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690155: fluticasone propionate 250 mcg/1 dose + salmeterol 50 mcg/1 dose inhalation
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powder, pre-dispensed, 60 dose inhalation
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1.5.1. AnuauURves gngdmIuganaln AN15UanINa/NMINIIT Universal test sl
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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 Complied to specific test of Finished product
/Related substance (IcH Q3A,Q38,Q3D(R1), (2.1)

* s dl el | U "
Elemental impurities in drug products, FDA (ﬁmiwquamammwnﬂﬂ Reporting
guidance for industry (August 2018),

threshold
USP<232>,<233>,<2232>, BP supplementary )
chapter IV Q , EP general text 5.20)

Related substances %38 Impurities and | Complied to specific test of Finished product
degradation products (21)

Number of deliveries per inhaler Complied to specific test of Finished product
(2.1)
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1.5.2 AruanURve Active Pharmaceutical ingredient fn15uanina/n15ns399 Universal

at 1 3
test Aapalull

/Related substance (icH
Q3A,Q3B,Q3D(R1), Elemental impurities in drug
products, FDA euidance for industry (August
2018), USP(41, 42)<232>,<233>,<2232>, BP
supplementary chapter IV Q , EP general text
5.20)

- Organic impurities
- Inorganic impurities
(Elemental impurities

analysis)

0} 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

ingredient specification or specific test (2.2)

Meets the requirements
Meets the requirements lil4350159599 heavy
metal

Residual solvent (ICH Q3C (R5-6),
USP42 <467>,EP general text 5.4, BP
appendix VIl L, JP17 supplement1
p.2634-40)

Complied to Active pharmaceutical
ingredient or specific test (2.2)
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Nam'sm‘a"nmLﬂ‘i"wmmﬂ’mﬁlu‘lﬂmu finished product specification waz Specification of

Active pharmaceutical ingredient (API) fighaBannindusirsuatuideaiu Falsmanzidouse
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nInIAN 2562)
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2.1 Finished product specification
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0] Tests Acceptance criteria | Acceptance criteria | Acceptance criteria
USP2024 BP 2019 In house
1. | Description/Appearance Complied with
Appearance of Powder finished product
Appearance of Inhaler specification
2. | Identification
- v Meets the The UV spectrum of Complied with
requirements the sample finished product
corresponds with specification
the spectrum
produced by a
mixture of the
analytical working
standards
- HPLC The principal peaks | The principal peaks Complied with
in the HPLC in the HPLC finished product
chromatogram of chromatogram of specification
the sample the sample
corresponds with corresponds with
the peaks produced | the peaks produced
by both analytical by both analytical
working standards | working standards.
5 Assay
Salmeterol 90-110% of the LA | 92.5 - 107.5% of LA | 95.0 — 107.5% of LA
Fluticasone propionate | 90-110% of the LA 94.0 - 107.5% 95.0-107.5% of LA
4. | Uniformity of delivered
dose
The mean content of 85.0 — 115% of the The preparation | The content of drug
fluticasone propionate target emitted dose | complies with the | per actuation from
o0 seimeRenml, Yo 29 test if 9 out of 10 | NLT 9 out of 10 or
i NMT 1 emitted dose is | results lie between | 18 out of 20 results
outside 50%-120% of 75-125% of the are within + 25 % of
the tarzﬁ il mean value and all | the mean or nomial
= lie between delivered dose and
65-135%. no result is outside
- the range + 35 % of
/ men‘iium*sﬁwuﬁﬂaagﬁanuaxgmé’nvmzmm:
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Tests

Acceptance criteria
USP2024

Acceptance criteria
BP 2019

Acceptance criteria
In house

the mean or nomial
delivered dose.
*Fluticasone: The
mean delivered is
within 20% of the
nominal delivered
dose of 47
pe/blister
*Salmeterol: The
mean delivered is
within 20% of the
nominal delivered
dose of 231
pg/blister

No dose is outside
75%-125% of the
target emitted dose If
requirements 1 and 2
described above are
not met, test an
additional 20 unit
doses.

If 20r 3 values lie
outside the limits of
75 -125%, repeat
the test for 2 more
inhalers.

of the results are
outside + 25 % of
the mean or nomial
delivered dose but
not outside + 35 %
of the mean or
nomial delivered
dose, repeat the
test an additional
10 canisters.

The mean dose of
fluticasone propionate and
salmeterol from 30 doses

 85% -115% of the
target emitted dose.
NMT 3 doses are
outside 80%-120% of
the target emitted
dose.
« No dose is outside
75%-125% of the
target emitted dose

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

The requirements
are met if not less
than 36 out of the
40 results are within
+ 25 % of the mean
or nomial delivered
dose and no result
is outside + 35 % of
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® Fluticasone

4o Tests Acceptance criteria | Acceptance criteria | Acceptance criteria
UsSP2024 BP 2019 In house
mean value must | the mean or nomial
be between 85 - delivered dose
135% of the LA for
delivered dose
5. | Mean Fine Particle Mass by Cascade Impaction for
® saimeterol 7-13 ug Using the apparatus 8-15 pg
® fluticasone 42-73 pg and procedure 37.0-75 pg
propionate described in general
chapter.
Preparations for
inhalations:
aerodynamic
assessment of the
fine particles
(apparatus C,D,E),
calculate the fine
particle dose
6. | Related substances #38
Impurities and
degradation products
® Salmeterol
salmeterol N-alkyli ___NMT 0.2% :egg,,."
- Impurity 1 RS T 25% NMT 2.5%
- Any individual
degradation NMT 0.1% NMT 0.2% NMT 0.2%
products
- Total degradation NMT 0.2% NMT 1.0% NMT 2.8%
products (Excludes (Includes Impurity1)

Impurity1)

propionate . .
® impurity D IR NMT 03%
® Impurity G PR VT 0.3%
_Any individual NMT 0.1% NMT 0.2%
deyradation products

NMT 0.2%
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) Tests Acceptance criteria | Acceptance criteria | Acceptance criteria
UsP2024 BP 2019 In house
-Total degradation NMT 0.2% NMT 1.2% NMT 1.2%
products

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

(1) Salmeterol Xinafoate

Acceptance criteria
9o Tests
USP 41 BP 2018 In house
1 | Appearance - white or almost White to off-white
white powder 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 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
| Organic impurities
® Salmeterol NMT 0.2%
related
compound A __
® Salmeterol- NMT 0.1%
o\ phenylethoxy |
nmsnﬁunﬁrhm:wmfmﬁzzmm:aruz‘fnmummz
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4o Tasts Acceptance criteria
USP 41 BP 2018 In house
® Salmeterol- NMT 0.1%
phenylpropoxy
® Salmeterol O- NMT 0.3%
_alkyt : —
® Salmeterol NMT 0.1%
related
compound B I
® Salmeterol-deoxy NMT 0.2%
® Salmeterol N- NMT 0.2%
alkyl i
® Any unspecified NMT 0.10%
impurity _
® Total impurities NMT 0.9%
Related substance
(BP 2016)
- 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%
impurities
- Total impurities NMT 0.5% NMT 0.5%
6 | Water determination NMT 0.25% NMT 0.5% NMT 0.5%
7 | Sulfated ash /Residual NMT 0.1% NMT 0.1% NMT 0.1%
on ignition
, ﬁ:u::ﬂmmiﬁﬂwnﬂﬂg:l.ﬁamuﬁaﬁmﬁﬂwsmmx
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(2) Fluticasone Propionate
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Acceptance criteria

1.84%8

propionate relat

ed compound C

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 | ldentification i
A. Infrared IR Spectrum: IR Spectrum: IR Spectrum:
absorption corresponds to corresponds to corresponds to
| stendard 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, (@nhydrous
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%
propionate relat
ed compound B
® Fluticasone NMT 0.1%

(unniu oyaudends)
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Acceptance criteria

d8 | Specification of API
USP 41 BP 2018 In house
® Fluticasone NMT 0.3%
propionate relat
ed compoundD | _
® Fluticasone NMT 0.3%
propionate
related
compound E :
® Any unspecified NMT 0.1%
_ impurity
® Total impurities NMT 1.0%
Related substances
(Ph.Eur.)
® |mpurity A NMT 0.1%
IIIIII ® Impurity B: NMT 0.1%
® |mpurity C NMT 0.2% NMT 0.2%
® |mpurity D NMT 0.3% NMT 0.3%
® jmpurty E [ESIECINE SRS S SN [}IMT 01%
® |mpurity F NMT 0.1%
® |mpurity G NMT 0.3% NMT 0.3%
® impurity H NMT 0.1%
® |mpurity | NM‘II:B.l%
® Sum of impurities Not test
J and K (if test)
® Any unspecified NMT 0.10% NMT 0.10%
impurities
® Total impurities NMT 0.8% NMT 0.89%
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%
Lﬂ/ PIENTTUNS AR LA SEALALAMAN YITIANE
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UG - NMT = not more than
_ #fad Uniformity of dosage units wag Dissolution TWluuienasuend
= - 3 =) L d s
seasiBuanansnsIvinsTeimnildudieasdeailudiavlilulu COA
PP = 4 = ]
- nyditanglounsaiu (waive) n1sasanasuliasiesisiensia Wiguuanuenans
wéngruesnanilasueyine
- Drug substance specification insananluiiasesivesuéa drug substance
= = ¢ v oa & Y @ o = a ¢
visolUAiAs1e9f drug substances vosnanedsagU atulaatunii laelin13nTI93RT1ey

ar d -3
AsuYNveiimue
3. p1sUszdiuAUszansSnnsasaa (Price Performance)

= | a1 = o= ' 5
sNUazBuAnILLENETT 589 NMsUsEEUAUsEaNSNNRBTIAN (Price Performance)

4. wnansdlunshansan

wnansilédlunsfisnsanaunmenlfidesdduienannioussymneiaenssn A
ﬁasia‘lﬂf':'
) duunenansiifuen nwilng wag/MisnwBIngy
VNN lunsiiilveduiuuasiaiiionansuanstaudldvaseriiumsiuses
mﬂﬁﬂunawﬂmvnssnmsmmiu.a g1 Tuaneirenuiideusld demsszds devwld
Feuwhiusgusulusuaeildlumsinwvindy uasiinisseydemnsiiiounislgenld
Twenansiiuen
2) ﬁ'n.ml,aﬂm‘iLLaﬂ~1%ammuuamﬂmmmwvmi’; (wnagnuaznasse) maiildtunsdeutd
3) dunFvetungidoudisue (wuu n.e.1 v3e 8.1) ATUNNTEY WiBNsITaY \DUAAN
Fnwaizlamzeaandiiaguuasdefmuinasguresisnsliasiesien (Finished Product
Specification and Analytical Procedures) fungidould Tnedesdredamiuniivsenia
nsgnsNEsIIguIUTamsalnaininUssMe
NUELNY): nsmwaqssmwwaLﬂaauwaau,f'ﬂ,mﬁ';Lﬂmmuamamwummm‘iﬁm‘lw
ﬁ‘aﬂﬂﬁEN‘5]"IJ.!ﬁ‘l’ﬁ'}Ei'WI'IJ'5uﬂ"lﬂiU‘iﬂd'Wiﬂm’ﬁ']EJ']a"li.:iﬂNBEWUﬂQquﬂm”ﬂﬁﬁuﬂqiﬂqﬂqﬁLLa”EJ']
Iuuudunvasdluidsuntasenslunsdeusiuen (wuu n.e. 9) wie duA1Te
uiluwAsuuamenslunsdousiuen (W o.5) smieutumy
) duunluddynstunadoudiuen (W ve.2 wie ne.3 vie nu.d V59 8.2 UWauAnTi)
4.1.1.n36emanlulsemAlne (ne.2)
1.1.2 ns@feidiemsudsussylulsamelng (ne.3)
4.1.3.n5deniudhanssUssne (ne.q)
UIUTE nsifinswasuuaudludiuougauazanuiingn Wikuudundeuily
L‘Uaauu.ﬂawsami‘lummaumwm (Wuu w. u 9) 38 Aundeeudludsunyassens
1 3L‘UEJ‘uG]’li‘UEJ"IL‘r‘lEJ’)ﬂUfﬂ‘iUE]HmﬂmLLﬂoﬁmuﬂNﬂﬂ (wuu ©.4)

ANENTIUNSIMUATIEAEBEALALARIENBAVANTE
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6)

7

8)
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ehmwfiﬁa%’u'iaw'm'sg'*.um'sné‘mmmwé’mnmﬁﬁmiﬁﬁlummﬁmm (Good

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

Taeviheeu PIC/S participating authorities atfuangARMNTaUMIATIEBY ANan133uTes

SehulsemAszmnaBidnysetind lumnafifeadesiuefiaus Uszneude

5.1, dnumihdefuseunasgiuniskansmumdninaiasnsiatunnaningiuiae
dfy (Certificate of GMP Active Pharmaceutical Ingredient (API)

5.2 '51Luwﬁaaa%'maammigﬂumwﬁmmmwﬁﬂanﬁ"’i%'nﬂsﬁmunwsuﬁmwﬁmﬁmﬁuw
d15a3U (Certificate of GMP Finished Product)

TunsaiidugnidnonsisUsema uaadesidnumisdesuseadngioei (Certificate of

pharmaceutical products, CPP) wIaniledasuseeni1saanuny (Certificate of free sales,
CFS) lumnaeniausus atuaganuseunsasivaeulauiinasusesfiviudsznimlsznmn
50
wnsgruvesdefvuaquatningAudiandify (Active Pharmaceutical Ingredient
Specification) LLasnﬁmﬁmﬁmﬂﬂL?ﬁJgU (Finished Product Specification)
7.1, dAnurnnsgruingiusdaendife (Active Pharmaceutical Ingredient Specification)
uaruInsgIuNaRTueigdiagu (Finished Product Specification) ) I ssys13nen
(Pharmacopoeia) v'ﬂ‘vmamms':Lﬂi']vvﬁﬂamm'imuamauaamm;ﬂu‘lﬂmmaﬂwuﬂ
u,avmm'iﬁﬁu?laan'\‘mﬂs'mﬂumﬂﬂ'flmm'swmm AINUTENANTENTNEATITUGY
L‘J'EN ‘5"1{5‘!'\3”18'1
7.2. 1141 drug monograph 'tlaa‘mmmﬁ'lﬂtg (Active Pharmaceutical Ingredient) wa
wansTausiend3agu (Finished Product)
7.3. nsdATngAudedfy (Active Pharmaceutical Ingredient Specification) N5 ®
Wanfousisndi3agu (Finished Product Specification) laiusinglusien (Non-official
pharmacopoela) maquaﬂwanﬁ'mmmummimwmmnLﬂ'sﬂ.,mi‘luwmmwm-ua
Tnsieluil
7.3.1.ﬁ?’far‘hvruﬂuasmmﬁgﬂwmmﬁmmw"lw‘imawmﬂm&nﬁﬁlﬂuauﬁﬂﬂm The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) ¥3®

7.3.2 99iMuALaY mmimuﬂmmﬂmiwvwwam (In-house process) faenndesiu
ICH Guidelines %38

733 datmusuavanasguia Wuasmainsizdidmualilusse ssela sae
wile prasEmAnsENTNASTIREY (89 THYITIE ﬁm%’ugmmumﬂguq
(General requirement for dosage form)

WUYLNA: mamwuﬂqmmmmnﬂummmﬂﬁu (Active Pharmaceutical Ingredient
Specification) wanAnfmusiendniagu (Finished Product Specification) AITENBRINAT
Beafunazatuieafy snduudnsdfidsenifetmuatazinnsgureenisiee
g ingRufeddry vie nndasiendusagy
domladesusemansingey (Certificate of Analysis (CoA)) Tnedaalszneunie

; ;u-rn'ss:unﬁmmamnﬂavmﬂﬁuammﬂnmmam., W
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8.1. duuviidedusemamsinsesiingausienddsy (Certificate of Analysis of Active
Pharmaceutical Ingredient (API)) TnedivsUsenaume
8.1.1.dnumiisdesusemansinesiingiusedfny veaudningaumenddny
(Supplier)
8.1.2 dumiideiusesaniianeiingiusienddy veuinanndndusiedniogy
(Manufacturer)
8.2. dnumisdefuseananiTiiaiteinanfugiend1593U (Certificate of Analysis of
Finished Product) vesinanninsnsiendiagu (Manufacturer)
8.3. lonasBusupuduiusseningumndavesingiudnund Ay (drug substance) uag
Jumsnasvewiniueidniagy (finished product) Mdlumsndneruiidwey
9) ANUNBNAITHARINANIIANYIAIINAW (Stability data)
9.1. ANUNONASUARIHANSANYIAINAWITEEZE™ (Long term stability data) ¥1u7U 3
JUNSHAR
0.2, AUALBNANTUAAINANISANWIAIUALGTUAN128L34 (Accelerated stability data)
WU 3 JUMTHAR
9.3. dlunenarsuanInanIsAnwuansingramnsainulinenld 1 ga /dnuinang
Uszansuanmsinw (nsdlede) (E23)
9.4. nsdidueniifesazary Aforeneauld Widwunenarsnanisfinwmauasiangnis
avansuay/vie Fe9 / vdalald lusvhaganerney asuiiulazaenadesiulendns
e (In use stability data)
10) ﬁ']Lu’mﬂ’dﬁa%'w:;amﬁmﬁ'mﬁ&l’tﬁﬂL%"'agl! (Certificate of Pharmaceutical Product) lan1zen
vdnanlulsewelne
11) FumdnguAuaNyavewand il (Bicequivalence) Ingnan1sAnuIANLENYAYDY
nandauien (Bioequivalence) Wulumudariinua ASEAN Guidelines for the Conduct of
Bioavailability and Bioequivalence Studies %39 Aflen1sAnwdausrAninanazdianya
wsnAnfasion nsensasans gy Insamiuniombenufinwdamuyanldfumsiuses
90 dfhouanizassumsensuazen atutlaqi (nsdllildenduuuy)
2) dnumdededuseansgrun1sujuanumdninasiisnisitiluiesujiinis (Good
Laboratory Practices (GLP) 'l:uﬂsﬂﬁﬁmwﬁnm%’aam&aﬁ@haﬂssmﬁ
13) diumieusesnasgunsiivinvuaznsyass ARSI sARUMsIiune
wagns¥anwen (Good Storage Practice / Good Distribution Practice (GSP/GDP))
14) wt,aua'i"m'mmmmE}mamamquaa 3 HU’JEJU‘i‘iﬁ]ﬂﬂ.l‘n
15) dwumilsdoiusaanasguiesujuRnig ISO/IEC 17025 lusreniseniiaue @hid
16) dunenansuansfeyantslFsumsussylu Green book YewnsHANgIANAmNIUNNE (i)
17) dnunenarsuansdayanisliiunisussqlu Orange book 989 US.FDA. #38 European
Medicines Agency (§13])
18) nsarlaldendunuudesuaninsdnwinieadiln (Clinical trial) yosenluusznalnefiuansds
qeRdTnveeTeufisuusduLuukasiRulu eIt (i)
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e ] E it [ = Y] V a [
19) nsdiftlaildensuwuy (original drugs) aswesfienasuansdauslivaseiiiun1szusessn

0 @ = ' T oaw i &0 v ¥ W [ '
S nUAENSSUNNTEMNSUALEN Tuansineiuideuld demsseta devihuld WG U
grdunvulurune e lunisinm suvinswdadsunsldenlilueanuasiienansinu
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