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PHARMACEUTICAL COMPOSITIONS HAVING
IMPROVED STABILITY

[ £l ek ]
2% H I
[0001] A ZEHH 24 RN BEEE B Y Bl A1 R i vE R EE 12
H I (post-partum haemorrhage, PPH) 5¢ H fth 5% &2 JE
(medical applications)FVZEZ MY - F5lH# - BE2EHRN
B R E L E M (412 2= I8 50 & B R & (ambient
temperature) N Y ZEZ24H LY -
[ e RTHiT ]
BHE =
[0002] 2 7% H M (PPH)ERH 88 F I K LA K TE B FK 2
{8 22 AH B HY 56 L 5. (pregnancy-related mortality) L bz B B8 2%
R (morbidity) W FEFE R Z —-ER—BEBLEMETRE
FIIEIT - SEHBFEARFI140,000(E5EC ~ B4 # 1 > FEHE
REZHEREBCOHEEEEDE B R (obstetric
healthcare) ¥ I 0. FATFEHH - MAZMEZB FTHEE
B N TEBEFEWHTEESZEMOMEE > It HAERK
I B EE B Y I (maternal haemorrhage) 5 B A 36 [ 35 & #%
— R ES—EERZ L - —TEBRNEZANN11{E &
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BHEUAORBERNAEREE RBRE LM EEREH
0.1%2E 0.9%HY 58 2219 & [B| A (MOMS-B group, 1999) « HiF
FEBAEEREARER L EBERNBRE/ACRNE
RAUDIEIFEHEEN - fFRE MERAEERIEC(EE
1994-19964F )EE R * £t A 2 Bl B £ (maternity units) &L EREY
TT B I F R BE BR R = & B (third stage) DA K FE & HI ML HY U7
e’k BRELCKEEEHBENREEEE
(uncomplicated vaginal births)#JH [l (Department of Health
et al, 1998) - 55 {2 ¥ 3¢ 57 e IR i BE 7E FE b7 B BB B9 B 47 A I
FEE—R#EAOHIERE -

[0003]PPHE ZE DIBE Ay » A 5B £E 4> ¥ B i (delivery
unit) 15 [ (blood loss)HYFEAl & A A SERY » 1T E)E H# R
ST B 7 FE I iE IR Y 38 J [ 3% 011K [T JBE (hypotension ) B4 -~ &
(malaise) il N B ARBATRFMERIARIL - LEBITHRTZBRE
HE IR B F B9 SRR - 36 HL 37 BDAY SF54lr m 4t 3 2 IR A 46
iR TEFEENRABH N EERRERY - EEFEE
s ({88 e S P — 9147 TR 7 % B8 — F 5 Ui Bl (uterotonic)
% fit B EE IF (parturients) R BUKR © BRI —BURBI B F 35 H
F = 54 (uterine atony)¥fAPPHE ik B Z I E K R E
Bim#Egm - FEMEE—F TS VLA MR (uterine
musculature) Y iR R& (tone) iy F& 5 o TEH H » 7= JL A HY UL i
JBR g M08 DA R [ AR B - 3E {48 fi11 46 [ (coagulation)H H] BE
Mz B FEBG I (bleeds) « KL @ #tZ F = JL AU HE (uterine
muscle contraction)n] 5[ #8— &k T - B IR » 75-80%HY



1650134

EHH MR RN F =g

[0004] [=] 6 2 85~ A B AR B9 BB IR 72 S I B 47 FE S %
H—FEHKER 20BN EFRER I B E =5
() 45 %% & ¥ (Active Management of The Third Stage of
Labour, AMTSL)AJE 431 £ AMTSLEBHEEEERE—BEA3
AP RIS A (intervention) © — -5 I i B 9 — TH G #2 22 -
F 2R B 77 (early cord clamping) DA ke #% 2 ] BY BB 7 22 5
(controlled cord traction) - Ff % » AMTSL# B4 KRB
HemAErRLZFREEERN - RS ERMARENE
e 73 #% (vaginal hospital deliveries) — 7~ & J i B 269 {F
75 TR B ¥ (prophylaxis) A 58 FH DL FEER & 5 H I 7E 25 8009 BX
MEDITHIERIKEEE - 3 B B2 2 EKmgn -

[000S]F B M iERER ETEENEEE R
(oxytocin) ~ Z& 57 jifi (ergometrine) ~ Syntometrine® ({& 7 =
B 28 75 37 Wi 7Y — AB &) LA R oK R FIT 51 BE (misoprostol) = #R
M > B EERELRY o SKERFTYEE AR (orally) B [ & 3
(vaginally) % £ - 37 H 22 Eb 7] v 5309 F = WOAE B 8 D 5 2%
1 BRI E WHER - BN T EREE Z A EE
5 R #E 8 A - Syntometrine™ 7 B YN 19 8 — &b B 5 44 &7
i BHRZELEBANEEREGRN - BEEHEELEF
F %7 32 .0 (nausea) LA R MG H: (vomiting) |6 B - % > €
N#E & B A 7F & & M R (hypertension) ~ F i Al iE
(preeclampsia) Ll Ko /(g 7= 7 (heart disease)dyfim 21 - K[t
FAREARGITHEEERANESGE  BEREATEE —HE
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R EHRIRREL - BEAREE R FE A A —E R IR TEA
(continuous intravenous infusion)f#y2E DI EN F =
Wigva bt 4E » EEBEL—B - FHEAGER -
A8 — B — KRAHEEE (bolus dose) [ # % ZE (N E 2 F
RFF IR RIS R SY) - RS R B F B IR AE R TR 2L
A HBRENPER > BN BN EY R HREE -
[0006]+ H i F 3K (carbetocin) {(1-E i H-1-BH F B
200- B OE ) B OB OB O) & E %
[(1-desamino-1-monocarba-2(O-methyl)- tyrosine)oxytocin]}
— & B L 31 H (agonist action) iy EE RAJR WG K
48 {LL % (long-acting synthetic analogue) - K H #5 = =&
(PABAL® - DURATOCIN®)ZR 7E 4 4% 1 Fi 1A TEL S5 75 $5 E3 76 1F
fEi4} (epidural ) BU 5 ME L B# (spinal anaesthesia) |~ By &l 18 4 &
Mot R T EME - AFEHRBENER L £
Bt EZWEIkNERERE -RBIOGENFEIREE
FLEEZHRENSFERGRI0DE)ERIEI0F] - A
e HANAANES > FEEESRESNI0S#ENER S
i [T % J& & (peak plasma concentrations)ii H B —580%
94 #7 1] F1] B3 1% (W Rath, European Journal of Obstetrics and
Gynaecology and Reproductive Biology 147 (2009) 15-20) -
Hit - FEEEREEEBIRB—ANEREEEREER
[EES MR OITERHMIERNBELERLEY > REEHE
B AR HE 75 (5 DA B 8 B8 5 e A (UL A P B DA L R R Py 4% B
ERE  EEAEREMBNIER  REWERHI 2 EERE

ll[l
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EER) BPVPENENEYNIESR  DUREFERMNZ
M (tolerability) - FEABMEEIRHAET  FEMBE ZREER
A UFA A 2 3 DL B Syntometrine® 9 3% J7 (efficacy) 5 % #:
— B R AR RIE R - AR BUE A5 R BB ER ¢ R (R
BT ERY) - 2L M>500 mIAY 3 4= 3R « 75 U4 i B 22 ) B
BFEBER S ARNBEINMER - Jit - FEEE REHZE
B AATE D F 5 5t AR LAR TR B S 1 2 R A R I B BLS
AEERERE LREE—WE - ARNEER  ERERT
HE BB RARGE R A BERS Y T R HE R N AR TR
o fEEH L FEEEZHEIEUR2-4/NERY ERITT
FEAER > /SRS EEEREEZIABERNER - 5
% TAEEANALBEREZE-HRFEEERNE
FH) B Fl % % % ¥ (pharmacoeconomic) il F - £
Syntometrine® [lL # > B E B EFERE R ENN 2 &
(tolerability) Ed =M I H #f 2 B KBy &
(contraindications) - FEHZ— A FH » FEMHEEREHESE
7 i BORTRERHEBIT TG B I -

[00071 334 (& B i &= R 2 /7 (PABAL® 1007 5%/mL¥s
& Fl FAE BT > Ferring Pharmaceuticals Limited) < 2 22 Y8 (RT)
ZER - I ABEE—R2-3CHRE T WHER - Kt
E Y — E IR L E (BIANHE25°C DL 60%AE ¥ 8 FE ) IR e 1322
F o~ AEFERFEH (ambulances) P E AN R HiEE R TH
—ZEEH o SEIG IRt —7E R RS (climatic zone) I/TIFG{EEL -

FEEEM > R —AERMETIIIV (R - PIAEE 8 &
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ISR FE 1 R R BV T G EA A B P E EEE R IR D
KMBEREMER Bl —FE30°C AR A RE FET5%
THEANRHEBEZER)E —FE - RBEFHEZEH
FDAELEMEA AT {8 F it B /2 7B &b 24 th F 28 3% Fr BAA0RY - K
I BRI — R RE - KRARTFILE — 55 8455 DR
11 5 5 (mediterranean climate) ; & f& 75 ILZ 240 K 62 1R
B DUR SRR IVE B BRAY -
[FHAA]
% HHE R 2

[0008[fRIF AR —BELEEFAEEERNEY
— B B R AR BE A ) (B A0 — VR RS BE R AH )
FE A I pHE H5.0E6.0 - ZHEMRYpHE EHS5.1E
6.0 FIANE 5226~ Bl ES5.2686 - % Y HIpHA H5.15
2575 PIENES5.2E5.65 « FAEABYEIpHE H5.26E5.8 >
BN E 5.26225.75 ~ FIAIES5.26E5.7 ~ HIA1H5.26%F5.65 ~
BIaNs5.4225.65 - BEH - RWEBHEY (P —REBEEEH
BYNBEEEREEEE -

[0009] I EMB R E—ELEE REBERNE
A — 22 2295 I R G K MR A R (B 40 — 7K EE B AR R
)+ Hh AR pHE H5.0E6.0 - B RYHIpHT B
5.126.0 > BIATES.2E6 ~ HIAMES26E6 - ZZH KLY HIpH
A ES5.1585.75 HlAIES5.2%85.65 - AE KR Y EIpHA] B 5.26
=58 BIANES5.26%5.75  BIAIES5.26%F5.7 ~ Hla1E5.26
E5.65 > BIANS5.4E5.65 - KRN E * NEAHEKY)
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WA — AR VE YR o BER /K (B0 A FR T &Y B9 ZK B WET)
THENEE > HAERE (KL AMREER L] 322 i B
BEY) - B2 I EZESE)AHER -

[0010] FREE AR (BEHAIIES)  —HEeE FEEE
R CRIEEEHEEEN H BFpHE —# E &R RpH
#1[E N BV A YD (B0 — 2222 AH B ) v i e R A2 = IR (2
E25C LA R 60% S EE)ERF —FEMHME W m EE2
) - BAERFE30C EH40°C LA R MEE B E LET5% T I8 A
BEE—-RABESZEE I ARLEESEHEREFIVIVEE
ST AN T B v R -

[0011]E% #H By vl .16 (B & B ) — #& @ Bl (buffering
agent)(PI A0 —BEE2 F Al RUARER]) - 7EIL > IWEEAREH
&R ERE — BRI B R E — R EpHARRE I H B3
AR — KB ERRBR B o BB MasEiR — R EHE
— RN — 2 A B M B T VS W LAE B pHAE H 23 i
FFZpHAEMR BRI AL E TAEAE] - — RS — & EH 2%
BEE—REERTI B & EAEMEE R ATE B RE
{E Ay — 95 BR B — 5% Wil - 5% A% 1 51 W] DAZ > B4 - B B (acetic
acid) ~ T " F(adipic acid) + HEEEES (citric acid) ~ JET &=
F# (maleic acid) - 3% IH FZ (succinic acid) B¢ B B
(phosphate)[ ] 20%% B £ ~ Bl 20%5 BR & — #h — 7K & % (sodium
phosphate dibasic dihydrate)] - B EH#E - EX AR B AZ BRI ER -
ZA YA AE - BE—EEERE] > NREEE S ER
R - BZH Y Al ARG 2B E S E AR 1 B [ B AN A R DA e
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ok B B8 (B 2 6)]

[0012] S — G HE @ R TEEREER)—&E
IR - 1R WEEAR B R EE R E S RS R
B2 2 HY 3L B i (conjugate base) B¢ — 57 W B2 B 1Y I B BR
(conjugate acid)Hy—BEYRIER > EEHEE —/NEERIHA
B S50 R A N IR RS W pHEB (L PR W D B E > FEILRX
& B E RO pHE MR - ARER (B A LUZE - a0 -
—HEHEERR D e — 5 R EE (B 20 R BR 6 ) B 1R AR R
HRRETRGER)  — R R — 3R BR B (B 205
HH R 6 ) B IR FHER B AR W OB YR) ~ — B E BB LUK — B
R B (B 2N BS BRSPS PR ER AR AT IR (B ) — B2 A EER
DUk Wi BR B8 RO T R BB /i BR B R BT TR (B R © B — S
A DA Bl (B 6) DL e ' B FE 8 i [ BR &80 — 8 (disodium
phosphate) ] H i ik B8 A% B W (B 1) » — B EE VAR T LS — 3R
IHBR B AR B o REAHR A BE - E R EWORAT - N
FE2ECE Z TERUAREIR) © RZAH Y P R 2B B S T AU AR B
e

[0013] FE5 AE 3R  BRRREE R (B —RHRE R
B YRR B I E MR =R 2 E (B 4E25°C
LAz 60%1H 3 ¥ B2 ) [5] By 7] BE 45 T 8RS RO 35 - B0 - — 373
BR AR B A BRI R R RN R R EE 5 A
A BB T BT B {5 1k S DA B FHBR BU IR

[0014] & H i = REZ R GE R > PIA1KMEAE )
HIIREL R H0.012E55 mg/mL (f1410.012250 mg/mL - #I40
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0.01Z 10 mg/mL ~ #]410.01F 1.5 mg/mL) » #{EH#10.05F0.5
mg/mL (F1400.1 mg/mL) - & B #EE RAEZ I H Y - Bl
07K A B R IR B AT A 0 BIA0 > Img/mL ~ 10 mg/mL
50 mg/mL& % o

[0IS]ABEHAMH AT E —FEEE —HELHE
(anti-oxidant) « B 51 & {b. B 7T DR 7 4N 2 o B 3 {68 R Y
R EME > PlEEEEERES —E2REH
(pharmaceutical excipient) (LR HLEME] - B » FHLE
e B LLR2 B i % BZ (methionine) ~ EDTA ~ T B AR H
& (butylated hydroxy toluene) - {F A8 Wi I8 & #N (sodium
metabisulfite) E % - BEMBIHE B ZRE —B0.01%E
10% (W/v)[FI200.05%Z 5% (w/v)]~ B fEH10.08%F 1% (w/v)
B BEE - REMZNE B ZEFREE - EDTA - B(H
T B EEEDTAR) — 4G - B0 > BEILEAEI T DUZ B AR %
B H2—%0.1% w/iv (81 mg/ml-2 REHEH 2 E
F1E -

[0016] 3% #H F P vl & — & B2 B — F B H (isotonicity
agent) o 2232 78 [51] 21 H B8 0% B2 (mannitol) B¢ NaCl & [ &%
FRAVANEY - EMEE BRI EE — B URE—SBERY
(BB E[FIIE—£50.01%E10% (WY EEFTE
WEMZEBHEHERERE LS 2HEHERE - E
AE—0.5%E7.5% (W/v) - EfEH4.0%E5.5% (w/v)[FI4]
50% (WWINBERE - EXZEBEZ2HERE > B

—50.05%E7.5% (W) EFTE - EXFBHZENaCl >
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TAH R —50.05%%E 1.2% (w/v) - F £ #10.08% & 1%
(WiV)[B1400.9% (W EEE - ZEFBEIWE—50.1
£ 100 mg/mL (F1410.5F 7 mg/mL~ FlA11ES mg/mL)AJHE
FIE - Bl BEEEBERHERE  EE—B5E7S5
mg/mL [BIA140%E 55 mg/mL(2: R A 152 32) | B EBFTE - &
ZEHEBHZENaCl EAfE—F0.5212 mg/mL [FIa18ZF 10
mg/mL (2 R F1417%3b) ~ Fl407.5 mg/mL (2 BAIA15%6)]1H
MEFELE -

[0017] %48 B4 °] A AR AT R A 22 R 22 > 1 40 1 AR
i) (oral) ~ E Y (rectal) - #EH(buccal) ~ £2H(nasal) ~ [&IE
i (vaginal) - 2% [Z B (transdermal)[ 1 401 85 Fr £ fifi (patch
technology)] : JE #& 7 & #Y (parenteral) ~ #F Jk M4 HY
(intravenous) ~ HlL P A BY (intramuscular) B¢ 7 T 7% &
(subcutaneous injection) ; f&B AHY (intracisternal) ~ 235 A
i (intravaginal) - B J& Py (4 (intraperitoneal) - f& I &)
(local)[# >R (powders) ~ ¥k & (ointments) B & & (drops) | 5iH
20— JE AU B = FYME 7% (nasal spray) © SREHIRZAHYIE —
TE ST B RE B B AT ST A ER O o WIS B BD 75 AT 7R AR 8
BRIA as PR M B0 L (ampoule) ~ /NI (vial) -
FEHE F R 5 28 (pre-filled syringe) ~ & 59 8E 58 (40 » B —
HAEEZEE » AR B Unijectd Becton Dickinsonfy
A YL {E) ~ & [E (injection cartridge) ~ & jffi(ampoule) »
(% -)BlEZ [(multi-) dose pen]Pl KFELLZY) - BEEHIELHH
B RS B S P B 45 ZE (91 40 AL P PR 0 9 B ) B R R P9 Y

10
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P BE (IR IVIEST) -

[0018] E% #H 5 ¥ v . 4% — 1 78 7| (enhancer) ~ —IG58H
OB 2 (B A0TE S A 2 & 1 30 78 B2 SR & )RV BT B - 3%
S 5 7 TT DA SR TR AN B 2 o R R 6 R R AR AT S R A > A
WAz HELEE AE S —ZE 2B P B (L G 58 1 - I8 TR
H DU Bilan o FR A -B-BR KA (methyl-B-cyclodextrin) ~ 5
[ &L %% B2 Eg 80 (Polysorbate 80) ~ & H E i 7 =
(carboxymethylcellulose) B¢ ¥ B W & H & M # =
(hydroxypropylmethylcellulose)

[0019] 7= 2% BH Y 4H ¢ ¥ 7T L8 A 72 V6 B TR PG + & At
W o BREAE YR E A TEE R E I R R 43 15 B8R 5 DA
B F EMAR - ZEERY AR AR IA TS
I W8 A 7 i 43 16 B 52 (191 20 55 H 7 i I 1 B HE o B T 1
W4 EMS R R DIRR B ik - 5] 6/
EIRERTAGAIE—ZEBPPHY AR THREFRNTE
AR - X F AR AT HE A ERERFEGERE S HR(E )
DA% B HH 7L (431 0 JBE 4 [T ) » AN 5% B Y A i 0 ] L (o R VR S8
— B M #EHC 75 (uteronic formulation) o A3 R RH B4 AT
FATATE [ T8 73 16 38 5 LATR B (B a0 B 97 79 ) H% B€ -

[0020K B AR FFBRAE — EE— & H IR —ER TR K TE
S5 B 5t 4% (191 A0 A7 e 38 43 16 B2 5 B 351 R 40 1l 4 16 2
2t WEE—#FEPPHI AR TR BTN ik
— MR ETEERE S B RIEEHI . T HaE
A —EERZER—FETIRE 0 LBk Ay 5y

11
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[0021] 8 R Y /2 A5 3% B AU #H 50 S 0 358 — T I AR i 11
A YIFEANE AL fi 8% (benzalkonium chloride)]- B EEHY A
ZPRNHAY A EE —HEREXFREHE A
(parahydroxybenzoate preservative)d— ¥ FEEL K FH ER B [
JE T Bl — FL P A (cosolvent) By —AH & - B EERY 2 A HHRIAE
R EAE— D2 mM (F1410.195mMEEE 4> ~ Fl410.1 nM
B A ) B B Bt T (divalent metal ions)J& & - BfE
FY 2 45 3% B B AH B )N L HE — Bh YA B (solubilizer) o B EERY
A HR R B AN BT A -B-ER RIS

[0022]fE AR S —E T HE > B4tk Hif S REEAMM
22 B2 VE Ve AL & W () 40 o Ath 22 22 95 1 FE AR B BE B2 3E /N oy
TR LZENETT - I RBARFHE—E—F THEE
ft—REWI AR EEY > BEEH  —E2EEAEY
EREE S DER—EaME S EP ARy rHEHS.0
£6.0 - FZAHAKWWPHA E5.126.0 > FlanE5.2E6 ~ #la
E5.26E6 - BZAHYBIpHA ES5.15E5.75 > FlIF5.2%8
5.65 ° A YHIpHT B5.0E5.9 » HIAIES.1E5.9 ~ #40
52F58 - FMEKYEIpHAT HS26E5.8 > fla1EH5.26F
5.75Fla0E 5.26 5.7 FlANE5.265.65 ~ HlA05.4FE5.65 -
ZESEE S LERREER - ZHBYTHARE
IR EE - BREREEAEY A UE—EE TIMLER (DI

G VB E RV BB & Y (solvate) i BEEE |- R 252 B HE4E -

12
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0 (CHa)n

/\/“\ lle—GIn—Asn__
w N (CH2
H
’ O \/U\
X Leu—Gly-NH,
(D

Hop: n@@EHR0~ 100K2 p2EER0~ 12345
LARe6 5 Rij2EH PR E MR ES—OH ~ F~ Cl -
Br R BO-Fe BB ERITT £ RyZBEE IR, H~ i
I J5e & (cycloalkyl) ~ 75 % DL f¢ 5- B2 6- B 5757 & Jie B2 32 40 (5-
and 6-membered heteroaromatic ring systems) ; R3Z3EHRH
LR —ZRPFHEFH(EREZRMEF) LUEH—EAERE 5 Rt
AR LLE D —O-FH ~ S-S B BOHRUAERY C e R 70
(alkylene moiety) ; WEE X2 {[E % T 3t 47 3 H IRCHL LUK S » {H
AN EER R CH, & fe i3 B R C s §E (straight) LU f Cag
 ## (branched chain)fe &l H MM E A £ D — AT
ECHTEREENRFEURE -BHLZNARNEE

(poly-substituted phenyl) ; HFEE  ERyEH ~ pE1 ~ R,
BH -~ nZ2 1 DA WELXAE R & @ SIRF > RiPNB4-F8E IR E - 7F
EEIPARAELL » 75 BAUR— BN EL L B- S AR
BTG EGREE  ZFRREIDE A J8EE R #AF)
ZCHEEB)HE LKk E - RE(GOH) ~ [t & E
(alkoxy)(-O-Fe 55 ) DL ke e it 2 (alkylthio)(-S-FE£) o B HIEL
LEEHEYE—KE LECEXONLEY - BHRED
& * ERJEH ~ piE0 ~ RyZEH ~ niZ 1 DL R WELXGE T & /& SHF
RITMZ4-BERE - EEM4MEY - EMEBERRIUKEM

xm
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B BL G B E AP B O Wk R s fE Ferring B.V.AYW02009/122285
(B PR B FI| 1 55 2 25 PCT/IB2009/0053515%) - |
0023]#k = M Z E B2 EHE LAY E FE
-1-[4-FBzIGly"]dOT  {carba-1-[4-FBzIGly’]dOT} > X tF
4-FBzIGly Z N-(4- & % B E ) H k&K B
[N-(4-fluorobenzyl)glycine] » & -1-[4-FBzIGly’]dOT & —7&
IR #% %0 55 FE 202767 By & & 3K %5 {1 ¥ (analogue) - FE
2027672 F TIIMLEX (DAY A

OH

0O

lle—GIn—Asn
MM . -
H
o aw N\)J\
w Leu—Gly-NH,

S

o (I1) -

[0024]FE 20276732 —# &P F 5B PR A ik Y2 12 VR4

B R T HEE R (selective oxytocin receptor agonist) - BH

L2 ADRIFE 202767 ~ ERy— LB AR LUK BRI S

B 5 #E B R E W02009/122285  FE202767/2&Ferring B.V.

FIW02009/122285 (FREF]HFFZEZFEPCT/IB2009/005351
BRI E Hap49 -

[0025] FE BA f28 /22 3 fi2 201 (76 AU 7E WO2009/12228 5 f1 45

N HY B0 B ) 4 TR B 28 F & U Y38 7€ (intranasal route)(JRE -

SNRE)MIGER - EMBEUNESRE LT RMSHES

ARG EERERRE ERZEDEBEERR TR

RIEBERBINAE—F0.05 - 2 mg/mLEYTEMEMAL S YEIR

14
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)R — K AU IE R (B2 24 - R NEE =R
S AE ALY {38 A0+ B2 -1-[4-FBzIGly'[dOT (FE 202767)}#
ERLZERGTE—FTE > I BERSENTEE -

[0026] B2 MK T & F —REE - PlNEERE - C =
M~ IR - H T /% "1 - SRINBR s IR B (B 20ER) - %M
YR EE—BE—REE - ZEARY A EE - ERE
Pl [ P A0, 2 7 A B DA B B B B (B A1) ] = BR AR B W1
el —RBERGER) I —EEEEERLIK —BE
B B (DI AN B R S R IR R B VR (B W) - —E a8 B IR
1B DL ke — SR FA B8 B (B A0 SR B R 67 ) 09 B T 198 BB AR BT VR (IR
®) ~ —HEE A BN LK — B (B A0 8 BR £ ) AU BE BR EE 4R
R 0 —BEE BB R DL iR M Y i B B B /B R
HEEROER) » E —BREBERR) - A &iE
2 @ EREEEE N EY R -EEE-8-D-E MmN E R
(1-deamino-8-D-arginine  vasopressin)[ £ J& j1 B =
(desmopressin)] » % AR BN 2 38 R B (malic acid)(FI/20E%
YN IS R BR AR BT -

[0027] 8% % 2 E A #Z &L E (K E K
YRR E R LAIZ - il > 0.01FE S5 mg/mL -

[0028] R B i B REZWRE K E YRR E R
LLE0.01ZE55 mg/mL (f410.01Z 50 mg/mL ~ F4010.01ZFE 10
mg/mL ~ F]710.01Z 1.5 mg/mL) » #&EH 0.05%F0.5 mg/mL
(B1400.1 mg/mL) - K HH#EE FALZRBGERY - HlanAK
AR R R E RT LU - B4 > 1 mg/mL ~ 10 mg/mL ~ 50

15
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ParagWirey

mg/mLEFZE o

[0029] 2% EL 75 k82 25, (I1) B9 1, & W 75 32 1 B (R ek ) SR B
VTP ERE AT LLE 0.0124 mg/mL (#1400.05£2 mg/mL)
E{EM0.121.4 mg/mL » FEH#0.220.7 mg/mL -

[0030] A ZHHMEM FEWER D EEE A
Bl - EAEMAEIT UZEAREFITEEEANEATE
e Bl A E B — 22 B R B A i &b
o B0 > B PUEAEIF] LU IR IEEL - EDTA ~ T &K
EEE - RERKBREMNES  REMZAEAMBZE R
0.01%ZE 10% (W/V)[FI410.05%ZFE 5% (W/v)] ~ fEH0.08%=
1% (W B EFE  REMZTEABEERER -
EDTA > B H R IF R B EDTAR) — 44 - E—EHIth >
SMNBIERHREBRLEE—F0.5% wBBEE - £—
BHIF o S /ABZEDTAY B 2—50.1% wvilH &7
E o

(0031 MBI E—FBEH —FB2H - B (HI
A1 H BAE R B NaC) R HL BT I » BB L S B B R
E—RURSE—F2HAYWHERNBEGTE &
0.01%FE10% (W) EIFE - REMZEZBRIEH B
B EZFBHEHEREE BEUE—R0S%ETS%
(W/v) ~ FEfEH4.0%FES5.5% (Ww/V)[FIa15.0% (w/v) B EF
- EZEBREHBEREE EVE—F0.05%%ET7.5% (w/v)
B EEE BEHFBHENCH EAJE—E0.05%F1.2%
(W/v) ~ BEEH10.08%E 1% (w/V)[HI10.9% (w/v)NEEF
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o ZEBHATE—B0.1F100 mg/mL (Fla10.5F7
mg/mL ~ Fl411%5 mg/mL)HEEFTE - §la - B EBHE
EHEWREE B2 —B5275 mg/mL (H140F 55 mg/mL)
WEBEFE EHZFBREENCl B E—F05EI12
mg/mL (FIZ08 2 10 mg/mL)HJ L EFFE -

[0032] 3% 48 s v] Fl Rk R Y 22 Y #5222 > 40 11 AR
A~ ELRG Y ~ FERY - BRY - BRIERY ~ 5 Y (B A0 R B )
FERCIGIERY ~ AR - LA BYEOR TES 5 B AT -
EEANE -~ EEAR - BB R - 9CF SORED A 11—
R RSNIEE - REMZERYEFRENREWIDE
—BRYEE) - 1 LEATERE > SERERNRENERY
W THEATE =R T TEvE IR TR e 35 2 T FE IR — B R R AT R HA R -

[0033] BZAH iy ml L vh — 3G 5 A ~ — 38588 W E & (4
NTE 2RI 58 & 1238 BB B BRI B TE A - B3GR v
DU AR B B b B8 8 6 P AT 3@ s 7l > 1 2 ol A e
HAFR 2R RN EFIGIRE - 3238mAE L2
Blan - FRE-B-ERMINE - RILZEBRESS0 - 32 FH B = 5
RENEFEBMES -

[0034] 5 = 1Y 2 7 38 B 69 B9 1~ B 16 — T8 O AR i Ak
EY(ENRATES) BENEARBIHNERY S EIE —
HRER PRI, S B 8 R E K F BB R A f— It
BlIH—HE - RENSABHNHEEYER — 212 mM
(B1410.195mMEL 8 2 ~ 4010.1 nME 5 A —E& BT
MEE -  BENZEARHNERY S EE B - mE
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M2 AR IR AR B T B 1 & -B-ER A -

[0SR FARFER - FE—E— DBV TH - RE—IREWB]
AR A EHE — KB T VMR ADRIREEE L
=Y

OH

0

r\)‘\ lle—Gln—Asn
N “NH @]
H
o Y N\)J\
W Leu—Gly-NH,

s
O (1)

BCERY(BEE AR ORI pHZ E 5.0
£6.0 - AR pHAT H5.0E5.9 FIANES5.1E5.9 ~ fa0
52%5.8 - ZMMYRIpHA] HS5.126.0 - FIZIES5.226 - f
WES.2626 - ZMHKHIpHA]ES.15E5.75 » HIAIES.2E
5.65 o BZHH A HIpHT] B 5.26%F 5.8 » FIANEH 5.26F5.75 -
AWES5.2685.7 - FIA0E5.265.65 FI415.4325.65 « B >
ZRE WK E)ERYEEE — KRB TIHER DR ZE
BEEAEY

OH

F
O
llie—GIn—Asn_
N NH @]
H
0 e N\/‘k
S W Leu—Gly-NH,

0 (II) -
[0036] 3% 4l Fe ) 7] A X (E R AR B 15 22 - BN T i
Y~ R~ FERY ~ SR~ RERY ~ 22 RAT (BUATRS B 54T)
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SRR ISERY  BRIRPIET - LA PIROER B TR AT RS MBI EY -
R JEIEAR - BEROD R - SO SR B E 11—
R B B o BRI R R A R A 2 (A 2
—EEFR) - A1 L TERTHEREY - AT S P B A
W R E TR R L E B — R TR
P e BHEEH - R ADERE  HAA LEASXI)MLE
YIHIAE R e B A P B R HR B pHE T AT $R I R
¥ MABEEA ST (S REHET) -

(0037 MR T &E —BEE - FlmER 2=
B MEREER BT M R - SRIABR R BR EE (BIAN4R) - 244
BT EE—E—REE - ZERYT aEEE - EEE
2 151 40 /0, 2 7 A i DL B i (19 1 8) ] » 3% B
AEE —EEROER)  PIi > —BEE BRI K — e
B (Bl R S I B B R R (AR . — B EaR
B LA e — B B T B ({91 401 B BT 4 ) 9 B BT R A O L (O
W)~ — R T R DL — R R A (151 A R A ) B I A
W OAR) © — /& 78 MR I L i I 0 2 5 0
ERETR AW | RKE — BRI () -

(003818 (e Hh A BB M R W) L & 76 — MR IS R B /s B
EE | pHE E5.156.0 (BII1E 5256 - HIA1E5.26
%6) -

[0039] s 3 T MBS R /R &6 — I TG B B 1l W
B — HE S B B AR BT VR 0 B B pHE H 5.0E 5.9 (flms.0%
5.8 FlaNESE5.7) -
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[0040] FE W B UK )M R P BB L2 X ADKY
EYHIIEE R E0.01 84 mg/mL ($(#200.05%2 mg/mL)
BEM 0.121.4 mg/mL ~ HFEEHO0.220.7 mg/mL -

[0041] ARZ AR EE T ENHEBRYE—FBEZE —IL
EAE - ZPUEAEI T LLRIE AR BB ATE A
MEAE > BIANHAZHE R A E R — 2P B R 5T
SACE - B0 EILEAAEIR LUE FRRE - EDTA ~ T &
RERE (RERBRENESE  WEHMZAENERE
— B 0.01%ZE 10% (wV)[FIa00.05%F 5% (w/v)] ~ & fE#l
0.08%F 1% (W/V)HBEET - REMFZHEMEZH K
% - EDTA » B F R #E EEEDTAM) — & - TE— B 6 » &
MENB R FREEBLELE—50.5% wBERE - fF£—
HEHI - FZMEABIZEEDTAT HE —/0.1% wiviIEETF

[0042] A KD T HE— T BEE —FBH - EBE(f
INH BEREESNaC)Z LB EIRY - REMEE BT 2
E—RUEH-ZB2HBAYMBRINWHEDUE K
0.01%FE10% (WVRIEEIFA - RMEMZFZHEHER
BB - EZEBEEHERE  BEAfE—R05%ET5%
(W/v) ~ BEM4.0%E5.5% (W/V)[FIEN5.0% (W) ERF
- EZEBRRETERE EWE—F0.05%E7.5% (W/v)
M ERE EZFBEENCH EAE—F0.05%E1.2%
(w/v) ~ BBAEHE0.08%FE 1% (w/v)[#I410.9% (w/v)]FE&EF
F e ZEBETE—H01F100 mg/mL (F]710.5%E7
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mg/mL ~ FI#1125 mg/mL)EEBEE - Il - HEXEBH
EHEREE B E—F5E75 mg/mL (fI21402 55 mg/mL)
WEERFE - EZXEBHIENCl EHE—RFH0S5EI2
mg/mL (FI418% 10 mg/mL)Hy & fF7E -

[0043] 82 (£ AV 2 A AR A E B S 75 — B U AR B AL
BV (ENRAL T ) MENEABANERY N E—
A PR AL T R R B A B R A R R B R 0 R B B — LR
Blfy—# & - RENSABVUNEARES —21RN2 mM
(B1410.195mMEG 5 4> ~ FI400.1 nMEL, 5 M) — 18 4 B 8 T
WEE - RENSAFAWEEAY N EFE —BEH - 8E
A2 A S BHRY AE ) N B HE TR -B- RS -

[0044) fRIF A LA —E—F HHE BHE—EIEEKTE
F =R (BIA0 - AR EERES BB R BN TE
AR - IR TH R R EEEN R R BIFERE
RSN B HE R ER T B IE £ E M o 8 ) Z B+ = i
i B ENTEGE —ZEPPHAY AR TR E T T
HilRR I T EEE — IR SN R E S 1R (B 5 LR
M MGEE S G HESERELR —FBECHRA
—EAEEFEFEENEN —E2EEEEN T E W
AR EZMEY) 0 R EEYpHZB5.026.0 - 3%
AR pHA] H 5.126.0  BIA1ES5.226 ~ FIAIES5.26E6 -
AR Y pHAT B 5.1585.75 » BIATES.2%5.65 « B
W pHT] B 5.265.8 > HIANE5.26%5.75 ~ A1 E5.26%
5.7~ BIA0E5.26E5.65 ~ HI415.4%5.65 -
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[0045 KR ARSI FE —#E— 2 J71E » 3Bt — 04 (parts)
WEM ki) EEEF ' —EeE FREERNEN—%
2V T B R B VAR (B A 7K 1 ) BE 22 A e » HL R B2 A I Y
pHZ H5.086.0; DIK —ARZME R A5 [(F140 > L
/NP - THSE SR ESS 28 - AT B (P E — A
KE - FEUMRE R Uniject F Becton Dickinson A7 HR & 49 B
&) ~ EHE - T~ Z-HIEE) ZEEMAE SN E
S R 4 (separate injection means)(flI 40% 75 B2 F jA 7% 2E) - 5
Bk B AR 2 M i B9 $8 7R (instructions) » 5% 5H X
VIR pHE] H5.126.0 » HIANES.2E6 ~ BFIATE 52626 - 3%
AE I pHA] B 5158 5.75 » HIANE5.2E5.65 « B Y
H9pHAT H 5.26%5.8 > BIAIES5.262E5.75~ FlA1E5.26F5.7 ~
BIA1E 5.2625.65 ~ FI415.4E5.65 -

[0046 KR AZIPE—E—F FHE - BE—FTHNE
o BEEeR —EeF —RHEEEMLEYWBIIREER
R)ECE Y B E DLUR R 1 1 3 — BT S B O TR B (B a0k )
SR > EP AR pHE B5.0£6.0; IR —H?
A% AR B IR 2 2m (O A0/ N B3 ~ THEE FS R EET 28 - TR A48
B (PIINE — 6 HEERATE N EE - 3R B EEC Uniject
FHBecton DickinsonfiTR & HIHE) ~ HEEH[E - L - £ -7
BE] BEMMAE S HNERBEGINEFEARE
25) EEMM AR ANBEZERYIETR - ZERYY
pHAIEH5.186.0 » FlATES52E6 ~ HlA1E 52686 - 5%
YIEypHE 5 5.15%5.75 » GIA0E 5.2%5.65 - 3240 B ¥y pH
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526558 GlA1ES5.26%5.75 BlH1E5.26%F5.7 ~ 40
E5.26%5.65 - fl415.4%5.65 -
[0047TMKIFARFHRE—E—F T H » 2~ —EIEEETH
B5 9 5L Z 48 % I (compromised lactation conditions) ~ 2] 7 48
#& (labour induction impairment) ~ F B 3l 48 % 3t (uterine
atony conditions) ~ & & H! [l (excessive bleeding) - &% %8
(inflammation) ~ ¥ ¥ (pain) ~ J& J& (abdominal pain) - %5
(back pain) + 55 1% 82 20 P M T BEfR B (male and female sexual
dysfunction) ~ £ [ 4 B JiF {5 ¥ (irritable bowel syndrome,
IBS) - ¥ Fit (constipation) ~ B & [H £ (gastrointestinal
obstruction) ~ E BASE (autism) ~ JB& JJ (stress) + ££ & (anxiety) »
% % (depression) ~ £ & IK & (anxiety disorder) » iy 5% Ifll
(surgical blood loss) ~ FE 7% HIM ~ &% 4 (wound healing)
R (infection) ~ 215 7% (mastitis) ~ 588 73 B B (placenta
delivery impairment) ~ & B BiF& iE (osteoporosis)Hy J5 & » L
K —TE AR 28 EE KBS T 2 (placental
insufficiency)y 1% » HEEH ' REF —FECRIHRE—
BERA—KEBEN LEHATEEMLEROHAWEZLE
Yy e e 89 — B B2 3% 1 B JE A R B (0 A0 K T ) BE 2R A
Yy E Y pHE H5.0E6.0 - E YA pHE] B
5126.0 - HIAIES5.22E6 ~ BIAIE 52626 - FZHKYHIpH
A ES.0ES.9 FlaES5.1E5.9 Fla5.2E5.8 - A Y
pHA[ES5.1585.75 » fla01HS5.2E5.65 - ZAHKYEIpHA] B
5.26%5.8 BlAIE5.26F5.75 BIAIE5.26E 5.7 B0 H 5.26
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E5.65 ~ HIU1S5.4E5.65 -

[0048] KB AR E—E—FT T H » BE—HMENE
He BEEE  —EeE RAEERH—®EBE TIIMHER
(ADEYZEZFEEMEY

OH

0O

r\)‘\ lle—GIn—Asn_
N NH 0
H
O " N\/“\
W Leu—Gly-NH,

S
© (1I)

BE T M — 22 E S EE R (B /K )22 %
Yy E PRI pHE B 5.086.05 MUK —FHREARY)
WIS 25 [BIA0ZHE ~ /R B - THIEE R 88 - FHEE
(B0 B8 — 1 A S 26 & - 28 A0 AR #3 4% 50 Uniject FH Becton
Dickinsonfif iz & K HE) ~ EHE - ©ifE - L-BEE] > &
B B AR R GIIIE FEANRE) EE N
it B AR R EE AR HER - AR pHR] E5.0%
5.9 GlaNE5.1FE5.9 Fla05.2F5.8 - FHMMIpHA H5.1
£6.0 > BIANES.2%26 ~ FIATHS5.2626 - EZAHKYHIpHA] B
515FE5.75 » FlIANE5.2E5.65 - AR pHA B 5.268
5.8 BIANES5.26%5.75 ~ FIAIB5.26E5.7 ~ FlAIH5.26E
5.65 ~ BlH15.4%5.65 -

[0049]{RIBARFBHE—HE—F HHE - BE—LEHE
o HEes  —aefF —#E2EEEaynia - SRiE
2R > —BEA LEAEAOBADN L EY ] E 1B E L
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BB BV — P S B B R (BUAL 7K M) B2 A ) > H o
ALY pHE B 5.086.0 5 DLk —HAREE R 5 5
[0/ N B3 ~ PHEB TR A B 88 ~ JE 4T 25 18 (WA B8 — 151
HE R ESH EE - 38 R # # 5 Uniject fH Becton
DickinsonfT A & RUHME) ~ FEE - i - Z-BlEE] &
FEVE B o BB S B (WA S F AR EE) BB
SRS AN REZERER - ZERIpHAT 55.1F
6.0 BIAIES.2%E 6~ FIAIE 526226 - A Y HIpHE H5.0
E£5.9 BIINES.125.9 ~ Bl405.22%5.8 - FZAH YA pHA] B
5.15F5.75 > BN H5.225.65 - ZAHRYIpHA] H5.26
5.8 FAIES5.26FE5.75 « HlAIE5.26FE5.7 ~ FlA1E5.26%
5.65 ~ Bl15.4%E5.65 -
[E = ]

[0050] < 5% BA 3R 7 16 2 2% I Uiy B 7R i 45 B 7R e B >
th

55 1| BEOR -~ H #E = 38 B2 % fi% 7% ¥ (degradation products)
) —FEE 1B 5 9 —UPLC/@ #77 |8 (chromatogram) ;

=5 lalB R~ B s RE R EYI 2

5 2 8 B R A a0 — e [ 8 B Y [ 48 (UK fiB ) EE 99 [ Gly OH]
TREERZAF E)ERESABHEE LTS E(H
TEHpH) ;

5 3B BN 10— B B B R R (B M) B W EE R TR
H i = F (sulfoxide II carbetocin)(2: .55 1alE)1E 5T &AL A

il
Freht i 89 & 2 (B E/RpH) 5
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£ AR BN £ B pH R #Y 8 51 % 4% 2 ¥ (pHE 5T
TEHIPLEAHE]D

25 5B B R AR R pH TS BY 9 42 B2 Y U AR A (pHFE 52
[l 5E B P AL A S

5 6B SR FE 20276 TIERGE BV IRET R PRI L EM K

£ 7 18l B8 7 A0 78 B e 1 3 A P # Sl R A2 40°C DA KL 75 %A
HEERH)TR2EACREENFER R RMEERE AR
FEBRYMRD -
[EETG]
B B it B o FE AT A
ARVIWsRiS

[00SI:EEERAR THHNFREERE KA (El!
E ORI AT -

[0052] fr 7 ¥ ¥ £E — Waters Acquity UPLC [ = A A
J& #7 (Ultra-high Pressure Liquid chromatography)]3 &% {5
FEVE B 53 1 B B AR 4 (isocratic) T 4 /3 AT » BB EjAH (mobile
phase) 2 [t fA 5 mM £ 5% &7 I B2 $% (unbuffered ammonium
acetate)(Fluka, Ultra > 99.0%)F420% Z, i (acetonitrile)(JT
Baker, Ultra Gradient Grade) - & §+ ;& — Waters Acquity
UPLC BEH Shield RP18 > 2.1 * 100 mm > 1.7 pm (Ji& : 0.5
ml/min > EFEEE 1 50°C) - IEHEEEZE 20 pl - HHEFEAHAUV
££220 nm N HEFNAT o N EBIFEE TS R AR E R EE %

[0053]F 1B #E R R EEERECRREEYN —ME
BEEHN—EWE  ZBRSEFREEER  KEBEYD
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[Gly’OH] ~ [Asp’]|E2[Glu’] &k B = & - A EY TR
WA I--K H #E = 3 - g 1% B 5% & 7 (alkaline degradation
products)[Asp’]¥8 [D-Asn’]-F B & 5 DL & R AH B 09 4
BD-Cys’ | FHMEER - FEMEZEURBRBEYOKRE
Y~ SAEY LR R R E )L B U R AE SR 1a
- “[Glu']f B i B = EE fy LR R ARF AT » ZEFT
AR IE MR RITEZ>2.0 -
BHA 1: A ISABIHEE E8pH)
[0054]5.05C59D(-)-H 8& H& 2 (Ph Eur, Prolabo) % & & /&
1000 mlpymilliQ-7K 1 o 35 A Y% LABE B (Ph.Eur., Merck)F
LIFAE 2 pH 5.2 o 35 EVA TR #2153 B 48200 ml%E 5535845
(aliquots) * 0.23TEDTA 4% » — /K& #j(dehydrate)(Fluka)
WARMEBRSE 5130 B & & - 105 HY L- b7 B2 B8
(Sigma » FEENYIARIF) HE A0 2 2 7558432300 H #iSf& - 0.2
FLHEDTA ¢ > /K& LUK 1.0 gy L-F iR BEEE R A N £
R ER A3 BWE R - B RIS MBS I 54 -
538053 1-389 pHEA S BR 1 # 3 Eff 2 pH 5.240.1 - 1 mghyF B
il & 3% (Polypeptide Laboratories)# #5 E4(H10 mlA B
(volumetric flasks)d o 38153 1-4 55 {5 F LA RS W& I
BARHEEREO.] mg/mlREHEER) ZFEREER
25 mlEE E /& (blue cap flasks)d - i B 7£40°C Bd75%RH
T HERAE — 1 (cabinet)H » 345 HPABAL®EL /5 [pH 3.9 (48
TR B Y ) THY — Rk s W R R (R B B R P A B -
[0055] B2 & ¥R AE40°C TAE2 ~ 6~ 12~ 22DA K335 2 1%
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W1 - SEAE I 92 19 B K3 B B3 IR B Rk R E [ Gly’ OH]
FEBEZLEZECEYERIFEREE R - EERR
gethigpH (pH 5.2)1%H & E B LR IA-F B = RO E MR
R o FE E /KB ([Gly O] B e 5 32) LA & 75 B £ 1k (BE TR
- i 5 5T B S B E 195 B %t BEURTE 552813
BT o 25 P (I T HO EE D4R #% (product specification) 7R
WEELEETME —2% - Wit #E2ETER : &
[Gly’OHI& R #f = R EIRINEA1.5%  ZEHE B
MR EZEmCERE B THEGHREE -

[0056] A17E 25 218 rh Fr R K9 T EALBIF 2 (B 2 1Y
pH)BER  /KBEY(XERZ[GY OH]F BifF = R)WH R4
%4 BYPABALED /5 (pH 3.9)7 & 3k % R - BEFA[Gly’OH]
FEMEZNSE RSN HELC TECHEZ %AE M
IR (>1.5%) - FTATEPH 52098 5 7E40°C THE33E 2
1 FEE H A KL S BR &l (specification 1imit)(0.4-0.6%) » 7R
B HAE40C EHT5S%RHE T B Z EHERED6EH > B —
T S 3 2 45 R — B R FE25°C BE60%RH T R 3 4 241
HEI T RE L EE(IRED » — R ERIRTES ) » #5 58 R R
BI3MKBEY - HHE3E T FLEABN RN ERER
BrEBEENEL EEIEEEHN > EELSEHHe
INAIPH - BEFA BEFRII-& B i 5 RAE40°C TAEKIG 2038 2 1%
&g ZRSEERRIMEKAEPH 52890 /78RR g
(>0.8%) - HZEEHE FHRBREDTAWE HE3B3E %2
HRAE E AR A AR A BR #(0.2-0.4%) - 3% & H EDTAE F R fi
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i 1Y — A & BV EC 7 MR IR FERZ W) B 12X (substance batch)H
PR R M SE 2R A BN |MCEY MG - BRE
pH (pH 3.9) > IS HEE G AERRFEE A ARELE - HRL
BFEAMERE TREDP -

21 7E40°C ([ETERYpH) N E3 33 R IBE AR AE (Yo iU Bl S HE AT

J TR
[yl GII}_’IO Asp’ | Glu* | EEREI | BERAIL | BAsp5 |D-Asn’ *%Eﬁ
IRSHIEC 643 | 1.15 | 541 | 042 | 038 | 0.13 | 0.15 16.4

HEEfEEE pHS.2 | 053 | 0.14 | 042 | 051 | 093 | 0.13 | 0.12 35

T
Eﬁ%ﬁ%&i PHS2H| 063 | 020 | 051 | 0.14 | 025 | 0.15 | 016 | 32

S
JEBIL)E%’&%@? PHS2% 955 | 015 | 038 | 031 | 039 | 0.15 | 0.10 | 29

R
Eﬁ?ﬁg&%%%f 044 | 013 1.035 | 010 | 016 | 019 | 017 | 24

[0057] %5 1 F.55 B FA BT AT BE 4 KO 6 R EE M AR > DA R
337 HEDTAKIS A B B0 - % > e h FHK
B S EDTASE i 2 195 L B b S RV 10 M B0 2 1 - B0
B BEEEEE EEY o HEREREpH 5.2+
B B~ EDTARE 5 AT 82 R 70404 7R ED - B 08 Y 1E
40°C F RIS — {8 7E B HS6E « AR B A - B
38 8 2 R 7 4 1 08 TN D — T 4% 41 3 5 (linear
extrapolation) DA 72 4 B BB (75 8 1A 2 B 77 304
B R R -
B|HEHI2 © B 5 pHEF 92 (B E 9 L G AL )

[0058] 1.2 %% f4 3# ¥ B (Sigma-Aldrich, > 99%)LA 5 1.0
gy L- R B 1 % (Sigma » 3E 840 2k JE) 4 ¥ AR #£ 1000 mlfg
milliQzk (10 mM) e « 35 1 ¥ it 5 8 4 25 55 LA S s P2 Y NaOH
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(Ph.Eur., Merck) W i fipH 4.0 - 4.5+ 52 565~ 6.1 6.5
BIR7.0 - 55 mghyk H#% % (Polypeptide Laboratories)#
VARRZE S0 mlfgmilliQzk (1.1 mg/ml) « 1.0 mlFys% & HiE = 3=
B (1.1 mg/mDHESLI10 mIfy & {EEE¥8(0.1 mg/ml-F
HHEER) © 0.55 giYH BREER (5%) i Il 2 & E S Rt B
R - ZEFWRWESEEFERENLS ml3E R/ NEF
il HAET5%RH T #E—R40CHIES -

[0059] 5% F AW AE40°C NAE12LL fe 5258 & 12 W 4347 -
Bl R E IRy & B DUR B ff E V)R RE R 4t B3R FE R 284 2b
PAK FRABASH o
F+2a 1E40°C NAE128 2 B TE A [F) pHAY % A2 B 70 (%) B9 (B 1)
B A (pHAA 2T » Bl ERDTEAE)

et KRB LY e R

[GIy'OH] [Asp"] [Gh] Hil ZHEI [D-Asn’] [BASP] )75tk
4.0 2.22 050 178 ND ND N.D. N.D. N.D. 450
4.5 0.84 019 067 ND ND N.D. N.D. ND. 1.70
52 0.23 010 027 ND ND 0.06 0.05 0.09 0.80
565 0.15 004 012 ND 003 0.12 0.08 0.16 0.70
6.1 0.14 009 013 003 0.03 0.30 0.22 032 1.26
6.5 0.25 013 012 0.03 0.03 0.54 0.30 048 1.88
7.0 0.52 020 017 0.02 0.02 1.27 0.47 0.62 3.29

#2b E40°C T {ES2E L 767 [F pHAT e A7 72 11 (% ) B 51
BRI (pHIFTFE > B ERIPLEACTHE])
e A S MR Al

[Gly’OH] [Asp’] [Glu'] EGAEI EEAEN [D-Asn’] [BAsp’] 2%’2\%§

4.0 7.55 1.09 623 0.04 0.07 0.00 0.19 094 193
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4.5 2.92 057 249 004 0.05 0.00 0.19 040 7.8
5.2 0.78 026 072 005 0.14 0.26 0.25 022 3.6
565 048 022 052 002 0.02 0.45 0.40 040 3.8
6.1 0.56 035 034 0.08 0.11 1.06 0.73 077 5.9
6.5 0.88 049 032 0.03 0.06 2.30 1.25 1.31 838
7.0 1.53 071 043 0.05 0.04 4.10 1.68 1.65 129

[0060] 41 F 51 2% H 5 I3aFr 5t 5w 59 » BIRAEEE (7
B4 HIPABAL® FQ ) B 48 FI A8 TR 8 52 <5% = A4 5 2b
(“REF0™)AT RLEY » 4% 7EpH 5.2815.65H9KE i (R 38 WA B0 L 1
BNAEA0°C TEESBE () AR HREMAE A > T FTE H Ak
TAEA40C TAES2E (V4R U B HH AR AR -

[0061] pHAF 52 H#E 5 (254 - S B EHE LB ZHIH
%2 - JKEREY)([Gly’OH] ~ [Asp ] DA K [Glu']+ H 45 = )i
T 73— 7EpH E pH 4.0 A #IpH 5.65K936 I i %% 76 23
B (K - R AYpHE(PH 6.1-7.0)F » /KEEEVHIZ BB X
BIGHN - BEPLEACEIE KK 1 mg/mIE N BIE R IR e
BIEEFEMBIHE H P EABIHEERS mg/ml) - AT

5 4 A, 7E 5% B2 1) 5% BE 1) v W T A0k TR o1 (91 A0 % 5% 2R ) B
YIVETE T ERE4L) 0 MEMBINEETHRE  RAak
FEIE AT LA R LER - ARERELE  FEFEEE
H & A2 T RIS B R pH - — B EE (LAY ES /5 19 _E pHIR 4]
AR EZ0HRERFARS - EhREROTEHER
[D-Asn’]& B E % » CAEpHMEEEpH 6.1 i (s ihig
e 2REEMEAONBEENYRESPHT A REZES
[pAsP’1-E BAEE B —EEBTE T FHYERR © 2.0
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SRR HFEE -

[0062] UZYHYpH vs.[iffif E VIR REFI AR B~ R R HEE
SR fEpH 5.0-6.08Y %2 7E 7~ %7 [ (stability plateau) - £ZEpH 5.2°F
(SR EYERRREREH 4.0 GRSET) THEE
YIRIRERIEY 16% - S ERYpHIE S B2 7EpH 5.1 6.2 [ (F140
fEpH 5.2B45.6 5/ 2 )RR

[0063] & i i 1 B 288t — SE B imAY FE /R NS BARIEC /5
B EBRENFER LEMF -
BHBI3 - 7£30°C ~ 40°C TEFEBHEINaCl vs. H BHERZRYEC SFHH 5%

[0064]4.22 T2 By #E &2 BR BH /K & ¥ (citric acid
monohydrate) (Merck, pro analysi)# A ##7£2000 mlfmilliQ
7K(20 mM)H < JEEE IS E10{E200 mIFE3E 5 - 1.8 g
HIE A (Merck, pro analysi)# R IR SEBEMR S » 10 gy H
FEFEEE(VWR, Ph Bur) 8 N = H A SR S - Rk —E 5
#ER > 0.2~ 0.6801.0 gHYL-F FifEEL (Sigma - FEBIYIRIR)
s s HpHEL1% NaOH (Merck, pro analysi)# 38 & 2 pH
52~ 565861 2 HE F3aM3b -2 mgFEHMFES
(Polypeptide Laboratories)#f ¥ 5 % 12{E20 mIZEHEF > W7
HEZWEREBAELSERERO.1 mg/mlk BiEER)+ - %
503 meg/ml P IZ B S SRR - 2 RFR3aki3b -

[0065]2 mILKy & (B ¥ W& 4% 85 7% £ LC-/ N3 i B
BB E—H30°C/T5%RHAINE - o F ik 1975 VR 1 875 225
mIEE B il B R EE—R40°C/75% R HAYRES - 72
30°C/75% R.HNTE2SELIRAIFEE (¥ B R AE T FIRYER
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5 @

3afi3brH

o]

#=<3a

[LVa]

Gly’OH

Asp

Glu*

B

AN
25054

BAsp’

D-Asn’

D-Cys®

FEVRT*

HEehEns
pH5.2 > 1 mg/ML
FRTHEER

0.18

0.04

0.18

0.04

0.03

N.D.

N.D.

N.D.

0.09

0.80

Hapn
pH6.1 > 1 mg/mL
FRRRAG

0.07

0.03

0.07

0.03

N.D.

0.17

0.15

0.01

0.12

0.95

HE
pH5.65 » 3mg/mL
AT -

Finl

0.10

0.03

0.08

0.04

0.05

0.09

0.07

0.05

0.12

0.78

I
pH 5.65 > 3mg/mL
R -

o2

0.09

0.02

0.11

0.03

N.D.

0.08

0.04

ND.

0.11

0.63

HE
pHS5.2 > 5 mg/mL
TR

0.17

0.03

0.20

0.02

N.D.

N.D.

0.04

N.D.

0.11

0.75

HEEES
pH6.1 > 5 mg/mL
AL

0.10

0.05

0.05

0.04

N.D.

0.23

0.18

0.11

0.12

1.11

BFEZEOOSH A
3mg/mL > pH5.65
Bkih2

12

(13 22

113 3%

12

112 2y

N/A

42

RS
R

23b (NaCl)

[LEYa]

Gly’OH

Asp5

Glu*

a1
I

o
II

sl
2574

pAsp’

D-Asn’

D-Cys®

BRI

NaCl » pH 5.2 »
1 mg/mLFFHFfEEA

0.21

0.06

0.15

0.02

0.03

ND

0.02

0.12

0.82

NaCl > pH 6.1 »
1 mg/mLFRARFIZER

0.08

0.05

0.04

0.04

0.04

0.2

0.12

0.99

NaCl » pH 5.65 »
3 mg/mL FRFFHEER

Bl

0.09

0.03

0.07

0.01

ND

0.12

0.04

0.05

0.74

NaCl » pH 5.65 »
3 mg/mL AT

Fim2

0.09

0.04

0.08

0.02

0.03

0.10

0.05

0.14

0.78

NaCl » pH5.2 »
5 mg/mLFEREER

0.17

0.04

0.15

0.02

0.04

0.05

0.86

NaCl » pH 6.1 »
5 mg/mLFRRALES

0.09

0.04

0.06

0.03

0.23

0.17

0.14

R
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[0066] % 3282 FR3bEERH IEE DI BB K&
o S5 {E PR AL ME B FE R E40°C TTECEZ AT R H -

[0067] #&5 SR 6w - SR EERIARMAE30C N Al BE B L BRI
RFSAE - QNAEZ3a B SEL R FI fr 5 By » BA A R A % B
3mg/mL » pH 5.658% 5209 #5 R 48~ ¢ B MR AE30C #
T5%RH N B HE FEERLAE N R R B M 44 - W0 AR F AT BAD
Y o 3B 2 AR IR P R AR B B S IR — AR M HE T L
I X HE B Y S A B B A B BC O T B HE R AR " (008) 2
RYTEHH - INERE - R ERPHIE30C TELAE40C TE
EARE SRR ER) - ZREE/NDHERTEIOC FpH 5.652F
AEFYPH 5.2 (£40°C SLZINAR) - B LG RIEEH N EF —
RAEFNIVEZ BB G H —IFRYZE -

[0068] FHEF N B IRE R IZ BRIV IG I B B E LM% &=
ZFEHH [BAspS]~ HifE = FAVE I - — R#71 mg/mlfy 3% F (LA
FRUBEBEARZ EMIRE EERERE -
E3a-FREESREAApHUREARNENEMAE TH
ZE M

[0069]35 i W 7o 4 3% 51 LUR & B B RN [FpHLL
FAFERAARREAARE T WL EEr—EEREDN -

[0070] 1.27%5 A TE I ER (Sigma-Aldrich > > 99%)#: % fE7E
1000 mIFymilliQZKk (10 mM)H - 5& A ¥K 2 % /3-8 73 AR
FEHNaOH (Ph.Eur., Merck) 50 &1 EpH 4.0+ 4.5-5.2+5.65 »
6.1 ~ 6.5 &% 7.0 - 55 mgHy Kk B #5 = & (Polypeptide
Laboratories, Strasbourg) #% ¥& ## 7£ 50 ml &Y milliQ 7k (1.1

34



1650134

mg/ml)H o 1.0 mIFY 3% §K B#HE = RE R (1.1 mg/mD)# R & DL
10 mlfY £ fE 4% &% (0.1 mg/ml-K HiEE 38)0.55 gy H BB
B (5%) WA I0 2B B A B R I 5 - SR REE%
FEEBERZRLS mlBEHE/NEH I B RAE40CT/75%
R.HfEH -

[0071] M FEI R IRIERE FHEE R T 1.0 giL-F IR iZBR
(Sigma » FEEHY A IE)HE AR HIZE 1000 mlFymilliQzk ofr » FEfiE
FEFEPH-UETEH ! mg/mlFhiEBRIRDER - &ZF
W ESE B EBEZRILS mIB /R BT
40°C /75% R.H.AEH -

[0072] % 4EpH 5.65 ~ 6.1 K 6.58 5B BT W IR #R 47 i 22
SE sy HHEDTA T $ /K& ) (Fluka) B0 - 35 B0 AR
FEDHT & BT R TEAE40°C/T5%ERF 128 A -

[0073]14£40°C/75% RHN7E 128 A & % B9 5E 4%
FURNEETEF - B EJRE TR RAZR S (spec limit)” » FEE
)RR 8 38 R PR R B0 2% B 7 R A - |

[0074]#EpH 5.288pH 5.65HFTHE R 51E40°C/75% R.H
TTEI12ME B 2 B EEHEA -

[0075] R iR E BRRY IER R E [ 5e RN R - &
ERREBFTERLERIEFEEHENELEY > ~E
MR LA pH - 35 i 78 Y B.IE I B £ — B 2RV B 5 [(H
FEIEDEER S R REEENSBR TeETRELE
#HtxRmEAN B E SN ATEEIg NN Et]IFESZE—K
PHIR 28 -
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[0076] fxZ E FYBC 52 7EpH 5.2&E 1 mg/mlfY H A7 %
BRAEC 5 (R SRR W ER) - FE40°C /75% R AR E12{E B 2 4%
RELZABRFIN2BEREMIGETE) - AR#EE
HYHE & 1Y B A% ER ] (BT H RS BYPABAL®RE /)& < 5% (IR
B> 5.5%) A #¢ R [ MR RE H I 2 AR 1509 > 3 R IE T
IR ST ¥ T 5 B PABAL®ELD 7 By MAE T #5251 B H #EpH 5.2
ZH 1 mg/mlfy R REEE YT 5 4E40°C/75% RH N 7E K]
803 2 1% 8 A% -

[0077] — g3 By 5 JE 27 75 B2 2 (Arrhenius equation) T S #F
HUHEE W R EE R LB B ER EREH RN RENE
L0°C N B /& - ERMEREMERMREZEPH 5.2
281 mg/mlfy FREBES  BSRIBRBEHHERSH
PABAL® i 7 B9 #i #% » — %7 BC 77 AR FF 145 09 & 7k B IR
(shelf-1ife)#£30°C N2 160 (FRED » F BB E34E) - EME
AgEE — &M AREEEERPHBENHEEWER
HIEEE #7 (baseline) BRI & [HIE S OEROHE
PUR AR TR # & (R Hl (reporting 1imit)(<0.05%) R % 1] - %55
5 BCAE BR B B 3 T A R T B9 HA T R 38 B9 [DCys®1 A
K [desGIn*|-F HfE = RATRERK - IRIBULER - WEH RS
HO0.9%FEE - K IL - AT RERYZ  BAFYE(EEC 70 —7E30°C/75%
RUHTS 68 38 3 4F B {2k 5k 30 PR 0 322 4
Bradl4- R R E R Em R P ey B

[0078] "~ %1 &4 DA K #2 3 (decanting) 7% #& & (germ  free)
R N —ZEE AT - 4TI H BAEES - 1. 250 B INER
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SSEBUR 1.0 gL B BRI A B 1E A 49900 mlfmilliQ
k(10 mM)H « EZHHEHIpHILSM NaOHT 4450 E ZpH 5.4 -
SV S T — 5 1000 mlZE BN 3t B D WELT L F e
B -

[0079150 mgfy—E B # & 2% (Polypeptide Laboratories)
BRI — 5500 mIZ It L DU H B8 58 e /B SR B B
BHREPH 54T LERAIRES BN - SATREEE
—£50.22 pnmif R B AR B R R B N (1S
AL L ml) « ZEEEE—BEE £ RATER0.1 mg/mL)
Bk AR R 36 B AR R pHIE 5.4 (FREN 0 B 5.0F
6.0) o K MR FOIR AL S B TR B AR T R B R AR T 1) -
PR B (AN R B (SRR - — i — SR
HEBICE FEAI4A » RAGBR)R - — VW 018 5 14T 6 R e
oL B R AEDTA (0.1% wiv) « S B B4 B 4AK)
VAR 35 B (osmolality) % 5 B2 300 + 20 mOsmol/keg -

[0080] 52 56 1 414 B2 75 (LA e B2 16 B 4 A FT B8 T & FI 1A
A E—BE T E RS -

B HE 15 7E SR R B AR TN T O R

008 1] T 51 875 DU e 36 45 7 408 6 4 4 7 — 2% o o
AT - 125089 BEHIBL IR B (Sigma-Aldrich, > 99%) 1L R
1.0 gL TR (Sigma » FE BB )M HEE 1000 ml
B milliQzk (10 mM)rE L3R4 —pH 5.4 (pHLINaOHWE R
T 0 7 2 S 1 B 1) O B SR B AR A -

[0082]0.55 gy H BE i BE (S%) W A R 10 mlAgHE 31 8L B8
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AREHR o RFIEER0.5% (W/v)RB RN E BOE WL B 40
# - K Hilg = F& (Polypeptide Laboratories) & ##1E 3% 8
Fro R LR B i S RAVREZ0.1 mg/mL- ¥ H pHfE f NaOH
BRI ET 5.4 - BRIEWILSS B ImLEE W H 3 27
LT - BEZEEE—-E5F FEMEE 0.1 mg/mL)AY
KM - I B AR pHES. 4 (JREN - B5.0%
6.0) - EZ/KMEAE YN EE IR AR R (BRI B AR 1
Bl ~ R ER (PLEMMED UL H BRG] - 1 H: R g
MY © XA AT B A AT BRI K (WRD T #8458 - B el
S G EEARERE-EEFEMEHRE -
Biigle -HE RS/ B E R EmE S

[0083]FE TR F AR EIME SFREHE T E A48 5
FTHE B RO R S iy AH DL 5 R T B3 -

=<4
ERVa) FmLEE ke
REMFER 10 mg E MRS

BHE S i _—/KkEY 3.24 mg AR
R EKEY) 1.43 mg AREHI
NaCl 7.5 mg S|
HCI q.s- I EpHS.5 pHEHER
NaOH q.s.FAETEpHS.5 pHFED

RSk FAETZE1 mL |

[0084] B2 #H B V0 = 1 S By & 5 -

[0085] =2t > — PLEAACT(FILITE— 1.0 mg/mLEY
RE TR RIEER TS EEEZETT) - SIS AB L
AR B AT (L BV e LA -

[0086] 321 M1 > BZAH BV T L5 — 18 5R A - B 1G5
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B DU AR B BFT IR 6 A ARG A - Bl A0 ig vt (L
FA{E B —BE 2 BT B R AT G 5RA » BZI€ B 7] LUE - Al
o FE-B-TEEE - RIUBFEREESS0 « & AR AL R B
ERNEREBHESR -
BHEBIT-FE 2027677E40°C T 7R85 R B DA B 45 R T -
B BB AR E R (pH 5.0 ~ 5.5~ DUR6.0) FERE— £ 6/ H 1Y HA R
& M
AR B 5 B

[0087]FE 202767 (Ferring)#& H £ W02009/122285F7 #2
B T IR T & X o FE 20276738 B AR B B P fN I 89 77 1518
—5%0.2 mg/mlAYIRE THIEENREZLApH (pH 5.0
5.5~ 6.0) NHY2S mMAMEE I B A% 18 YR (B /K 22 8 1Y ) 525
m M 5 5 B -1 R B AR BT VR (B B /K B 2 ) P - B SR VA TRAE
40°C THEEBREIF1IT6K » 1 EFEE0 - 15~ 30 ~ 84B1176°K
PREE

[0088] 45 &t #& F HPLCTTy % Fiki LA 2 78 2% 1 S [A] B e
EE T R E B IR E > FEH AR BRI H %
Ph B 7R BBk K Y 56 B2 HE BRI I /Y % R vs. A2 55 0 K Y % TH
ffg °

[0089]1HPLC J7 i= {# F — Agilent 1200 %% 2% - % & fH
(mobile phases)H I HPLCAE BT A (A=EC A 7KF50.01% TFA)
LB (B =FIA[70 % vivZEEE30 % v/iv/kK]FY0.01 %
TFA) » £33 0.3 mL/min/3# N EHEHE15% BER 14
W B 152 95% BE30 A 0 #EFEISE100% BIE3 S8
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A > B3 100% BRERFSs 8 LI 100% BE15% BFE14)§#
Ay - Phenomenex MAX-RP C18 > 2.0 x 150 mm » 4 um > 80-A
EMEZTEWREA > 7£210 nm FAUVEE - FEEBEE 10
pL -

[0090] i SR # BB /= 72 T FUHY 3R 5 LU R 72 B |8 Y 26 6 [l
o FEFRSEAES6E 1 0 CPSOZ7EpH S.ORYMER L BB Bk FL EE
RRETVR » CPS52AEpH SSHEBRREMBEEER © UK
CP60ZFEpH 6.0FY 18 15 i B 1o Bk B A2 BTV 5 CTS0Z 7EpH
508 e B A S B AR T VR 0 CTSS27EpH 5.5 et R i

BEEREE B E VR 5 LI CT6027EpH 6. 084 1158 5 B ik Pl B 48
E -
5. % TR B K (FEALEHOR)
KEG CP50 CP55 CP60 CT50 CT55 CTo60
0 100.00 100.00 100.00 100.00 100.00 100.00
6 99.97 99.83 99.65 99.66 99.75 100.00
15 99.66 99.31 99.54 99.51 99.71 99.40
30 99.47 99.30 99.26 99.29 n.a. 99.30
84 08.38 97.44 97.78 98.05 98.61 97.94
176 96.98 95.60 95.48 95.19 97.34 73.36

it 1 Y TRIERHISTREIE IS SRR ORAY% IS © na. =REXFAEHPLCIEHT
P S T R R R B, - CP={Ssiii - IR AT © CT=IEs
BRI -

A

%lg

[0091]FE 2027674 Fral by pHE El (pH 5.0 ~ 55D K
6.0) NI IEE L E - R E R ERNTFNEES %
G T HE1T6R 2R EF>95%F ex - BE1EpH 5.0825.50

40



1650134

EERERE R INEIEE CEN(CIS%EER) ; A > 7£
pH 6. 0K EE BB BT H 176K 2 B B BEZ I EHE -

[0092] =& B —EENRENKRENE HHFEHES
#£5.0826.02 IRYpH » BIER/DNEE BB (B0 > M|MILE
E) - TRENE  ZM A REBRLER - BHEPITEEHA -
FH2EHNEATEGHRENHE  REEMEEEE
AIpHIE B2 = H 2 E R A FEREMBIEATEER Rt &
B EFEEH BRI -

B PI8-FE 2027677£40°C TEZBEARNANRE R HER1
E3E AL e
LR 5 B

[0093]18% 75 EAB AR B 6417 - FE 202767 (Ferring)$5 H
FEWO02009/12228 5P 2 HYHY 5 AT W & 3¢ » FE 20276735 H
ARE BT R HIETE—50.2 me/mlfl e S T HE A TE
B ApH (pH 5.0 ~ 5.2+ 5.5~5.65~ 5.8~ 6.0) FFY25 mMfE
B HE AR BT VR (R B M R Na) ~ 10 mMEE B B 2 187 i (B
R T I W /TR 2 Na) 51 10 mM3R 3 iR B 4% 1 VR (1mM 3R 3 %
+NaOHE MBI pH)H < 207E TR F TR EIRY > FERERY
/N IEFBH|(NaCl, 7 mg/mLEH B FE47 mg/mL) L]
F|%& B 1% (isotonicity) - 32 E & LAY — L EFEME(F iR

%1 mg/mL ~ EDTA 1 mg/mL » 8 EDTA 1 mg/mLEd FH i

%
N

FF}.EH/'

F

i
2 1 mg/mLEYH &) FEE 7 (2R TR)BIERE—L—
BEE - E R I0ORIE /N -

[0094] B FEWAE40CIETS% RH NIRRT - 1 EES

N

5

W

41



1650134

30K (1{E H ) AR EE 90K (3 A Ak -

[0095] #% &t & F HPLCTT 4 3 ey LA 2 78 & 1 A [ B9
FHEE T RERAI TR E » FHRARERAN JTE
PLER TR AR K BY 56 B2 B BR Y g /Y % TET B vs AE 55 O K BY % H
% o

[0096] HPL.CJ5 yA 15 I — Agilent 11004825 - 2B AHH +
HPLCARETVRA (A=EL7KHY0.1% TFA) LA KB (B =E2 R Z &
f50.1 % TFA)ZEVRIH0.5 mL/5 48 F AABE20E30% BE
403884 > BFE30E60% BELSTEN - HE60E20% BE
14588 9 DA R 5220 % BIERE 10438 » Zorbax 300SB C18 »
3.0 x 150 mm > 3.5 pm > 300 ABFEEEE25 > 6214 nm
TLAUVAEAE] - FEHEERE 1S ul -

[0097] f&E SRR RIE TR -

=6

B8 | e | pn | e | seon | R | R
(mg/ml) | (mg/mL)

1 | HEETEEE| 6 NaCl e 0.186 0.187 0.182
2 | FEiETsEE | 565 | NaCl i 0.187 0.187 0.182
3 | eS| 58 | NaCl tia 0.187 0.187 0.182
4 | fEEEEEEE| S NaCl | Fnileig | 0.187 0.183 0.162
5 | MEEEREE | 5.5 NaCl | HFpiflilg | 0.187 0.187 0.171
6 |MEEEsEE| 6 NaCl | FfRi&ES | 0.186 0.187 0.181
7 |G| 6 NaCl EDTA 0.187 0.188 0.183
8 |mommes| o | Neal |THEAER 017 | 0187 | o01s2
ﬂ%ﬁﬂ fEEmsEE | 6 NaCl Eﬁ@g%ﬁ@ 0.000 0.000 0.000
9 |FEiETgEs| 5 | HEwER 1 0.187 0.186 0.173
10 |geEmss| 6 | HEEpEE i 0.188 0.186 0.180
11 | pEEsEE| S NaCl £ 0.186 0.187 0.183
12 |3EEEsEE| 52 | NaCl Eiia 0.187 0.188 0.184
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13 | BEErleEE | 565 | NaCl i3 0.187 0.188 0.183
14 | BEIfsEE | 6 NaCl #E 0.187 0.187 0.182
15 | BEofkkE) 5 NaCl | HEiZEg | 0.187 0.186 0.182
16 |GEEEeEE| 52 | NaCl | FpRlE | 0.187 0.185 0.182
17 | GEEEE| 5.65 | NaCl | FRlis | 0.187 0.186 0.180
18 | BEEEE| 6 NaCl | FARfERE | 0.187 0.188 0.181
19 |SEEES| 5 | HEERE i3 0.188 0.186 0.176
20 |GEIEEREE| 6 | HEEMERR % 0.187 0.099 0.124
21 | GRS | 5 | HERERE| ERREEE | 0187 0.180 0.012
f%—g” YOHRRER | 5 | HERMEEE | WRiiAER | 0.000 0.000 0.000
22 | DEEESEE| 6 | HEENEEZ| TREES | 0188 0.023 0.174
23 SheEE | 52 | NaCl s 0.186 0.186 0.183
24 | PBEEREE | 565 | NaCl i 0.187 0.187 0.184
i%%i?ﬂ SHEEEE | 5.65 | NaCl i3 0.000 0.000 0.000

[0098]FE 2027674 At &l Bt 9 pH R [ A Y AB I BR BB L e
FEIRE AR BT TR R3O R C R ES BT T BRI EEIFNL
EME e EAEpH S.0ES.6SHBRIHMRE R E R R IR E L E
fY 5 2RI - FE—ZepH 6.0F% FHER BE A% i (K 41 20 ~ 22)14£30
R BAEBENRERE - IS MENEEIBRZE—RIOK
HYKF AR (timescale) B LA EERY -

[0099]FE 202767 7R 4E Al 5 Y pH & [E] P B A2 15 R il £
FRRREERERTAEIORCBRESEEAF TERFHNTE
o B RIS RGN EpHEE B AT Eim(B140 - 7EpH
5.5816.7[H > 2 REM1IZEG6) - EfEpH 5.0E5.65HY JE IR EF
PR ER TAEIOR ZRINE L ER © B AL 21 BL227930 84
SOR G RIE R —IRBLEDHTE -

[0100] F 2% > LA AR Y FAE RS Z1E— RIORBIEF IR

i
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AN EER -
[0101]#5 RfE~NaCl2 —EILHEREEEFIEBH -
[0102] 40 B ATHE Ry —@E &R SR ZERY Bl 05 #% 78
HIE A 7E5.0826.0, IRV pH - B3 i/ N H A9 S B (5] 20 %
MEMED) - TRENZEZLTRERETERN - BEHYISHE
B FEEEE AR EERRENKE > REEMER:
ERpHIL A RER T ENMAEENE MBS IEER
T2 2 S Fh IR pY E s hn g -
B BI9-FE 202767 S 1 i 1 B/ B B AR T YRV B 7
[0103]1FE 202767 (Ferring)#% F37E W02009/122285H1 ff
RO TGEMEER - £ TRFPARENE SHEHE L
B e fl458SFr i a9 I8 e R A 0L 07 15 T i 3G -

e

>

%7
Ry FmLAYEE ThEe
+H-1-[4-FBzIGly7] dOT e
(FE 202767) 0.7mg TEIERSY

B E I —okEY 3.24 mg KR1ETE
EEREKEY) 1.43 mg FRTET
NaCl 7.5 mg B
HCl q.s.FEIEpHS.5 pHERE]
NaOH q.s.FEEpHS.5 pHERER

PR ESTHIZK FREIZE1 mL 2yl
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PHARMACEUTICAL COMPOSITIONS HAVING IMPROVED
STABILITY
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KB RAMNBARKEN L ERNERERY -

[3ExC]
The present invention relates to pharmaceutical compositions having
. improved stability.
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CH2-CO-Tyr(Me)-lle—GIn-Asn—HN-CH-CO-Pro—-Leu-Gly—NH2
CH2 CH2 S CH2

[Gly9OH] R EMFEE -
1 2 3 4 5 6 7 8 9
CH2-CO-Tyr(Me)-lle—GIn—Asn—-HN-CH-CO-Pro—-Leu-Gly—OH
CH2 CH2 S CH2

[Glud] FRAFER
1 2 3 4 5 6 7 8 9

CH2-CO-Tyr({Me)-lle—Glu-Asn—-HN-CH-CO-Pro—Leu-Gly—NH2

CH2 CH2 S CH2

[Asp5| FHMEE R ¢
1 2 3 4 5 6 7 8 9
CH2-CO-Tyr(Me)—lle—GIn-Asp—HN—-CH-CO—Pro—L eu—Gly—NH2

CH2 CH2 ) CH2
[betaAspS] R RMEEE ¢
1 2 3 4 5 6 7 8 9
CH2-CO-Tyr(Me)-lle—GIn-betaAsp—HN-CH-CO—Pro—Leu—Gly—NH2
CH2 CH2 S CH2
[DAsn5] R HiEE :
1 2 3 4 5 6 7 8 9

CH2—CO-Tyr(Me)-lle—-GIn-DAsn-HN-CH-CO-Pro—Leu-Gly—NH2

CH2 CH2 S CH2

LRI B = RSB EEY) ,

CH2-CO-Tyr(Me)-lle-GIn-DAsn-HN-CH-CO-Pro-Leu-Gly-NH2
I

CH2 CH2 SO CH2

GERMERE T - EAR-AHRE - EERIIEAS-HHRE)
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3. MIFSKIEIBREEY  HEEE —RER -

4. MIFERIEZHIMERY - EPERERE —EERE /PR
BRI -

P 5. MIFEKRIEIEQRMERY - EFZEFAEXADHE
VTR AP RRERZH0.01E4 mg/mL » 0.05
%2 mg/mL > 0.1% 1.4 mg/mL » 53%0.2%0.7 mg/mL -

6. AIFFKIEIBR2HERY) » RE—TEEHF —HEMLA -

7. MFRKEIBRERY)  HE—-TEEF—FBH -
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ZHIDEZEEEY
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