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764107: fluticasone propionate 250 mcg/1 dose + salmeterol 25 mcg/1 dose

pressurised inhalation, suspension, 120 dose actuation
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1.5.1. Aruauufves e msdmiuganadin Insuanina/ninsaa Universal test sasialuil

%9

Tests

Acceptance criteria

Identification

Complied with finished product specification

Assay

Complied to specific test of Finished product
(2.1)

Uniformity of delivered dose

Complied to specific test of Finished product
(21)

Fine particle dose

Complied to specific test of Finished product
v

Elemental Impurities analysis

/Related substance «cH asaq3s.a30R1),
Elemental impurities in drug products, FDA guidance
for industry (August 2018), USP<232>,<233>,<2232>, BP
supplementary chapter IV Q , EP general text 5.20)

éompUed to specific test of Finished product
(2.1)
(WoaseemralilediAunnni1 Reporting
threshold)

Related substances %38 Impurities

and degradation products

Complied to specific test of Finished product
(2.1)

Number of deliveries per inhaler

Complied to specific test of Finished product
(2.1.)
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1.5.2 AnuaNUAYD4 Active Pharmaceutical ingredient In154aRINA/N159527 Universal
test famalull

%8 Test Acceptance criteria
1. | Description/Appearance Complied to Active pharmaceutical
ingredient specification
2. | Identification complied to all requirement of all specified
procedures in the test on Reference
monograph
3. | Assay complied to specific test of Active

pharmaceutical ingredient
(Shelf-life COA only) (2.2)

4. | Elemental Impurities analysis Complied to Active pharmaceutical

/Related substance cHasnaseorn, | ingredient specification or specific test (2.2)
Elemental impurities in drug products, FDA guidance for
industry (August 2018), USP(41, 42)<232> <233>,<2232>,
BP supplementary chapter IV Q , EP general text 5.20)

- Organic impurities Meets the requirements
- Inorganic impurities Meets the requirements “4{1438n1391579 heavy metal
(Elemental impurities
,,,,,,,, __analysis) o
Residual solvent ucH asc (rs 6), Uspaz Complied to Active pharmaceutical

<467> EP eeneral text 5.4, BP appendix VIl L, JP17

ingredient or specific test (2.2)
supplement p.2634-40)

2. AuaniAnmaiia

Namimw’jLﬂﬁwﬁﬂmmwﬁ]u‘lﬂmu finished product specification wag Specification of
Active pharmaceutical ingredient (AP)) ighsBsannundesinuatiuiiieaiu dsldaamadeuse
dA1INNUANENTINANTEIMTUAZEN NTENTNAITITUEY failindwifuilisrsdveutuatun
Weuwielmindnnasguindasiiuladiunds muusynAnTenTNans g 304 spysihen
W, 2561 aeduil 6 Suaan et 2561 (asUsemaluseioniyununiuil 12 nuamius 2562) uay
g3 (TUTi2) W./.2562 aefudl 3 nsngIAL 2562 (aaUszmealuswAnanpunwiuil 26
NINGIAN 2562)

2.1 Finished product specification
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90 Tests Acceptance criteria | Acceptance criteria | Acceptance criteria
USP41 BP2016 In house
1 Description/Appearance
Appearance of Powder Complied with
Appearance of Inhaler finished product
specification
2. |dentification
- IR vise LV The retention time The retention time Complied with
of the major peak of the major peak finished product
of the Sample of the Sample specification
solution solution
corresponds to the | corresponds to the
Standard solution Standard solution
= HPLC Meet the Meet the Complied with
Requirement Requirement finished product
specification
Assay
Salmeterol 88-112% of the LA | 75.5-92.5% of the LA 189~ 231 pg

(75.5-92.5% of the

labeled amount)

Fluticasone propionate

88-112% of the LA

79.0-97.0% of the LA

197.5 - 242.5 pg
(79.0-97.0% of the
labeled amount)

Uniformity of delivered
dose

The requirements
are met if the
content of drug per
actuation from not
more than 2 out of
20 results are
outside + 20 % of LA
(80-120% of LA) and
Test an additional 20
inhaler. If up to 6 of
the 20 individual

results are outside +

20 % of LA but none

The preparation
complies with the
test if 9 out of 10
results lie between

75-125% of the

mean value and all

lie between 65-

135%. If 2or 3 values
lie outside the limits
of 75 -125%, repeat
the test for 2 more
inhalers. Not more
than 3 of the 30

The content of drug
per actuation from
NLT 9 out of 10 or 18
out of 20 results are
within + 25 % of the
mean (75% - 125%)
and no result is
outside the range +
35 % of the mean.
(65% - 135%)

If 2 or 3 %38 3 or 4

of the results are
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Tests Acceptance criteria | Acceptance criteria | Acceptance criteria

are outside + 25 % values lie outside | outside + 25 % of the
of the LA for the the limits of 75- mean but not outside
230/21 actuation. 125% and no value | = 35 % of the mean,
The requirements | lie outside the limits repeat the test an

are met if not more | of 65 -135%. Unless additional 10

than 6 of the 60 otherwise Canisters. The
results are within + authorized, the requirements are met

20 % of the LA mean value must be if NMT 10% of

between 85 -135% Canister results are
of the LA for within + 25 % of the
delivered dose mean and no result is
outside + 35 % of the
mean
Mean Fine Particle Mass Using the apparatus

by Cascade Impaction and procedure

described in general

for

chapter. Preparations ; :

- L h
¢ selmeterol 13 s for inhalations: C?mp i
® fluticasone 77-124 g aerodynamic finished product
propionate assessment of the fine specification
particles (apparatus
C,D,E), calculate the
fine particle dose
Related substances %5©
Impurities and
degradation products
® Salmeterol
- -Any individual NMT 0.1% NMT 0.2% NMT 0.2%
degradation
pindichs. R —— L
- -Total degradation NMT 0.2% NMT 0.5% NMT 0.5%
products
® Fluticasone
propionate

® impurity D NMT 0.3%
® impurity G NMT 0.3% T oo nsandl
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99 Tests Acceptance criteria | Acceptance criteria | Acceptance criteria
® _Any individual NMT 0.1% NMT 0.2% NMT 0.2%
__degradation products D -
- -Total degradation NMT 0.2% NMT 1.2% S s NI\AT_OS% T
products
6. Number of deliveries per Not less than labeled
inhaler claim
2.2 Specification of Active pharmaceutical ingredient (API) (USP, Ph.Eur)
(1) Salmeterol Xinafoate
Acceptance criteria
163 Tests
USP 2024 Ph.Eur.11.0 In house
1 | Appearance - white or almost white or almost
white powder white powder
Solubility practically insoluble

in water, soluble in
methanol, slightly
soluble in anhydrous
ethanol, practically
insoluble in
methylene chloride

2 | Identification

A. Infrared corresponds to corresponds to corresponds to
absorption ~ standard standard standard
B. UV Meets the
requirement
C. HPLC (USP41) Meet the requirement Meets the
(if allied on USP41) requirement (if
allied on USP41)
3 | Assay 98.0% - 102.0% (on 97.5% - 102.0% 98.0% - 102.0%
the water- and (anhydrous
solvent-free basis) substance)

4 | Impurities

Organic impurities
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2 Acceptance criteria
9 Tests
USP 2024 Ph.Eur.11.0 In house
® Salmeterol NMT 0.2%
related
compound A
® Salmeterol- NMT 0.1%
phenylethoxy |
® Salmeterol- NMT 0.1%
phenylpropoxy
Salmeterol O- NMT 0.3%
alky{. ............................ oS
® Salmeterol NMT 0.19%
related
compoundB |
® Salmeterol-deoxy NMT 0.2%
Salmeterol N- NMT 0.2%
alkyl
Any unspecified NMT 0.10%
impurity S| R .
Total impurities NMT 0.9%
Related substance
(Ph.Eur 11.0)
- Impurity A NMT 0.1%
- Impurity B NMT 0.1%
- Impurity C NMT 0.1%
- Impurity D NMT 0.2% NMT 0.2%
- Impurity E NMT 0.1%
- Impurity F NMT 0.1%
- Impurity G NMT 0.2% NMT 0.2%
- Any Unspecified NMT 0.10% NMT 0.1%
sl e -- I i Sy s I T
- Total impurities NMT 0.5% NMT 0.5%
6 | Water determination NMT 0.25% NMT 0.5% NMT 0.5%
AIENTSUNSIMURS Az SERARAEAMS AN Y
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Acceptance criteria
D) Tests
USP 2024 Ph.Eur.11.0 In house
Sulfated ash NMT 0.1% NMT 0.1% NMT 0.1%
/Resudual on ignition
(2) Fluticasone Propionate
98 | Specification of AP AN s
USP 2024 Ph.Eur.11.0 In house
1 | Appearance " White or almost White to off-white
white powder powder
Solubility practically
insoluble in water,
sparingly soluble in
methylene
chloride, slightly
soluble in ethanol
(96 per cent)
2 | Identification -
A. Infrared IR Spectrum: IR Spectrum: IR Spectrum:
absorption corresponds to corresponds to corresponds to
IIIIIIIIIIIIIII standard standard standard
B. HPLC Meets the Meets the
requirement requirement
3 | Assay 98.0% - 102.0 % 97.5% - 102 % 98.0% - 102.0 %
(on the anhydrous, (anhydrous
solvent-free basis) substance)
4 | Impurities
Residue on ignition NMT 0.1%
Organic imgﬁrities
(USP)
® Fluticasone NMT 0.2%
sulfenic acid
ﬁmzniwmiﬁqwomgzaﬁamazamé'nvmmm:
l.m?i"a {Nﬂ} UTEaUNITUNIg Z.aq%"ﬂ ﬂ""{f& N95UMS 3. aa%‘e ’?‘ch HEFrllink)
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Acceptance criteria

98 | Specification of API
LISP 2024 Ph.Eur.11.0 In house
® Fluticasone NMT 0.1%
propionate relat
ed compound B
® Fluticasone NMT 0.1%
propionate relat
ed compound C "
® Fluticasone NMT 0.3%
propionate relat
ed compound D
® Fluticasone dimer NMT 0.3%
® Any unspecified NMT 0.1%
impurity N e, A
® Total impuritie NMT 1.0%
Related substances
(Ph.Eur.)
® Impurity A NMT 0.1% 1
® |mpurity B: NMT 0.1%
® |mpurity C NMT 0.2% NMT 0.2%
® Impurity D NMT 0.3% NMT 0.3%
e S S RS o NuTo1% |
® |mpurity F NMT 0.1%
® Impurity G NMT 0.3% NMT 0.3%
ML RS | ST T R T e ST (. RS
® |mpurity | NMT 0.1%
® Sum of impurities NMT 0.15%
J and K (if test)
e Any unspecified NMT 0.10% NMT0.10%
impurities
® Total impurities NMT 0.8% NMT 0.8%
5 | Limit of acetone NMT 1.0% NMT 1.0% NMT 1.0%
PREATIINMSTIVUAT BLIBUALALANAN YEIaNY
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%9 | Specification of API e e b
USP 2024 Ph.Eur.11.0 In house
6 | Specific +32° to +36° at 20°, +32° to +36° +32° to +36° in
rotation/optical calculated on the (anhydrous dichloromethane
rotation anhydrous, solvent- substance) 0.2CD or
free basis +50° to +56° in
Acetonitrile
T | Water determination NMT 0.2% NMT 0.5% NMT 0.5%
VUYL - NMT = not more than

- *298 Uniformity of dosage units wag Dissolution Tuuienasuans
seazBunnansemaliesemnniildudeazdeaiiuseyidlulu coa

- nstitansifeuudatu (waive) Msnsiaaeuliassistomsle Iduuanaenans
véngrussnanildsueyiine

- Drug substance specification #915a19 nlUAlAT1EveHEn drug substance
vieluliasi drug substances vasgrAngdSagU atulaatunil lnefimansalnaey
AsUNNiAtafituun

3. M3UTLIUA1UIEaNSNINAasIAT (Price Performance)

578a2L98ANULBNETS 1589 N15UsUIUAUSEANE N NED31AT (Price Performance)

4. wnasniglunisiiansun

tenansiltlunisiansanaunmerlfiGesdduienatsnioussymnsiauienalsnueaiu
Farialuil
1) dwenansiiiven Ml uwag/mienwsingu
wnewn: Tunsdiiildeduuuuessesdienarsuansteudlivaseniiinunsiuses
MndrfnnuanenssunIsemsuazen Auansirenduidevdld demrsseds devuild
deuwhfuenduwuilurunaedlflumsdnuintuy waslinsseyfemnuiaunsldols
Tutenansriiuen
2) dunenansuanienINuuRAINTBINNIULUTTY (WHeeuagnaede) auildtunsdeuly
3) dnurdvetunedoudifuen (Wuu n.e.1 nie v.1) ATUNNVYUT WIDNIIBAZLBLARNM
dnwnizlanzradiiaguuasderimuninnsgrueeddinislinsesien (Finished Product
Specification and Analytical Procedures) fitunzideuls Tnedasdradeisueniiusenaa
NIENTRASITUFUIUTBMIBImInIUsEMmA
nuewme: n3diflegssnintveldsunvasudleitiinseiuasdormunuasguli
A9AAABININAITIEMUTENIATUTDINTDINT1E1E1EARBE I NIIUANENTTUNITOIMITUAZEN
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Whuuudundeeuiludsuulamenislunsfeui3uen (wu n.e. 9) vie dundve
uAluwAsuuwassemstunsdeusduen (wuu o.5) swdonfuge
durluddgnstunsfoumiuen W ne.2 vie ne.3 vie ve.d vie 8.2 udusinsd)
4.1.1.n3eiewanluUsEmAlng (e.2)
¢.1.2. nsdifiemindufenisutsussylutsemelng (ne.3)
4.1.3n3dfenbudhenmeUsena (me.q)
wnemn: nsaiinsasuulasuslufiueygynuazanudings Iruuvdiundeudly

Wasuwamenslungidoumiug (wuu n.e. 9) vie dndeeudludsunasiens

Tunzifwshsuiffuliueugnuaraniuiings (wuu .4)

duumiledesussamnnsgrunisndnginundninueiisnisialunisndnel Good

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

Iagviagau PIC/S participating authorities atfua1ganusaunsnsvasy inan1siuses

friulszmedsenmanandidnnsedind lumneiifleadestuefiaus Usznause

5.1. duumilseiuseunasgrunsudneinundninaeiisnsialunisaaningaudie
Ay (Certificate of GMP Active Pharmaceutical Ingredient (API))

5.2. A mlidsfusensgiunisHansnumdninaeiisn SR lunInaandnfasien
E?’]L%ﬁ]‘gﬂ (Certificate of GMP Finished Product)

lunsdi@ugnintransesune fuandesdidiummidesusomandas Certificate of

pharmaceutical products, CPP) #50119805U504n159 1"y (Certificate of free sales,

CFS) lumnmeniliauewne atuagamuseunsnsnasulneinasusesieiulsznausznin

5901

nsgruvesdeimuanunningAudiend1dn (Active Pharmaceutical Ingredient

Specification) uaznaniasiendiagy (Finished Product Specification)

7.1, dwuninsgruingAudlendrfgy (Active Pharmaceutical Ingredient Specification)
wazunsgIuNindnueiendi3agu (Finished Product Specification) Tagseysiignen
(Pharmacopoeia) M48138amsTianegilassnasguegiaosdondulunudarimun
LazansgIuvesMslaTzilusaeiladmsemis audsnansgnsanssugy
394 52y

7.2. d11U1 drug monograph maqﬂ%ﬁumﬁﬁm (Active Pharmaceutical Ingredient) uaz
wansitueienduiagy (Finished Product)

73, ns@Nin fAuAle1d1Aey (Active Pharmaceutical Ingredient Specification) %3 @
HAnAU91L1d 593U (Finished Product Specification) laiusinglusiisnen (Non-official
pharmacopoeia) faauanmdngueriinasgpuvesmsimseniuluaudenisde
Tosialuil
7.3.1 §ormunuaznasyureansiaseiluisevessanaiduauninues The

International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) %58
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?.3.2.{|'aﬁ'i1aum|.azn'1m§1m}aclmﬁm‘iﬂxﬁ Ham (In-house process) flaanadastu
ICH Guidelines %3e
7.3.3 dormuanazinasguinluvesmsinsgiitmualusse ssela ssen
wilq ANUTENANTENTIAGITOIY 1389 SEyshanen dmiuguuuustiun
(General requirement for dosage form)
varemg: Yo munguamingaudiendidey (Active Pharmaceutical Ingredient
Specification) wagk@ninmiendniagu (Finished Product Specification) ms8adsannss
Werruuazatuideadu eatuudnsdfivhseddorvuauasinnsgrureanisiase
awgingaufeddey vie nandasiendiiagy
8) dumidasusesnantsiaTeyt (Certificate of Analysis (CoA)) TnedasUsznaude
8.1. dwmivdesusemamsiiaeiingiuiiendfy (Certificate of Analysis of Active
Pharmaceutical Ingredient (AP))) lng@aaUsenausie

Qs

8.1.1.dwumilsdesusesmanisiinseningiusenddy vewndningiudedfey
(Supplier)

8.1.2 dwumiideiusesransiiasisiingaudenddty veafndnndnasiendusagy
(Manufacturer)

8.2. dnumisdesusawanisinseindndusienduiagu (Certificate of Analysis of
Finished Product) vasniinndnsitsiendisagu (Manufacturer)

8.3. nasdudumudiniusseniniumaninvesingausiendifey (drug substance) uas
jumsnanvamdndnsidnsagy (finished product) Mdlumsnanenjuiidasey

9) duenalsuanINanIIAN¥IAINAIRT (Stability data)

9.1. EMUNBNAITHANINANITANYIAINAIFAITTEZE (Long term stability data) 112U 3
JUNIHER

9.2. dLUBNANTUAAINANITANBIA2INAIAITUANI1IZLTY (Accelerated stability data)
U 3 JUNITHAR

9.3. duuenarsuansmansinwiuansiterannsavnudadeenld 1 ga Auuiuans
UsgAnBnamssnw (nsdledle) (6hd)

9.4. nythdueiidosarats Afevneneuld Wanwnenarswanisfinwnuasiandanis
avaNEKaY/vIe 1o / vaalald Tusvhazaiesieg asudulasaenndssiulonals
Mfug (In use stability data)

0) dumisdosusaandnsdneisndniagy (Certificate of Pharmaceutical Product) lawize
it lulssinelne

11) dlumangruanuauyavanansiugien (Bioequivalence) Ingran1sfinwannuauyayed

nanAnueien (Bioequivalence) Wulumudarivua ASEAN Guidelines for the Conduct of

Bioavailability and Bioequivalence Studies 38 gilan13Anw1Tiusednsnanasdianya
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12) dwmnldeSusesnasgiunisufiiieundninaniisnisialuvesu foinis Good
Laboratory Practices (GLP) lunsdifivhmsfin#auyaiisneuszne

13) dmisieiuseunaspunisiivinwuesnssneemundninueiisnsinumsiiuinm
waenIzwe (Good Storage Practice / Good Distribution Practice (GSP/GDP))

14) fhauenimdisdsiogneenagnales 3 mizoussyius

15) duwiivdefuseanasgudesufiins ISO/EC 17025 usreniseniiaue @i

16) &unenansuansteyan1slisunsussylu Green book vasnsuinenmansnisunne (@il

17) dunienansudnsdayanislaiunisussqlu Orange book w84 US.FDA %38 European
Medicines Agency (814)

18) nsdlluldendunvudesuaninsdnumisnain (Clinical trial) vosenlulsemelnefinansds
NAYINARTNYIWNUTIUNEUT UEFULUULASARUN NS ENSNNISUNNE (§n3)

19) nsdlitlsildenduuuy (original drugs) 9zdasilionarsuansdousldvoseniiinunissusesan
dnnuaugnITINITEITHaLET Tikansineduiifeuddd domssets devhuld ieuwi
gdunuulurunefildlumssne nuiinmsudadeumslidenliluaanuasiienarsifu
guazdonuvasiiseuduluamusenansznsansisugy

20) MIBUTIILFTTNNTINNUALUTENARMENTTUNTHALNTEUVEIUMTIR 1S0ainaeiasesssy
Ihensdauasunisvisevessemelng W, 2559 wieesusTTuduY Ndonndaafy
Uszmas (i)

= =
5. Woulvduq

1) vesdongmaslitissndt 1 3 furniuiidmeven uazergemdadialinuadiusn aunsa
Toulaununeny wishitdesnin 6 ey

2) gmnarniswdafidasuliunlsiweruiatgdasduuinisdesusewmanisiingey
(Certificate of Analysis (CoA))

3) fueasdedilubusensuasundleslndvunengvieileiinnisideuanmnaufivuan
TR

4) wnlsmeanulgmaunmenudniusitaziesmsdwmnuieiinisiauam §
Snhesdasasisdudiuiaveumldielunmsieneinuame uazdselusuoud
G PR B N PR RIVRE

5) Feuesm@ue)dussulvenidndygnounsuiimun aall
5.1, Mninsguasdinseinnnsuingimaninisunndudnanisiiaseiliiduluaiy

MNIFIU
5.2. nsdindndnsisviiaflignidenifuiivanewainlagdiniuanenssunisomsuaze)

= = ot l’=l' 1 1 - e "3 1 g =
5.3. ﬂ‘iﬂJ'ﬂ'U‘UELI‘W!QmﬂﬁW‘{lqﬂNamﬂﬁM‘D’lﬂﬂWﬁQNﬁF!E]U‘S%ﬁ?’lﬁﬁ@ﬁLLﬁ%ﬂ’]'lllﬂﬁi]ﬂﬂﬂmafﬂﬂ?im
1aSuen

ANIENTSUNSATVURSIBAL B EALALAAIANHILIONE
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5.4. nidifianznssuNsndnssuwaznniadneiesnaintydelsmeruiasesnidnnig
dwaslunsainly

ANENTINNTENIMUAT was B RLasRNANYMzIAN
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