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TUBLLDUAAUANBUANIZEN
Tiotropium bromide 18 mcg inhalation Powder, hard capsule
12U 5,000 NEaS
Tsaneunavauuniu
1. Foen Tiotropium bromide 18 mcg inhalation Powder, hard capsule
2. AauEutAIY |
2.1 gduuu \unaugaviinuda (Hard gelatin capsule) Mussqreendmiuléfiu
Lﬂ‘%@ﬂijﬂ (Handihaler)
2.2 dwuseneu w1 wpuga Useneusigdaen Tiotropium bromide monohydrate
Usinauisuwiniu Tiotropium 18 mcg
23 mwusuTsy  ussluwelnatin osfundayartuly
2.4 aan - sgyiienn, dauvsznouiiendifuasenause Jurdn Tunumeny
wuiindn uasiausdousiiuen et daauuuussyius
- vuuseegtiosfesssyfiesmisdomansdn dulseneusien
drfuazemins aiikds Sumuneny idaay

3. AuEuUANINVALA

Naﬂ']'m'i‘)’iﬁLﬂ‘i’lsﬁﬁmmmﬂulﬂmu finished product specification Wag drug
substance specification fig1e8sarnindediSuatuiientu deldaansideudedidnaiu
AIENTTUNITBWNTUALEY NTENTNADITUGY  Tainduiiuligdadenduatuiiiiey
winBelmindnnasguindusiifulasiifunils anasznansevssansisge

3.1 Finished product specification : Tiotropium bromide 18 mcg inhalation

Powder, hard capsule

) Test items Specifications
1 | Identification AT
2 | USuneusnendngy 95.0 - 105.0% L.A. of Tiotropium
3 | Uniformity of delivered dose 80.0 - 120.0 of target value/capsule m'aﬂﬁq'ﬂ 1 pda
4 | Uniformity of dosage units AT
5 | Water content 8.7 - 10.2%
AMZNTTUNTIATNUAAANWUSIANIEYDIEN fL_____’)
sy &
(et deatad) (Wenanassh dogudud) (uedgywd  FPeRdnna)
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13 Test items Specifications

6 | Aerodynamic fine particle dose fine particle < 5 1.6 - 4.8 g
um (Mean obtained with two sets of 6 capsules)

7 | Microbial limit test ATITNIY

3.2 Drug substance specification: Tiotropium bromide monohydrate

¥9 Test items BP 2016
1 | Identification NI
2 | YTunausendady 98.5 — 101.5% (anhydrous substance)
3 | Impurity G and H Impurity G : NMT 0.1%
Impurity H : NMT 0.1%
4 | Related substances Impurity C : NMT 0.3%

Impurity F : NMT 0.15%

Impurity AE : NMT 0.15% (for each)
Unspecified impurities : NMT 0.1% (for each)
Total : NMT 0.3%

5 | Heavy metals NMT 10 ppm
6 | Water 25-4.0%
7 | Sulfated ash Maximum 0.1%

WS - NMT = Not more than
- nadifasmzeundansiu (waive) nsaseasuiiseisiomsla Widuwanonasdngrudana Al
ayslReY
- Drug substance specification fiansanamnluiiaseivesuin drug substance ialudinsesi drug
substance wasdinurdusagy aduleatunis dinsanniesvinsuynideridmun
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4.1.1 TuddggmsBuvaidousndue Toun  ve.2 ne.3 ve.d 3o 8.2 udausinsel

ANEATTUNINTNUAAUANHUZIANIZVI8Y

2

X £ ¢ w 2 ) e a
(wedvsde deadad) (WanassA degudus) (udyed  IeRTana)
¢ < « a o a
WBWWEL e I98y wwwnddrungni sy wdgnsdugnsiivey

(Unenturun fledvaung) (avszlw  5530379)
WdunIhwgy MLy WNEBNTEINRYANS




° ¥ A ar
4.1.2 Tudwedunsidou ve.l wie 8.1 vpw filduesin wisuswasdeaiidanisaauny
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a w & % M~ .y > . v _ o
AN TNVBINARNUNAIUNTUNELUBY (Finished product specification)  HaZYENIMUAAMAINYBY
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Yagiu (drug substance specification)  nsdifiegsEwinmsAsuwaflufiudussieuy
wnasn1sveunty (8.5 wwieu finished product specification Way/w3e drug substance
specification laeveunluneutudssnruseniasiadidnnseinduacliiu 2 ¥ w Juussne
Uszmasesidnnsedng
4.2 eNATTUTBWINIFIUNTHENY
4.2.1 nydlemdnludsvinalny guindesdlionaisiusewnsgrundnemundninusiuay
FBneNRlunTTH@nen PIC/S (Pharmaceutical Inspection Co-operation Scheme) Iagvuieau
PIC/S participating authorities vr?aflLanms%"usaqmmsﬁ'mmswﬁmmmwé‘nanﬁuaﬁ%'msﬁﬁlu
N1HERE1TBIETNIUALENTIUNITOIMITUALET NTENTIE5130Y FafvuaTulesiiaany
aenadesuazTinfisafundninasiuasisnsimunisnanen PIC/S Tumnesiiausisatuaign
mussuNsasIsaeulnsiinanisiusestiviulssmeaussmasiadidnvsedng
4.2.2 nsdlgnindninenadsave guandediienatsiusswnnsgiunisnanginamaninas
LLasﬁ%‘miﬁﬁlum‘mﬁmmPIC/S(Pharmaceutical Inspection Co-operation Scheme) Tagvuaay
PIC/S participating authorities %38 GMP vewsewagnin adudrganuseunisamaasulasiing
miiusesiviudsemadseninsadiannseiindvioongnasatinudausnsdl
4.3 LBNENIAMANYBITEAUDTIN
4.3.1 uanM IR IeiRu KGR usie1d 193U vesHan (certificate of analysis

al 1

finished product) Tusguiidaiuseeng
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4.3.2 waMInINATIsRAuAWIRgAUTeIRIudAn (certificate of analysis of drug
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substance) Mdlumsuangguiidaiiuatne
4.3.3

WaNEne A HEMRORU
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4.4 fBEeEN
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wannasinsuseliuAtUsEansnaneasian (Price Performance)
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EetY 100
eazduniiuUssed 4 67 Indninadinisivinguuuaunn il
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2. ATFIUAMN AR ST AZLUULAL 50 AZWUU
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2.1.1 WHO list of Prequalified Medical Products
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o ar P = a s s . .
2.1.3 Lilummaq'luum%inwawamnmﬁmﬁlﬂﬁumsﬁusaa (Approved medical list)
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2.3 JoyaartiuayuAuNINYEINAAT U 20 AsUUY
n. $IVINKARNUNAURUY 20 ATLUY
v. im3Anwimeadiin (Clinical trial) 20 ABLU

ToefispaunmsAnwmieadnuieuiisuUseanianassnMueIFuluy 939189
yrapatinfilsuansisyavEnnvesenasRulunsansnansunnd  Ansasn sl

1. 38 sAnwniiuluy Randomized controlled trial waziinshfiuinansAn®as 16 AzLUY
TMIETIInIsLNSudetie

2. 38msfnwdunuy Non-randomized controlled trial wagiinisifuinanisfiney | 14 Aziuy
amIsEIsIMILWETudete

3. A8n1sAnwnilu Comparative studies WUy Cohort studies (prospective) wasdl | 12 Azuuu
nMsRRLWHanIAnEaIsEIImsundTundetie

4. F8nsAnwndunuu Comparative  studies  Wuu Case-control  studies | 10 AzlUUY
(retrospective) LaERnMIRRiRansAnsanIsasanswmdTindete

5. A3nsAnwndunuu Descriptive studies WUU Case reports/case series wagdlms | 8 AvUUL
ARuinan1sAnIasaIIIINIsLWE T dete

nssmdunsAnsiUisuiisuiuendunuy  Wasuuudin 4 azuuy
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ARIZNTIUM INTVUARNAABNZIANIZYBIYN

- .
............... AN N (A
(watesty Aeaian) (newinassh Fogudus) (uadtyvd PeR3ana)
¢ = L) = ol (] =
UNHLLWNYLVBIYVEY UNHLWNBFIUIYNITWLAE LOFYNTUIUIUNITNLAY

(UEIIURUY FYdYRIUNG) (urdselw 5331873)
WnEBNITIUIGYNITRLAY WNEUNIIUIYNTT




-

= o é’
A. AN E WATTEUIPIU

20 ATUUY
1. anuvieveslfoRnsiimsineilusasavadosdivdngrukanainldsuns
aufuINAINMUAENITNNITEIMSUETET NSENTNEEITNEULEL Tddwiunsden
anfelval (New generic drugs) ftumzifeusaus ¥ 2546
2. FnsAnwdpaliu Randomized crossover design %38 Parallel design (nedendl
t1/2 a7)
3. msfmdenaanasiasmaiuaanainsifguaing viedugian wu e way
g1 HIV
4. Srunwetniidnudedlaifesndt 12 au uazdliunisfinwiuuy Parallel $1uau
fhethsinwisadiitesndt 2 Winweswuu Randomized crossover
5. {NMINTINEBUAIILIMNIZANLALNABIYRITIAT 18N U biological sample
eIt
6. A8nslen druluglunuy single dose ANsIWELUL multiple dose avldisled]
sysiueTludensiiunn viewduen sustained release wavgandl washout period vielil
Faflssuzinanagatiey 5 Winwea t1/2
7. maiushethudesdeniuagieies 9 9 - Al 2 qresszduBn sty 3
ATOU Cmax, kae 3 AYNTEAVLIIIRIES szovnafiunvuadiasuuatnalen 3 W
o8 t1/2
8. HAN1TVIARBY 90% Cl UeiNaRIIvIovasdnduusiaz Parameter A Cmax, AUC t,
WazAUCeo TL¥u log scale vasenaniuazendiuuuy foseglutie 0.80 - 1.25 Fsdinind
BE winu
inusimsrsannsAnemedasuyauasen (BE) Ansondel]
1. feunausivndelinzuuudu
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2.4 dayamsAnwAnuALENINET (Long term stability) 10 AzUU
finsAinwanupsanweitunsdoudniuen wisuenasviendnguuansiisnisdinwauas
danmenuinanlasanuinanfiauesie fersan fail
2.4.1 §imsAnwn Long term stability way Accelerated stability 13 ASEAN Stability Study
Guidelines Tutannas ASEAN Harmonization Product on Pharmaceutical Registration ‘3’1&‘171& 26 5.A. 51
oy

n | Anwiasuauengenuuaain 5 U uagiinan1sfinen On-going stability Unoullaqlu | 10 Azkuy

v | Anwasumuengenuuamn 23 U uaziinanisfine On-going stability Uneulilaquu | 9 AzuuU

A | Anwasusuengeruuaain 2 U waiinanisdnw On-going stability Unaulilaguu AT

1 | Anwiasumuegeiuuaain 5 U wiliiinanisAnwn On-going stability Yroullaqiu ATLLUY

8
7

3 | finwesunnaergeuuean 23 3 usliifinanisfingn On-going stability neutidaguu | 6 Azuwu
5

a | Anwirsunengeuuaain 2 U wilifinensfine On-going stability UdeulUagiu AZLUY
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