AAIAl 9 54, P-Glycoprotein Substrate, HMG-CoA reductase inhibitors =-

=4 ITP W& A8 A% 7 (o1 AE o5 A §&" ITP AR §8). da%
>50,000/uLZ SHAAQl A= HE FE &3 A THs

- 2FIIAEHIE (1Y 20mg ZHEYUEE %)

A

-gE

A

7}




O (Rescue Therapy) @4&% 7} <50,000/ulL?l SAdAE 4 F e 5t &&
o (B9 24) - 4% 4 <50,000/ul & S8 SAF -rlfﬁ e dAHoE #8329 e 54 AN
- &% F <50,000/ul & FEo] AHIAY ST A5

o (3% ¥E) - IVIg Hdl 1 g/kg 1-3¢¥
- IV anti-D IgGg: Ht 50 - 75 ug/kg, 1-2¢
IV gz EyEE: Ao 1g/day, 1-3%
- 478 YAERE: ™) 40 mg/day, 1-2¢
- 478 Za=UE: A 1 mg/kg/day, 1-3€

3) At RE AT B4 24, TE 2Fe TP AB(edziE wE
AAEIG O, Fod FBE B3/ 870 Ut A%, 4499 PsAe nelel
ERELLTES

5 297 FIER)} 54
T 8A ofReA B sl

4) N B
& (FEA)
O 1#
¢ (Version 1) o|d AF, A% AF e o] F APA 4 A5 5% & B/t 53

s
1) 84 A5 A 125 oy 4% 71 4 50,000/ul g
2) A 4w ke §A 95; B3 4w 79 A g5

5 A% 4% o A 5 F 12 711%J o]t rescue therapy$} “d-#glo]

Yot 7} > 50,000/ule] HYH WE o], i 4F 7AOE FaT 57} < 50,000/ule] A o] 2Ho]
s = AS

¢ (Version 2) o] AlgellA f1Fo 2 A E AR A} F T2Efvte] ) 9Jokel] tiste] 12} frad HrbAFe

AR 2 e, YA vl =

7

1) A5 A& 125 ool &% 71 H4 50,000/ul &5

2) AR o Wheo] 74 5, FAY 4w F A 5 F 12 7H 2 oJujol| rescue therapy o} J¥}i0]
P 571 > 50,000/ule] AYE HE o], Ha 45 Ao AR 57} < 50,000/uldl A o] 2ol
tE = AT

T A FHAM o wFo] 44T wbA e Azt
- #H4 50,000/ul AW & A FH T Hax 4F AR HE dAE 23] PEAA Haw F7)
<30,000/uLql A E& rescue therapy®] A A& AR F o]& AA

]
=
2) H2 50,000/uL Qij&

T A FHM o wgo] 4T whA e At
- #H4 50000/ul &% g A R SO HA 4F FACR Ag 9F 23] HEodA i UL
<20,000/uLql AlH EE rescue therapy®] A AHg Al F o] AlA

3) 24 30,000/ul &% & A FHAA o whgo] AT wj7iA 9 ARt
- #H4 30,000/ul 4% A FR Fo] HA 4F AR Ag A% 23] LEoA 4w

s
<30,000/uLql A E& rescue therapy®] A A& A F o]& AA
4) #24 30,000/ul &% 4 A FHJAN o whgo] AT wriA o] At
- H4& 30000/ul AE F A FR Fo HA 4F AR Ag AE 23 WEA iaw U
<20,000/uLql Al EE rescue therapy®] A AHg Al F o] AlA
o A-3 4R FE §A

st 5o WEske IPT X849 &% 74 A(yes/no)



5 A3 A%
7k BA Zo] AH

Status Total n (%)
Number of subjects signing informed consent 124
Number of screen failures 1
Number of subjects in the Treated Population 123 (100.0)
Rollover from Study C788-047 59 (48.0)
Rollover from Study C788-048 64 (52.0)
Subjects who completed Study C788-049 29 (23.6)
Number of subjects who withdrew from the study early 94 (76.4)

* AErY (206.1)

Y. £X:7: Treated Population
o A& €%
o IR TYUE 95%, FAE X AT T/ 1.0 (HH: 0 - 803)°AF
2. FEAY 97t 23
o 1§84 WS
O Version 1: 7] 2+g# wk-g2
o E2EEY AR 12F oo 4% wks 5 ¥ H4 1270€ A 154% (198, 95% CI: 9.6%, 23.1%)
O Version 2: 9ol A &gk &2} F kA2 wh-g2t
Fostamatinib in 049 Study 95% CI for | Difference in Total %
Total 0 o
Responder | Nonresponder | (%) Total % Responder (Fostamatinib

Placebo in 047/048 Study n (%) n (%) ’ Responder | - Placebo) and 95% CI
Responder 1 (2.3) 0 (0.0) 1 (2.3) (0.1, 12.0) 20.5 (8.5, 32.4)
Nonresponder 9 (20.5) 34 (77.3) 43 (97.7) | - -
Total 10 (22.7) 34 (77.3) 44 (100.0) | - -
95% CI for Total % Responder | (11.5, 37.8) | - - - p = 0.0039
w2 HEH BAES
O @& e 7|3
[ @43 4 2 Rescue medicationd] <A A& W 7|71 ]
Duration of Platelet Response (days) Statistic
Subjects with any Platelet Responsea

n 57
Kaplan-Meier Estimated Median 127.0
95% CI for True Median (71.0, 483.0)




Minimum - Maximum

8- > 1743

All 049 Primary Efficacy Endpoint Version 1 Respondersb

n 19
Kaplan-Meier Estimated Median > 1743
95% CI for True Median (-, -)
Minimum - Maximum 427 - > 1743

Fostamatinib Subjects in 047/048 who were 049 Primary Efficacy Endpoint Version 1 Respondersb

n 13
Kaplan-Meier Estimated Median > 1661
95% CI for True Median (-, -)
Minimum - Maximum 427 - > 1661

Placebo Subjects in 047/048 who were 049 Primary Efficacy Endpoint Version 1 Respondersb

n 6
Kaplan-Meier Estimated Median > 1743
95% CI for True Median (-, -)
Minimum - Maximum 1340 - > 1743

Placebo Subjects in 047/048 who were 049 Primary Efficacy Endpoint Version 2 Respondersc

n 10
Kaplan-Meier Estimated Median > 1743
95% CI for True Median (-, -)
Minimum - Maximum 194 - > 1743

@ 29 24
O W& AAvte dadt
o HAan g FAUE ALHOE FUSIH oY, AP = AELH R AU
170€ 1271 < 24704 3674 487114
n=107 n=50 n=43 n=39 n=18
RIS 27,000/ uL 73,500 uL 89,000/ uL 95,000/ uL 101,500/ uL
e 1000 - 9000 - 7000 - 11,000 - 29,000 -
768,000/ ulL 333,000 uL 321,000/ ulL 304,000/ uL 388,000/ ulL
O AAAZAA 12k FEH BH7IHS WA (Version 1)8] 4%
o o] A H AAARAA AT F FIgo] AHHOE FIle S
C788-047/C788-049 Extension study
H o] 2~ g}l 245 171 € 1271 € 24704 36704
n=19 n=14 n=19 n=17 n=18 n=18
RIS 19,000/ uL 107,500 uL 90,000/ uL 135,000/ uL 151,500/ uL 111,500/ uL
e 3000 - 46,000 - 11,000 - 48,000 - 20,000 - 69,000 -
32,000/ uL 367,000 uL 330,000/ uL 333,000/ uL 316,000/ ul. 304,000/ ul.




O 134 FEA WA AH) &3 9ok Bae] WA 5 % AAFNA Version 2 WA

o olF AFelA SN RE Fof B HgkgAto|l o, AFAF A WS Bl 9@ Aaw ¢+ Tkl
ol NP IH o P, AF ANFPAdAE SIS
C788-047/C788-049 Extension study
o] 22}l 12714 2471 €4 36704 48704
n=9 n=8 n=7 n=6 n=4

T 25,000/ uL. 27,500 ulL 118,000/ uL 167,000/ uL 179,500/ uL
87,000 - 95,000 - 81,000 -

9 5000 - 32,000/ul | 4,000 - 50,000 uL
279,000/ uL 266,000/ uL 331,000/ uL

C788-047 /C788-049 Extension study
o] 22}l 3ne 36704 274
n=34 n=24 n=7 n=6
s 17,550/ uL 27,500 uL 76,000/ uL 114,000/ uL
9] 1000 - 156,000/ uL 4,000 - 152,000 uL | 12,000 - 228,000/ulL 6,000 - 218,000/uL

O %A B A3} (SF-36)

o Wo]2El (n=122) — 1271 € (n=49): SF-36 A T¥at W3t 00 - 282

- 12782 el| SF-36 S¢S BT FHE oA wol~gk tiHl WSt AU 7 e s
o Wo]2El (n=122) — 2470 €Y (n=10): SF-36 A T¥at W3t 0.0 - 446

- 2470 Lol SF-36 TYES BT FhEla oA wolxgk tir] Wsrt iAW Sk

6.5.4. 7| E}/3A & (Supportive studies) (212F3t 313

1) o4 84
O (F8 4H7F)
O 8L BA (22 o) AT} BF QR
@ 204 °)%
@ 59 A5 6 /19 ol Aol T EHAE S0y 2] 2ALATH 2|3 TP AT 712190 & 717)el
whe} ITP 2 Zghike 3z}
@ 23ed A, 2329 B % Day 1% 3 319 I&@ 5 Fiol 30,000/ul vweln, Azke] Gagh 57b
35,000/11L mjuol 8ha}
® thgol BF P A8A 3 Ha& & F7E 59 A5 Aol A83te] 32T &3 94 29 a4 ==
wergol EA7F vt A &4
- FAlEd ~HEol=
EFRTOR £84 444 (AEERF Sohi wE 2)FR2E)
- BEAR

 E-CEETEE

® 1P ASAE A5 94 e B4, F& PN A2 2o SEASUEE 10 mg/% oI, = F 97t
F8 2dzols) oddesd S GUE 31 S50 A3, Dy 19 H4 2 7 A%H
8 SFE WANA RO, A 17] FAE §H - §FS WAR G AL A8 5T B2




@ =9 ITP ABAE AL TolAY AHE Aol 9= 4

AL F JdAY A F9 A
- ANEEAXY FE v EY0E 2 Y: 2 F7

- ZHZ
%}ZJ}W 8 %{

- AEAY

O (F8£ AYNE)

%, Day 1 oAo] H2 thgo] 717 5% FEAES

O o AS(HZF, WA g4 9@y, vpol 2 7, At A, A AE, Azt Wy Ay boje 2,
N e Troldd F)o e d4% FaF, 4 Er 539N ¥4 ZaF 3UAE
FAFEL, AWl de A

@ F7148 4% FaFo] gAHE 4

Q@ A7t 8384 vEs 7k @4

@ ATAA, EAAEAT, HPBEF, HAAF, NYHA class I T IV o ARA 5 A¥RA AAE
FHEAY Day 1 9 6 71€ ool 12]3 BHo] Qe 34

©® 2389 A == Day 1 o shth o]e] #-9{7} ITP Bleeding Score Grade 2 %1 4

A7) SUd e, ASFAA 59 429 e 254 454 5o F9d9 #A

@ 2389 A o "I P A HIV &9, &4, HBs &9, &4, HBc &4, HCV RNA 8% F g 714
ojfe] ¥ Ee A 54 o] &

® Day 1 A 12 F ool HAHA &S WS 3

© 94 A A, /T A, T A5 F GRS AUF HFFALETH 3087449 717hel YAl
ggete S, me AETE HHOR YT At gle A8 &4

2) £
O 1% 28)(ok3, A, H4 8ARL 4, FY AR T2EMHEY Ee Ao AV AT 5
O (¥ &%)
- (A7) e 100 mg bidZ A&
- (A7) ) A E EET AU
o Week 249 d&% & > 50,000/ul: Al1719] HF &H&F
o Week 249 4% 4 < 50,000/ul & #|17] #HF & &% 150 mg bid: 100 mg bid
© Week 249 43 & < 50,000/ul & A7l HF &HEF 100 mg qd, 150 mg qd, 100 mg
bid: A17]19] HF W&
2) Al 271 z7]°|Y
o A7) A% $9EF 100 mg bid E+E 150 mg bid: 100 mg bid
o A1) AF $WEF 100 mg qd EE 150 mg qd: A17] HF SR 8F
- (Fel) . oE =
- (A7) e AANEER A2 AT EHEF

O (%44712h 17]: 245 / 27]: 285 /
O (%o z=3)

Fop7l: A 45 / 37): SJE Az SALRA



o

[ @& 5o S7hEE

JEREEO

T

Aol Bl 23

- (A7) e AT F <50,000/ul & FE WA dE — 150 mg bid7HA S
8

- (A27]) o (A7) €5 Ay AT F <50,000/ul & FE WFH FE — 150 mg bid7HA FF

o (A27]1 27] ol8 FdHl) £7] ol 4F o] Fo AT F < 50,000/ul & FE WY FT — 150
mg bid7HA| FF

- (A37]) ¢ AW F <50,000/ul & °FE Wk &I — 150 mg bid7HA FF
8

[ ol/dAtelll o3 FofgF 24|

- (RO 2 A o)At e oAbl BN AA A o)y, oA, Sl IuH B¢

( / )

ok ol w1974
- (SIFE FF A oA

Folg 9 &9

EE ol gAE B AA £A o), oA, F

Dok AuTh 197 We Rl WA A F, od) mol net 1944 Fo A &3
- FoF A 100 mg qdE 83 A9, 100 mg qd= Fof A

D SFT 4 1,000/ul PIRHe] AP, 35 EE%4 72 AL APe] 18] 7, Tl DA 25 WA 9fokE Fo APl

- F A 100 mg qd == 150 mg qdE &3 4%, 100 mg qd= Fof A7A
% %
5% 2%

FoAF WA | AT A | 9% dA | BA% 2A A9 Eolz FoAF A | FAF A | FAF D
—4 -3 —2 -1 T +1 +2 +3
For 100 mg 150 mg 100 mg 150 mg B

191 3 d13 | 1923 | 1¥25
_ Fop 100 mg 150 mg 100 mg 150 mg _ _
1913 | 1913 [1923 [ 19253
B B For 100 mg 150 mg 100 mg 150 mg B
1913 [1913 [ 1¥25 d 2 3
B _ _ Fop 100 mg‘ 150 mg 100 mg 150 mg‘
1913 | 1913 | 1923 | 1423
[ a3 o) =3 S7ho] o8 T 24 |
- (A7) e oby Fol whel oA, W& & ITP A 5A SHEFS WANA o
A
a3 F7F 250,000/uL oIkt 2 wWizAA QAANTE FEY
FoAF QAE 1 9AY 2
1) &% F 250000/uL | - FAF 57 200,000/uL wlEke] E wj7hA] da# £ FAH (F7F 55
zHse A4S HNEE AGAYA B AFEGA7T #dh
o 79 A= 7P AHE AsE AFAYA e AEEEA
deto] met QAR qUFY FAF GAE 1 AY FF
2) @& 5 150,000/uL | - ABAEE fkFe] FAF 4F §lo), ALH Fo
%3} & 250,000/ L 4% 471 250,000/uLE EA ¥ HBE wi7kA A% 5 53
o]3}Ql 7 (F7F 33 Vs AR == AFE3AVE 3
= JAE}U}FM Foii 2HA = A4 7} > 250,000/ul?] ¢, W8 &8 [P A 8A] Fogk
- (A271 237 o AR FUPF A" A BE

o HWE L TP XBAY EdFS

ojsi7t €

47} 200,000/ul. "] gto] =

o)
g A

ZH = 4%
™

o

wj7}2] AN L

=

& ITP X 2A 9 e} thx
]

7HX
G| Bk

o

A
EECE T He B A2

27} 250,000/uLE B A,
oJobEe] RolF WA 9 Eol met 1 BAN ey, Baw
Yot £8 24 Yo 79 FE 3
194 3% b5

250,000/ uL

7W7F A




* (B4

O (M3 2 Weors)
1) 4% CYP3A4 AA (IEBIUE, ATUgNd ded $71E, Feeszrioly
SHA 2BHE, YElobl gAY, WeH 2 ALY, BelaUE, dEdeln B AA)

fhN

2) ITP A 84 (NE2222d, nads4ndd, JESRS $3, 2nIe g ISAY 5

02 3 CD20 ©E234, ¥43A 5)
7 A=) CYP3A4 Ad)Al, CYP3A4 +54), P-gp 714, HMG-CoA &4a4 A A
1) ITP A SA

HAlsd 2B ol E(x
olAE 2 = Eﬁ}‘% Z, 129

- Day 19] 2F ARH g F o= 3 AH7A g WA 2}

£ 10 mg/¥ oldh, Ee 571 FANA 2HZolE),

&4
Anas | FA AA 115 FASL A7 2 oldshA e A
o - Z7]°18 Day 1(H1715 FA1, #2712 o]gdt= 44
2 A17]
- Week 24 (%47] o]919 Z4$)
- o, ZoEuEY RogS A E 4T 471 250,000/uls @S AE, daw
47} 250,000/ul ©|3t7F 2 Wj7hA] W 5 & [TP A 5A 9] Fogs sty 4%
47} 200,000/ul "ol & wWi7tA] 4R FE A
A171¢} L ITP A 5A 38 A1) 5 Ao 59T 8- 8Fo=E ¥
2271 - A% UL A A@A YA e WE #E TP A 84 Fo o] 7hsshd,
ANMZE HE TP A8A F7F=
A271¢} TS ITP A 5A &8 A27] T8 Al U W -&F2=2 1
FH71 |- A37] Day 1(A7E olPdte A%) EE FA AFHINE FAse A9
SHEF WA BV A2 W& ITP A8A F7ie ¢ ¥
FoF7Ik L7 ITP A 8Al 8. Fob7] T8 A9 Y3 &9 - 8F0E HE
371 - A% UL P A@A YA e WE #E TP A 84 Fo o] 7hsshd,

NZE HE ITP X84 F7l= o4

[..
[e:

+7 HE o4& ITP AEA S EHEFE A2 48 A B A A HAl A RE W7 .
B27) | =3 AEE B8 &8 TP ARA F7t ¢,
ol A7 R FAHBRVAA o £ FEG F7F GRlE 4 ot 2ol A
A
HE o4& ITP A8A o] FolFF 7%
Aad 57 m]gko A dad F FH (77
1) B2 7 250000/uL ; HL;; Jaaay w]L A]1 fﬁjﬁﬂl ﬁi}) e
w4 449 4o BER PP AME AL ARAYA EE
NEEE Ao s w2t ¥E & 1P A 84 Rz 57
2) 4% 4 150,000/uL HE o1& TP A 84l FoF HAEsA &=
23} & 250,000/ 1L 4 47 250,000/uLE 9A 1 PEE w7k A ¢ A
o]3hel A$- (F7F 34 NEe ANFAPA = ANFEIATL B
2) 7A FE
o 21 F A& st fdste A FAGE A 7}%
- "4 F7F <50,000/ul & AFEE AP0l AU, dHACE FoF 2 F
AAko] geld e
- A% 4 < 50,000/ul & FTFEe] 83 FH




4§ TFs FAOHE

okE 9,87

a3 ¥ 1020491/ 3]

A7 AASZEAAA 400mg/kg/ & 9% 5¢
AT MYz ysLe 1g/¥9& A% 3?4_

74T G A EpE Hoh 40 mg/ 29

AT ZHEYEE Hd 1mg/kg/ 4= 1-3%

3) N Bt
* (FEA)
O 14
¢ Stable platelet response 9] 24 Hl&

- Week 14 |4 Week 24 717 6 3| W& Z, 4 3] o] 4% 71 50,000/uL ©1/d<] Al @ H/FAE Responder =

sta, I A Hles WUt
- oA EE FEA B0 Qe FAF AFHEA B Week 10 4 Week 24 744 A ofE<&
A @3 A= Non-responder = 3
- BA FY4F 0052 A3 2-sided Fisher's Exact testE o]&3t] AF7/1AE A d
0 2%
e FAD WANHA BAT 5 50,000/l o) LT &

o FAE FIRAH 4B 7} 30,000/ul o)l 714 A ™A Wk 20,000/uL ol F7HE ©

HE(71A AR a3 471 15000/l PIRE] Al@ UGS o2 3

Age

A

rot

* Overall response & 24 H&(Week 2 oAl Week 12 744] 6 3] 34 &, 1 3] o4 43 57} 50,000/ uL

o4l AP /dAE Responder & 3t1, 1 A vl &S BT}
o Week 2 olA Week 12 744 6 3] &4 F, 4% 47} 50,000/uL ©14< 35
o Week 2 oA Week 24 7HA] 12 3] & &, 4% 47} 50,000/uL ©]4<d 3
o AFANFE YokFE FAMNA F, FA =S AHESHA 4L 28 o o]} A&t i
243 Az SALEFE 43 75 FAT 7%
o A7 E A2719 WEADE JokE FAMA F 12 F ool AR 57} 50,000/l o/d-S B3t
FA A HE(R17] A Fof F A27] olFFEn ez 3
2% o QFFAHF

2= 50,000/ L

|

g 2=
T o B2

E
o dad o N Wst
* QOL % 7KShort form 36)

o<

1257

4 NE A3
7h A Zo dE (AR Y: 225.25. 71§)
O Al17]
R788 Placebo
Parameter Category N % N % Fisher’s Exact test
All randomized subjects - 22 - 12 - -
Period I completion Completed 10 45.5 4 333 P=0.716

Discontinued 12 545 8 66.7




O A7 7o (17]MFE E2EtEd Fof Wo} 27]18 257 24

R788
Parameter Category N %
All randomaized subjects - 22 -
Period I & II completion Completed 9 40.9
Discontinued 13 59.1
Subjects with transition to Period II - 10 -
Period 1I completion Completed 9 40.9
Discontinued 1 45
o A7) Fol FA A 591% (13/229)
- FA AR FEA RF, oA
O R788 Fo7] (171 271llA 2 2EbviEld Fof At
R788
Parameter Category N %
All subjects exposed to R788 -- 33 -
R788 Treatment Period completion Completed study in Period II 2 6.1
Ongoing 21 03.6
Discontinued 10 30.3
O A271 (171 Ex2etvteld z27] $5 @2 2 17] foka &3
R788-R788 P-R788
Parameter Category N % N %
Subjects with transition to Period II --- 9 -- 11 -
Period I Completed 0 0.0 36.4
Early transitioned 9 100.0 63.6
Period II completion Completed 4 444 11 100.0
Discontinued 5 55.6 0 0.0
c F8 FA AR R84 B
O A37]
R788
Parameter Category N %
Subjects with transition to Period III - 22 -
Period III completion Ongonig 21 95.5
Discontinued 1 45

C RO FA bR FEA R




R788 Placebo Overall
Parameter Category N % N % N %
N 22 - 12 - 34 -
Time Since ITP Diagnosis <3 years 5 22.7 1 83 6 17.6
>=3 years 17 773 11 91.7 28 824
Splenectomy Yes 5 22.7 2 16.7 7 20.6
No 17 773 10 833 27 794
Time Since Splenectomy <6 months 0 0.0 0 0.0 0.0
>=6 months 5 22.7 2 16.7 20.6
Prior ITP Medications* None 0 0.0 0 0.0 0.0
Corticosteroids 21 95.5 12 100.0 33 971
Rituximab 1 45 4 333 5 14.7
Thrombopoietin Receptor Agonists 11 50.0 7 583 18 529
Intravenous Immunoglobulin 8 36.4 4 33.3 12 353
Immunosuppressants 3 13.6 1 8.3 11.8
Other 2 91 3 25.0 14.7
Number of Unique Prior ITP 1 8 36.4 2 167 10 294
Medications (Categories) 2 7 31.8 6 50.0 13 38.2
3 5 22.7 2 16.7 20.6
>=4 2 91 2 16.7 118
Number of Unique Prior ITP 1 7 31.8 2 16.7 26.5
Medications (Drugs) 2 7 31.8 4 33.3 11 324
3 4 18.2 3 25.0 20.6
4 2 91 1 83 8.8
5 0 0.0 0 0.0 0.0
>=6 2 91 2 16.7 11.8
Line of Therapy 2 10 455 4 333 14 412
>=3 12 545 8 667 20 588
Platelet (/uL) <15000 10 455 5 417 15 441
15000<= <30000 12 545 7 583 19 559
30000<= <35000 0 0.0 0 0.0 0 0.0
>=35000 0 0.0 0 0.0 0 0.0

o 271 (171 7] SEA + Sf AEA)] (27] 4E) 9447£9.11%, (F1F AR) 97.73+1.64%

o 7Al ok

o [17]] (EEFFEIET) 182% (4/229), ($19F) 33.3% (4/12%)

o [A71%] 182% (4/227%)

o 271 (171 7] SEA + Y AEA)] (27] FB) 111% (1/19%), (A% DF) 273% (3/119)



w34

W7+ A%

s A171el @7

O Stable platelet response E4 Hl

(13 B7haF)

X 2EfrtE <] eF Difference Fisher's Exact
N| n| %95 %Cl) N| n| %9 % Cl 95 % CI) Test
Responder | 22| 8| 364 (172, 593) | 12| 0] 00 (00, 2655) 364 (3.1, 593) P=0.030
O ¥a% & 24 v&
1) >50,000/ul. 24 ¥l &(12F, 24%F)
I 2EHubE 9] oF Difference
Week | Achievement
N| n % (95 % CI) N % (95 % CI) 95 % CI)
12 Responder | 22 273 (107, 502) | 12 0.0 (0.0, 2655) 27.3 (2.5, 502)
24 Responder | 22| 8 | 364 (172, 593) | 12 0.0 (0.0, 2655) 364 (3.1, 59.3)

2) 4% 4 >30,000/ul & 714 AFHOZHE W3l >20,000/ul 57t

g4 Hl

£(12F, 247)

* 71A AHe 4% ¢ < 15000/ul : (E2EFuHElY) 104, (2 59
X 2elulEly 9ok Difference
Week Achievement
N | n % (95 % CI) N % (95 % CI) (95 % CI)
12 Responder 10 30.0 (6.7, 65.2) 5 0.0 (0.0, 52.2) 30.0 (214, 65.2)
24 Responder 10 30.0 (6.7, 65.2) 5 0.0 (0.0, 52.2) 30.0 (214, 65.2)

2T Hx SHLZTEH 28¢

A&3he] <50,000/uLE Hx

o]0

=4

788 2 2 m m 0 18 18
Placebo 12 12 12 11 9 9 10 9 8
(Source: Figure 14.13.1.1)

a8 14161 " 5] #aEah

2% 4 50,000/ul ©]4 2748 T8 Fel, 13 HrPEaS wheAgH) B
2 ojuyell &% 7} 28Y o4 A&3ke] 50,000/ul ©)d- E4
o] FRl=A ¢ FHFA tFEE 125 o|Fd| A17] FA

50,000/ul ©l’¢ S71g A FA IS

4

o

G dan &



O ¥a% + 24 H&
1) >50,000/ul 24 H&(525)
.« 318% (7/22%)

12% 3Ho A%s HYe ©, A IAaA §4

2) &H F >30,000/ul & 71A AHOoZRE WaeF >20,000/ul Z7F DA HI&(52F)
* 714 AN A A 4 <15000/ul - 798 (AR AA A7IFES B 453 168 %)

.« 143% (1/79)

(o3

O &% F fA7ZL
*28Y o] ALsta] AW 4 >50,000/ul DA 2 SHYERE 289 o4 A&kl <50,000/ulLE HZ
S99 717t

e 3099 (113 - 358%)

O ¥a¥ & SAFATF 2 1= 2%

Long-Term Treatment of R788
Parameter: Platelets (/ul)

—e— R7SE
240000
220000
2030000 -1
180000 -
160000 -
;: 140000
5 120000
5 100000 -
20000
50000
40000 -
20000
i T T T T T T T T T T T T + : .
4 0 4 8 12 16 20 24 28 32 36 40 44 48
Week Median (Q1. Q3)
R788 222222322270181§18151010101610 18 10 © @ 9 o 9
O 4% + /E Wt
cAAA Yod Bee DA URRY AYANN 257714 Do igol A710el A FAHAE (282
ol A&t Faw £7b 50,000/ul PlRke] EA &g

@ A2719) H7b 17] 7] FA + 17] 4% Fo)

O A7l & A271¢ ga% 72 294 v

o A7) fF Tl - A2 22ERtEY £ 119 oY

o ZZ2EubEY Fo JfA] & 12F ojye] A% F7} 50,000/ul o) BA ¥ 1277F §A HIEAk 182%
(95% CI (-4.6%, 41.0%), p=0.500, McNemar’s test)

- (171) 0.0% (0/11), (27]) 182% (2/11)



O Wad 5 24 ug
1) >50,000/uL 24 H&
R788-R788 P-R788 Difference
Week | Achievement
N| n % (95 % CI) N | n % (95 % CI) 9 % CI)
36 Responder 91 1 111 (0.3, 48.2) 11| 4 36.4 (109, 69.2) -253 (-61.3, 19.5)
48 Responder 91 0 0.0 (0.0, 33.6) 11| 3 273 (6.0, 61.0) -27.3 (-61.0, 9.9)
52 Responder 91 0 0.0 (0.0, 33.6) 11| 5 455 (16.7, 76.6) -45.5 (-76.9, -6.3)
2) €43 4 >30,000/ul & 714 AHOZHEE WH3lF >20,000/ul F7F 24 HIE
71A Ao A 4 < 15,000/ul : (R788-R788) 5%, (P-R788) 4
I A2AEEY Q] oF Difference
Week | Achievement
N | n % (95 % CI) N| n % (95 % CI) (95 % CI)
36 Responder 5 0 0.0 (0.0, 52.2) 41 1 25.0 (0.6, 80.6) -25.0 (-80.6, 31.3)
48 Responder 5 0 0.0 (0.0, 52.2) 41 0 0.0 (0.0, 60.2) 0.0
52 Responder 5 0 0.0 (0.0, 52.2) 4] 1 25.0 (0.6, 80.6) -25.0 (-80.6, 31.3)
O Yad 4 §A/12
*28Y o] A&t a4 4 >50,000/ul BT HEx SAHYZEE 28Y o] Asle] <50,000/ul® Hx
24U 712
+  (P-R788F) 162Y (113 - 168%Y), (R788-R788) s B3Ata }l&
O da® 4 A¥FAF Y W= 22
Period 11
Parameter: Platelets  (w'l)
—®— RTB8-R7B8 ----&--- P-R788
1600600 —
140000 -
120000 —
; 100000 —
;; 80000 —
40000
_I i _'IS I_' ]r -;IU II 1 .1Ir,v' 5‘.‘
Week Median (Q1. Q3)
R788-R7B8 7 B 8 [ 5 5 4 4
P-R788 L) 9 9 10 9 10 9 10
O 4% & /I W
o R788-R788Tol A& A vhg-& et I A §lols. P-R788TAA = A7) 4% vhg 72 37 AU+




@ Fefrl B (124)
O da% & QAFAF 9 HE &=

1Y 25 47 LAS
Ham 2 2oyt 70,000/ uL 34,000/ uL 61,000/ uL 29,000/ uL
(Q1-Q3) (50,000 - 118,000/uL) | (20,000-72,000/uL) | (44,000-165,000/uL) | (19,000-46,000/uL)
7)1A AW o RHE ] 12,000/ uL 44,000/ uL 15,000/ uL
R (4,000 - 55,000/uL) | (25,000 - 145,000/uL) | (-7,000 - 34,000/ uL)
oy ¢ U £X
(>50,000/uL) 90.9% (10/11) 37.5% (3/8) 50.0% (2/4) 18.2% (2/11)

o HZ HIAAC 714 AFFEE Y a4 4 wskEFo] <20,000/uld] BlE-E 54.5%(6/11), >20,000/ul Hl &
455%(5/11)°1 A&

F ol¥ W 77 7 FAHE AT F (39)
A

of Wt 27] 37] oldl, 8%) Froro. 2 ols) A HE Ko7t Bagw
O F aw Fa
o (FO] AT S < 10,000/ul & 71 AFHEE 10,000/ul o) Ta) AAS

& A37] 7} (228)

O ¥a¥ 5 845AFT R WE &

tH

19 8F 165 24 2F 405 485 56
av & 30,000/uL | 43,000/uL | 43,000/uL | 41,000/uL | 66,000/uL | 40,000/uL | 42,000/uL | 77,000/ uL
T (16,000~4 | (21,000~7 | (29,000~8 | (24,000~7 | (34,000~11 | (32,000~7 | (36,000~85 | (56,000~9
(Q1-QB) 4,000/uL) | 0,000/uL), | 7,000/uL) | 6,000/uL) | 5000/uL) | 9,000/uL) | ,000/uL) | 8,000/uL)
7IA Aoz 22,000/uL | 26,000/uL | 24,000/uL | 50,000/uL | 21,000/uL | 26,000/uL | 55,000/uL
Hejo] dadh (9,000~43, | (8,000~75, | (4,000~50, | (13,000~92 | (7,000~72, | (11,000~66 | (30,000~7
ki 000/uL) | 000/uL) | 000/uL) | ,000/uL) | 000/uL) | ,000/uL) | 9,000/uL)
SR
N 20.0% 42.9% 41.7% 33.3% 62.5% 42.9% 33.3% 100.0%
(>50,000/uL) (4/20) (6/14) (5/12) (3/9) (5/8) (3/7) (2/6) (2/2)

o 5650 7IA AMFEY iAW £ wstgo] <20,000/ul?l HlEL 0.0%(0/2), >20,000/ul H&-
100.0%(2/2)°1 A&

& R788 Eci7]9] H7} (331)
O AR A% ¥ 4R & W E (250000/ul)
o

o (HAl) 545% (18/33), 23+ A=) 78.6% (11/14), BAF A=) 36.8% (7/19)




* 289 o) ALt dad ¢ >50,000/ul BT Hx SHLRTEH 289 0%
ZRY7A 9 713t
o (P-R788) 148% (85 - 288%), (R788-R788) 334 (113 - 701%)
O 4% &+ N st
o 289 o d&shed 50,000/ul ©]/Fe AW £E 943 R788-R788T 8% &
A8 A=

6.5.5. 17H O])\J"cq /\]fgloﬂf\'l @% Z}E%ﬁ _'E]_:]-]_}\_l (/\\_]ov}:lﬂ' B_H%]_)

7} iy Az

O R788-1301(¥ £ thd 34 BAE), C788-047(HA 3%

A435ke] <50,000/ul® Hx

792 B2FA AW

A4A7) & R788-048 & R788 -049 (A H)<]

FHRA
R R
R788-1301 A3 C788-047, 048, 049 B A&
Period 1 R788 fektiz 712t (N=150) | 35 o.ppoje)y
Variable R788 | ofer | TNy, R788 Sfef w% 7%
(N=22) | (N=12) (N=33) (N=102) (N=48) (N=146)
Duration of Exposure (Days) Duration of Exposure (Weeks)
Median 9 88 365 Median 12.29 12.14 29.14
Min, Max 42, 170 | 16, 169 42, 785 Min, Max | 1.1, 26.1 23, 247 1.1, 268.1
Duration of Exposure Category, n(%) Duration of Exposure Category, n(%)
<4F 0 1 (83) 0 <4 weeks 4 (3.9) 3 (6.3) 4 (2.7)
<4F, <8F 1 (4.5) 0 1 (3.0) >4F 8 (96.1) 45 (93.8) 142 (97.3)
<8F, <12F 1 (4.5) >8F 3 (91.2) 45 (93.8) 134 (91.8)
<125, <245 | 20 (90.9) | 11 (91.7) 3 (9 >12F 8 (76.5) 38 (79.2) 125 (85.6)
<245, <52F - - 11 (33.3) >24F 0 (19.6) 2 (4.2) 98 (67.1)
>52 weeks - - 17 (51.5) >48F - - 58 (39.7)
Average Daily Dose (mg) Average Daily Dose (mg)
Median 236 267 237 Median 258.84 258.97 265.41
Min, Max 143, 283 | 200, 283 145, 295 Min, Max | 40.0, 389.7 | 131.3, 270.2 400, 665.7




o FAE A8 2 EY
[ R788 §£497] ]
1) F2-&(AE) /&

C788-047 C788-048 C788-049
Pl Z2ErHE Y <] of Z2EE Y < oF 3
(N=51) (N=25) (N=51) (N=23) (N=123)
o] ulg WY E 49 (96.1%) 19 (76.0%) 36 (70.6%) 18 (78.3%) 98 (79.7%)
kgl ulg WY E 39 (76.5%) 7 (28.0%) 20 (39.2%) (26.1%) 67 (54.5%)

2) FAE&(AE) &4
@ TEAE A&

R788-1301 (Y4) 3% & (39)
System Organ Class (N=33) (N=146)
Preferred Term n (%) n (%)
A 32 (97.0) 130 (89.0%)
45 A7 B 20 (60.6) 85 (58.2%)
Gkl 5 (15.2) 8 (5.5%)
AA 13 (39.4) 53 (36.3%)
24 1 (3.0%) 28 (19.2%)
R 10 (30.3%) 64 (43.8%)
7= Y 0 18 (12.3%)
257, % % 4 A 2 (6.1%) 50 (34.2%)
HZd 2 (6.1%) 27 (18.5%)
& N7A Aol 2 (6.1%) 47 (32.2%)
FE 0 22 (15.1%)
oA 2% 1 (3.0%) 18 (12.3%)
o5 g gst 22 Aol 14 (42.4) 45 (30.8%)
7 5 (15.2) 2 (1.4%)
A% =4 0 22 (15.1%)
2E 8 Al 10 (30.3) 40 (27.4%)
st 10 (30.3) 32 (21.9%)
&4 55 2 e 85 5 (15.2%) 24 (16.4%)
epubd 1 (3.0%) 17 (11.6%)
4 HA 15 (45.5) 46 (31.5%)
75 N FA ds 4 (12.1) -
@ k& #¥ TEAE BN E

R788-1301 (¥

System Organ Class (N=33) (N=146)
Preferred Term n (%) n (%)
AA 24 (72.7%) 96 (65.8%)
24E A8d Aol 11 (33.3) 58 (39.7%)

A 10 (30.3) 46 (31.5%)
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[ 19 tz7] ]
1) #2-8(AE) 718

R788-1301 (¥ &)

3% T (39)

R788 (N=22) ek (N=12) R788 (N=102) Aok (N=48)

n (%) n (%) n (%) n (%)
ol Atd L E 20 (90.9%) 8 (66.7%) 85 (83.3%) 36 (75.0%)
oz ol dus YA E 17 (77.3%) 1 (8:3%) 60 (58.8%) 13 (27.1%)

2) FA-&(AE) 4
(D TEAE A4 &

R788-1301 (¥ &)

3% T (39)

System Organ Class R788 (N=22) Placebo (N=12) R788 (N=102) Placebo (N=48)
Preferred Term n (%) n (%) n (%) n (%)
A 20 (90.9%) 8 (66.7%) 85 (83.3%) 36 (75.0%)
7 AT Aol 11 (50.0%) 0 49 (48.0%) 16 (33.3%)

AAH 9 (40.9%) 0 30 (29.4%) 7 (14.6%)
oA 1 (45%) 0 19 (18.6%) 4 (8.3%)
dd AA 9 (40.9%) 1 (8.3%) 28 (27.5%) 5 (10.4%)
dabd ofmi Ho] EA F7} 1 (45%) 1 (8.3%) 11 (10.8%) 0
AT T A4 3 (13.6%) 0 (0.0%) 2 (2.0%) 0
2t NAA Aol 1 (45%) 1 (8:3%) 26 (25.5%) 13 (27.1%)
FE 0 1 (8:3%) 11 (10.8%) 9 (18.8%)
A& 0 0 11 (10.8%) 4 (8.3%)
Z+E A Al 7 (31.8%) 1 (8:3%) 24 (235%) 9 (18.8%)
ALY 7 (31.8%) 1 (83)% 20 (19.6%) 4 (8.3%)
2E7, 5 ¢ 4 2 2 (91%) 1 (8.3%) 23 (22.5%) 10 (20.8%)
H =3 2 (9.1%) 0 16 (15.7%) 5 (10.4%)

@ <& B¢ TEAE T E

R788-1301 (¥ &)

3% T (319)

System Organ Class R788 (N=22) Placebo (N=12) R788 (N=102) Placebo (N=48)
Preferred Term n (%) n (%) n (%) n (%)
A 17 (77.3%) 1 (8.3%) 60 (58.8%) 13 (27.1%)
45 A8E Aol 11 (50.0%) 0 (0.0%) 38 (37.3%) 9 (18.8%)
AAL 7 (31.8%) 0 (0.0%) 27 (26.5%) 6 (12.5%)
oA 1 (45%) 0 (0.0%) 15 (14.7%) 3 (6.3%)
24 ABA N 0 1 (8.3%) 14 (13.7%) 2 (4.2%)
TE 0 1 (8.3%) 4 (3.9%) 0 (0.0%)
oA H = 0 0 9 (8.8%) 2 (4.2%)
9 AA 9 (40.9%) 1 (8.3%) 19 (18.6%) 1 (2.1%)
dabd ojm: Mol &2 F7} 1 (45%) 0 10 (9.8%) 0 (0.0%)
TRT T 2L 3 (13.6%) 0 (0.0%) 2 (2.0%) 0
287, ¥4 2 4 2 0 0 9 (8.8%) 0 (0.0%)
H =3 0 0 4 (3.9%) 0 (0.0%)




7o) 6 (27.3%) 1 (8.3%) 17 (16.7%) 2 (42%)

SRy 6 (27.3%) 1 (8.3%) 16 (15.7%) 2 (4.2%)

R788-1301 (Y &) 3 5% (39)
R788 (N=22) | Placebo (N=12) R788 (N=102) Placebo (N=48)
n (%) n (%) n (%) n (%)
HAG oA 2 (91%) 1(83%) 13 (12.7%) 10 (20.8%)
A2 SFE o] gnkg 2 (9.1%) 0 4 (3.9%) 1 (21%)
9 o I T AAF 1.0% (1/102
oFEo]gHH-g PT %53;; 2&? ; eA 1 o (1/ 102)( M 47 Ao 21%
45% (1/22) 7;‘ 35% 7]%1 (()10//102) "(/19)
AR b (1/102)
=¥ ¥4 RHUEA %S | 83% (1/12) - )

@ TEAE %%

R788-1301 (2 &) 3% T (314)
R788 Placebo R788 Placebo
(N=22) (N=12) (N=102) (N=48)
n (%) n (%) n (%) n (%)
A% 4 (63.6%) | 7 (58.3%) 33 (32.4%) 20 (41.7%)
%53 5 (22.7%) | 1 (83%) 36 (35.3%) 9 (18.8%)
% 1 (45%) 0 16 (15.7%) 7 (14.6%)
zzopm A TETE 20% (2/102), BA, I 71, WY 171, oA,
o] AFukS (4.5%, 0 AxtarZ, SAT A4S TEH %“}‘6]7' Arz 55, 0
1/22) DEFAA A+ 2, BT 9 A 44 10 % (1/102)
[ F71 ]

R788-1301 (¥ &)
(N=12)
n (%)
oA EAE 6 (50.0)
FEOI NS B E 0
2) FAE&(AE) &4
@ TEAE 24 &
o PT: WA Y, wloleix Y, 1¥89F, BY, 55 20, AER 55, 1 9F, 44 Sy 39 87 g
AvE 7+ 83% (1/12)

7}
C: 97 9 35} 232 Fol 250%(3/12), T 2D N8F 28 167%(2/12), 2% A3 Aol 16.7%(2/12), hAH
g Boll, 4% A B, AE= FN 47 83% (1/12)

f
iﬂ |
o
N
&2
ok
1:1]00




®,
x4

v A

YE 3 <]
R788-1301 | C788-047 (C788-048 (C788-049 D4300-002
3% 3% 3% 3% 2%
5 0 17 14 47 (3.3%) 17 (5.6%)
(ZZEHEY — Z2EubEY)
Fofof - <] of E2BhubE g E2BhubE g
(1eF — Z2Erte ) 19
_ A AZA | (T - X)) A8Z A9, AR AUE | Adad
A |- g% B A
ETE (% - %) AH-HA HY S
(W EZF) D39 (Z2ELEY T4 D124)
YA | - D 65 D 18 (72 9]) D294(D469), D1345(D1516) D 419
($1 — X) D1340(H1¢F ¥ D1507)
A Al HEZ) 150 bid / (I 100 bid
- 9o 100 mg bid | (129 id /(2 51) 100 mg bid |
Eogk / (1 = &) 150 mg bid
HE HF AR AR @E%) A, D 58 / (2 ) A | AP
Az In D 74 D 90 D294, 1345 / ($1 — ) D1340 D 426
AAA | - Fed Aw | 7 AE | 7hs A Aw 44 gl
% SAE
g Gk
R788-1301 C788-047 C788-048 C788-049 D4300-002
34 3% 3% 3% 2%
34 769 (E: 51, 91:25) | 74 123 184
+ 84 134 11 34 87 (44.4%)
9 °F 5% 8% 6" - -
Z2EtutEY | 39 59 59 ] > ) 18/(X > ) 16 | 89 (44.4%)
1 39 (12.0%) 2 - -
28 |« Az #Y - 7w = « €74 It
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