AMANYUIANIZUDIET
rt insulin (70:30) 100 uni

prefilled pen, 3 ml.

YaE Degludec insulin : Aspart insulin (70:30) 100 unit/ml solution for injection in prefilled pen, 3 ml.
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2 Tu 1 vaan Ussnaumesenddty Degludec insulin wag Aspart insulin Tudnsdrusaear 70 e
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2. auduUANIImatia
(1) Identification test

- Degludec : rsmwhumuﬁszu’iu finished product specification
- Aspart : mwmummﬁisqlu finished product specification
(2)  Ysuaumendngy
- Degludec : 95.0-105.0%
- Aspart : : 95.0-105.0%
(3) pH : 7.0-7.80
(4)  High molecular weight proteins - ldynnan 0.6%
(5)  Bacterial endotoxins - laitAiu 80 endotoxin units/ml
(6)  Sterility test - : m'i’Jilchumuﬁ‘squu finished product specification
(7)  Related substances
- Hydrophilic impurities - laannnin 0.9%
- Hydrophobic related substances  : lsiannnin 2.1%
- Hydrophobic impurities . ldunndn 0.9%
- B28isoAsp insulin aspart . liunnan 1.0%
- Desamido insulin aspart . ldunnin 2.1%
- Insulin aspart related impurities . liannnan 1.4%
(8)  Particulate matter
- quweymA = 10 Tuaseu : ladifiu 6,000 aYNIA/AUIAUTIY
~qwweyna > 25 luaseu : Ll 600 aYNA/ANAUTIY
(9)  Zinc total : 233 - 31.5 pyg/ml

(10) Metacresol : 1.58 — 1.89 meg/ml
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(1) dunnmaeenansmsidsueygatunsboudiiue Wesminelulszmdlneuazduna (declare)
UWAIHER
11 luddynstunadouive (8.2 ve.2 ve.3 ve.d uduansd)
111 Tunsddueiindalulszmelng (e ne.2)
112 Tunsddugntinduiienisutaussy (e ve.3)
113 lunsdimdugnindhandnsussma (manedis e.4)
12 Mastunuiou ve.1/o1 vesenilauesan wisnswazdeaiidenimuauaun Y
AR FusmLRtunsdew (finished product specification) wazdafMunAMA MY
TmgAv (drug substance specification) n'szﬁag};iw'jwam‘nﬂﬁtmwuaauﬁ‘lmﬁmﬁm:ﬁaa
wuutenatsmsvaudley (8.5) 1wsay finished product specification wag/v3e drug
Substance specification lngvauflunauiulszmalszmasimdianvsetinduaslsiiu
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AUV UTLAZITNNSARIUNNIHEREY GMP-PIC/S %38 US cGMP 183UssinAgHana Uy
anaamusaumsnrasulasiinanisiuseatisiulsznimlszmanmaiannsaing
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3.1 mamsms'm':nLﬂ'ﬁ'\mﬂmmwwamﬂmmaamwam (Certification of analysis) ‘lu&ﬂ'suw
dnfushogannduanvieminsanudinsgnsaanstsnguives
3.2 man"rsm'ﬁfmt.ﬂs’nmﬂmn'm’mmu (Raw material) vasaenddryiiltlunisuanen
‘su‘nmujumaaNm'uammammm"wmammnmu
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swazidualdasudumuiinmualuite anauivhludreiu dwmiudeds
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7.1 mm;mmwaauaummluuaamﬂ 1 U wuaniudweu
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7.3 'Luﬂmwmaiwm'smm'iaumamwmamau Lwaaamammmmammw NUIYITIYNI3
Fgvihmiladesoweietnee lneruneas FosdsnfiuBnmusuIuTiviaesINsdnsIa
AATITAUAY Lﬂumwmwmlmwiun"rim'm'n.ﬂ'ﬂvwmmmw Tunsdifinuinelaiduly
MIUAMSNYLIANE W85 1¥N15UeANLENE LITURIITUINSIAUETIANERINEIVDIE Y
LLau/wsammam‘luﬂ‘sqmalﬂ

7.4 mma%umaﬁuLﬂaaummamﬂﬂawumma vidaulssuinnsidenanimnauivun

7.5 uswmmmsmvmaamvwﬂ1sqmaquLaumiann‘tﬂwamﬂmmﬁlm'ﬁum‘s‘smaa
Good Distribution Practice wag Good Storage Practice (Certificate of GDP uay GSP)
lundnsueiendaing deesdndeheszuuritldaudu (Cold Chain System)

(8) Lanaﬂsﬁuq

81 lunsaiunsidousnununnnin 2 U agdesiidnuinmaisransAne Long term  stability
muiguiudlungdousnnuans

82 nstitlalgendunuuasdesiinanisinuiia 3 fu fe

8.2.1 Quality part #iaevin13AnWY head to head wW3guLigunu Reference product
Lﬁaﬁmswsﬁm%wmﬁauﬁhm (Impurities)

8.2.2 Non-clinical part #84vi1 Bioassay study ienaasuALansnlun1sIuAY
Receptor uag Insulin-like Growth Factor-1 Receptor (IGF-1R) waznIsAN
qwémﬁ'meﬁLﬁmﬁmumuaaﬁu 19U glycogen formation, lipogenesis,
inhibition of stimulated lipolysis napAu glucose transport Inesaslatie
Uae 375

8.2.3 Clinical part #p3¥i1 Single dose crossover pre study , crossover double bLlnd
hyperinsulinaemic euglycaemic clamp study , |mmunogenlcny study \iednwm
manseugiiduiuvessanie Wussesinan 12 e Tnefieneiidoadnuiuisuiiieu
fiu Reference product laitiounan 6 oy ﬂwwauaﬂ’rﬁﬁnm'[,umu PK Studies, PD
Studies, Efficacy and Safety Studies (Risk Managernent Plan)
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9.2 n‘smmamnmmawumummsamn‘umumnwaammﬂ TRdTINUANMENTINNITEIMITUASEN
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