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0o
HEREHE ERERREROfIRRE
HRONR(BER)
- BHERLUVIOHDEE EZRYLYT
- HBROEE EZAYLYT
A DAY FRNIL FEUEEHPLC) | 90.04 YR P AL CEAT/ML~110.01 >
AU TPRUL FEBI/ML
BETH#HPLC)
- B28isoAspA LAV T AL B 25%&EREFE(ETNERT
- A21AspA VRV TF RN b 5.0%&BEEE=ETNERTF
B3AspA YR VT RN BEED
B3isoAspA A Y LT AN FDER
- OB ALHOTEROFRESR 20% L RMFEREETNRT
Tt
- OTHMOEET 35%EREFEIETTIhEXRD
BENTFES 2\ B(HPSEC) 1.5% L RF LT ENRR
pH 7.0~7.8
FAME(EBRTELHTF) BRCEAHFERENICEELRL
HRMEBE R TELLET) BRULYUOHRTFH
1VumeBIFFERIETAEY K E000{E &RF
EXEES e
25 umERFERIFEFA &Y K600 & RF
FrEENERR
m-7 LYV—ILE8 1.55~1.89[mg/mL]
Jx/—ILBE 1.35~1.65[mg/mL]
EER(ZN(11))(AAS) A VARV T AL F00E 4= Y40 u gk
Ooo0ooao
goooooooooooobooboobo0obo0oboboboobooboooDUoooOoodn
oo0ooo0oo0ooooobofoooooootb0 oo oooob0 oo oooooboooaodao
Ooooooooooob0oobooboooo0oboo0obooboooooooooooOoaodn
ooooOooao
O00oao
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200mLE = d 2000mLE =Y D
EXR SN
#AAK AR
) UBKRZF b U I L
1, 1.88g 18.8g
7H,0
2 /= 1.5g 15.0g
3 m-7 LY —JL 1.72g 17.2g
4 F1) 1) 85% 21.04g® 210.4g
5 KERIEF R L ad pH8.65 ad pH8.65
6 188 ad pH8.65 ad pH8.65
7 FESFRAK ad 200mL=201.5g | ad 2000mL=2015g

M:4571) 42 1) 85% 21.04mglx s )+ Y 17.88mgl=xdisd %,
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o000
R2.ERALBROMARK
1ImLEH-Y D 1000mL=2f-4 | 2000mL&f- U
EESFMA
$ARE DK DR
1. ADR)FTARNIL B 3.5mg 3.5g 7.0g9
2. Zn(ll) 19.6 g 0.0196g 0.0392g
) UEBKEZF FUIL 3.76g
3. 1.88mg 1.88¢g
X 7H0
4 J1)+1)285% 21.04mg"" 21.04g 42.08
5 pEWES 1.50mg 1.50g 3.09
B. m-2 LY —JL 1.72mg 1.72g 3.44g
7. KEELF U LBE ad pH7.4 ad pH7.4 ad pH7.4
8. 5Bk ad pH7.4 ad pH7.4 ad pH7.4
ad 1mlL= ad 1000mL= ad 2000mL=
g. ESTAK
1.005g 1005g 2010g
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T4 BEEYE

RESEHE B THEE AR

=i

+5°C+3°C 1. 10mL/S14 FJL

fniE

+25°C+2°CI60%+5% RH 1. 10mL/ 341 7L

Hhe

+40°C+5°C/75%+5% RH 11 A 10mL/SA 7L
KREM

ICHA A FS A itk AANEE |18 10mL/ 31 7L
BRI 148 10mLsS14 7L

*120F L9 ABBE EOSEBE S L U2007 v ML EOERE A ORES T RILE—,

ERAEY TR, BRREELICL P EROMBREHRT 2O CLEFETCRET 2,

“*Variolux, Heraeus, 1Z## 4T, GE-Lightening,TypeF40/33, EB&TR & & F8W/ME,
2000/L7 R, BEFIBY U TIL L, BRFEEELICE2EROVRETHET 2-ORACERT

TRET 2.
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# SRR FEHSCT. MEFHTHECT,
X USTREHHCT 1 D ARMRTFEL /Sy F 0021 OREHT—45
HBRE ERERE D REFEH
EXAE MER BHS# mEEH 1 300
(#5°C) (#25°CIB0%RH) | (+40°C75%RH)
REOSNER(BR)
. EEHE =gy | <IERER) | <(EBSE) | <REEH) | <I(EEER)
-] EoAYLH B9 B9 B9 B8
AVAYDTPRIE | 900402y (107742 10434 2ARY | 102042RY |81 R
4t & F(HPLC) TR | YFRBULE [UTRARE | TRV L | TARSL FEEL
B{aiml~1100 Bl{simL fir/ml Biml fmL
AVARY27 | (B77mgml) {3.65mg/mL) {3.57mg/mL) (3.11mg/mL)
AL B
fmL
B & ¥(HPLC)
- B28isoAsp A R ) <25% 0.19% 0.18% 0.74% 4.13%
- AV
- A2AspA VRV LT <50% 1.30% 1.29% 2.37% 6.38%
AL+ B3Asp A R
DPRIUL FBED
BlisoAsp A A1) 7
AL -DEE
- A DIDTE <920% 0.36% 0.28% 0.48% 1.03%
EDRIEZT MY
- OFHMOSEH <35% 0.57% 0.54% 0.71% 4.27%
EATEA ISR =15% 0.21% 0.21% 0.40% 1.92%
(HPSEC)
pH 7.0 &£ 78 O 7.42 742 742 741
akMEERTES | BRTEen| BT W=y ity CEEEs
$1F) FEEERIC
BEREL
FHRMEBRTELRL | ERAVO
) HF:
= 10um: =6000
2 25pm: =600 5 HEAER R 3
0 0
m-s LJy— sk 155~ 1.76maimL 1.73mafmL 1.76mg/mL 1.76mg/mL
1.89mg/mL (102.3%) (100.6%) (102.3%) (102.3%)
(RTRED
90.0%~110.0%)
Jx/—LEE .35~ 1.49mg/mL 1.47mg/mL 1.48mgfmL 1.48mg/mL
1.65mg/mL (89.3%) {98.0%) {98.6%) {98.7%)
(ETED
90.0%~110.0%)
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0oooao
FESA(Z(I))(AAS) ARy F | TR ILT FER FEAER AR YT A
Zs4L 100 | AL 100 730 b 100 i
B - Bifg2f-u -4 2719
<40ug 18.9ug {20.2ug/mL}
{20.4pg/mL)
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ooono
#x6:ETEE BAFER /v F_0021
HREFERY: ICHHA FSA & 5BEARBBEUERL
2BSA BEERERBR® BE
B AE HAREICH) ERL
pub:ulic] FE R 18 gt 14 H
BEHRONER(BER)
- EHRE =4 Yy | <UREBER) | o(meRe) | <(EEES) | <UERIER) | <(EEER)
- B TR YVY B9 B9 B5 B9 B7
AVAYUFA | 004 VRY |107T42R 10804 LR | 9144 2R | 10294 VR | %601 VR
P REEEE | YTFARSRMLE | VYTARAN L YoPRR | YTPRIS | UUFARN | YT R
{HPLC) BRimL~1100 | /L FEREUML | gL REEYmL | L FBEEDmL | L RESTmML | L B EEmL
AL 2AY LT | B7Tmgiml) | (3.78mg/mL) | (3.20mg/ml) | (3.60mg/mL} | {3.36mg/mL)
AL MBGE
fml
BEELESY
(HPLC)
- B28isoAsp 4 v =25% 0.19% 0.29% 0.28% 0.45% 0.42%
AY PRI
[..
- A21Asp f MR S5.0% 1.30% 1.26% 1.58% 157% 1.62%
YT RIL B,
B3Asp A AU Y
FARILEBE
Tf BlisoAsp A > A
)P RN
DEE
- DA DM <20% 0.36% 0.28% 1.09% 0.51% 0.66%
DTHEDFHE
E
- OO <35% 0.57% 0.84% 14.9% 0.86% 5.33%
&t
EOFRA v <15% 0.21% 0.23% 6.57% 0.29% 4.07%
4 E(HPSEC)
pH 70 & 78 D 742 7.44 741 7.41 7.40
FRMEERT | BRTE N | AT P wld i it
FSHHF) FHEHRIC
sELW
FRPEERT | B#RUL-UD
EAELVRIF) P 5 2 1 1 1
= 10um: <6000 0 0 0 0 1
2 25um: £ 600
m-Z LY=L 155mg/ml~ | 176mgmL | 176mg/mL | 1.72mg/imL | 1.75mgimL | 1.74mgmL
am 1.89mgfmL (102.3%) (101.7%) (100.0%) {101.7%) (101.2%)
(FRERD
90.0%~110.0%)
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Jr/—L&E | 1.35mgmi~ | 149mgiml | {50mgmL | 1.48mg/mL | 1.48mg/mL | 1.48mg/mL
1.65mgimL (69.3%) (100.0%) (98.7%) (98.7%) (98.7%)
(FTRmD
90.0%~ 110.0%)
TRENNALS) | AVRDVT | TYAYY | 402y | AVARYY [ AVRYY | AR Y
RIULE100 | TRIULE | PR | PRISLE | PRALE | FRIULE
Bty 100 BAIST | 100 B8 A 100 B4 27 | 100 B 2 F- | 100 B Y F
<40pg Y 18.9ug Y 18.9yg Y 22.8g Y 19.7ug Y 21.0ug
(20.4yg/mL} (20.4pgimL) (208ug/mL) | (20.3pg/mb) | (20.2ug/mL)

10



(35)

gooooooanb

JP 2017-503797 A 2017.2.2

INTERNATIONAL SEARCH REPORT

International application No

PCT/EP2015/050215
A. CLASSIFICATION OF SUBJECT MATTER
INV. A61K9/00 AB1K38/28 AB1K47 /02 A61K47/10 A61K9/08
A61P3/10

ADD.

Aocvarding to Intermational Patent Classifioation {(IPC) or to both national olassification and IPC

B. FIELDS SEARCHED

Minimum cocumsntation searchaed (classification aystam followed by classification saymbaole)

AGLK

Documentation searched cther than minimum documentation to the extent that such documents are included in the fiskds searched

Electronic data base

Ited during the intematicnal searsh {name of data base and, where prasticable, search terms used)

EPO-Internal, WPI Data, BIOSIS, CHEM ABS Data, EMBASE
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