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816614: fluticasone propionate 125 mcg/1 dose + salmeterol 25 mcg/1 dose

pressurised inhalation, suspension, 120 dose actuation
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1.5.1, gauaulives smsdmiuganiadan dn15uandsa/n19nsaa Universal test fasigluil

s

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
(2.1)

Fine particle dose

Complied to specific test of Finished product
(2.1)

Elemental Impurities analysis

/Related substance (iIcH Q3A,Q38,Q3D(R1),

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)

Complied to specific test of Finished product
(2.1)
(Foerenunaiiiefidnunnin Reporting

threshold)

Related substances %58 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)

Fi
ol g A
1.4%8 MY{ Jn 1 Usesmnssunis 2.?\&5‘- J ATTUNTT

AMTATIUMIATMURT LA BUALALAMAN YT

3. astie -k‘g; ASTUNTT

(a8 75 1)

(nm,aﬁmﬁﬂqa)

7

(ney.afisn Blnwadn)




Page 2 of 14

1.5.2 AmuanURves Active Pharmaceutical ingredient fin1udAINa/A15A570 Universal

o 1 A’
test pamo iUl

¥o 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
(2.2)

4. | Elemental Impurities analysis Complied to Active pharmaceutical
/Related substance (icH ingredient specification or specific test (2.2)
Q3A,Q3B,Q3D(R1), 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) Meets the requirements

- Organic impurities Meets the requirements 13l935n1501579 heavy

- Inorganic impurities metal

(Elemental impurities

analysis)

Residual solvent (ICH Q3C (R5-6), Complied to Active pharmaceutical
USP42 <467>,EP general text 5.4, BP ingredierit or specific test (2.2)
appendix VIIl L, JP17 supplement1
p.2634-40)

2. AuaNUANImALA
Nam'imqqﬁLﬂiqzﬁﬂmnwwLﬂUIUMﬁu finished product specification uag Specification of
Active pharmaceutical ingredient (API) id19Bsannundusiiuatiuifendu dslfaazidousie
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2.1 Finished product specification

¥e Tests Acceptance criteria | Acceptance criteria | Acceptance criteria
UsSP2024 BP 2018 In house
i Description/Appearance Complied with
Appearance of Powder finished product
Appearance of Inhaler specification
2. | ldentification
- IR 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
3. | Assay 88-112% of the LA 75.5-92.5% 18.9 - 23.1 ug
Salmeterol \BPZIZ5.- 880~ TN | (75.5-92.506 of the
labeled amount)
Fluticasone propionate | 88-112% of the LA 79.0-97.0% 99 — 121 pg (79.0-
(BP2025 : 85.0 - 115.0%) 97.0% of the
labeled amount)
3. | Uniformity of delivered | The requirements The preparation | The content of drug
dose are met if the complies with the | per actuation from
content of drug per | test if 9 out of 10 NLT 9 out of 10 or
actuation from not | results lie between | 18 out of 20 results
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Lih) Tests

Acceptance criteria

Acceptance criteria

Acceptance criteria

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 are outside +
25 % of the LA for
the 230/21
actuation. The
requirements are
met if not more
than 6 of the 60
results are within +

20 % of the LA

75-125% of the
mean value and all
lie between 65-
135%. If 20r 3
values lie outside
the limits of 75 -
125%, repeat the
test for 2 more
inhalers. Not more
than 3 of the 30
values lie outside
the limits of 75-
125% and no value
lie outside the limits
of 65 -135%. Unless
otherwise
authorized, the
mean value must
be between 85 -
135% of the LA for

are within + 25 % of
the mean and no
result is outside the
range + 35 % of the
mean. If 2 or 3 138
3 or 4 of the results
are outside + 25 %
of the mean but
not outside + 35 %
of the mean, repeat
the test an
additional 10
canisters. The
requirements are
met if not less than
36 out of the 40
results are within +
25 % of the mean
and no result is

outside * 35 % of

delivered dose the mean
4. | Mean Fine Particle Using the apparatus
Mass by Cascade and procedure
Impaction for described in general
® salmeterol chapter. 7-13 g
® fluticasone Preparations for
propionate inhalations: 40 - 65 g
aerodynamic
assessment of the
fine particles
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Tests

Acceptance criteria

Acceptance criteria

Acceptance criteria

(apparatus C,D,E),
calculate the fine

particle dose

Related substances #59

Impurities and

degradation products

® Salmeterol EI’:
salmeterol N-alkyli NMT 0.2% -
- Any individual
degradation NMT 0.1% NMT 0.2% NMT 0.2%
products (BP2025: 0.5%)
- Total degradation NMT 0.2% NMT 0.5% NMT 0.4%
products (BP2025: 1.5%)
® Fluticasone . = | %’w
propionate .
® impurity D NMT 0.3% g
® Impurity G NMT 0.3%
-Any individual NMT 0.1% NMT 0.2% NMT 0.2%
degradation products (BP2025: 0.5%)
-Total degradation NMT 0.2% NMT 1.2% NMT 0.4%

products

(BP2025: 1.5%)

Number of deliveries

per inhaler

Not less than

labeled claim
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2.2 Specification of Active pharmaceutical ingredient (API) (USP41), BP 2018, in house

(1) Salmeterol Xinafoate

D) Tests

Acceptance criteria

USP 41

BP 2018

In house

1 | Appearance

white or almost

white powder

White to off-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 fhe
requirement
C. HPLC Meet the requirement Meet the Meets the
requirement requirement
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

phenylethoxy

® Salmeterol NMT 0.2%
related
compound A

® Salmeterol- NMT 0.1%
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L0

Tests

Acceptance criteria

USP 41

BP 2018

In house

Salmeterol-

phenylpropoxy

Salmeterol O-
alkyl

Salmeterol
related

compound B

NMT 0.1%

NMT 0.3%

NMT 0.1%

Salmeterol-deoxy

NMT 0.2%

Salmeterol N-

alkyl

NMT 0.2%

Any unspecified
impurity

NMT 06.10%

® Total impurities

NMT 0.9%

Related substance
(BP 2016)

Impurity A

Impurity B

NMT 0.1%

Impurity C

NMT 0.1%

Impurity D

NMT 0.2%

NMT 0.2%

Impurity E

Impurity F

NMT 0.1%

NMT 0.19%

Impurity G

NMT 0.2%

NMT 0.2%

Any Unspecified

impurities

NMT 0.10%

NMT 0.1%

Total impurities

NMT 0.5%

NMT 0.5%

Water determination

NMT 0.25%

NMT 0.5%

NMT 0.5%

Sulfated ash /Residue

on ignition

NMT 0.1%

NMT 0.1%

NMT 0.1%

1.83%8
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(2) Fluticasone Propionate

Page 8 of 14

Acceptance criteria

1848 bk T.ﬁ UsEsTNTINNTS  2.ase '[ )"1‘ /‘é’u A3IUNS

propionate relat

ed compound B

(Weyasuy )

98 | Specification of API
USP 41 BP 2018 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 i
A. Infrared IR Spectrum: IR Spectrum: IR Spectrum:
absorption corresponds to corresponds to corresponds to
standard standard standard
B. HPLC Meets the Meets the
requirement requirement
3 | Assay 98.0% - 101.0 % 97.5% - 102 % 98.0% - 102.0 %
(on the anhydrous, (anhydrous
solvent-free basis) substance)
4 | Impurities
Residue on ignition NMT 0.1%
Organic impurities
(USP)
® Fluticasone NMT 0.2%
sulfenic acid
® Fluticasone NMT 0.1%
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Specification of AP

Acceptance criteria

USP 41

BP 2018

In house

Fluticasone
propionate relat

ed compound C

NMT 0.1%

Fluticasone
propionate relat

ed compound D

Fluticasone
propionate
related

compound E :

NMT 0.3%

NMT 0.3%

Any unspecified
impurity

NMT 0.1%

Total impurities

NMT 1.0%

Related substances

(Ph.Eur.)

Impurity A

NMT 0.1%

Impurity B:

NMT 0.1%

Impurity C

NMT 0.2%

NMT 0.2%

Impurity D

NMT 0.3%

NMT 0.3%

Impurity E

NMT 0.1%

Impurity F

NMT 0.1%

Impurity G

NMT 0.3%

NMT 0.3%

Impurity H

NMT 0.1%

Impurity |

NMT 0.1%

Sum of impurities

J and K (if test)

Not test
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Acceptance criteria
¥o | Specification of API
USP 41 BP 2018 In house
® Any unspecified NMT 0.10% NMT 0.10%
impurities
® Total impurities NMT 0.8% NMT 0.8%
5 | Limit of acetone NMT 1.0% NMT 1.0% NMT 1.0%
6 | Specific +32° to +36° at 20°, +32° to +36° +32° to +36°
rotation/optical calculated on the (anhydrous Or
rotation anhydrous, solvent- substance) +50° to +56° in ACN
free basis (corrected)
7 | Water determination NMT 0.2% NMT 0.5% NMT 0.5%
NUBLUG) - NMT = not more than

- *1ie Uniformity of dosage units wag Dissolution TilluuienasUens
wasBananisnsviassimnidifudineasdeaiidusiauliiulu coa
- nsdiTlanefeundaiu (waive) nsmsavaeulinsimisenisle Wduuansionans
wangudsnandlasueyiRsme
- Drug substance specification 915N TUAATIEIvRKER drug substance
y3eluiiesnert drug substances vasfidne1d3agu avulaatiuvil laefinsnsniiasi
aAsunnhdeiifmue
3, nMsUsutiuA1UsEaANSAWeas1AT (Price Performance)
eazdanuenans 1389 n1Uszlususzavinmsasien (Price Performance)
4. wnasildluntsiansan
wnansildlunisiansanguamenlyiZesdwuienarsnieussynuisiavienansauddy
Fasoluil
1) duwnenaismiven nwlng was/Mienwisangy
wurewe: lunsdfifildgiunuuasiediionansuansdevsldvesniiiiunisiuses
nd1inauAnEnITIAITEIMNTUALET Tkansitenduiifeusld domssets devuld
disuohrtuendunusunneililumainnrinty wasimamsytermuioumlisly
Twenansmuen

2) dwuenansuansderuuuesInYeINurUSTY (WHeeuasnaBaen) auilstuns Dol
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3) duurfvetunsifudiiue (wuu n.e.1 vie o.1) asunauii wieuswaziBuanm
Shuaimamrrasndifaguasderimuninasgiuredismailasievien (Finished Product
Specification and Analytical Procedures) Funzsitoul’ Tnedesdnadeinueniiusene
N5ENTIASITUGUIUTEMIB IMtinIUsEmA

winewme: ndifegiznitveidsuulawdlyitiinnsiuasdedmunuinsguli
gonndawnusefisenesusemIsRsneaganedinLANENITINTEMNTLATY)
Tuwudundveudludisunvasemslunsifousiiue (wu . 9) vie duurdive
uAluasuuUassemslunsideusiuen Wy o.5) smieufiude

1) dunluddnstunsideusisue (Wuu vie.2 vie ne.3 vie ve.4 w3e B.2 uduAnan)

4.1.1.nsdiemdnluusmelng (y.2)

4.1.2.nsdifemind e msutaussglulsemelne (ne.3)

1.1.3 ns@iftemidreinaneUseme (ne.a)

vaneme: nsdliinsdsuuadluiuoygyinuesanuiingn Wuuudiundmuoudly
Wasuwassenstunadoumiuen (wuu ne. 9 vie diundweudluudeuuiassienis
Tunsifeusiusnieiudiueyynuasaniuiingn (Wwu v.4)

5) duumdidefusesnsgiunisuaneniundnineiisnisfialunisudnen (Good
Manufacturing Practices (GMP)) /PICs (Pharmaceutical Inspection Co-operation Science)
Tngniagau PIC/S participating authorities atUa1@ARNTEUNTINTIVEBY HNaNITTUTEN
feuszmeauszmanadidnnsedind lumnefiisadesiunfiaus Usenausae
5., e‘hLumﬂ’qﬁa%'u'i'amﬁmigﬂun”lwﬁmmmwﬁ'nmmﬁ%'ﬂﬁﬁﬁ‘lun'\wﬁmi’mqﬁuﬁ';m

déty (Certificate of GMP Active Pharmaceutical Ingredient (API)
5.2. dnuumiledefusownsgIunIsanEIMIUNENINUeIT NS R TUASHARNAN N BsTEN
duSa3U (Certificate of GMP Finished Product)

6) lunsaimdusmindransinasend guandesiidnumilsdosusowansios (Certificate of
pharmaceutical products, CPP) w3eniladaiuseen159mune (Certificate of free sales,
CFS) lumnagilausyy atuaganuseumsasinasulasiinadusesdiciulsznmszmn
37A1

7) UINTHINVBITBAINUARNANINGAUAI81d1ATY (Active Pharmaceutical Ingredient
Specification) uasnanfueied@3a3y (Finished Product Specification)

7.1. @unuesguingausiendiAgy (Active Pharmaceutical Ingredient Specification)

uwarNInIgIUnAnTueie1d 13U (Finished Product Specification) lagssysinaen

poznTTINTSAUA T Bar BenuasAuANYTIaYNY

b el 5 Gy aﬂ‘,o Qf
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(Pharmacopoeia) g nBansiinnesilasanmsgmedietesseudulunudedmun
u.a311']?15§"|141]‘é]ﬁﬂ'1ﬁtﬂ'ﬁ"lﬁ'lﬂuﬁﬂi']EJ’ﬂﬂﬁ'l‘i"ltl']Wi‘l AUUTENIANTENTIEAIGIIUGY
1384 SEYTEN
7.2. d1141 drug monograph ﬂaqﬁqﬁqaﬂainﬁm (Active Pharmaceutical Ingredient) Wa¥
nandnusie1d5agy (Finished Product)
73. nsdiningAudae1d1fgy (Active Pharmaceutical Ingredient Specification) VEE)
kARt @33 (Finished Product Specification) laiusnglusiisien (Non-official
pharmacopoeia) ﬁmu.aﬂmé"ngwu'iw1ﬁu1ms§1wmmﬁ"m'sﬂsﬁl.ﬁu“l.ﬂmmﬁwﬁ'q%’a
Toreluil
7.3.1 fdermunuazannsgureinsiiansiluinevewsavaniduauntnues The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) 39

7.3.2 Sofmuauaznas IR AT ENAN (In-house process) Tidanadaaiiy
ICH Guidelines %38

7.3.3 ot munuazanasgruiilusesmsieneinimuelilussen shetla dhaen
Wil MUUTENIANSENTNEGITUAY (389 TEYRNIEN dmduguuuugniug
(General requirement for dosage form)

wu1gg: TemnuaguanIngiudendifey (Active Pharmaceutical Ingredient

Specification) uavnAnaueigd3agy (Finished Product Specification) 381981081

Wertuuazatuidenty safuudnsdidiseniifedmuauazunsgiuveinisiiasei

Wz ingRudieddny vie nindasiendiiagy

8) duumldesusemansiaseyt (Certificate of Analysis (CoA)) InesinsUsznausms
8.1. dunvilsdesusewmamainieiingAuiendty (Certificate of Analysis of Active
Pharmaceutical Ingredient (API)) lngsiasusenausme
8.1.L.dwumivdesuseman1siinssiingiumendidy vewndningiusiieidfey
(Supplier)
8.1.2 dumiideiusemansiassiingiuieiddy vesndnndniausiendniagy
(Manufacturer)
8.2. dumiiidefusewanisiinsivinandusiondniagy (Certificate of Analysis of

Finished Product) vesjnannandausiendnsagy (Manufacturer)

ANZATIUNTIAMURTERE Lﬁumuﬁ:qm anvazlawy
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8.3. tenanstudunudiiussyninsjunisnanvesingausiaendifgy (drug substance) Lay
Junsninvemdadaeiduiagy (finished product) Alunsudneiuiiduey
9) dnuenansianINanIsAnyIAINA (Stability data)
9.1, FNUNBNATTUARINANITANEIAINNAASEEEEI (Long term stability data) 91W7u 3
TUMSHER
9.2, ANUILBNATITLANINANITANYIAIUAINL IUAN1ITLTY (Accelerated stability data)
U 3 JUMTHER
9.3. AuuendrsuannanIsAnwfinanyitenamisovnuiadaeld 1 ga duuuans
UsgAnswanisinw (nsdleda) (i)
9.4. nsdiifugnidesazars Adeanneuld iduenarsnanisAnwiAuAdiangans
azanBLas/mse 130979 / naadlald Tudviharvaiennes) asufiukaraanndenuienans
MNue1 (In use stability data)
10) dumilsdosusemdnsiasiendniagy (Certificate of Pharmaceutical Product) lan1ze1
ddnludssinelney
11) duumangrunuasyavendnieien (Bioequivalence) lngnanisfinwiauansyaves
nantusien (Bioequivalence) ulumudarinuum ASEAN Guidelines for the Conduct of
Bioavailability and Bioequivalence Studies w38 gien1sAnw¥ruseavinauardaauya
YOINENUNYT NTENTINAITITUEY Tmaamﬁ'uw%wﬂammﬁnm?ﬁ'aam&amﬁum'i‘%'mm
9 dafnauanznssunisensuaven atutaguiy (hsdllildenduuuu)
12) dumilidefusesnsgiunisufianundninueiddnisialufesujifnis (Good
Laboratory Practices (GLP) 'L'lm'iﬁﬁﬁiﬁ"lﬂ’l'iﬁﬂﬁ’l%'ﬁﬁu}dﬁﬁﬁ‘mﬂizmﬂ
13) duumiiideiusemnsmunsivinvuasnsensenumdninaeisnsirtumaiuinm
wagns¥e81 (Good Storage Practice / Good Distribution Practice (GSP/GDP))
14) flauesindesainegrenegatey 3 miteussysioel
15) diwmidedefuseanasguieeufiinig ISO/EC 17025 Tusemseniiaue (i)
16) dunenansuansteyanislaiunsussqlu Green book veansuinemaninisuwnd (i)
17) dunenansuanidayanislasunisussqlu Orange book 484 US.FDA. %38 European
Medicines Agency (§731)
18) nadladldenduuuudosuaninisinumiendin (Clinical trial) vesenlulssndlnefinansds
naNIAdlnvasIUTBuBuAUERULLULALRTIuNTISASeAISUWNE (§0d)

= ] [ v 1Y - 2 ' [y a ar
19) nyditlilderdiunuu (original drugs) asieaiienansuansdeusldvesenfiiiunisiusesain

ANENTIUNSIMUATILOAE UGS ANIANVMIANY
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u o | Y av 1 qv v v W I |
AThauANEnIIINITEMILazE Tkansingntuiideudld demseis devnuld wWisuwi
grdunuvluruiagfildlunisine sauvianisudafeunsidenlilusainuasiienalsiinu

suazdommuasdiieudulunuusyniansensisansisgy

= al ar ] - i § =
20) NNSOUSUISUTITTUNUNITUANUTEAIFAAULNTINATWAIUITEU UL IULAIYIA i‘%ﬂﬂlﬂm‘nﬂﬁﬂﬁiiu

! 1 a a - < v [y
IgensdnaiunisviseIveUseinalng we. 2559 ¥50938555UDUY Nd0ARABINY

Usemea4 (013)
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