R E UZ14321

1. B

Jels e Uil T =2 AV Ccore MU ar )y Mk~ n 7y —yan=—Hif
PR (GM-CSF) BN A5 oo e, sty 77 UZ132491 1088\ T, = 7 o #9112 GM-CSF
R 0> Leukine 4 HAHT S N - )XU\ 2RED R T T A (2 R f/x@ TmboBOY®N Vs
7= Pari LC Star nebulizer) & VT EUEWE AR L5 0, P ofE 58 KicsunTdimd
GM@%%@M¢6:&%W%ﬁMOL

ARGV, e R O FEBR IR A BN A T, MERES 1 PR A == 7 A A GM-CSF
H77) Leukine % S (0.05 mg/body) X2 DR T T A (27 1T RN
TurboBOY "N % 4% L 7= Pari LC Star nebulizer) 7% FJU~CHLAMWE AFE 5 (0.5 mghbody) L, #RHF
5T ﬁ%dﬂbk.it,mwaFwﬁM%mnﬂaL% ARME, MR R VR XK
WMUMkwmm)ﬁm&AbL,/@m, fffff %E*M S 72, BRI U 72 18 B OV BALF
@Awéﬁﬁuiﬁtk.ik,ﬁmLtBME@ ffffffff TG BN R OV R R A A FEhE LT

;«\‘M HNEOW AR GO DT RIZBWNT Y, 1T X2 LT GM-CSF OEHTH 5, HiEkEo
:fa BRI ER B O R EREL DN, U RE D U o NEREOR O O SRR by, &5
Z Aﬁ"J”C C BUSHEBR B OB B,

/zf?% HQ’U\ ?_}4: {Z;\YIUL&U*H&%HI%?&OE{TN 4‘ FAL }] FIdRRD B ARl

PLEoORESE, T GM-CSF O 851 HE R 2 | i BREL, BRI Bk K OV BRER D Ha N K
@C&mﬁﬁimﬁﬂ SERW BT,

2. BBRE®

AIEERER T =2 A FAcor MY e e s MEREk~ 7 n 7y —¥ am = — R -

(GM-CSF) ##I ANJ7 0 iR, R 5 UZ13249] 128\ T, =7 A 4112 GM-CSF &
#0> Leukine % HLEI S IR G- KON 2 FEDO R 75 A (327 12 27 KO TurboBOY®N % #5#5% L

7= Pari LC Star ncbuhzer, LLF, Pari LC Star nebulizer & %) 4 FV-CHLUEWE A$E 5 U 7= R,

W OB GREFE BT L M GM-CSF Z4H3 5 Z ENAlHETH - /-,

AR T, mmﬁ%@%%mﬁ%@mfétbm,m@ﬁ%a@%m&5%§WL,mﬁ
B OV S B e % (BALF) & HEL L CRBREFEHE IR L7z, $£72, GM-CSF D{EA %
Mﬁmjg AT, ﬁﬂ.(ﬁ%ﬁﬁif%ﬁ& L.

3. HBREEE
2 FRRE EREREWRb EmBlrERt o 2 —
FITAE b SBTR FOHTIE T P e KBTS 1-754 (T 951-8520)
4. HBER
E2x7 MRSt A ST U —F
FITAE 87 IFL AR UG R 2148 A 188 (F399-4501)
5. RBWEE R UHBROERLE
RBREAEAE IR 12
AR EEESE

BE, BHEROEREIE

FaAy IEE

062



RERE S UZ14321

R E R R BER =

MmiEk2s, BALF £2E & O
K HEEE

Mg 7 kR /L FOER

6. BERHIM
FERBEAE A 201541 H 14 A

ARB~OEBMATFH (BER)
20154E 1 A 16 H

EhiE B

IEH FEheH (F/A/8)

s 20154 1 H 19 H

Mg 7 VAR 20158 1TH19H~1 A20H
MRFRRE R OmME A (b dE 2015FE 1A 18R EN1 H208
BALF BEHU % UNEAT 20151 A20H

A o 7 ikt 201541 A 21 H

BT H: 201562 H 26 A

7. MSFEBRUBRIA KA

GLP: L

HARTA 2L

8. BB

AR T B OEBHELOEBRICET AHERE] KO RSt A 7V b —F Eip ERRIE )
ZHETL, RBREROBMEREFERZES (JACUC) I AEEZZ T -HRBEEEIZIE-T
WEICEmES N, 7B, s AAALAC International 1= & W EREEENTWS (GREEE B
001107) .

9. MBRUFHE
9.1 HBRWE
A FR: Leukine

Sargramostim, 40 mg/6 mL O #KF
& Genzyme Corporation
E7E T R Lt E
1y R B17840AR
AT ZRAT: MR (Fr72 66 —95.0°C~—-65.0°C)

2k, MEIIRME FPA#E: 1.0~8.0°C) WICTIT- 7.
RAFGAT: WHRHEREROBIKE Y V) —F—
FEAR 5y DAVE: B EEEEEE ICBE L.

4
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92  HBRWER O
EN S

faefltoe:

ey

ERCE S

PrAF 5T

B4y DAL

9.3 HTEHEOWM
AL

TR

94 HBFR

Fifi:

A PERT

HEAER:
AR ERR 0> B -
PEB KL O F IR

Bhsetk:

P G-

9.5 ME&ME
B E:

R

AL

WS UZ14321

PBS, 1x (LA, PBS L)

Corning Incorporated
21040277R

iR GIFAEHPA: 1.0~30.0°C)

Bt

40 mg/6 mL OJ51ik A 0.75 mL G4 L, PBS A% C 5mL {2 A A
77 LC I mg/mL i & LT

I mg/mL #% 1.0mL 6L, PBS #MAC10mLIZA AT w7 L
“C 0.1 mg/mL i & L7z,

Img/mL % 1.5mLEHE L, PBSANMATI12mLIZAAT v 7 L
C 0125 mg/mL #Z & L7z,

I mg/mL % 2.0mLGHE L, PBS ZMATC6mLIZAAY v/ L
C 033 mg/mL ifE & L.

=AY

Del Mundo Trading (Philippines)

Primate Quality Control Center (PQCC) | Ina Research Philippines, Inc.
b k@ GM-CSF 73 A BEE 2 o9 il 2 3R L 7.

k3 L I 3 Pt

ErLY R AFEHAE (F/AA)
RUMO1 DrpZ5-24A-G 2011/6/3
RUMO2 DrpZ10-2B-E 2011/7/29
RUMO3 DrpZ7-49B-G 2011/5/18
RUFO01 DpZ1-91A-G 2011/10/2
RUF02 DrmpZ3-27C-C 2011/8/14
RUFO03 D1pZ13-6C-C 2011/5/3

—RERIC B E DW= VB A AR & LTz,
3 R

521 BEE=E
SFRS: 22.0~28.0°C (ZFEHHH: 24.3~24.5°C)

AT HIPH: 40.0~80.0% (SEHIME: 57.9~68.7%)
5
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B

HB B IR

FaEE ik
FEEEE:

e BH AR

FRER DS

Ak
b= DL

br— DB R OE =
9.6 fEBIEDHT

9.6.1 fkt
2 FR:
HEAGTR:

oy NEE

ST

SRBM AR O
BEBEREOEREAY:

GIMTRE R

9.6.2 fklAk
FEER:
SrHT:

PAKIIRE S

9.7 fEMRMREI
.

RERE R UZ14321

B 12~19 [al/FEH
12 B[/8 (B 19 FE T A LTRH)

100 /IE/H (A7 > L 2 S 82/ )
7, T v F AL M ELT, BEATFER 14 KRG 27,

10:00~12:00 DfH

7oL, BB R 4 RN TH, %53 HIXBALF £
By 2 Wy LARR ITHGEE L 7=
BEADFEELILERD Lo 7.
7272 L, mMiEmEEImL OB,
WZ L EHERE L.
HEG/KEED HARICER SE /-,

AT LR EEAT I AR — 3 (48W x 85D x 80H cm,
Ty FAL NHORTF L AR EAT X)) ICEBICINE L.
fE B KB LT,

A% (16:00~18:00) (ZFEEEA /2

PS-A ([#HZA)
AV o VR T EKGRSH (T
141119

iR o v P T L Do

BB E sy NI EONH (SATHEES: Eurofins Scientific
tt, K1)

ARBRRTAMR S 2 M E AR D b D IR AT o T,

R FAKIEAK

PR AGE R & % A O o4 (TR LY IR EARE
Hipks KEEHEE S Z—)

FE IR HEREL L 727K D0, I 4 [BOSHT (SOHTHES:
—iRAEEEAN EOBREAAD )

ARERFHIIC 82 RAT T TR D b DR AL R T2

B AGTET (EERTIC RV TEMR) (&, MESGIRBERNANCE S
(fL5) MARINTEY, FOESIZL->TEMEH L.
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bR E UZ14321

hr—= TN T HC R, Rl PERY, SRR K OB A —
DA B LR L
9.8 HBEE
P54 Vi35 P57 b -
14 b 4N i)y S 2
be (mg/body) (mg/mL) (mL/body) %
W l}] 0.05 0.1 0.5 RUMO1, RUF01
VU NECH TSVl D 0.5 0.125 4 RUMO2, RUF02
W A (Pari LC Star nebull/,er ) 0.5 0.33 1.5 RUMO3, RUFO03
9.9 &5
Py 5 ik

SE B

LN e

IR R OV - R4

WA E L, Foahar 8% (Fonlhad %Ko A7 —
8%, / A l~ / w)ﬂm\m,\ ) DFS 0.1~0.3 mL % B PPN B

é’ﬂ]b VC ’;&";‘” V\} e %&%’%%"* G L.

it ¥ —F =7 IREL, WA~ A 7 ZEF LIz, <R
TR TTAY (=T a7, av 47 mr Uy SUEAatH
{3 Pari LC Star nebulizer, PARI GmbH) %t L CHr 7 7 A4 N
WA A, BN IR I D EC (=7 a7 T~8 4y,
Pari LC Star nebulizer; 10 23[#) WA Xd-7=.

5071k WE A (Xﬁgfi) fhi ik fi% 12 B
. RUMO1 335 948
HAEM Leukine 0.05 RUFOI 285 9:5]
W A ) R RUMO2 350 933~9.41
(=7 1 5 7) Leukine 03 RUF02 280 9:36~9:43
W A ) ] RUMO3 330 9.20~9:30
(Pari LC Starnebulizer)  "o"Nn® 03 RUF03 255 9:23~9:33
9.10 BEBERURE
9.10.1 —ELREE
e 4151
AR FMATHPLEIIKETHEET
BIEHE: B IR ERT R OIS, FOMo T B 1 EFZEL
7.
WSk = DN D DR B E 21T - 7=,
9.10.2 A®E
B x5 215
Villjagisit ®E5R (L)
5 P A 2R TV NVEENY FV-150K (R SEtt=— 7o N7 41)
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9.10.3 &R
HITE T e

I EREHR:
BIE J5 ¥

9.10.4 IM¥KEZE

9.10.4.1 #RifL
R x5
FRA IR

B AT
i &:

MR F AR

1 7 AL R RR A
PR ik

9.10.4.2 M¥RERIRE

HBERE S UZ14321

£fF)
BALF $RH EHE A (RS20 A K ONRRFR T BR £2 D AR BHAT)
EFHIEF 2RO TERBNIEEZHE L7z

et
BEETE R OHREFA
KEREEHR

EEEOBRAEIZ 0.9 mL

FOMDOREIZK 1 mL

#11mL

HRREE T, R 7a L CBIERE RO 22 SO (DT
NHBEET 4 AR—F 7 VEE) 2HWTHRILL, SREDY
EEAOELE.

i MRS
- RAMEFHREER ADVIAIZO & —A L A~NAVRTT « XA
T T AT 4 7 AR S, LLT ADVIAL20)
- AHBESMKREERTEEE CA-510 (A A v 7 AFRKEH, UL
T CA-510)
.35 O 4ILEE
ADVIA120: PrEEE A EDTA-2K AV OBMZIZH 1 mL 453 L=,
CA-510: PrEEE Al & LT32wh% 27 =B MY T AW 0.1 mL & A7z
MBIz, FEBEH L HPET10mLIZARA L HITHEL, EmLSY
B (1600 xg, 104y, 4°C) L CIn#fEx £ L 7=,
FE AR 225V, May-Grunwald-Giemsa Y2312 L 5 MR B HAEA %
YERLL 7=,
WAETEE:
B 1535 Ehr BE SR i FIRETE
TR M ERE RBC  10%L 2@EL—¥V—7o—FA X FU—ik ADVIA120
ANE ST HGB g/dL ST A NET O U ADVIA120
~< hZ Uy ME HCT % (MCV~RBC)/10 ADVIA120
IR MRS MCV  fL 2EHEL—F—Ta—H A bA Y —iE ADVIA120
R R 035 B MCH  pg (HGB/RBC) 10 ADVIAI120
TR EEEE MCHC gdl  [HGB/(RBC:MCV)]-1000 ADVIAI20
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Wl UZ14321

m‘ H Wit HLAT WE Iy 1k fifi s FR
MR ER [EErs Retic % RNA oL a—t g | ADVIA120
ERSE-N 7L AR Y ik
i PLT 10°/ul Zﬁ&bwﬁwvmwv4b%rvwm ADVIA120
ﬁmﬂﬁ WBC 10Vl 2 M LA T et [ AR Y R ADVIAI120
EHi BRI Y A Diff %0 I /“\"/5" BZ"* iz H 77— A A ADVIAI20
fEy WBC 10Vl U—iE2 U LW T b A R Uik
= I NE = I S i H0 PT S Jau u{ﬁ“i }]Jt CA-510
ARy b ol APTT s SBELAR L CA-510
T AT W]
ek (Newt) , U 2 /SER (Lymph) , HUER (Mono) , AFEER (Eos) , AFIEJEER (Baso) , RMUIEYE

Bk (Luc)

9.10.5 M#EAEILERNRE

e
1. % 0> L

W NpIEEcS

7180 12 EH @l 4y Hrddi (MRSt B Xr~Aa 7

AR U AN OFRME AT L, EO)
10 4y, 4°C) LTt Lz,

BEOFES 1T TR & L C=65°C LLF C

sy — X))

THE (9 1600xg,

CHMUREIRTE L, o

e e A,

A H

F ARG REUNMET X ) FF Y AT e Tt AST U/L EEN S S SIS
FHAL TR NI AT =T ALT UL ﬂ$%%ﬂAAT Lk
TS YR AT 5 B ALP UL A ARKSR A b A A L S

LI b R A LD U/L = Akl{&ﬁxﬁ‘fﬁ'—?ﬁ? bR TE

DT I S CK UL A AR AR AL 2 o i

oL e GLU  mg/dl 3 (Glue-DH )

We YL BIL mg/dl,  F#EEE (BOD i)

RERER UN  mgidL B (U L7 —E-LEDH )

PR Iy CRE  mgdl. [

Mo L AT - CHO mg/dl  EEEIE (2L A7 a— Vs ligdis)
e TG mg/idL Bk (GK-GPO- 2 Y £ o — i 2kik)
e PL  mgdl  EERIE (=) oEMEEESRLR)

MY P mg/dl  EEEEE (v h— AR AR Y T —EHE)
B I CA mg/dl.  OCPC i

F R P NA  mEgl A A RIRERE

B Y o K mEq/L A A RRE

Py CL mEq/L A A BR B

W TP g/dL oLy bk

FIT I ALB gdL  BCGi&

TAT I raTY Uk AG - aH AL

C RSB R CRP  mg/dl T 7 v 7 Ak ik

9.10.6 KEXHIABEER (BALF) #REL

T A 52

TRA R

BALF $H 7 ik:
ENS

ex)

K532 H

BW]AAT NIV 20 ngkg KOV #5503 mghkg ZIREG LTH

APNEE U CEFFSE%, ¥ %30 Smgkg AN S LT,
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PRIE:
BALF £LH:

W

HERE S UZ14321

RERE O, REREL, MR, ORER BRUIMBIc =4 —L
7. ,

B EIMEMLE U, MEZMIELREBTRE L.

XiahAL 8% (X¥ahA LK AT 1L —8%, TAKNIE
FHBHREH) O 0.3 mL & O REPRNIZHCE U CHESE 2 BRTRRER L
o MEEREESEA AWVWCEBDO L, KRERNICHRRE XV 7 A "—R2 a2—
7 (OES K&K 7 7 A /S— A =2— 7 BF TYPE XP60, 7+ U o /S 2k
Aath) ZROMICTHEAL, VAL —2A2#EEF L. HAPIZ
0.5%F>ahA O 0.5mL #8[E, 77 A4 —RAa—T DL
HF v RAEHE L TCREXNICEAR L.
FROPEZREEX BS) T 7A " —Aa—FZ2BREA L THE
E L.

Ty A N A =T OMEF v 2V BB L TRARSERY 1
ENZ>% 5mLiEAL, BALF 25| L THET 28/E% 6 Ei D
LTz, :

BALF OB E4 fiék L7z,

WTH, 7TF A= 03mL ZFRNEES L CEELZRE L.

BALF O —f%HiE &k O EEBRE

BALF DT

9.10.7 MY > TS NVEER
E i oE-$
1 RS -

B EBAL:
B &
B ik

iR AL AR

M BE D PR SA:

M 3EDRTEEFT:
I D A

FE L7~ BALF @ 1 [ BEE AL, —ARME R OCEERE % £
T 572, FHEHE B IZARIRE T T OMaR ~E Lz,

HEEAN TR EBESRBREE
R B IR 1-16-2 (T 305-0003)

£HL L7= BALF @ 2 [8] B LR OFRBUSIZEE L2 S ICEE L,
BRHCY H I C B R TR EEH 15T LTz,

gt

BERT, BSRTER, BE5RTHISKRO304, 1, 2, 4, 8 K&
24 B (9HRA )

KERBHIR
1RA L "HEVH1mL (FES L T04mL 2L E)

T, ~X) T U D ATRE LR 7o e L g
RRO23 7= OENE (OTNHIREE T « AR— 7 VEE)
ZHWTEInDL L.

BERLZMmRIEARY) 7o Lyl a—T7IZ AR, BEHBIZKAKF
WARIE L, BRIt 30 o SANIZE L4 EE (1600 xg, 10 43, 4°C) %
BRth L CIiiE A2 L7z, ELZEIR ) Ve &l
Fa—TIWHEL, EHONICHERERT L.

Bt (FFPAHLE: —95°C~—65°C, EHIfE: ~83.6°C~-82.0°C, RTF
HAR: 2015 4£1 A 19 H~21 H)

7 ) —F—DBIKET V) —F—
FIATAALEIHMB L, RBREFEEITEMA L.

10
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FRE S UZ14321

10. BRBRHEE)OOBRBRGTRT S LB TE o HR

AR MR s B A N A D o T
11. BB
AL fid S & IR 1 o H LA, SRR e 1 5.
EAREIE S PRI, Gt I OV 7
12. K UEE
12.1 —#0RIR
(Table 1)
WP OB L , 1‘ ’H @ rt ) FIT BN RSP AWANIEESN
12.2 KR
(Table 2)
PThofiiizt, BALF £ BWEDIEITIRD B o T
12.3 M¥ERE
(Table 3)

AN ECR, BERT & e L ”‘}”’H{Jbb\ . W oo BT, BmERE
DOEGM, BRI R ER & IR ERE L O OB, Z XU D U 2 REREL O O IS5 B
o, =7 R TICLARENRE T *,wfnwﬁ%mkwfﬁ,ﬂw%&mhwﬁﬁwm@
4, ghmﬂﬁ)/ﬂ%&&Ui@M&%m%bhﬁ 1 BREL O BN C O AZED B
7=, Pari LC Star nebulizer 12 BTG, B IBCAFRREREL K O o BN, MLz 380
THFHER K O L oo EE TN, ”hmHDJ/ﬂﬁﬁ&0m®ﬁ9#m%bﬂt DT OEMIC B
Wb B EREL oINS i hs» 7z,

miIEFER GRERE 5 UZ13249) Cl, W Ih ok b FikicsuTd, 4Elo &L 1T GM-CSF
OYERTE S Y, B OB, BRI PER & B OB, FhiuctEH U 8Bk
H RO DD D, TR LTS, LT, Ao 117 } O Pari LC Star
nebulizer |2 & 5 W ARSI &L 2 #5E BT aiaE 5 & LLF LT, Do l=TeENH 5.
124 MEAE(CFRRZE
(Table 4)

BARCRABRGSDODSTHIZBNTYH, & U TREFETE, YA 170D
—@1%5GMC%@W%”&%z%ﬂéc&mﬁ§5®%ﬁmmwbﬂt

2B, WThOREIZBNTYH, REBOMEIZLDEZEZONDT ARTIX @7 I/ K
FGUAT 2 T—Y, BT v FaFr—PEEEOS LT —PiEERORENRTED bR
7.

12.5 BALF 5
(Table 5)
BALF #HElX, 187~287mL TH Y, WTFIOHFEBEBIIBWTHRER S ERTE .

1
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AEBRE S UZ14321

12.6 BALF O—BHIE R OCEBERE
W OB D BALF HRRMETH - 7.

13. %8R

EMIZIE GM-CSF O G E S % B EREL, 7124 B OUFBRER DN O C BUSH:
EHDOEENZRD b,

14. 3TER

1) Rose RM, Kobzik L, Dushay K, Wolfthal S, Hondalus M, Metzger M, et al. The effect of
aerosolized recombinant human granulocyte macrophage colony-stimulating factor on lung
leukocytes in nonhuman primates. Am Rev Respir Dis. 1992;146:1279-1286.

2) DengZ, Yang C, Deng H, Yang A, Geng T, Chen X, et al. Effects of GM-CSF on the stem cells
mobilization and plasma C-reactive protein levels in patients with acute myocardial infarction. Int J
Cardiol. 2006;113(1):92-96.
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Table 1 PK Study of Antibody Production by Recombinant Human Granulocyte Macrophage Colony-Stimulating Factor (GM-CSF) Product in Cynomolgus Monkeys

Clinical observations

From Day of animal assignment to the study to after the end of blood sampling

Days Day of dosing
Dose method Dose levels Animal -3to-1 Pre- After the end of dosing
Test article (mg/body) Sex No. dosing 0 min 15 min 30 min 1h 2h 4h 8h 24h
Intratracheal administration 0.05 Male RUMO1 NA NA NA NA NA NA NA NA NA NA
Leukine Female RUFO01 NA NA NA NA NA NA NA NA NA NA
Inhalation administration ” 0.5 Male RUMO02 NA NA NA NA NA NA NA NA NA NA
Leukine Female RUF02 NA NA NA NA NA NA NA NA NA NA
Inhalation administration " 05 Male RUMO3 NA NA NA NA NA NA NA NA NA NA
Leukine Female RUF03 NA NA NA NA NA NA NA NA NA NA

9 Aeroneb™ (Covidien Japan Inc.) was used.

Y Ppari LC Star nebulizer connected to TurboBOY®N, (PARI GmbH) was used.
0 min: Immediately after the end of dosing
NA: No abnormalities
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UZ14321
Table 2 PK Study of Antibody Production by Recombinant Human Granulocyte Macrophage Colony-Stimulating Factor (GM-CSF) Product in Cynomolgus Monkeys
Body temperature

Unit: °C

Dose method Dose levels Animal Day of BALF collecion

Test article (mg/body)  Sex No. Prior to anesthesia After recovery from anesthesia
Intratracheal administration 0.05 Male RUMO1 38.6 36.4

Leukine Female RUFO01 39.2 37.2
Inhalation administration 0.5 Male RUMO02 39.1 38.2

Leukine Female RUF02 39.4 36.2
Inhalation administration * 05 Male RUMO3 38.4 36.1

Leukine Female RUFO03 37.9 36.5

9 Aeroneb™ (Covidien Japan Inc.) was used.
Y Pari LC Star nebulizer connected to TurboBOY®N, (PARI GmbH) was used.
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UZ14321
Table 3-1 PK Study of Antibody Production by Recombinant Human Granulocyte Macrophage Colony-Stimulating Factor (GM-CSF) Product in Cynomolgus Monkeys
Hematology -List of abbreviations-

Abbreviation Expansion

RBC Red blood cell count

HGB Hemoglobin concentration

HCT Hematocrit

MCV Mean corpuscular volume

MCH Mean corpuscular hemoglobin
MCHC Mean corpuscular hemoglobin concentration
Retic Reticulocytes

PLT Platelet count

WBC White blood cell count

Diff WBC Differential white blood cells

Neut Neutrophils

Lymph Lymphocytes

Mono Monocytes

Eos Eosinophils

Baso Basophils

Luc Large unstained cells

PT Prothrombin time

APTT Activated partial thromboplastin time
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UZ14321
Table 3-2 PK Study of Antibody Production by Recombinant Human Granulocyte Macrophage Colony-Stimulating Factor (GM-CSF) Product in Cynomolgus Monkeys

Hematology
Dose method Dose levels Animal RBC HGB HCT MCV MCH MCHC Retic PLT WBC
Test article (mg/body)  Sex No. Observation time (10%/uL) (g/dL) (%) (fL) (pg) (g/dL) (%) (10°L)  (10°mL)  (10°%uL)
Intra'trflcheél Male RUMO1 One day prior to d'osmg 6.38 12.0 46.6 73.0 18.7 25.7 0.7 44.6 293 9.62
administration 0.05 One day after dosing 5.61 10.6 39.8 70.9 18.9 26.6 1.0 53.5 281 12.23
Leukine Fomale RUFOL One day prior to c.h)Smg 6.23 12.1 46.1 74.0 19.4 26.2 0.8 50.0 516 18.51
One day after dosing 5.11 10.1 37.4 73.3 19.8 27.0 1.1 56.0 435 21.28
Inha}a?xon L Male RUMO2 One day prior to QO81ng 6.47 133 453 70.1 20.6 29.4 1.1 68.3 339 10.21
administration 0.5 One day after dosing 5.76 12.1 40.0 69.4 21.1 30.3 1.2 66.6 314 9.75
Leukine Female RUF02 One day prior to (%osmg 7.09 13.0 51.5 727 18.3 252 0.2 16.2 421 15.75
One day after dosing 5.83 11.0 41.6 71.4 18.9 26.5 0.4 20.8 331 19.07
i i i . 33 51.8 . 17.7 25.8 . . .
Inha?a?xon o Male RUMO3 One day prior to (?osmg 7.53 1 1 68.8 03 199 490 13.59
administration 05 One day after dosing 6.87 12.3 47.5 69.1 17.9 25.8 0.4 27.2 412 13.84
Leukine Female RUF03 One day prior to c{osmg 6.31 11.6 45.8 72.6 18.4 253 0.6 40.7 454 11.32
One day after dosing 5.67 10.9 40.2 70.9 19.3 27.2 0.5 29.0 373 11.85

» Aeroneb™ (Covidien Japan Inc.) was used.
) Pari LC Star nebulizer connected to TurboBOY®N, (PARI GmbH) was used.
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Table 3-2 (Continued)  PK Study of Antibody Production by Recombinant Human Granulocyte Macrophage Colony-Stimulating Factor (GM-CSF) Product in Cynomolgus Monkeys

Hematology

UZ14321

Dose method Dose levels Animal Diff WBC (%) Diff WBC (10°/uL) PT APTT
Test article (mg/body)  Sex No. Observation time Neut  Lymph Mono FEos Baso LUC Neut  Lymph Mono  Eos Baso  LUC (s) (s)
Intratracheal Male RUMO1 One day prior to dosing 13.8 78.5 4.0 1.6 0.5 1.6 1.33 7.55 0.38 0.16 0.05 0.15 10.7 23.1
administration 0.05 One day after dosing 53.6 37.2 2.2 52 02 15 6.56 4.55 0.26 0.64 0.02 019 11.3 23.1
Leukine Female RUFO1 One day prior to dosing 63.7 323 28 04 03 05 11.78 5.98 0.53 0.08 0.05 0.09 9.9 23.0
One day after dosing 76.3 19.7 1.3 2.0 0.2 0.4 16.23 4.19 0.28 0.43 0.05 0.10 9.9 23.8
Inhalation Male RUMO2 One day prior to dosing 13.6 78.8 4.2 1.8 0.5 1.2 1.39 8.05 0.42 0.18 0.05 0.12 10.2 245
administration ¥ 05 One day after dosing 40.9 52.1 2.9 2.9 0.5 0.8 3.99 5.08 0.28 0.28 0.05 0.07 10.4 233
Leukine Female RUF02 One day prior to dosing 58.3 37.2 25 0.9 0.4 0.7 9.18 5.86 0.40 0.15 0.06 0.11 9.5 222
One day after dosing 70.3 24.6 1.5 2.9 0.2 0.5 13.40 4.69 0.28 0.56 004  0.10 9.5 21.8
Inhalation Male RUMO3 One day prior to dosing 422 52.0 3.0 1.6 0.4 0.8 5.73 7.07 0.41 0.21 0.06 0.11 10.2 241
administration ” 05 One day after dosing 41.7 50.8 3.6 23 0.3 1.2 5.78 7.04 0.50 0.33 0.04 0.16 10.2 23.9
Leukine Female RUF03 One day prior to dosing 24.1 63.6 5.1 5.2 0.5 1.4 2.73 7.20 0.58 0.59 0.03 0.16 9.8 22.7
One day after dosing 62.4 28.5 2.9 4.6 0.2 1.3 7.40 3.38 0.35 0.55 0.02 0.16 9.7 22.1

» Acroncb™ (Covidien Japan Inc.) was used.

Y Pari LC Star nebulizer connected to TurboBOY®N, (PARI GmbH) was used.
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UZ14321
Table 4-1 PK Study of Antibody Production by Recombinant Human Granulocyte Macrophage Colony-Stimulating Factor (GM-CSF) Product in Cynomolgus Monkeys
Clinical chemistry -List of abbreviations-

Abbreviation Expansion

AST Aspartate aminotransferase
ALT Alanine aminotransferase
ALP Alkaline phosphatase
LD Lactate dehydrogenase
CK Creatine kinase

GLU Glucose

BIL Total bilirubin

UN Urea nitrogen

CRE Creatinine

CHO Total cholesterol

TG Triglycerides

PL Phospholipids

IP Inorganic phosphorus
CA Calcium

NA Sodium

K Potassium

CL Chloride

TP Total protein

ALB Albumin

A/G Albumin/globulin ratio
CRP C-reactive protein
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UZ14321
Table 4-2 PK Study of Antibody Production by Recombinant Human Granulocyte Macrophage Colony-Stimulating Factor (GM-CSF) Product in Cynomolgus Monkeys

Clinical chemistry

Dose method Dose levels Animal AST ALT ALP LD CK GLU BIL UN CRE CHO
Test article (mg/body) Sex No. Observation time (UL) (U/L) (UL) (U/L) (U'L) (mg/dL) (mg/dL) (mg/dL) {mgdL) (mg/dL)
2 ay prior i 6 49 54 3 8 59 . 8.2 E
Intrz\'trflcheitl Male RUMO1 One day prior to dAosmg 2 ') 1541 % 1 168 59 0.14 18 0 5'17 116
administration 0.05 One day after dosing 42 59 1428 574 1495 87 0.20 16.4 0.55 89
. - N . " :. 3 -» X . X I ~z
Leukine Female RUFOL One day prior to dosing 27 35 1138 227 153 80 0 97 17.7 0.51 125
One day after dosing 45 42 1070 428 624 88 0.07 18.5 0.49 98
ti i i 24 27 422 309 3 9 12 7.5 0.6 33
Inha'la'xon . Male RUMO2 One day prior to dosing 2 1 3 128 90 0.1 1 0.61 135
administration 0.5 One day after dosing 72 54 1412 582 1331 74 0.14 17.3 0.60 109
H ) H o 2 s G ; 2 8
Leukine Female RUF02 One day prior to dosing 14 24 1219 193 129 134 0.12 17.2 0.48 158
One day after dosing 76 48 1178 780 3083 105 0.13 17.8 0.49 126
i e i s1 23 28 1439 201 15 59 11 17.5 0.57 120
Inhalation Y Male RUMO3 One day prior to dosing 50 0.1 5 5
administration 05 One day after dosing 65 45 1460 674 2872 91 0.14 17.1 0.61 102
Leukine Female RUF03 One day prior to dosing 25 43 1715 198 176 83 0.10 16.7 0.46 134
One day after dosing 61 62 1465 527 2470 82 0.12 20.0 0.47 110

M Aeroneb™ (Covidien Japan Inc.) was used.
Y Pari LC Star nebulizer connected to TurboaBOY®N, (PARI GmbH) was used.
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UZ14321
Table 4-2 (Continued)  PK Study of Antibody Production by Recombinant Human Granulocyte Macrophage Colony-Stimulating Factor (GM-CSF) Product in Cynomolgus Monkeys
Clinical chemistry

Dose method Dose levels Animal TG PL IP CA NA K CL TP ALB AlG CRP
Test article (mg/body) Sex No. Observation time (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEqL) (mEq/L) (g/dL) (g/dL) (mg/dL)
Intratracheal Male RUMOI1 One day prior to dosing 17 143 5.99 9.31 152.1 4.46 116.5 6.61 3.83 1.38 0.01
administration 0.05 One day after dosing 17 133 3.18 8.81 153.8 3.88 115.3 6.42 3.57 1.25 1.42
Leukine Female RUFOL One day prior to dosing 34 182 3.69 9.43 154.1 4.31 117.1 7.67 3.88 1.02 0.05
One day after dosing 40 167 1.88 9.63 153.2 3.74 111.4 7.26 3.53 0.95 1.11
Inhalation Male RUMO2 One day prior to dosing 17 186 6.48 8.99 149.5 3.86 113.4 6.82 4.06 1.47 0.02
administration ¥ 05 One day after dosing 18 179 4.28 9.16 153.5 3.73 112.7 6.79 3.92 1.37 0.84
Leukine Female RUF02 One day prior to dosing 45 263 3.86 10.09 153.4 4.90 117.2 7.24 4.10 1.31 0.07
One day after dosing 80 244 2.18 10.93 154.4 4.72 110.7 7.02 3.83 1.20 0.99
i i i 49 152 5.51 .0 3.4 4. . 7.5 . . .14
Inhalation . Male RUMO3 One day prior to dosing 10.01 15 11 114.5 2 3.83 1.04 0.1
administration " 05 One day after dosing 40 155 3.56 10.01 153.4 3.74 108.5 7.55 3.76 0.99 1.37
Leukine Female RUF03 One day prior to dosing 38 23 5.27 992 153.8 4.18 116.8 7.56 3.96 1.10 0.02
One day after dosing 27 186 3.26 10.29 154.5 4.76 112.1 7.42 3.77 1.03 1.06

Y Aeroneb™ (Covidien Japan Inc.) was used.
Y pari LC Star nebulizer connected to TurboBOY®N, (PARI GmbH) was used.
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UZ14321
Table 5 PK Study of Antibody Production by Recombinant Human Granulocyte Macrophage Colony-Stimulating Factor (GM-CSF) Product in Cynomolgus Monkeys
Volume of bronchoalveolar lavage fluid (BALF) collected

Unit: mL

Dose method Dose levels Animal Time of BALF collecion

Test article (mg/body) Sex No. Observation time 1st 2nd 3rd 4th Sth 6th Total
Intratracheal administration 0.05 Male RUMO1 One day after dosing 2.4 1.6 2.6 3.9 4.0 42 18.7

Leukine Female RUF01 One day after dosing 3.6 4.5 4.7 5.2 5.2 4.7 27.9
Inhalation administration ™ 05 Male RUMO2 One day after dosing 3.0 4.5 4.8 4.9 4.8 3.6 27.6

Leukine Female RUF02 One day after dosing 3.4 3.3 4.5 4.6 4.6 5.2 25.6
Inhalation administration 05 Male RUMO3 One day after dosing 33 43 5.2 4.8 5.0 5.4 28.0

Leukine Female RUFO03 One day after dosing 3.0 4.7 5.2 5.0 5.3 3.5 28.7

Y Acroneb™ (Covidien Japan Inc.) was used.

Y Pari LC Star nebulizer connected to TurboBOY®N, (PARI GmbH) was used.
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