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AMBNBULIANIZVDIEN
779437 budesonide 160 mcg/1 dose + formoterol fumarate dihydrate 4.5 mcg/1 dose
inhalation powder, 120 dose inhalation

1. pausuRaly
1.1 guwuu g uiuganen
1.2 dwszneu T 1 dose Usgnaumae Budesonide 160 mcg
wag Formoterol Fumarate %38 Formoterol Fumarate Dihydrate R
auyanu Formoterol Fumarate 4.5 mcg
UNUTIY 120 doses
13 nwugussy  usIunwuzussydmiugedl Counter dose
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2. AuaNUAnamAlla

namsnsIvdaswinmun byl finished product specification Wae Specification of
Active pharmaceutical ingredient (API) 1819899 1nindusrsuatuiiieatu Jaldasnzilouse
ANMINMUANZATIUNITBIMITUALYN NTENTEEITUGY vaiindyiduildshadadeatuatud
euvivielmiminnasgrunduiiuladiunds suusenmansgnsasansisge o seydn
g1 A, 2561 asTudl 6 Sunan na. 2561 (@euszmiAlusATa U U 12 quamiug 2562)
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2.1 Finished product specification (In-house)
48 | Specification of finished product Acceptance criteria
In house

1 | Description/Appearance

Appearance of Powder Complied with finished product specification

Appearance of Inhaler

Identification Complied with finished product specification

Assay

Budesonide Complied with finished product specification

Formoterol Complied with finished product specification
3 | Uniformity of delivered dose Complied with finished product specification

Budesonide and formoterol fumarate
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¥a | Specification of finished product Acceptance criteria
In house
dihydrate
4 | Particle size %39 Aerodynamic size Complied with finished product specification

distribution #58 Mass Median
Diameter (MMD)

5 [ Impurities
Related substances

Budesonide:

- Individual known Not more than 0.5%
- Individual unknown Not more than 0.5%
- Total impurities Not more than 1.0%
Formoterol :

- Individual known Not more than 1.0%
- Individual unknown Not more than 1.0%
- Total impurities Not more than 2.5%
Number of actuations per inhaler NLT 120

7 | Moisture content (nseilaidl desiccant) | 4.5-5.5%

2.2 Specification of Active pharmaceutical ingredient (API) (USP, Ph.Eur.)

Budesonide :
" Acceptance criteria
) Specification of API
' USP 43 Ph.Eur.10.0
1 | Appearance - white or almost white
crystalline powder

2 | Identification

A. Infrared absorption IR Spectrum: corresponds | IR Spectrum: Complies

to standard

with budesonide CRS

B. UV Meets the requirement

4 | Assay (on the dried basis)

Epimer A: 40.0% - 51.0%

40.0 - 51.0 %

Both epimers: 98.0% - 102.0%

97.5 - 102.0 % of the
labeled amount on dried

substance

5 !mp_qrities
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Acceptance criteria

7o Specification of API
USP 43 Ph.Eur.10.0
~ - Organic impurities
_______ 16 O -Hydroxyprednisolone NMT 0.2%
Budesonide acetaldehyde acetal Nl;’IT 01% L
........... (epimers)
Budesonide o-homo analog NMT C.1%
________________ Desonide NMT 0.1%
- ) Budesonide glyoxal (epimers) NMT 0.07%
IIIIIIIIIIIII Budesonide related compound E NMT 0.1%
,,,,,,,,,,,,,,, Budesonide related compound L NMT 0.2%
Budesonide related compound G NMT 0.1%
(epimers)
___________ Budesomde 21-acetate (epimers) m NMT 0.1%
Budesonide 21-butyrate NMT 0.1%
Any other individual impurity NMT 0.1% |
Total specified impurities NMT 0.40%
Total unspecified impurities NMT 0.40%
- Related substance (Ph.Eur)
iy A NMT 0.2%
- Impurity L NMT 0.2%
- Impurity D NMT 0.2%
- Impurity K NMT 0.2%
- Unspecified impurities MNMT 0.10%
- Total lllll ! ;ﬁpurities NMT 0.5%
6 | Microbial enumeration tests and Tests
for specified microorganisms
- The total aerobic migroblal courit NMT 10° cfu/g,
- and the total combined molds ar:c—im - " NMT 10° cfu/g_
yeast count is
7 | Loss on drying (USP) or NMT 0.30%
Loss on drying (Eur.Ph) NMT 0.5%
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Formoterol Fumarate or Formoterol fumarate dihydrate
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Acceptance criteria

1o Specification of API Formoterol fumarate Formot.erol mae
USP 43 dihydrate
Ph.Eur.10.0
1 | Appearance E White or almost white or
slightly yellow powder
2 | Identification (USP) -
A. Infrared absorption IR Spectrum: IR Spectrum: corresponds
' corresponds to to standard
i standard
B. HPLC Meets the requirement
3 | Assay (on the dried basis) 98.5% - 101.5 % 98.5% - 101.5 %
4 | Impurities
Residue on ignition NMT 0.1%
llllll 0 rganlcnmpun;l_es SN nstl Ph.Eur.10.7 as29lawiy
Formoterol related compound
AJF, unspecified impurities ,total
impurities
® Formoterol related compound G NMT 01%
~~—‘ Formoterol related compound A NMT 0.3% NMTO3% |
IIIIIIIIIIIIII ® Formoterol related compound B NMT 0.2% NMT 0.2%
® Formoterol related compound C NMTOZ% ~ p ~ NMT 0.2%
_____ ® Formoterol related compound D NMT 0.2% ~ NMT 0.2%
® Formoterol related compound E NMT 0.1% NMT 0.1%
® Formoterol related compound F NMT 0.2% NMT 0.2%
: (Ph.Eur 10.7 NMT 0.15%)
IIIIIIIII . Formoterel related compound H NMT 0.1% |
_____ S | lmptitios LBl
® Any individual unspecified NMT 0.1% NMT 0.1%
impurity b
® Total impurities NMT 0.5% NMT 0.5%
® |imit of Formoterol related NMT 0.3%
compound |
® pH 5585 5.95~05
5 LS_peciﬁc rotation/optical rotation Between -0.10° and +0.10°
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Acceptance criteria
) Specification of API Formoterol fumarate e S apbe
dihydrate
USP 43
Ph.Eur.10.0
6 | Water 4.0 - 5.0% 4.0 - 5.0%
NABLNG NMT = not more than

* %298 Dissolution wag Uniformity of dosage units liluuienansuanisieagiden
NAN13A529AT1Es ndlldudseasBesiidudnaylilulu coa

- nsdifleamzifyuudsmsiiu (waive) msnsiaaeudiasisisienisle Iduuans
lnasvdngudananilldsueyiise

- Drug substance specification W1sanluIiAIeivends drug substance %3
TuAAs189f drug substance veaguane1d1Ta3U avulaatunids dalin1snsae
Ansesiasuynviadeditmun

3, M5UTLEUAIUSLANSATNAB51A1 (Price Performance)
= :!l = 1 =Y ]
SIUALLBYANIULENENS 1589 N1SUsLUAIUSEEANSAINMDI1AT (Price Performance)

a. wnansillunisiensn
lenansillunnsinnsanaunmetlfiSesdduienansniousyymneiasionalsn iy
faeluil
1) dwnenarsmiiven mwilve uay/mienwdangy
wunewn: unsalidldesunuuasdesdienarsuansdeuddvesenfiimunsiuses
MndnnuaugnITInITeIMIsuate Mansienfuiifeusld dearssets doviuld
diguwhiugsuulumnmenildlunsinnuinty waslinsssydeanudeunisldenly
lulenansfiuen
2) AUUNBNANTUARBRAIINULAAINYBINULUTTY (WHeEuAENFBdEn) suiildtungiouly
3) durdvetunsifoumiuer (wuu n.e.1 vie 8.1) asuyantih wieussaziuanu
dnuziamzyeeIduiiguuardenmuninsgIuYesisn1sansesien (Finished Product
Specification and Analytical Procedures) fitunzifeuly Inedesdrademueniivsenan
nIEnsRasIugYiusemie ninitusene
wuBIg: NIfifiogseninsrodsuntaudleitiinssiuazdodmuauinsgiuld
aonndaamuieiussmasusesv o nenagadadinnuauznTsIMIE IS IATE
TWuuvdundveudludsuutasenslunadousihiue (wuu ne. 9) wie duundive
uiluasuwammemslunsleuwihiue (wuu o.5) amfeuiuie
8) dunluddyanstunsdeusisuen (wuu vie.2 vie ve.3 vio ve.a vie ©.2 udusinsd)
4.1.1.nsdifewdsluusendlng ve.2)
4.1.2.nsdimemitiivemsudsussglulsemelng (ne.3)
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4.1.3.nselgnihdannsinssema (ne.6)
wangme: nsdiiniswdsuulanudluFueygauasamuiings Wuuudnundmeudle

Wasuwasmemslumsidouhiuen (wuu ne. 9) wie diundvsudluasuuasenis

Tungifeusfuenieatudfuoyyauazanuiingn (W .4)

drumdadesuseswnnsgiunisndneinundninusisn1snalunsuanea (Good

Manufacturing Practices (GMP)) /PICs (Pharmaceutical Inspection Co-operation Science)

Imgmiaganu PIC/S participating authorities R UaA1EAANIBUNIIANTITEBU JNANITIUTEN

frfuusemauszmesndidnnsedng lumnafiifadostueiliaue Ussneude

5.1. duvilsdeiusennasgunsHaneinaumdninusiisnisialunisuaningiuden
dAgy (Certificate of GMP Active Pharmaceutical Ingredient (API))

5.2. dnumilsdofusemnsgrunsuaneaundninaeiisnisiinlunisuanudn fusie
@393 (Certificate of GMP Finished Product)

Tunsdiifugnindransssemne guansostidiumiidesuseananius (Certificate of

pharmaceutical products, CPP) #5antad83u593an1591M18 (Certificate of free sales,
CFs) lumnagiiausye atuaganussunsanvasulasiinaiusesticiulszniasznin
5701
WnsgIuresteimunnunIniIngAudiu1d1Aty (Active Pharmaceutical Ingredient
Specification) uagnAnsausigndiagy (Finished Product Specification)
7.1. @wnunsgiudngAunlgdrfy (Active Pharmaceutical Ingredient Specification)
warunsgIunaniueisndiegu (Finished Product Specification) lngsgysitsnen
(Pharmacopoeia) ld1dimsiianesilasinasgrustdesdoniulunudadmua
uazAsFILYeIMIleselumhmelamemils aulszmeAnsEnseas1ng
5eq seyshsen
7.2. @111 drug monograph ﬂﬂiﬁ‘jdﬁ%ﬂﬁ'lﬁ'fg (Active Pharmaceutical Ingredient) wag
wAnsTausie1d5agU (Finished Product)
7.3. nsdfTngAude1d1/7y (Active Pharmaceutical Ingredient Specification) #3®
nanstaueiedusagy (Finished Product Specification) liusanglusnaen (Non-official
pharmacopoeia) fesuanmangmieniinasguessmsinseiiulumudonisde
losieluil
?.3.1.ﬁ?’faﬁmumasmmigwwuaqmﬁtﬂiww"[,uﬁmawmﬂssmﬁﬁlﬂuﬁm‘iﬂ’um The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) %30

7.3.2 S MuALaLINASTILYBINTIATIZWEHER (In-house process) Tidenadaariu
ICH Guidelines %58

7.33 *aamvmﬂLLavmmimum‘lﬂﬁmn'mmwﬁﬁﬁmumﬁ‘luﬁﬂﬂm ﬁmm’tﬂ FN3EN
wila MUUTENIANTENTNEGITUEY 09 YA mwzusﬂuwmuuq
(General requirement for dosage form)

wareing: Yodvunauainingiusiendifty (Active Pharmaceutical Ingredient

Specification) uagnAnfausiend3agy (Finished Product Specification) A23819831N#131
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9)

10)

. Page 70of 8

Wertuuazatuideatu snduudnsdiidisofidedmunuaginnsgruvesmsitesies

WwzingAused A vie ndndunendusagy

dunilsdasusemanisilasieyt (Certificate of Analysis (CoA)) laesniUsznaunie

8.1. dnwilsdesusemanmsinseningausendfgy (Certificate of Analysis of Active
Pharmaceutical Ingredient (API)) Tnadpsusenauniy
8.1.1.dwwmildesusasmanisliaseiingiuiendfy vesdndningausaendAg

(Supplier)
8.1.2.dwumilvdesusemansinneiingiusend Ay veaudandndnsietdniagy
(Manufacturer)

8.2. dnumtadsfusenanisiinTisindadueiendniagy (Certificate of Analysis of
Finished Product) vaunanxansiasiendiiagy (Manufacturer)

8.3. nanstudumuduiusssningumnaavesingausied@fsy (drug substance) uag
Jumsnanvaandntasidusagy (finished product) Aldlumsnanenfuiidwey

ANUNDNANTUARINANTANYIAINAINA (Stability data)

9.1. AUUNONATUANINANTANYIAINAIAITEEEETT (Long term stability data) 91u7u 3
JUMIHER

9.2. d1LUNDNATUANINANITANWIAINALFIIUANIELTS (Accelerated stability data)
U 3 JUNSHER

9.3, Auunenarsuananantsfnmiiuansigrannsainuvaiineld 1 ga dnuiuang
Ussdndnamssnw (nadiende) (i)

9.4. nsdhdueniidesazate Adevnsneuld Wdunenarsuanisfnwinnuasiandanis
asauuwas/M3e 138979 / naalald Tudvhazaieseg AsuduLazdennqasiu@nas
ANuen (In use stability data)

dwumilsdesusesndndneienduiag (Certificate of Pharmaceutical Product) lanizen

itnlulszinalneg

11) dnundngiuauanyavendnduien (Bioequivalence) lagHan1SANYIAIUENLATOS

nanA9e (Bioequivalence) Lulumutariinun ASEAN Guidelines for the Conduct of
Bioavailability and Bioequivalence Studies 38 gilan1sfinw1¥1ussansnauasiauya
vowanusien nsznvansisge Tnsamdundemhsnudnuiauyeildfunsiuses
0 dninnuaugnssunsensuaze atutiagiy (nsdlldlieduuuy)

12) duumifadefusesunsgrunisujiBarundninaeiisnsnaluesdjianis (Good

13)

" =iel o & = =
Laboratory Practices (GLP) lunseiiivins@inwdianyadisnadszine
duumidesuseannigumsiiuinwwaznszaeemamdninueiisnsiatunsiiuinm
warns¥anwen (Good Storage Practice / Good Distribution Practice (GSP/GDP))

14) flavenadosdsiogeenetnnles 3 mioussyius

15) dumnledesusennmsguiesufjoRnig ISO/EC 17025 Tumemseniaus (Fhi)

16) dunenansuansdeyanisifsunsussglu Green book vesnsuivenmaninsumme (6nd)
17) dnunenansuansdayanislisunisussqlu Orange book 189 US.FDA. 58 European

Medicines Agency (f1)
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18) n3fdluildesunuudesuaninis@nwmiendtn (Clinical trial) vaenluysenalnefinansis

= e =i ot o =l e L4 L |
NaVAALNYaIWUSEUL gunuyImULUY LLﬂSﬂﬂﬂJ‘iﬂU’ﬂ'iﬁ"l INNNTUNNE (074)

19) M3RUTUATLFTINNENUMINY FENIARMENITUNITARAIUNITE UV UG [TDILNEUNRT EEITN

1 i ] - = - ﬂi :J v ot
MMENTALATUNITVIBE1YBIUTEINALNY WA, 2559 nFoasusTsuduY Naeandesiu
Useniav (§15)

o
5. Wouludue

1)
2)

3)

gwesllongmdelitesnit 1 ¥ fuanfufidweven

vmniavnrsnanidasuliudlsameuiassfesduuimledesusesnanisiinsies

(Certificate of Analysis (CoA))
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