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o : :
318113 o fluticasone propionate &oo mcg/e dose + salmeterol &o mce/e dose
inhalation powder, pre-dispensed, »o dose inhalation
AuUsznAdvInguasIvsll

o
®. U3y

fluticasone propionate oo mcg/e dose + salmeterol &o mcg/e dose

inhalation powder, pre-dispensed, bo dose inhalation (GPU : gmcee)

. ANANUANILY
©.e. JULUY
blo. dmlsznau

uenganudinisin vdamausia
11 o dose Usznaumefen Salmeterol ¢o mcg wae Fluticasone

propionate &oo mcg 91U bo doses

B.on. AYULUTTY

b.c 281N

HaeUTITU foil blister strip $117U o doses SesuuLuegiilley Fawssyly
\nseailefildgarunanafin wuu Accuhaler
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a.e. Finished product specification

Re
(W]

Test items USP&o BP moex
@ | Identification test A5 ATIINU
b | Assay
- Salmeterol xinofoate ®o.0 - ®@®0.0% of the L.A. «b.& - @oe.&% of the L.A.
- Fluticasone propionate ®o.0 - ®®0.0% of the L.A. x@.0 - @oel.&% of the LA.
o | Delivered dose uniformity AU AU

Aerodynamic size distribution
- Salmeterol xinofoate
- Fluticasone propionate

ATIVY
R ARLY

& | Relate substance
(Organic impurities)

- Salmeterol-N-alkyl: NMT
o0.b%

Fluticasone propionate
- Impurity D, G: NMT o.en0%

N e Uses1unssuns
(wWeUszwsU waann)

WGLANGTIUIYNT

e i ATIUAT ATVD oo ATIUANT

WEMFINTTL vansal)

WdUNITIUIYNT

e daiums Wuduns)
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~ly ~

- Salmeterol related
compound H: NMT o.«%

- Any fluticasone propionate
related unspecified
degradation product: NMT
0.0%

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

Total degradation products:

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

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

Salmeterol

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

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

- Sum of the areas of any other

NMT &.:n0% secondary peaks: NMT @.0%
o | Microbial enumeration AU -
@ | Foreign particulate matter AN -

a.la. Drug substance specification

ao.a. Salmeterol xinafoate

4o Test items USPeo BP woee
® | Identification AT ATITNY
© | Assay ®z.0 — ®@o.0% of the LA. ®el.& — @ol.0% L.A. of salmeterol
(anhydrous) xinafoate (calculated on the water
and solvent-free basis)
e | Residual on ignition NMT o.@% -
& | Water NMT o.o&% (determine on o.&¢ g) | NMT o.€0% (determine on e.0o 9
& | Specific rotation - c
© | Residual on ignition NMT o.@% -
@ | Sulphated ash - NMT o.@%
& | Relate substance - Salmeterol related compound - Impurities D, G each: NMT o.b%
(Organic impurities) A: NMT o.l0% - Unspecified impurities: for each
- Salmeterol-phenylethoxy: NMT impurity: NMT o0.e%
o.@% - Total impurity: NMT 0.¢%
- Salmeterol-phenylpropoxy: - Reporting threshold: NMT o.o0&%
NMT o.@% Disregard the peak due to
- Salmeterol-O-alkyl: NMT o.:n% xinafoic aicd
- Salmeterol related compound
B: NMT 0.0%
- Salmeterol-deoxy: NMT o.0%
~ s
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- Salmeterol-N-alkyl: NMT o.&%

- Salmeterol unspecified
impurity: NMT o.&%

a.lo.la. Fluticasone propionate

ge

Test items

USPeo

BP woe&

Identification

ATIINY

ATV

G |9

Assay

®z.0 — ®0®.0% on the

anhydrous, solvent-free basis

«o.& - @ol.o% L.A. of fluticasone
propionate (anhydrous substance)

o | Specific rotation

+alo°® to +mo° (on the anhydrous,
solvent-free basis)

+ml° to +eno°® (@anhydrous substance)

& | Water

NMT o.l0% (W/w)

NMT o.¢9% (determined on o.b&o g)

& | Acetone

NMT @.0% (w/w)

NMT @.0% (w/w)

o | Relate substance

- Compound A: NMT o.0%

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

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

- Any individual unspecified
impurities: NMT o.e@%

- Total impurity: NMT @.0%

- Impurities D, G each: NMT o.0%

- Impurities C: NMT o.b%

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

- Total impurity: NMT o.2%

- Reporting threshold: NMT o.0&%
(reference solution (b))
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F8nsfialuniswdnen PIC/S (Pharmaceutical Inspection Co-operation Scheme) lag
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P o n
318N13% b budesonide ebo mcg/e dose + formoterol fumarate dihydrate «.¢ mcg/e dose
inhalation powder, amo dose inhalation
aulsznrdminguasivsail

o. Yo8n budesonide @0 mcg/m dose + formoterol fumarate dihydrate @.&
mMcg/e dose inhalation powder, ewo dose inhalation (GPU - oelx&aney)
. AauauAnalY
b.o. JULUY Wuengevuidmeuinada dry powder inhaler
blo. @UUNaY U @ dose Usenausiedagn Budesonide oo mcg Wag Formoterol &.& mcg
41U oo doses
.. ANYULUTTY Uiiﬁﬂunwuumiﬂawsuamwumqmﬂ JULUY Turbuhaler Wiamusﬂmiﬂm
A ImEJLLmavmmUﬁﬁﬂuﬂaaaLmauwma
b.c. 281N
- szyoen dudsznaumidfyuasAnuuse Junde iuguaﬂq WATNGR uaziaY
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- Uum‘zjumsﬁ]ﬁﬁuﬁam fosszyTonn dnusznevvesineddny Juiidn u
yneNY 1viinan uaziaumzdeusiuen Wiusnweegedaauuuussysiost
. AudNUANImAiia

o.a.Finished product specification

{0 Test items Specification
@ | ldentification test Compile with finished product specification
b | Assay (Delivered dose)
- Budesonide @0 - @o% of the LA. (ebos — eclo mcg/dose)
- Formoterol fumarate dihydrate <o - @o% of the L.A. (m.o - && mcg/dose)
o | 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 product specification
© | Fine particle dose Compile with finished product specification
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- Drug substance specification Wa1sananlulinsieivesndn drug substance nisluiiasies
drug substance vasguanduSa3U atulnatunds Falinmsnnniiasngiasunideriimue

- wamsmaﬁmﬁzﬁﬂqmmmﬁ ulumy finished product specification 8¢ drug substance
specification 718198sanndusuatuiiedty Fslsmnaifousodinaungnisunmsesuas
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< A
3181159 @ fluticasone furoate we.& mcg/e dose nasal spray,
suspension, elwo dose bottle
AuUszn1Adwinguasivsill

o. o : fluticasone furoate bel.& mcg/@ dose nasal spray, suspension,
ebo dose bottle (GPU: bxlo¢eo)
. AaANTRATY
b.e. JULUY Wugmiuupeneu dmiuriuneayn
blo. dulsznau U e dose Usznausesien fluticasone furoate loe.& mcg
Do AMYUEUSSY  UTIPluNYusIspId T Uriumsann Vinaeoundeaiulglaitosndn
ebo ﬂ%’j\'i
b.e. 287N
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Finished product specification

4o Test items Specification
@ | Identification test Compile with finished product specification
o | Assay (Delivered dose) ®&.0 - @o&.0% of the labeled amount of Fluticasone
furoate
e | Preservative content Compile with finished product specification
& | pH &.o -g.o
& | Microbial limit test Compile with finished product specification
D Unifdrmity of delivered dose @o - ebo% of target value
e | Number of actuation per container Compile with finished product specification
= | Particle size distribution Compile with finished product specification
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5181157 & Tiotropium bromide ez mcg inhalation powder hard capsule,

Handihaler mo doses
AulssNIATMIngUasIYEIl

@. fu'aen

. AuaNtAnalY
©.e. JULUU
blo. duUsEneu
B.on. ANYULUTT]

b.c. 2811

. AuFNUANImATlA

Tiotropium bromide @& mcg inhalation powder hard capsule, Handihaler

[ @ a a @ o [ v d’ ] 3
Wugdnyiang Uii@‘[,ul,l,ﬂﬂégaﬁnumLmam'iwiifgmeiaqqm‘wu (Handihaler)
ue wAUea Usenaumiudien Tiotropium bromide monohydrate e mcg

vssqluuniUnain Jeaunasuagannuduly
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wunzLdauiiueliogedaauuuussydusi
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a.e.Finished product specification: Tiotropium bromide o< mcg inhalation powder

4o Test items Specification
@ | ldentification test Compile with finished product specification
o | Assay (Delivered dose) *&.0 — @0&% of the L.A. of Tiotropium
e | Uniformity of delivered dose ®0.0 — @o.o% of target value/capsule/dose
& | Uniformity of dosage units Compile with finished product specification
& | Water content .6 - 00 %
© | Aerodynamic fine particle dose fine @b - &c Hg

particle < & um (Mean obtained with two

sets of o capsules)
e | Microbial limit test

- Total aerobic microbial count Not more than @o® cfu/g
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en.la. Drug substance specification: Tiotropium bromide monohydrate

©

] Test Specification
® | Identification Compile with finished product specification
| Assay @3.¢ - ®06.¢% label amount of Tiotropium bromide

monohydrate (anhydrous basis)

e | Impurities

- Unspecified impurities
- Total impurity

- 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.e&% (for each)

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

& | Heavy metal

Not more than @o ppm

o | Water b.& - &o%
& | Sulfate ash Not more than o.e%
RN
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- Drug substance specification Aa15a191nludiAs1gviveswdn drug substance w3 oludiasizs
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- Namsmsmi‘miwvfﬂmmmﬁ wlumy finished product specification ag drug substance
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