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318N139 ..0.... fluticasone propionate &oo mcg/@ dose + salmeterol &o mcg/e dose
inhalation powder, pre-dispensed, bo dose inhalation
AUUsENAIMINgUATIYE

@. Town fluticasone propionate &oo mcg/@ dose + salmeterol &o mcg/e dose
inhalation powder, pre-dispensed, bo dose inhalation
b, ANaNTRN9lY
©.e. JULUY Wusgawudmnauin silanauis
wlo. d@uUsznou U e dose Usznaumiemie Salmeterol ¢o mcg Wae Fluticasone
propionate &oo mcg 31U bo doses
o.n. MYUTUTTY  WIwWTIT foil blister strip 314U bo doses Sesuuunuagiiiiey %qm"a’nﬂu
\n3psilafiligawunanaiin uuu accuhaler
.. AN
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o. ANANUANIImALA
a.@. Finished product specification
AL Test items USP&’o BP woaet
® | Identification test AT A5ITUY
b | Assay
Salmeterol xinofoate ®@o.c - @®o.0% of the LA, ®lo.€ - @on.d% of the LA,
Fluticasone propionate @o.0 - #®0.0% of the L.A. wd.0 - @oe.&% of the L.A.
o | Delivered dose uniformity ATINTY NTIVIY
Aerodynamic size distribution
- Salmeterol xinofoate AT
Fluticasone propionate AT -
& | Relate substance - Salmeterol-N-alkyl: NMT Fluticasone propionate
(Oreanic impurities) o.% - Impurity D, G: NMT o.mo%
- Salmeterol related - The area of any other secondary
adde W Uszsmunssuns  adde ‘—’Q/ NSNS asde ’b/ NIIUATT
(Unaddn megn) (UNEMITINGT VanTan) (weanioiuvs Wuduns)
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compound H: NMT o.«%

- Any fluticasone propionate
related unspecified
degradation product: NMT
o0.@%

- Any salmeterol related
unspecified degradation
product: NMT o.@%

- Total degradation products:

peak: NMT o.lwo%

- Sum of the areas of all
secondary peaks: NMT e.lba%

Salmeterol

- The area of any other peak: NMT
l0.¢%

- The area of any other secondary
peak: NMT o.leo%

- Sum of the areas of any other

NMT &.mo% secondary peaks: NMT @.0%
b | Microbial enumeration ATIHTY -
Foreign particulate matter AT -

a.lo. Drug substance specification

m.lm.@. Salmeterol xinafoate

4o Test items USP&o BP boew

@ | Identification NIV NI

b | Assay cli.o - mow.o% of the LA wol.d& - @mow.o% L.A. of salmeterol
(anhydrous) xinafoate (calculated on the water

and solvent-free basis)

o | Residual on ignition NMT o.@% -

& | Water NMT o.lb¢% (determine on o.& ¢) | NMT o.¢o0% (determine on e.00 g)

& | Specific rotation - =

o | Residual on ignition NMT o.&% =

o | Sulphated ash - NMT o.e%

s | Relate substance - Salmeterol related compound A: | - Impurities D, G each: NMT o.b%

(Organic impurities)

NMT o.e%

- Salmeterol-phenylethoxy: NMT
o.@%

- Salmeterol-phenylpropoxy: NMT
0.6%

- Salmeterol-O-alkyl: NMT o.en%

- Salmeterol related compound B:

NMT o.e%

- Salmeterol-deoxy: NMT o.b%

- Salmeterol-N-alkyl: NMT o.s9%

- Salmeterol unspecified impurity:
NMT o.e%

Unspecified impurities: for each
impurity: NMT o.@%

Total impurity: NMT o.&%
Reporting threshold: NMT c.oé&%
Disregard the peak due to xinafoic
aicd
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a.o.lo. Fluticasone propionate

Test items

e
(4]

USPao

BP boad!

Identification

MIITHIY

AU

5 |9

Assay

«a@.o - @06.0% on the anhydrous,
solvent-free basis

&l.d& - @ol.o% L.A. of fluticasone
propionate {anhydrous substance)

o | Specific rotation

+mlo” to +m” (on the anhydrous,
solvent-free basis)

+elo® to +eno® (anhydrous substance)

@ | Water

NMT o.le% (w/w)

NMT o.¢% (determined on o.edo g)

2

Acetone

NMT &.0% (w/w)

NMT @.0% (w/w)

o | Relate substance

- Compound A: NMT o.le%

- Compound B, C: for each
impurity: NMT o.e%

- Compound D, E: for each
impurity: NMT o.a%

- Any individual unspecified
impurities: NMT o.@%

- Total impurity: NMT @.0%

- Impurities D, G each: NMT o.e%

- Impurities C: NMT o.l0%

- Unspecified impurities: for each
impurity: NMT o.@%

- Total impurity: NMT o.<%

- Reporting threshold: NMT o.od%
(reference solution (b))
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€olo. Wimatunuiiou ne.o w3e v.0 Vo filausIAN wisuswariduavidanisriuny
AN NYBIKARSTInTItunsdoy (finished product specification) waztaMIUun
AMNYBIINGAU (drug substance specification) ﬂiiﬂﬁaéiz‘!ﬂ’jwﬂﬁL‘IJT?}IPJULLU?NLL&‘U
WRusrFeauuuenasn1sveuily (v.¢) mdeu finished product  specification
war/v58 drug substance specification Ingvauslvneauiulsemeaausiamieysenin
Tmadnnsetind wazliifiu b U a JudssniaseusimvseUseninsimdidnnseind

<. lo. LINANTI VTR INTFIUNITHERE

<o.o. Nty manluITvAlnegnanfiana 33 UIBMIATTIUNTINERE A TUNENINUTIWET
FnnsialunIskAReT PIC/S (Pharmaceutical Inspection Co-operation Scheme) lng
W89 PIC/S participating authorities %38 flona153useaIATEIUNNTHANE AN
wdninasinarIERAlunsHans11e9d 1 TNIINANEATINAITEIMISUALET NTENT
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<.m.e. NANINTIVIATIWRRMNIMNERTUsIEEUTIgUIeNER (certificate of analysis of
finished product) Tuenjuitdafiusati

oo, HAMINTIVUATIZVRUAWIROAUTEIR ATy (certificate of analysis of drug
substance) ﬂﬂumwammq’uﬁﬁqL"f}uﬁ"mfhaw%wwfwﬁmmuazﬂnﬁmi’mqﬁu

<eaua. LonavizenangududuanuduRusssnigunndavesingRvrasdiedy (drug
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TIUALLDYAAMANYZIANIZYDIE uwuueLanansnsIngarYAueion
AU ....... / e
‘J‘ltln'l‘sﬁ .lo.. Budesonide @bo mcg + Formoterol &.& mcg Turbuhaler, ewo dose/v79
AUUTENIAIMINYUATIYS

. To8N Budesonide @bo mcg + Formoterol @& mcg Turbuhaler, @wo dose/179
v AnANTANIIY
©.e. JULUY \Dungawudwnauinulla dry powder inhaler
olo. dulizney U e dose Usgnaumiedae Budesonide epo mcg Way Formoterol «.& mcg
11U elbo doses
lo.on. MYULUTTY  UTITUMIURUSITEMTUgGANLUNIIUIN JULLU turbuhaler wianussgansgn
Aaiy Tnsusiaswnussylundosusiaymmiae

.. 281N
- seyliewn dulszneumsndifiuaranuuse Tunde Judueny uiikan uas

wanzlguiiveliog ndnuuuussyie
- UuMYurUSSYTIdudEeT feessyliont duusenauvesshendndy Tuindn Tu
VADTY WviinaR wasaesDousiuen Wiiushwenetetanuuuussy
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a.e. Finished product specification

4o Test items Specification
@ | ldentification test Compile with finished product specification
lo | Assay (Delivered dose)
- Budesonide o —- elbo% of the LA, (ebg — e mcg/dose)
- Formoterol fumarate dihydrate o - @wo% of the LA. (m.5 — &« mcg/dose)
@ | Budesonide-impurities and degradation
products
- Specified related substances in total Related to the budesonide content < @.0 area%
& | Formoterol fumarate dihydrate-impurities
- Related substances in total Related to the formoterol fumarate dihydrate content <
®.0%
& | Particle size Compile with finished preduct specification
o | Fine particle dose Compile with finished product specification
asdie FA/ UsEEIuNITuNTg adte "Q ITUMNS adde 7//‘/ NIsUATS
(UNaEAu aegn) (WnanTINTI vanin) (UNEITIUNS WiuTuni)

WIHUNNETIUIYNIT WAFUNTIIUIYNTS AN ST IIYNTT



WANBINA
- natiflaemsfuudinisiiu (waive) nassisaeuiezisenisla 'L‘nsruuammnmwanmumnm's
AesuayiRse
- Drug substance specification W 5aNIUAATIERYEINRER drug substance wioludiasizs
drug substance vosanduagu atuleatunis Fuimsanaieneiasunnteitmue
- Nam‘im‘i?ﬁ]’itﬂﬂ:ﬁﬂ‘mmmflulﬂmu finished product specification wag drug substance
specification fignedaninundusivatiuideatu Fldaamsbousodinnuanenssunmsemsuas
01 neensnas gy nsdiguadinavadavesevieingiu  veslauesimlunsannud
lsmeualsenia Wy shedunduiuatuuilvndilsmennalssna wiesadandusiiu
mulsEmAnTgnINaTagy e seyien  udu Tumsosn WitudugeeRiisves
ARENTTUNITRINTUING
< Qoulvdy ﬂ]
Fiauesmdssdudiunmeieienans ‘w'iE]iJs"IQﬂ']EJ:..IEJ‘E!E]‘EU';TENLEJﬂﬁ'l‘iIﬂElNSJE}"IU’H} Meanduaf
<.o. Lanmsm-s“lmiuaumwmw~L-uaumwmwamww‘luﬂ‘s«»mﬁlwa wazd1ua (declare) unas
ARk
€.0.0. 'Luﬁwﬁ'zunﬁ%umtﬁauﬁﬁ'um lown neo Mt NY. %39 tlo UAIUANTE
colo. lumatunaiou ne.e ma 8.0 Y9I ITaLETIAT WiPNT LAY \BuaviitanisAuAy
ﬂmmwwwamﬂm%mnm%u‘n \Ueu (finished product specification) uagtarmvun
ANNMWYBIINOAY (drug substance specification) nsmwagiwmqﬂmﬂaauuﬂmu,r'ﬂfu
WanAnavdeuuutenatsnisveurle (u.¢) uwden finished product specification
Wwag/138 drug substance specification IngvauiluneuiuuseniAaausiauioUsznin
TBannsetind warliiu b U & Julsemaseusiamieuseninsaidiannsetind
<o, LBNATIUIBIINTFIUNTNGREN
<lo.o. NidlowanlulszmAlnegndndodionansiuseannsgiumsnaneauvdninaeivay
Fmsirunandnen PIC/S (Pharmaceutical Inspection Co-operation Scheme) Iae
M8 PIC/S participating authorities %38 Hlona135usaansgIuNsHEREIANL
MENINSILAYIEARIUNITHANEITBIdITNITUAMENTTUNITOMITUALET NTENTI
as1saugy SuihmuntulnefinuaeandowuasinifioufundninasiuasIinsialuns
wanen PIC/S Tumnegniauene atudgaauseunisasieasy lasiinamssusosia
TulsznmeaeusinmioUsemnsiadidnmsedind
<lolo. n3tleNNiIINAUTEIAHERsABTilaNa I USEWINTTIUNSHARE M NUENINNS
wayISnsiialuniandne PIC/S Taewiaeay PIC/S participating authorities avudgn
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AruseunITATIvasulasiinanisusesdsTulseniAaausIAImsaUsenIns1A
iiinnsednd wisenunassin wiusinsdl
&, LONANTARNNYBIETALDTIAN

&m.e. NANTIATIVIATIBIAUNNHARTUIIEIENTIgUveENER (certificate of analysis of
finished product) ’luaﬁuﬁdeﬁluﬁaamq

&amlo. HANINTIVUATIWNAUNIWIRGAUTEIR81E AT (certificate of analysis of drug
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@. Y38 Tiotropium bromide e mcg inhalation powder hard capsule, Handihaler
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blo. duUszney U e wAUYa Usenausiedien Tiotropium bromide monohydrate o mcg
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a.e.Finished product specification: Tiotropium bromide e< mcg inhalation powder

L) Test items Specification
@ | Identification test Compile with finished product specification
o | Assay (Delivered dose) wd.o - @o¢% of the LA. of Tiotropium
e | Uniformity of delivered dose 0.0 — ewo.o% of target value/capsule/dose
@ | Uniformity of dosage units Compile with finished product specification
& | Water content @0 - ®o.w %
© | Aerodynamic fine particle dose fine particle | e.b - @ pg

< & um (Mean obtained with two sets of b

capsules)
@ | Microbial limit test

- Total aerobic microbial count Not more than eo" cfu/e
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@.lo. Drug substance specification: Tiotropium bromide monohydrate

D) Test

Specification

Identification

Compile with finished product specification

lo | Assay

&a.¢ - ©06.&% label amount of Tiotropium bromide
monohydrate (anhydrous basis)

e | Impurities

- Impurity G Not more than o.e%
- Impurity H Not more than o.e%
@ | Related substances
- Impurity C Not more than o.;m%
- Impurity F Not more than o.e&%
- Impurity A, E Not more than o.@¢% (for each)

- Unspecified impurities
- Total impurity

Not more than o0.e@%
Not more than o.m%

& | Heavy metal

Not more than eo ppm

o | Water b.¢ - &.o%
e | Sulfate ash Not more than o.e%
UV
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=
NN ...«... fluticasone furoate lmol.& mcg/e dose nasal spray,

suspension, elbo dose bottle
AUUTENIANININYUATIYS T

o
Y28

AnANTAN 1Y
©.e. JULUY
.. @uUlsznay
.. AYULUTTY
.. 2@

fluticasone furoate lbs.& mcg/e dose nasal spray, suspension,
@bo dose bottles

Wusmhuvuseney dmiuganuayn 1IAUIIY elso doses
T4 @ dose Usznaumesen fluticasone furoate los.¢ mcg
UsTglunrurusIdmiununaegn wasiivnuen

spyBesn duusvnauieIdfyuaramuse Junan Yuduony wviikan uas
wanzleuisvenliognsianuuuussyius
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o. ANFNUANINNALA

am.@ Finished product specification

D) Test items Specification
@ | Identification test Compile with finished product specification
o | Assay (Delivered dose) «& - @od% of the labeled amount of Fluticasone
furoate
e | Impurities — related substances
- Any unspecified impurity Not more than o.lb%
- Total impurities Not more than e.¢%
& | Preservative content
- Benzalkonium chloride ad - ee0%
- Disodium edetate od - @eo0%
& | pH &¢.o0—-w.o
o | Uniformity of delivered dose Compile with finished product specification
el | Weight of sprays Targe + o.& gm
@ | Number of sprays Not less than the label claim
« | Droplet size distribution Compile with finished product specification
®oc | Microbial limits ,z/-
asile W UsgsuUNIIUNIg asde .2,3—,%—'— nsIUNIS aste 7V N331A"3
(W@5iun anege) (UEMTINTIU NANIRL) (Wweriviuns Wuduns)
UBUAVETIUIYNTS Wndwnstiungnis wdwnIduIgnIs
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- Total aerobic microbial count Not more than eo" CFU/em

- Total yeast and mould count Not more than eo” CFU/gm

3.2 Drug substance specification

do Test Specification
@ | Identification Compile with finished product specification
b | Assay .0 — @ow.0% label amount of Fluticasone furoate
o | Optical Rotation -o&” to -od”
@ | Related impurities Compile with finished product specification
& | Particle size D (V o.@) by volume 0.6 — @.& JUm
o | Particle size D (V o.€) by volume .0 - &o um
o | Particle size D (V o.&) by volume &0 - &0 um
@ | Particle size span by volume ®.0 — @m.0 UM
« | Residual solvents Propan-le-ol < o0.e@% w/w
Ethyl acetate < o.@% w/w

@o | Water (KF test) < olo% w/w
@® | Residual on ignition < 0.60% w/w
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m.e fluticasone propionate ¢oo mcg/m dose + salmeterol ¢o mcg/@ dose inhalation powder,
pre-dispensed, oo dose inhalation ¥1U3U e,d&o YaBA TIAMABARY Eatel.oD UM TINYAA
dod,d@m.oo UM

oo budesonide @bo mcg/e dose + formoterol fumarate dihydrate & mce/e dose inhalation
powder ¥1UU aro YABA TIAMABARY Dblo.mm UM TIYAA1 belo,cDo.00 UM

o.en tiotropium e« mcg inhalation powder, mo hard capsule MU oo VADA TIAIVENAY
e oe UM TLAAT cee,ncmn.e0 UM

o« fluticasone furoate loel.& mcg/@ dose nasal spray, suspension, elo dose bottle 17U
b,moo YABA TIAMABARE blom.cs UM YA dob,béa.00 UM
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