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318N139 ..e.... fluticasone propionate &oo mcg/e dose + salmeterol &o mcg/e dose

YazBUNANANYAIANITYBIE), WUUTBINE1INSIRYar YA

inhalation powder, pre-dispensed, bo dose inhalation
AuUszn1AImInguUaTIYsil

. Fown fluticasone propionate &oo mcg/e dose + salmeterol o mcg/e dose
inhalation powder, pre-dispensed, o dose inhalation
. ANANTAYIIY
0.0, JUWUY \Duenganudmiain vliawauis
wlo. dulszney T e dose Usenausiesien Salmeterol &o mcg wag Fluticasone
propionate &oo mcg 371U bo doses
.. MYULUTIY  WIEUTITU foil blister strip 97U3U o doses SosuuLnUBaiiilioy %QU‘ii‘ﬂ:Lu
\osilonléganumanafin wuu accuhaler
.. 287N
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wanzluinivenliognesdnauuuussyie
- uumYurUIIYdudae dosseylenn dutsznevvesiiend ity Tuiinan Yu
wneY Lauiindn uazaunzousiuen BiAvsnweegrsiaauuuussy
fiouei
o. AuANUANIImALA
a.e. Finished product specification
19 Test items USPao BP moad
@ | Identification test ATITNU ATIINY
b | Assay
- Salmeterol xinofoate wo.0 - #®0.0% of the LA wlo.& - @on.¢% of the L.A.
Fluticasone propionate 0.0 - @®0.0% of the L.A. «@.0 - @ow.&% of the LA,
m | Delivered dose uniformity ATIMY RTIIU
Aerodynamic size distribution
Salmeterol xinofoate FTIVY -
Fluticasone propionate AIITIY -
& | Relate substance - Salmeterol-N-alkyl: NMT Fluticasone propionate
(Oreanic impurities) 0..0% - Impurity D, G: NMT o.ma%
- Salmeterol related - The area of any other secondary
: -
aadle W UsEsunsIums  asde ‘:’gj nsIuN1s adde "W nIsUNT
(Wnamsiun aegn) (UNETITINTI an3a) (ueainiund Wudums)
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compound H: NMT o.c%

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

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

- Total degradation products:

peak: NMT o.lbo%

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

Salmeterol

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

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

- Sum of the areas of any other

NMT @.cmo% secondary peaks: NMT &.0%
o | Microbial enumeration ATITHIU -
o | Foreign particulate matter ATIWNY -

a.lo. Drug substance specification

am.lo.e. Salmeterol xinafoate

LD) Test items USP&o BP boew

@ | Identification ATV AT

b | Assay &x.0 - @ow.0% of the LA &el.d - @ok.o% L.A. of salmeterol
(anhydrous) xinafoate (calculated on the water

and solvent-free basis)

o | Residual on ignition NMT o.e%

& | Water NMT o.lo¢% (determine on o.¢ g) | NMT o.€0% (determine on @.co g)

& | Specific rotation -

© | Residual on ignition NMT o.6% =

@ | Sulphated ash - NMT o.e%

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

(Organic impurities)

NMT o.0%

- Salmeterol-phenylethoxy: NMT
0.60%

- Salmeterol-phenylpropoxy: NMT
o.%

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

- Salmeterol related compound B:

NMT c.@%

- Salmeterol-deoxy: NMT o.&%

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

- Salmeterol unspecified impurity:
NMT o.e%

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

- Total impurity: NMT o.&%

- Reporting threshold: NMT o.0&%
Disregard the peak due to xinafoic
aicd
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a.lo.lo. Fluticasone propionate

19 Test items USPao BP boe
@ | Identification ATITNIU ATITIU
b | Assay ®z.0 -~ @0@.0% on the anhydrous, | . — eolw.c% L.A. of fluticasone
solvent-free basis propionate (anhydrous substance)
o | Specific rotation +enlo” to +en'o” (on the anhydrous, +enlo® to +e” (anhydrous substance)
solvent-free basis)
& | Water NMT o.le% (w/w) NMT o.&% (determined on o.lbéo ¢)
& | Acetone NMT e.0% (w/w) NMT @.0% (w/w)
o | Relate substance - Compound A: NMT o.le% - Impurities D, G each: NMT o.m%
- Compound B, C: for each - Impurities C: NMT o.lo%
impurity: NMT o.@% - Unspecified impurities: for each
- Compound D, E: for each impurity: NMT o.e@%
impurity: NMT o.en% - Total impurity: NMT o.<%
- Any individual unspecified - Reporting threshold: NMT o.0d%
impurities: NMT o.@% (reference solution (b))

- Total impurity: NMT &.0%
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- Drug substance specification R91sNNIUIATIENVBIHAR drug substance wiBluiiATIz
drug substance vegandSazU atulpatunils Falinmsanvieseiasunniadediimun

- Nam'im'i'aif"}Lﬂ‘iﬂzﬁﬂmﬂﬂwaJulﬂmﬁm finished product specification Wa¥ drug substance
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<ol lUAmatunsdoy ve.e ¥o t.e vasfiauesian winuswaiduaMitan1sAIuny
AanTNYB KA it unziTou (finished product specification) wazderimun
AN e TagRy (drug substance specification) nsdiiegsenitansivasuulasudily
\uinvgdasuuulenatsn1sveudly (8.¢) umden finished product  specification
waw/"38 drug substance specification Iasvaunluneuiulseniadeusaivsasenan
rBannIeing uarliiiu b U a ulsenmaaeusinvieusenmnsmsidnnseind
&lo. LENANTIUTBINIATFIUN NG
<lo.o. NidyRARluUsEAlnegrdnfoaiiona13iUIRwIATTIUNSNERD A TIIVANINUYLEE
Fmsfimlunisnanen PIC/S (Pharmaceutical Inspection Co-operation Scheme) lag
wiheau PIC/S participating authorities %138 fil@Na135U389ASEIUNSHAREIATY
wdninmsinayIsNAlun1sHAnE1v89d 1 TNITUANENTINNITBIMITUALET NTENTI
a1m150gY Farwundulaeiiausenadesasiiaiisuiundninasivasiinsialuns
wAnen PIC/S Tumnaenflauewie atudgamuseuntsnsisaey Tnsiinanisiusesia
TulssmegeusiavTeUsENnTIABanYseiing
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318N ... Budesonide ebo mcg + Formoterol &.& mcg Turbuhaler, elwo dose/un
ANMUTENIATININGUATIVETT

o ¥
e. Y Budesonide @bo mcg + Formoterol &.& mcg Turbuhaler, @wo dose/vn

. ANANUANILY
b.e. JULUY

Wugrgawudmanyla dry powder inhaler

blo. @UlTENaU U @ dose Usenausmemien Budesonide evo mcg Wag Formoterol &.¢ mce

114U ebo doses

o.on. AMTULUSIY USITLUNBUEUTIREMTUgAWLYINNUIN JULUU turbuhaler wSawusseansen
AN IneudazvInusIylundaausiasmie

lo.. 2870
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a.e. Finished product specification

@

U2 Test items

Specification

Identification test

Compile with finished product specification

o | Assay (Delivered dose)
- Budesonide
- Formoterol fumarate dihydrate

o - elbo% of the LA. (ebs — ecle mce/dose)
o — @ewo% of the LA. (s.o - &.& mce/dose)

e | Budesonide-impurities and degradation

products

- Specified related substances in total

Related to the budesonide content < @.o area%

& | Formoterol fumarate dihydrate-impurities

- Related substances in total

Related to the formoterol fumarate dihydrate content <

®.0%

¢ Particle size

Compile with finished product specification

o | Fine particle dose

Compile with finished product specification
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- Drug substance specification W sINNlUIATIZIvRIENER drug substance w3aluliasien
drug substance vesandsagU atulaatunil Saiinsesiviesginsunnideiininun
- Nan'ﬁm*:'m"m's'wﬁﬂmn'mLﬁulﬂm'm finished product specification way drug substance
specification #igndainunduifvatuidenty Fdldamadoudedinnuanenssumsomauas
o1 nswvsuasIugy  nsdauandfviaveiiavevdetegiu  vesdlauenailinsamnad
Tsmeiadsenia Wy Sredandusiuatuuilminiillsmenunassne wieshdunduiiu
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ANENTTUNITANIITUING
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ﬂmmwmam%mﬁmﬁmuﬁé‘fuwmﬁﬂu (finished product specification) waz¥ariIvun
A B TRgAU (drug substance specification) naifiogsminansiAsuutasudly
NN EARILLUBNA1TNTrBuAlY (8.¢) umdeu finished product  specification
waz/%38 drug substance specification lngvauflunouiulsemadausiamsausenin
imBidnnseling wazlifiu b U s Julsznmaousimvieuseninsmdidnnseting
& lo. LaNANIFUTBBNTTIUNITHENY
<lo.e. NIty mdnlulsznalnedudadedienarsiusesnnsgiumndnemumdninusiuas
FnsArlunakanen PIC/S (Pharmaceutical Inspection Co-operation Scheme) 1ng
MBI PIC/S participating authorities %38 H18Nan35Us0wNATTIUNTTNANEIAT
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37801 ... Tiotropium bromide e= mcg inhalation powder hard capsule,
Handihaler mo doses/n&a4
AUUIENIANNINQUATIYS

. ToEN Tiotropium bromide @& mcg inhalation powder hard capsule, Handihaler
o. AuANTATIY
o.0. JULUY Wusslnwians vssluuatgaviaudedmivussqdniaiesgany (Handihaler)
lo. dulszneu e wAUYa Usenaumeme Tiotropium bromide monohydrate e mcg
oo, MUUrUTTY  UsITluwelnaiv destunauayaanadiuld
b.c. 3N
- syyenn duuseneufendduaraIuLse Tunan i’uéﬁmq \vTinGn wae
wunzlgudrivenlisgndaauuuussyius
- vumuugusTYRdudan dessyylenn duusenovvesnedfy Tuitndn Tu
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a.@. Finished product specification: Tiotropium bromide e= mcg inhalation powder

Lh) Test iterns Specification
@ | Identification test Compile with finished product specification
b | Assay (Delivered dose) .o - @od% of the LA. of Tiotropium
e | Uniformity of delivered dose 0.0 ~ @wo.o0% of target value/capsule/dose
& | Uniformity of dosage units Compile with finished product specification
& | Water content s — ool %
o | Aerodynamic fine particle dose fine particle | @.5 - @& pg

< & pm (Mean obtained with two sets of ©

capsules)
@ | Microbial limit test

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

Uo Test Specification
@ | Identification Compile with finished product specification
b | Assay &w.¢ - @06.&% label amount of Tiotropium bromide

monohydrate (anhydrous basis)

m | Impurities

- Impurity G Not more than c.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.ed% (for each)

- Unspecified impurities
- Total impurity

Not more than o.e%
Not more than o.:m%

& | Heavy metal

Not more than eo ppm

b | Water b.& - &.o0%
e | Sulfate ash Not more than o.6%
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5980159 ...cc... fluticasone furoate oe.& mcg/e dose nasal spray,
suspension, elwo dose bottle
AU TENIATININgUATIYSTT

0. YoEn fluticasone furoate o.& mceg/e dose nasal spray, suspension,
ebo dose bottles
o AuALTANIY
©.e. JULUU Busmiuuungney dmiuganuayn IWINUTIY elbo doses
wlo. @UUTENOY U @ dose Usznaumeie fluticasone furoate low.& mcg
0., MYULUTTY  UTTTUABULUTITEMTUNUIMIRYN Uaviiiawuen
b.c. AaIn
- swyfiern duvseneufendifyuazanuuss Tunde Tuduey weiindn uay
wunzleusinsuelisgetnmuuuussydu
VUMTUEUTTY AN FosszyTenn dauussnauvesiienddy Tuiindn Ju
yuney auiikan waziauziboudiuen TBiuinmenegistaauuuussg
fious
o. ANFNUANIUMALA
a.@ Finished product specification
4o Test items Specification
@ | Identification test Compile with finished product specification
v | Assay (Delivered dose) wd& — @od% of the labeled amount of Fluticasone
furoate
en | Impurities — related substances
- Any unspecified impurity Not more than o.lk%
- Total impurities Not more than e.&¢%
& | Preservative content
- Benzalkonium chloride € - ee0%
- Disodium edetate od - @@0%
& | pH ¢.0-wmo
o | Uniformity of delivered dose Compile with finished product specification
o | Weight of sprays Targe + o.¢ gm
@ | Number of sprays Not less than the label claim
« | Droplet size distribution Compile with finished product specification
@o | Microbial limits "
i) ‘W‘/ Usysunssums  aade E.L-S;‘ TSNS asde 7V NSNS
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- Total aerobic microbial count Not more than @o” CFU/gm

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

3.2 Drug substance specification

4o Test Specification
| @ | Identification Compile with finished product specification
o | Assay w@.o - ®@ob.o% label amount of Fluticasone furoate
e | Optical Rotation -ac” to -od”
& | Related impurities Compile with finished product specification
& | Particle size D (V 0.@) by volume 0.6 — @.& Um
b | Particle size D (V o.€) by volume ©.0 - &0 um
@ | Particle size D (V o.«) by volume &0 — &.o Um
@ | Particle size span by volume ®.0 — m.0 Um
e | Residual solvents Propan-io-ol < o.@% w/w
Ethyl acetate < 0.e% w/w

@o | Water (KF test) < olo% w/w
@@ | Residual on ignition < o.a% w/w
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ceae. NANINTIVIATIBIAUNIWHARTUIEENTIUv0UENER (certificate of analysis of
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&.o.lo. Nam'a‘m’nmmsw“vrﬂ:un1mmnﬂwaammmﬂm (certificate of analysis of drug
substance) ﬁl‘iﬂummamaWiuwaatﬂumameﬂwmwNammua.,mammn%
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