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779437 : Budesonide 160 mcg/1 dose + formoterol fumarate dihydrate 4.5 mcg/1 dose
inhalation powder, 120 dose inhalation

1. pusut@Analy
1.1 jUuuu gesdmIugan1Uan
1.2 dmsznou T 1 dose Useneumy Budesonide 160 mcg
wag Formoterol Fumarate %38 Formotercl Fumarate Dihydrate R
auyanu Formoterol Fumarate 4.5 mcg
WIAUIIY 120 doses
1.3 MYususi U‘ii’{iﬂﬂ’lﬁ%llﬁﬁ]ﬁ’]ﬂ%@ﬁ Counter dose
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2. pausuUANIamaila

Han13nI9TATIeiRn IwlulUAIy finished product specification uag Specification of
Active pharmaceutical ingredient (AP)) fig198sa1nundusfuatuiiiendu eldaanzideuse
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Wiruwiwdelmininuasgrundsifuladisunils auuseniensensansisagy 3o seyehs
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2.1 Finished product specification (In-house)
e | 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
3 | 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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Related substances
Budesonide:

- Individual known

- Individual unknown
- Total impurities
Formoterol :

- Individual known

- Individual unknown

- Total impurities

Not more than 0.5%
Not more than 0.5%
Not more than 1.0%

Not more than 1.0%
Not more than 1.0%
Not more than 2.5%

99 | Specification of finished product Acceptance criteria
In house
dihydrate
4 | Particle size %38 Aerodynamic size Complied with finished product specification
distribution %38 Mass Median
Diameter (MMD)
5 | Impurities

Number of actuations per inhaler

NLT 120

Moisture content (nsadludl desiccant)

4.5-5.5%

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

Acceptance criteria

to standard

o R of AP 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

with budesonide CRS

""g‘ —
-_'J.l‘?i_f\\mu

B. UV Meets the requirement o
4 | Assay (on the dried basis) AR «w; ":'%:‘_
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 | Impurities
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& Specification of API Acceptance criteria
: USP 43 Ph.Eur,10.0
- Organic impurities
® 16 O -Hydroxyprednisolone NMT 0.2%
® Budesonide acetaldehyde acetal NMT 0.1%
(epimers)
® Budesonide o-homo analog NMT 0.1%
® Desonlde NMT 0.1%
® Budesonide glyoxal (epimers) NMT 0.07%
® Budesonide related compound E NMT 0.1%
® Budesonide related compound L NMT 0.2%
® Budesonide related compound G NMT 0.1%
(epimers)
® Budesonide 21-acetate (epimers) 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)
- Impurity A NMT 0.2%
- Impurity L NMT 0.2%
- Impurity D NMT 0.2%
- Impurity K NMT 0.2%
- Unspecified impurities NMT 0.10%
- Total impurities NMT 0.5%
6 | Microbial enumeration tests and Tests
for specified microorganisms oy
- The total aerobic microbial count NMT 10° cfu/g,
- and the total combined molds and NMT 107 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
1) Specification of API Formoterol fumarate Formot-erol s
USP 43 dissins
Ph.Eur.10.0
1 | Appearance - White or almost white or
< slightly yellow powder
2 | Identification (USP) > | gt il
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%
Organic impurities n36l Ph.Eur.10.7 AsIlawe
Formoterol related compound
AJF, unspecified impurities ,total
lllllllll impurities
® Formoterol related compound G NMT 0.1% u_:‘k w‘ : .
® Formoterol related compound A | NMT 0.3% NMT 0.3%
| ® Formoterol related compound B NMT 02% NM_T 0.2%
® Formoterol related compound C NMT 0.2% 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%
B (Ph.Eur 10.7 NMT 0.15%)
® Formoterol related compound H NMT 0.1% 3 = . Q
® Impurities | S e et NMT 0.3%
® Any individual unspecified NMT 0.1% NMT 0.1%
impurity
® Total impurities NMT 0.5% NMT 0 5% HE
e Limit of Formoterol related NMT 0.3% .- '
compound | SR -
e pH 5565 5.5 ~6.5
5 | Specific rotation/optical rotation Between -0.10° and +0.10°
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ﬂﬂwﬂﬁllﬂ'l‘iﬁﬂWﬁﬂﬂﬁﬂmﬂﬂuﬂl‘;ﬁmﬂﬂ'ﬂmomﬂ'l"

2 ﬁﬁﬂ %b} /ﬁo AFTUNTT 3, i‘N'UiJ

(um. T denadued)

(ney.ada

‘S‘mﬁ)

7l

(ney.a¥5 Blnmidn)

nITUNTg




i1 5911 8

Acceptance criteria
L1D) Specification of API Formoterol fumarate Formatesel Rimng
dihydrate
USP 43
Ph.Eur.10.0
6 | Water 4.0 - 5.0% 4.0 - 5.0%
NUYLNR NMT = not more than

* i2da Dissolution wag Uniformity of dosage units ThluutanaIsuanIsItaziden
Han1ITITIATIEE windildudineandeaiidusianlilulu coa

- nsdinaanedoundainisdu (waive) nsasavasudiasiesisenisla Wiuuans
nasdngusananildfueysiise

- Drug substance specification W13 NAATIEIVEWKER drug substance 1138
Tudias1evt drug substance vasfuAnsrdniagy asulaatunds Fadnsnsaa
Anrseviasuyniaderiivun

3. n1sUszliuAuseansnaneasnan (Price Performance)
= A - 1 = 1 &
SI9aLLDYANIULDNETT 1589 MSUTEEHUAUSZANSAIN®B31AT (Price Performance)

4. enansltlumsnansan
Luanm'sﬁ'L‘ﬁ‘lum*sﬁm'ﬁmqmn'mm‘lﬁﬁ'aqﬁﬂﬁ‘maﬂa'ﬁw%'am:wmaLamanmsmuﬁwﬁ‘u
paraluil
1) duuienarsmiuen nMwing uag/MIBmusingy
e lunsdiiflvenduiuuasdesdionansuansiouddvsiiumsiuses
MndnnuANgnsINNITeTMITHAzEY uansienduiiteudd deaisseds devwld

wa ] (7] i 7 (7] [ 7] =l L 13 ] & v
Wisuwihduesusuuluruiaeildlunisinwiyindy wazdimsseydeanuiiounsldell
Tuenansifuen

2) duuenasuanitomINULRAINTEINITULUTTY (Wseuaenasiyn) auitldtunydeul
3) dnurAivetunsioudifuer (Wuu n.e.1 v3e v.1) asuynuii wieusvaviBungw
dnvuzianzyaserdiiiguuarderimunnnsgiuresisniinieie (Finished Product
Specification and Analytical Procedures) fitungideuly Tnespadradaifueiiiussnie
NIENSNATITUGUIUTBMTD InnI SN
wagng: nsdiflegseninsveiasuulawdlyisiinnsiuasdeimununsgiuli
aenndaanuiMefiusmatusevIadnenaiganedinuANLNIINNIIMITUAYEN
Wuwvdudweudluwasunlassemslunsdeusiiuen (W ne. 9) vie duurfmae
uwhludsuwvasmemslunsdousiiiuen Wy v.5) indeuiudaey
8) dunluddgynistunzdouiiuen Wy ve.2 vie ve.3 v3e ne.d wie 8.2 udusinsd)
4.1.1.n3dewanlulseelne (e.2)
4.1.2.nsdinemiditemsutsussqludsemelneg (ne.3)
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4.1.3 ndilemindransneusema (ne.a)
wgvn: nsaliinmswasuuvaudluiiusugnauazaniuiingn Wuuudundweudly

Wasuwassemslunadeusiue (wwu ne. 9) vie duurrvsudludsuudassens

Tunsidsusfusieriuifueygnuazsanuiings (Wu o.4)

5) ﬁﬂl.uwﬁ'qﬁa%'u‘sm:u'1migwmwﬁmmmmwéfnanﬁﬁ'ﬁ'mi‘ﬁ'ﬁ'{umwﬁma’l (Good
Manufacturing Practices (GMP)) /PICs (Pharmaceuﬁcal Inspection Co-operation Science)
Tnenuaesu PIC/S participating authorities aUUAEANINSEUNSNSITABY LNANISSUSDS
feiulsemeausmasadidnnseding lumneiAeadesiuiiiaus Useneude
5.1. dnumilidedusesnnsgrunisudnetnumdninaeiisnisfinlunisuanngiusaen

d1Agy (Certificate of GMP Active Pharmaceutical Ingredient (API))
5.2. duumfadefusesnasgunisanenundninaeiisnisialunisaanan Susien
#1593 (Certificate of GMP Finished Product)
6) lunsdiifiugnindrainsrsuseine fuandesiidnumtidosusomansing (Certificate of
pharmaceutical products, CPP) n3avtiadaiusein1siinuig (Certificate of free sales,
cFs) lumnaniiauens atuaganmuseuntsnseasulneiinaiusesieiulsenimusznan
7R
7) wInsgIuvevefuafuANIngAuA1e1d1AY (Active Pharmaceutical Ingredient
Specification) wagnAnsinusiand3agu (Finished Product Specification)
7.1 duninsguingiuiiendiagy (Active Pharmaceutical Ingredient Specification)
Lasu1nsgrundniueisndiagy (Finished Product Specification) Ingssysii9181
(Pharmacopoeia) Til81s8amsiaszilasuasguetinlssdouduluaudermun
LLﬂ3NWMiﬁ‘m‘Hax‘lﬂ’l‘ﬁLﬂ'ﬂzﬂuﬁ’li’lEJ"IIﬂFT']'i’]Ej’lmjﬂ AINUTENANTINT AT TUEY
59 FHYINTIEN
7.2. d11u1 drug monograph ‘anﬂzaﬁ"w’lﬁ'lﬁ'm (Active Pharmaceutical Ingredient) ua
wansusierdiSagu (Finished Product)
7.3. nsdNTmgAuire1d1fgy (Active Pharmaceutical Ingredient Specification) #3 8
Namnmm’]ﬁ'}ﬁﬂiﬂ (Finished Product Specification) liusinglus1sen (Non-official
pharmacopoela) GlENLLﬂfﬂWﬁﬂﬁ’mﬂEﬂmﬂfﬂ?ﬁ’m'ﬂE]~‘1ﬂW'i’ltﬂi'lumﬂulﬂﬁ'm%}aﬂuwa
Tasoluil
731 idermuanaznasgemsinneiluinevesUsumaiiduaindnves The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) ED)

7.3.2 dofmunuazinnIgINYINTIATIEIENER (In-house process) faenadofiu
ICH Guidelines %38

1.33. “IJE!ﬂWﬂuﬂLLa”mﬂ‘i‘éﬂu'ﬂ’ﬂﬂ‘ﬂadﬂ'li']Lﬂ'i']“ﬂﬂﬂ’]ﬂﬂﬂl’numi’lm m‘i’lﬂ’ﬂm A58
Wie AUUSENIANSENTINENSITAIAY (309 SEYFIEN a'mw'i'duu*umuue]
(General requirement for dosage form)

wugivg: deivuaguamingiuieidifgy (Active Pharmaceutical Ingredient

Specification) uagnAnsusiendn3agy (Finished Product Specification) AI3819BRINANT
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Wertunazatuideatu enfuudnsdisseddetmuauazuinsgiureanisiinsey
e ingauimedfey vise ndndusiendiiagy
8) dlumilidosusananiIsiAs Iyt (Certificate of Analysis (CoA)) TneRasusenaume

8.1. dumisdeuseamamsiiaTsiingaumedfny (Certificate of Analysis of Active
Pharmaceutical Ingredient (API)) lnufinsusznausiy
8.1.LdwwmnisieTusesramsiiassiingauiendifiey veunaningauiedAgy

(Supplier)
8.1.2.dwummbdesusemansiiaseningiusenddy veundnndadnmienduiagy
(Manufacturer)

8.2. dumisdssusananisiineindndaeiendniagy (Certificate of Analysis of
Finished Product) vawjnannansasiedniagu (Manufacturer)

8.3. nanstiudumnuduiusseninsqunsnanvesingausiendifgy (drug substance) wae
JumananvenanTusidniagu (finished product) AlFlumandnefuiidemey

9) dlulenasuanINanISANYIAINAL (Stability data)

9.1. AUNBNAITUAMINANIIANWIAINAIRITEEZE (Long term stability data) 91uu 3
JUMIWAR

9.2. @MUNDNAITUANINANITANWIAIINAIA LUANTIELTY (Accelerated stability data)
U 3 JUATHER

9.3, duonansuannan1sAnwkansierauisavinuiadaenld 1 ga Anuiudns
UsednSwamsinw (nsdipaudin) (@nd)

9.4, nydhfugniifesazars ATeneneuld Wduunenansnanisfinwaiunsiandanis
avaway/vM3e 190 / ndalnly ludvhavanesney AsuMuLaTdenARDINUBNENT
fMAue (In use stability data)

10) dumilideusendnsnsiend 593U (Certificate of Pharmaceutical Product) 1an1zen
danlulssmalny

11) dundngiuauauyavesndningel (Bicequivalence) lagkan1sAnwIAMNENYATOS
nanAuNe (Bioequivalence) Wuluaudenviun ASEAN Guidelines for the Conduct of

Bioavailability and Bioequivalence Studies 38 glan1sfnw1¥ilsednsnauwazTauya

vemAnTusi1 nsEnsnansnsngy TngamtuviemhsnuAnunauyailifunisiuses

N dninnuengnsumsesuaren atutlaquy (nsdllilversuuuy)

12) dwmiidefusesnnsgrunsufianunaninasiisnisialuiesujuinis (Good

Laboratory Practices (GLP) lunseifivhmsfinynfauyadisneysene

13) dmidefuseunnIgumafivinyuasnizneemundninasisnsna unsiuinm
wasNILI8E (Good Storage Practice / Good Distribution Practice (GSP/GDP))

14) fiaveninvisdeiogeenagnaies 3 mhoussyiug

15) diumiadefuseannsgruviesufifing ISO/IEC 17025 Tusemseiiaue (@)

16) diuienansuanideyanslfsumsussqlu Green book vasnsingraminsuwng (i)

17) dnuenansuanadayanislaFunisussqlu Orange book ¥84 USFDA. 38 European
Medicines Agency (§1dl)

PRIENTIUMIAMUATIALBEALALAMAN VITIANY
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18) nsalaildendunuudeananinsinemienan (Clinical trial) vasenluussmalnefiuanads
nanwAatnYessnUTsUisuAUE UL UULAS ARLW LTI TUNTE (673)

19) MDUIUTILSTIUMINNUAUY SN IARRIEATIUMIRALITEUUEUINTIR (3o0naanesssu
JfensduasunisvservesUsemalng we. 2559 n3ev3usssudue faenndosfiu
Usegmav (6n3)

5. avlvduy

1) gwesiogmdslitosnit 1 T Wunniuildwesue

2) smniavnisnanidweuliunlsaneuiassdesdiiuimiadesuseawanisitasies
(Certificate of Analysis (CoA))

3) frwesdeilluiuseniudsusilaslndmumenyvdeileiiansidenanimisurvunny
U

) mnlseranudamamnmanudasusuasdesnsdwsaiednmeinaam
Smeudadusienstugiuinteumltiiglunisiinngiguamen uasdenludiuiu
gnauIlATIEVAULALTINE TG

5) fiauenmue)duseulisnidndyginaunsuimun il
5.1. mniinsduarsirneinnnsuingmaninsundudinansinszsiliduluaiy

=b ey

UMIFIY

5.2. madidnfasiwiaignidsniviunniemarnlasdniniuanenssumssmsuazen

5.3, nadnuilgmamnmainuintusifiotndiwadeyssaninauazauyasadeseiaed
lasuen

5.4. nsdifinaznssunandenssunaznisiidadagteenaintyden 1saeruiavesnian
msdeeelundedaly
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