lenasAiueNnnE ne

Betmiga® 25 mg
Betmiga®50 mg

1. TanAnAun
Betmiga 25 mg

Betmiga 50 mg

2. ARTEN
Betmiga 25 mg :

1 1 Winriineangnauiu Usznaumaae mirabegron 25 HaaNT

Betmiga50 mg :

1 1 Wiariineangnauiu Usznaumaae mirabegron 50 HaanTN

seazlatAdIuLIENALAURINNA LaAaluiUe 6.1

3. ANHUTEN
tlnniineangnaunu
Betmiga 25 mg :
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Betmiga 50 mg :
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dufunnssneEnannenisuneidantaanaziarluanunsanaulaanazla (urgency) HAw

=)

: 2 ox - y v " , ,
nsanefaanaziianau uaz/vse tagiazsaiiasarnnauifaanaluag (urgency incontinence) s
ananulalugiaeylunynininznssmizTaanziudaloinilng (overactive bladder (OAB)

syndrome)
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YUIAENNLLEUNAR 50 RAANTH Juay 1 A9 Fuilseniunsanvisalunsanatnigle

gilaefiaassedanislde i
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gilaeminisvine ey lauasFuunse

Tusinnafnmnislaen Betmiga lugiaalsnlassazgania (GFR < 15 ua./a%/1.73 1’ visayilaa
MaImaIn1IN13aeleAeRsnIsWeniaan) WIBAUNNNIULNNIBITUIIN (Child-Pugh Class C) A9TIUAY

Tuwuzinnenlalugihawmant (gane 4.4 uay 5.2)

' till .e:ll o ' o o [ ¥ z:ll A o o ' = Iz:l ¥ zsl
ﬁ]’]?’]\‘imﬂ1ﬂuLL2ﬁ®ﬂ°ﬂu’]ﬂ‘F;I’WILL‘LLZ:LL’]lﬁlfﬂ’)u'&"I‘Viﬁ“LIQﬂQﬂﬂiﬁlM?@mquﬁunﬂW?ﬂﬁ I@EINLL@‘Z%JNW]?I%EI’W]

fusaaulay CYP3A ﬁﬁqm‘ﬁmmuma (gWiae 4.4, 4.5 uaz 5.2)

endudaaulel CYPIA fiflqniuse®
I i
Tavinemunnsas” Gnvee 50 1. 25 .
1unang 50 wn. 25 Wn.
UL 25 . Tzt
v uUnNes® Gnuae 50 an. 25 4.
unans 25 wn. Tauszain

1. lanue: GFR 60 D4 89 Wa./AW/1.73 w7 Uunans: GFR 30 119 59 1a./uni/1.73 #7; quuss: GFR
15 119 29 18./W/1.73 W7
lAnNuaY: Child-Pugh Class A; 111na4: Child-Pugh Class B

3. enffudueulan CYP3A Nlnnsuss griaee 4.5

WA

Tuandupeslfuauaeaumaaasyilos

gilagnsn
o Id =S a a o it . (3 tla !
geluinsdneilsz@nininuazmnuilasniaaesnislaan mirabegron Tuiinangsingn 18 4

Tudaays

A8 7e1n

FUsenudaTuaT 1 ASI NIANAAIUAT NAUELNNULLA UNIAL FALLN WFaV1 ILANNAUNAL
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1NN

TudnsAnnislaen Betmiga Tugilaelsalaszazganie (GFR < 15 ua./wni/1.73 w2 visayilaed
° o v v v a -~ o %// = 1 ° v v Yo 1 él = v 1 1
mawmasnisnisantlaasedsniseniaen) Asiuasiuuusilvenlalugiaomall  Jaeyasgesng
o o Y4 ° ' = ~ =
Ain Ty e A LUNNIBIgUIES (GFR 15 T4 29 1a./WN91/1.73 N2); AINHANITANHINILNAT

- . Y o v - Yo 4 ' o v v
AauAnans (griate 5.2) uuzihuasauaenasmae 25 1n. ugileenguil  TuuugdInlaen
Betmiga lug1/oaMlavinanuunwsaaguiss (GFR 15 09 29 Na./uni/1.73 12) $aniunis laduanndd

\awlgal CYP3A ﬁﬁqmﬁm (g4 4.5)

AUNIIULNNTD

TudnsAnnaslaen Betmigaluyiaefiunneiuunngasguuss (Child-Pugh Class C) Astiiagly
wuzih e lalugioswant luwugdhnlaen Betmiga lugthanguvinauunnsasiunans

(Child-Pugh B) saxiunislasusnfisiusanulas CYP3A ﬁﬁZ]VI‘éLLN (a¥ia1e 4.5)

AN ALTATIRES
Mirabegron @1xnsavinluaauduladiniingsau asuuzihlunmadaaudulaiiniulszanlnaaniy

TugiaeAnusulaiings

Tuunzilnlaen Betmiga lugiaamnusulaniageguussntiailuaisnsnasuaule (systolic blood

pressure 2 180 mm Hg waz/UTe diastolic blood pressure 2110 mm Hg)

yilaefiinnng QT anauuuaifiavizaiulunamds
lun1sAnsN19AATN Betmiga N1unaenlun1sine luiananinsinen1ean1anaing ean1sena 1Lty
2194 QT (gWaa 5.1) aandlsfmuiiesainylaainauailsedh QT anauiua wrayleinidalaiu
‘sl 1 ° v . g 1 1 = 1 ‘Lj =< ° v 1
27nINUI I QT interval anqunuanligneaueg lunisAnemanil awinlulunaunasesen
) Yo 1 dﬁl o :l/ v o o dI v ) Yo 1 dij
mirabegron Tugtatmanil seiuansluarnsydinsedaiialuen mirabegron luyiasinanil

1 v

Y Ao > Yo do wnZe o ~
ﬂﬂﬂfs‘al‘muma?‘qmﬂum\‘lﬂfaﬂmmﬂ‘izl,quﬂamqzLL@zﬂﬂﬂfmmmmimumiiﬂiﬂﬁﬂﬁf;:ﬂimwwﬂmwzuu

sialaRmLnAnagl antimuscarinics

WAINIIINAMUNLNAAA I NLIUNaAaTaans AT iy naslaan mirabegron 1innsgn
Z’/ dl o o g/n/ o = o a a ¥
Auneeenzeanszmzfaannzuasinmaslaiunisinenienssinazfasaariusalaiatnsnos
antimuscarinics Kan1sANEIANLaeAdaNARENKLLALAN WYL e NENNIgATuNIReNT 8

! o X - da Y Ve ¥ , '
nszinzdfagnazluuansnisiaauresnisaintasinzAclugthenlafunisinwnae Betmiga eeals

[~3 ¥ . ¥ o o ¥ o QIId i// tﬂld
fimuAaTlveN Betmiga ﬂ')ﬁlﬂ')’]&l?&llﬁ?ZQ\ﬂM@ﬂQHVINﬂW?@ﬁﬂu%’]\‘i@’ﬂﬂ‘ﬂﬂ\‘iﬂ?ZLWWZﬁ@@’]’]SﬁVlN
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AYNANATYNINARTEN wanaIniirasluen Betmiga Avemanszinsydluyhainngsladunisinm
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45  Uffsendumnau g uazljizenlugiuuuaug

%@m In vitro

Mirabegron Qﬂ‘ﬁuﬁ\um:gﬂLum‘i_lfavl,@sgr:ﬁum\mmﬂ pathway Tnel mirabegronLﬂum?%\‘lgmjm
Lﬂuvl,smj cytochrome P450 (CYP) 3A4, CYP2D6, butyrylcholinesterase, uridine diphospho-
glucuronosyltransferases (UGT), P-glycoprotein (P-gp) %Qﬁwﬂ’rﬁﬁ\imﬂ@ﬂ (Efflux transporter) Lay
OCT1, OCT2, uaz OCT3 %Qﬁﬂﬂﬁﬂﬁﬁ%ﬁlqmlj’] (Influx organic cation transporters (OCT)) ANFANEA
Imlsl% human liver microsomes Waz recombinant human CYP enzymes meﬁlﬂjn,ﬁuq'ﬂ mirabegron
s dudeunansfituiunaiseseulss CYP2D6 uaziusadiudsiioauaeseulas CYP3A

v v v 1

Mirabegron f1AMNNIINAIUEIAINNIDEULS P-gp Sainuunfiauasele

%@m In vivo

CYP2D6 polymorphism

CYP2D6 genetic polymorphism flN@mt‘wuﬂﬂﬂmﬂlﬁllmxﬁummalm@\‘i mirabegron Tunanann (8
Y18 5.2) 13\iflﬂ’1ﬁ‘?iﬂ‘]:r’1LL@Zhiﬂﬂ@éﬁ@&lﬁﬂﬂﬁﬁ?ﬂ’]%ﬁé’mﬂ’] mirabegron FUtnTinauanduda
cvP206 Adlusniunedfuaunnenass mirabegron dielnsanifuenfiduda CYP2D6 viselugtle

vl CYP2D6 vinuundilunisimnualad lalud (CYP2D6 poor metabolisers)

Lfjizensend1ee
HAT29N15 TN PINAURBLN TR UAANTUBIEN mirabegron UATHATBIEN mirabegron AALNET
< 4 o~ = ) > o = ¥ o = aaa
AQUANARIIBNENEY HNNsAnmTauLunislnenafineuarnsleaeai nsAneUfisen
sumaeenaaulunyyinlaela mirabegron 211Aen100 NN, suuLdRTRneangnaLiy §uunsAneN
UN3819£191981 mirabegron L8N metoprolol kA fTUeN metformin vilaels mirabegron 160 wn.
o

THABBNGNEAUN

1 v
o o

TupAnazifiny e seuaneen g 199 19ARENTEIMINEN mirabegron ALaNBUNELEN, wilani
Y3e1IuaNIF9ALLRY CYP isozyme 38 transporter  &NWUNANNIELEITBY mirabegron ABNITLNAN

UDAANUAIANTFIFUURS CYP2D6

N R T b e
o ) P X ' o aan Yo = o
7mLEN mirabegron (AUC) INNGITIU 1.8-t11 1u@ﬁmﬁmmﬁ?2§°ﬂﬂﬁwmw1M?UHﬁ ketoconazole @aiIugn

fuela CYP3A/P-gp Agnausy  lnaniusesiuauinaiiialy Betmiga souiusdadiuds CYP3A uaz/

e P-gp e lafimulugihanlanneuunnseidanueaneiliunana (GFR 30 Dis 89 1a./



¥ !
¥ o o aa

WH/1.73 1°) viTRFUNIULNNTRALANLeE (Child-Pugh Class A) @alafusiagiugs CYP3A wqu%lm

79UAIE LU itraconazole, ketoconazole, ritonavir WAL clarithromycin, PWNALTNLUZUNAD 25 NN, Tu

az 1 A% Futlsgmunsanvialunsanamnsle (ginae 4.2)  luuuziihvla Betmiga Tugilasinle

v o
o

VINULINWEBITUUIS (GFR 15 4 29 1a./unii/1.73 &%) iseyilanfuvneauunnsasiiunans

(Child-Pugh Class B) #nlafusiagiuga CYP3A ﬁﬁqm’%ﬁmmumﬂ (g 4.2 uaz 4.4)

d’ d’ ] s
R N R P e D RIGOTE £
gastluswmianieultn CYP3A vi3a P-gp azvinlunAinuianauaes mirabegron lunaidunanas
e a Y _ d e o444 -
Tuandunestlfuauinenaes mirabegron wWalusaniuen rifampicin yseenau Nwdaaieul

CYP3A 58 P-gp inducers Naunaenluni1sinm

KIAYANE mirabegron A CYP2D6 substrates

Iummzﬁﬁmmmwﬁ mmLLﬁ\‘i%\‘m’]?ﬁué’ww mirabegron &im@u%aj CYP2D6 mgflm::ﬁuﬂmﬂm\‘i
Lmzmuvlmj CYP2D6 mm?mﬂﬁumﬁwmigﬁﬂﬂ%\‘lmﬂslu 15 f?uuﬁq'aﬂﬂﬂﬁﬁuﬂmﬂﬁ m‘ﬂﬂ;m
mirabegron mﬂmﬂ@ﬂqméﬁuﬁ Fuaz 1 AxaTuaamanedu aaualsen metoprolol daluAsaifien Han
Crax L‘ﬁlmgx‘i%u 90% war AUC Lﬁmgﬁﬁu 229% melx‘m@‘lﬁm desipramine %ﬂ;ﬂ%\uam flﬂlﬂ Crax
L‘Wln\lgﬁu 79% waz AUC Lﬁln\lzg\i%u 241%

ﬂfsﬁﬁlﬁmﬁmzﬁmzf?ﬁlﬁ@lﬁ mirabegron ﬁ:fmﬁumﬁﬁ therapeutic index LA LL@zm‘ﬁlgﬂmmU@iasg
M@Vﬂimm’ﬂuvlmj CYP2D6 L°Ijlu thioridazine, Type 1C antiarrhythmics (Lﬂjlu flecainide, propafenone)

e tricyclic antidepressants (L1 imipramine, desipramine) uananiAsmAuszalasyialalu

mirabegron $9NfL CYP2D6 substrates NRa9NN13U5aUN AN

KIAYANEI mirabegron B8 transporters
Mirabegron Liusiaffusaniignseanaes P-gp  lueanadnsqganIng mirabegron vl G uaz
AUC 2184 digoxin G4ilu P-gp substrate WKW 29% WAz 27% GNa1fL  dudugthaiiieEulaiy
211 Betmiga WA digoxin $9:711 AYTENAUATLEN digoxin TUILNARNANTIAA AYSRARINARNLTNYL

. . dolx DQQI o . . dll * Dzv aa Aﬂl ¥
18981 digoxin lWEsuuaz lAan1sU5uauNAE1284 digoxin e lulafunaniepdaiinfinesnis A9
WANTUNANNTUUINTBINNIEUENTDY mirabegron fia P-gp tHa 1 Betmiga $9uiU sensitive P-gp

substrates 114 dabigatran

FAzeN 8]
Tunudfisenninaseemiadtinidaly mirabegron 29U solifenacin, tamsulosin, warfarin,
metformin WseanANALlATiaFULssnUgRINaNTILszNaLAqe ethinylestradiol LAY levonorgestrel

dl o ' ° ¥ o
Nuune lun195ne 134 uuzi dsuaunaen
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37/U8N mirabegron iingeIuHiasaInUATeszmNeeNaNe 189 iUN S NTULRIERIIGTNAS
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B <
AGTEIAIIN
~ Y ¥ . g st . = o a ! A o T
Haayanislaen Betmiga luassinssnagasaanin nsAne ludniuansaaniduismessuy@uiug
(g¥iane 5.3) avluuuziiulaen Betmiga luassszuaesmssnuazilaniagsnssnitiasainile

ANNLIA

= v
arssvecIuuuyng
mirabegron gnduasnnisinunlunylamun Aiuasaianisaslaaneiani mirabegron luinuuaes
nywelpAeail (giae 5.3) TuENMIANEINAL09 mirabegron ABNTHARENLN LUNTEE N1INL
. % T an Ve % Aa
mirabegron lUiNUN L8N EE HTANATEINIINA LATLUNUNAN mirabegron

Tuaaslaen Betmiga luasascasluunyas

N19ALNUS
- 9

‘4 A A ¥ ' A o % o T ¥ oy 'a?
VLNNN@V}mﬂQm'ﬂ\?T@\Tﬂ'ﬁqT mirabegron mﬂﬂq?@UWUﬁqlu@mq (@MQ“H@ 5.3) ﬂ\ﬂﬂﬂﬂ@?ﬂ@“@‘ﬂ@ﬂ

mirabegron mmﬁﬁuﬁuﬁﬂumgﬂﬂ
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. '~ A~ ~ s 7 ' o Y A4 o
Betmiga VI,NNN@‘VI?T’JNN@LWﬂ\?L@ﬂu@ﬂm‘ﬂﬂqqﬂﬂqﬂq?ﬂiuﬂq?ﬂﬂﬂLL@gﬂqiﬁ]fﬂLﬂ?‘ﬂﬂ'ﬁ]ﬂ?

48  awnslunelszaen

193/8431/ANLIaaAAEI 1R8N

=

fnsuszifiunnaaensielunislgen Betmiga ‘Luéﬂqaﬁ'umqzmzmﬂ:ﬁ@quﬁuﬁfﬂn

AnUnB (OAB) @119 8433 918 B;:‘IJI’JEIQO’]WJM 5648 $18ANNANUITIMN A LA mirabegron atiNaL
1 awpenluuunImMaaeIeAATnszEL 2/3 Lmzr;:iﬂaﬂﬂ-i"\mu 622 1e/ln 31 Betmiga iunanesns
uee 11 (365 51) Eluma\?mmﬁﬁma*muquc;fmmvimn wunilnaeane sz 3 wuaan 12 dlans
R119% 3 N1TANEN s;ﬂfm 88% @@:wwn'\ﬁﬂw’wgw Betmiga ;:Jﬂfm 4% mmmﬁm@’mmammﬂﬁ

= - ' = o ! 'x v & Y =&
Watlszasm  annslustlszaspaoulumyiaauguusassatanuesnielunans

‘= “ay Yo ! ' ! = pRp ¥
‘ﬂ’]ﬂ']?illW\“lﬂ?Zﬁ@\?ﬂ‘l’]iﬁ?u?qﬁﬂqu@’)uiuﬁymwu@zﬁqq\?ﬂq?ﬂﬂ‘iﬂfqmﬂﬂq?ﬂqu@m@Qﬂﬁlqﬁ@@ﬂLLUUﬁﬁﬁﬂﬂ
= o T = 2y Ve o ¥ ) ¥,
I NFRATIATIG] e 12 dUanu anuay 3 N1FANTN Gﬁ\?iﬂ?ﬂﬂq??ﬂ‘]ﬁqQQﬂ Betmiga 50 {n. 1®LLﬂ %00

lawmuEaRalnduazni1sfinmasaanamuilaznng Arudaadnisnailamiudiinlng Ae 1.2% w1l



Yo v

anwie) giaevgalaen 0.1% avudaesnsfianisinmeneaniuiulaainzie 2.9% Iaeluiiy

awwn luyihangalaan ansluislszasanaausalawniolavesuudu (0.2%)

' = al ! = pRp ¥ L. .
’ﬂ'?ﬂ’]ﬁ‘VLNW\‘I‘]Jﬁ‘ZZNF’W]W‘Llﬁ‘tﬂﬁ]’]\‘mq’i‘ﬂﬂ‘]&l”]WNﬂ’]’i‘ﬂrJU@NﬁQﬂﬂ’] muscarinic antagonist L‘ﬂumm 1 ij

v

(sza1z819) HAruARNEARIINTEALArANIULSSTUNL WS ANENNRNNIAYLAN AN MABNLLIL

Jaaaan1eszazi 3 Wunan 12 da1m a1uau 3 nnsAnsEn

I4 e
ANTNLLA E”I\‘iﬂ’]ﬂ’]ﬂﬂW\‘iﬂ?ﬁi@\?ﬁ

FI3NANUANUARAIBINS ALz asannLlunnsnsANENRNNsALANAIEE N MABNLULTIAABIN

sreed 3 1unan 12 dUanu a1uau 3 nnsdnen aladunisinEnaae mirabegron

ANDIeINAReNsluReLlsraeA lum s A NSl wuneaman >1/10): wuuae (>1/100
24 <1/10); wuluues (>1/1,000 D9 <1/100); wuuae (>>1/10,000 D4 <1/1,000); WUUBLNAN

(<1/10,000) e TuLARZNANAMNDBINT NNNLISTAIARLYNITLNAALAINAN JULNTAAAT



MedDRA NULRE wuluuee NUUBE Ty
sruuadeny
nsRmTaLazln3y parasite | N9RHAIAIBINNAY | NTFHALTEBITEIAADA
Taany nezwnzifaaazaniay

ANMNNALNALRIAN waenauau
AuRAUNFTasinla W lamusiraing W lamuga

P lanesuudu
ANEAUNRY9IsTLIL paula* a3 luees Futhlnua NIHN*
NIUAUBIVNG NILNNZRNUNIBNLAL Nedde*
AMNEALNATRIHI NN LAY AUNT Leukocytoclastic
X 4 a¥a . d "
Waitia il B vasculitis

y ¥

W1 macular NUE

P a P

W1 papular AUNLTUARN

ANNIAL (angioedema)™
AMNHALNRIRINTEAN/ 1O
v X o4 o4 .
nauanazie LRIy
ANMNNALNATRITELL anTsAuRaTe A
AUNUUAZLANUN ATULDNLAZTBIAADA
Investigations AMALTATRLANQITY

GGT ngeT

AST LiNgeT

ALT LN

a a =< *

ANNAAUNRYB9TZLIL XIRN)
1lgzgn qpAsEe*

FNUTTUINNIFVNANAUNL AR UM

4.9

Annsluen mirabegron memaﬁmzﬁmmw

N9 LN WARIA

aa =X
ANUUIALINFENDN

400 NN. ASILALID AINTT NN TzaATINL

Taun alamga (wu 1 1w 6 918) wazdnsnFHmInasiingaauiung 100 AXRaud (wu 3 u 6 318)

{n19luen mirabegron UNBNENATATAININATNITLIALIAIDN 300 1N Aadu 1Tuaan 10 Fu wunng

NI RTUSITNATIATANNAUTATA systolic

A9l AU AANT TN ANNAINTT LA ANNTATIARAMINERTIGITNAT AN UIaTIA

wae ECG
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Pharmacotherapeutic group: Urologicals, Urinary antispasmodics ATC code: GO4BD12.

nalnniseanga

= J

mirabegron 11U beta 3-adrenoceptor agonist ﬁummmmﬁumxﬁqwﬁm ﬁﬂﬁﬂg’mﬁﬂﬁ‘ﬂumm
m:m’wzﬁmmammaﬁTfa%aeLumémmL@:‘luLﬁ@@'ﬂﬁwﬂ@@ﬂmmmugwﬁ RNANNITLT U cyclic
adenosine monophosphate (CAMP) ﬁlwf:@Lﬁ@m:L‘Wﬂtzﬁmmf;mmm_ﬁu,t,mﬁh;mmm@fmﬁfmm
ﬂﬁ‘ZLWWtﬁ@@’]’JZ%\ﬂV;@’mLL‘Ll‘]_I’ﬂ?’]@ﬂ\‘]ﬂ’]ﬁ‘Vf’N’]u“ﬂmﬂ‘i;‘:LW’wﬁ@@’]’JﬂuM‘QLL?VI Mirabegron T
Funmsnsiuilaannzieastesnisanetfaanasunazaiaazananuiaesnimesalng luinnsans
oo luiiuanannuduaeanisiuonsfaansiansilaaasmaennaaslaanuy
srasanaznsminztaanaziuslafsnilumgusym  uuusiaedluRanuan mirabegron @unsn

anANDresnstunnetadanazle nanimasesuatiuandliiiugn mirabegron WKW ANNIAN

Wufaanazlneniansznu beta 3-adrenoceptors lunseimnzfaanny

szvneTasmsiniuaaay Lﬁ@ﬂmqugﬂLﬁu@mumﬁumtquﬁ@mammﬁmm?ﬂizémzuu
sean sympathetic Noradrenaline %Qﬂﬂ@Iﬂﬂ@@ﬂmmﬂﬂmﬂﬂixmwLﬁ@iﬂmzéum?ﬁﬁmmm
beta adrenoceptor AdunaaifereenIzINzTagaz MantsaanefaeanamieFuaanszinng
Tagnnz szunnesaenisdudaanas ﬂ‘itLW’]:ﬁ@mﬂ’Jz'ﬂxgﬂﬂ'}U@Nﬂﬁﬂl[;‘izuuﬂ?:@’m
parasympathetic Acetylcholine f«]xgﬂﬂa'@ﬂfrmﬂmmrwﬂmﬂﬂizmmu?mmﬁqmmlﬁ@iﬂmzéu
cholinergic M2 ua M3 receptors ANIIUARIYBINIENETRANE ma‘m:é}ucimmq M2 azdfudla
beta 3-adrenoceptor qﬁld%mdmﬁﬂﬁ cAMP Lﬁls\@d%u ﬁq&umafﬂitzéu beta 3-adrenoceptor %hi
TUNIUNTTLIRNTTLTAdE m‘:mumiﬁigs*umiﬁuﬁuslummmﬁvi@ﬁmmfszﬁmifqmﬁumqéqu
Tael mirabegron anAnudaaInisasalnglufinisonenTasazlaelufinanat FunnsnisduTaanas

' ' :l/ o o ! A Adl A ¥
189n191078aR8 19z RaT AT ANNAUTaINIITUnNaTad 19z Ta TN RTIRITRANNENIVIRAANANY

NANILNATNAANABIT

Urodynamics
\Ha'lv Betmiga N111A8n 50 1N, waz 100 1N, duaz 1 A3 wWioan 12 ddan Tugthamesand
a1NsHAUNATedssUUNIRALTAANEAIUAT (LUTS) uasiin1sgaiuni1aeantesnssinig
1Tag@192 (BOO) WA mirabegron uilbanan1uanadss@nanineeanssinnzild@nnsaneased

7 - o 1 v v 1 = B./d = ) 1
cystometer gihsinndaandsuaznunanislasnladuennsn lalinisAnsinaaes mirabegron ma
fnanisinagegauazuasannsunglunszmnzilaanns ndnsnislunagegaluyiaamasiaanuou
200 $18 ANe1N17 LUTS waz BOO WUa1N3 U mirabegron M1unmaen 50 dn. Laz 100 1n. Juas 1
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A%a luiaan 12 zﬁ“ﬂmﬁ”Lm'ﬁm@mmuﬁ@mmm'@é“mmmﬂmzmw’?\@ﬁi@mmﬁumﬂumzqu
ﬁmma:ﬁﬁmmmﬂu@zﬁmm AN LA unasrea B nneasiUiA uan (SE)
9a91TagILTIMAANANY a1 baseline Lﬁﬂuﬁuamgu@mmﬁ"ﬂwwﬁﬁu 0.55 (10.702), 17.89
(10.190), 30.77 (10.598) dﬁﬁﬁ*ﬂﬂzﬁumg?yﬂq?%ﬂmgfmmm@ﬂ, mirabegron 50 ¥N. WAY mirabegron
100 NN, ANNAAL

uasie QT interval

Betmiga faunaen 50 un. ¥i3a 100 un. lulkana QT interval Nlaunlamiainoadnsnisinuees

Wlaseaaa (QTcl interval) TnglafunisussiliuiauuuueaninATaLL LN NGIN

M3AnEn QT aendaziBen (TQT) (LanaaTATNATIEGUNING AU 164 3181 LATANANANATINA
WENQIN WA 119U 153 918 mqma'ﬂ 33 1) deiszifunaesnsiuilsznnuandies mirabegron 7
PUNALAN LR L LT (50 1N, Uz 1 ﬂ%\‘]) LAZAADNNTR U AEN T NN 75NN (100 WAz 200 HN.
AL 1 m%q) na QTcl interval ﬁﬁlaszﬁumm@wmmmﬁmmc{wmmﬂﬁﬁl?ﬂylumﬁﬂngmq'qizﬁum
PRIUUNALNTT NN NHLIT20N0 2.6- WAE 6.5-M17 ANUANFL NANEETENA T positive
control A8 moxifloxacin 2118 400 NN, ﬁ‘?\i@m Lwimﬁ?zﬁmmmm‘mm mirabegron LLay moxifloxacin
Qﬂﬂﬁ‘ZLﬁuIﬁﬁlLLF;Iﬂﬂ@:Nﬂ’]‘j"a‘/ﬂ‘]:l"}ﬁ/u LL@tLLﬁiZ\ltﬂ@:Nﬂ’]‘j"a‘/ﬂ‘]&’}ﬁﬂﬂﬂﬂﬂﬂLﬂuﬁ@ﬁ@u@mgfm (parallel cross-
over design) z&’m%umm@ﬁmmmwLL@szmajqﬁ'VL;%u mirabegron 7l 50 uN. WAz 100 1. fiA
upper bound 284 QTcl interval flinapnnaidesiu 95% wuumiaiedlaifiv 10 msec ﬁnﬂ@;mmm
zi’m%ummumnﬁiwimL@?}Imﬁwﬁumm@ﬂimﬁLfamzﬁlquslmgzmmﬂgmﬁu AMUANAATATLINA
qu*ﬁligﬁ*u mirabegron flanpen 50 un. AomuAnanslnaededieflauiuanaeanaas QTcl interval
dsanlasuanlluan 5 929 Ae 3.67 msec (AN upper bound AT4ANNITRLTL 95% WLLINN9IFiEn
AL 5.72 msec) ATV ENFTASINAT AU UAN AL 2.89 msec (ﬂl’l upper bound i
AAIERLTL 95% WLILNALRER AL 4.90 msec) mirabegron flunnaen 200 un. QTcl interval laifis
10 msec ‘ﬁﬂqﬂﬁgm@ﬂummaﬁmmmw Iummzﬁmm@ﬁmmﬁm@aﬁﬁﬂ upper bound fernanana
s 95% wuumnafiealiifin 10 msec 1219149 0.5-6 Falus c;fmmmu,mﬂﬁiqqz_nggmt,ﬁﬂl,ﬁﬂuﬁum
waanT 5 4ol fualedemniu 10.42 msec (ﬂlﬂ upper bound FinaAnnuTesiu 95% wnmaiien

WAL 13.44 msec) HaT8Y QTCF way QTclf aanAaasny QTcl

AsAN®I TQT 3 WU mirabegron WNERTINTALIeialauy ECG wuuaufutrimenlugag 50 un.
= = ' Ao = o aan Yo ) ~ '
09 200 uin. BaulugaaivinnisAnen Tuananadneguninmanlaiu mirabegron 50 1N, HANAIINUANANS
ALgIgALNaELALE MaNEMILERIINTTELLeTnla Fwn 6.7 AFIREUIT Augalie 17.3 ATIAG

w1 Tuananasiasguninan iy mirabegron 200 1.
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HAFIRBATINTAUTENTNATUAZAINALIATA lugilaedn19s OAB
Tugilhandning OAB (angiade 59 1) aannisAnmninisALANABEaanLULTnABINTEIEn 3
Wiaan 12 §Uanv a1uau 3 nsAnsn NlaFu Betmiga 50 1. Auaz 1 AT WUNNTANTRI89ANN

' A A o~ o o ! A @ =
wanaNRALeMeufuguaensyiin 1 AXIReUIT A uiudnsnsaTnas uazilsyinns 1 mm Hg
YisauUeNIN d1ufuAnaAulalin systolic/ diastolic (SBP/DBP) n1ailaguutlasteadnsisaanasuas

Ausuladinansnsaundunulng laudsarnuganisinm

uasamNALUN e lugna1 (I0P)
mirabegron 100 0. duaz 1 A% v luadusun e lugnainauluenaiadnsgunwanie
naga N AFuNIFNEI 56 JU nN3ANENTEELh 1 Wielsiiunaged Betmiga me IOP Taale Goldmann
applanation tonometry TuaaaTAIgEININAATWIL 310 978 NTWIALN mirabegron 100 HN. WL X
FNNINENUABNAUTLAAL FLINTBIAHUANANNNNNNT N AaNIsLL At L AR eI AL

. KX o t:ll a o ' o Aﬂl Aﬂl o ' t:ll !
baseline 193U 56 WguiuAIAuAUNalugnanlaseaaiwyluanaadas; A1 upper bound N9
AYINITRIIUW 95% ULILIABINIY TBIAINUANANNNNITINEIIZIIN mirabegron 100 HN. UATENUASN

w1 0.3 mm Hg

192 ANENINLAZANNUARAALNIIAATN

UszAvianmaes Betmiga gnulszidiuann 3 msfinszasi 3 AinseauauadsavaenuuLnges
‘vmu,m@:m wWhanan12 dlenat dmunisfnnasnssmnzlagaziuslhiaUnfindennisen
Jaanazuazuazlnganansanaulagnazla uaznadaaasuearrivieluiifadnzaaiieainnau
ﬁamqﬂﬁ@gj miﬁﬂmﬁﬂuéﬂqmwmm‘ga (72%) WASINATE (28%) @Wﬂqm?ﬂl&l 59 1 (‘ﬂl'Nﬂ’]ﬁlq

faum 18 — 95 1) Faiugrlaelupelasumssnnaseannga antimuscarinic tnew Uszanns 48% uaz
Wugthefigliunissnmaamings antimuscarinic snneulszanns 52% luntsanmmiegiiag

U3 495 718 LU active control (tolterodine prolonged release formulation)

AgRIINUINAMTULITANENWlUN195NIN Tann (1) auuAseatradnInaTaa1esaiadan

navTaaazluag i 24 §9Tu9 WaLse1ang baseline iU 9ARUAANIITNEI LAz (2) ATUIUATIRALUD

Q q

©

a 9

nisnnefagnazly 24 dalu Wiauszuang baseline il andugansinm Tnagaintiuinnisdunie

Taanazidunan 3 51 mirabegron waaslmiuneanimaves WlTad AU NadAlanaufuanraan

|
a

VNAAEATINUINUAZAALANARY (AAN3199 1 UL 2)

q q

[

AN 1 qAERSINLINWAzAALANARIEIUSULsEARNENIWlUNISSNEY  NqeRugAnIsiNE

Q Q

Q’lﬂﬂﬁ‘i‘i’)ﬂ%")ﬂ“ﬂ'ﬂﬁﬂ‘lﬂﬂ’\ﬂﬂ’l?ﬁﬂﬂ’\ (Pooled Studies)
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AT

Pooled studies

(046, 047, 074)

gvi|an

° & a a = &
AUIUATILRRLADINTINATRA1zT AL IR N nAULTS

Mirabegron 50 mg

qu'l,:u"agl: (incontinence) b 24 dalxg (FAS-I) (amgRsINUSN)

n 878 862
ALRALT baseline 2.73 2.71
ANTLAsLLUARAANN baselinet -1.10 -1.49

ANANNBANANRALLNaRE LT placebot (95% Cl)

-0.40 (-0.58, -0.21)

p-value -- <0.001#
uUASAIAEraINTanenTa@de (micturitions) Tu 24 Halue (FAS) (ﬁmqﬁémuin)
n 1328 1324
1 4 .
ALAREN baseline 11.58 11.70
ANTTlasLLlagRAsaNn baselinet -1.20 -1.75

ANAMNBANANRALLNaRE LY placebot (95% Cl)

-0.55 (-0.75, -0.36)

p-value -- <0.001#
1Bapslagaziang (ml) nanisonentagizunaznss (FAS) CLECEERD)
n 1328 1322
ﬂ‘ﬂLﬁlaIEI‘ﬁ‘ baseline 159.2 159.0
ANnnsaeuadiedgann baselinet 9.4 21.4

ANAMNBANANRALNaRE LT placebot (95% Cl)

11.9 (8.3, 15.5)

p-value -- <0.001#
sm"umsﬂmﬂmmzuaz‘lﬁmmsnn’ézuﬂﬂqu'lﬁ(urgency) @R (FAS) (amqaﬁma)
n 1325 1323
ﬂ‘ﬂLﬁlaIEI‘ﬁ‘ baseline 2.39 242
ANnnsasuuadiedgann baselinet -0.15 -0.26

ANANNNLANANLBAELNBWE LAY placebot (95% CI)

-0.11 (-0.16, -0.07)

p-value

<0.001#

AMUIUATILRRFARINTINAT Rz ARt nnaua

m':z"l,aifagl: (urgency incontinence) lu 24 Gl (FAS-I) ('ﬁﬂigaﬁﬂ’aa)

n 858 834
ALBALT baseline 2.42 2.42
ANTLAsLLUARAANN baselinet -0.98 -1.38

ANANNNLANANLBAELHNBWE LAY placebot (95% CI)

-0.40 (-0.57, -0.23)

p-value

<0.001#

TuuAsaaatraInslintastzuazlugrunsanaulasnazla (urgency) Mszau 3 wa 4

a

lu 24 dalug (FAS) (qngmﬁﬂm)

n 1324 1320

ﬂlﬂl,"aalil‘ﬁl baseline 5.61 5.80

ANnNTAeuadeagan baselinet -1.29 -1.93

ﬂlﬁﬂ’ﬂmLLﬁlﬂ[ﬁinLﬂa‘ﬂLﬁﬂLﬁﬂuﬁ’U placebot (95% CI) -- -0.64 (-0.89, -0.39)
p-value -- <0.001#

AMNANInalalun1gsne — visual analogue scale (FAS) (fingﬁﬁﬂm)

n 1195 1189
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Pooled studies

(046, 047, 074)

AATIR SIU[AN Mirabegron 50 mg
ALRRT baseline 4.87 4.82
ANTTlasLLlagRAsaNn baselinet 1.25 2.01

ANAMNBANANRALLEaRE LT placebot (95% Cl)

0.76 (0.52, 1.01)

p-value

<0.001*

Pooled studies Usznaumqen1sAnen 046 (Europe / Australia), 047 (North America [NA]) waz 074 (Europe / NA)

T Least squares wiNaiaAgNUFUEEU baseline 1WA uazn1IANEN

'
aa A

* uapnanassivagAynieadAlaiiauiu placebo Aszau 0.05 Taglufinnsdfuuuy multiplicity adjustment

# uaAneansliedAnyn1satndlefiauiy placebo Nszdu 0.05 Tnafinnslfuuuy multiplicity adjustment

FAS: Full analysis set Aanguyiaeilaiunisquiisnnailaiuenlunisfnsuuuagamisennsues 1 AR wazyiviinistiuinnig

Funneataansh baseline wazinistiunnnisduanalagtzesnaues 1 ASINAIAINNNA baseline

FAS-I: limeiaeiuas FAS Aayfinuainislaaiazaaiiiesainnaulaanayluey (incontinence) aensuae 1 afsarnnisvinfuiinnisdunne

Ta41927 baseline

Cl: F9ANNTa LU

[

A5 2: qRgATINUTNUAzqREANARIdIUTULsEANENWlUNNSSNEN NARAUgANITINEN

KINTUNISANEN 046, 047 WAz 074

NNSANEN 046 nSANET 047 NNSANEN 074
VTIN ANURAN Mirabegron Tolterodine | guUaan Mirabegron g1%aan | Mirabegron
50 mg ER 4 mg 50 mg 50 mg
ﬁﬂuquﬂ%\iLaﬁiwmmﬂﬁmﬂ'ﬂmwmmLﬁfaq'«aqnnﬁy’uﬂmmqﬂﬂfaé (incontinence) b 24 dalxg (FAS-I) (f«gmqﬁémuin)
n 291 293 300 325 312 262 257
AR baseline 267 283 263 3.03 2.77 2.43 251
Anslasuuasedeann
-1.17 -1.57 -1.27 -1.13 -1.47 -0.96 -1.38
baselinet
ﬂ"‘lﬂ'.ﬂllLLﬁﬂﬁ"‘l\?L’ﬂ?ﬂ‘ﬂLf}@LﬁﬂUﬁU
- -0.41 -0.10 - -0.34 - -0.42
placebot
(-0.72, (-0.42, (-0.66, (-0.76,
95% Confidence Interval - -- --
-0.09) 0.21) -0.03) -0.08)
p-value - 0.003# 0.1 - 0.026# - 0.001#
uUASALAEraInTaneTa@de (micturitions) lu 24 dalue (FAS) (ﬁmqﬁémuin)
n 480 473 475 433 425 415 426
ALRReT baseline 11.71 11.65 11.55 11.51 11.80 11.48 11.66
AMslasuuasedeann
-1.34 -1.93 -1.59 -1.05 -1.66 -1.18 -1.60
baselinet
ﬂl’]ﬂQ']NLL[ﬂﬂ[ﬂl’]\‘lLﬂa‘ﬂLﬁ”ﬂLﬁﬂUﬁU
- -0.60 -0.25 - -0.61 - -0.42
placebot
(-0.90, (-0.55, (-0.98, (-0.76,
95% Confidence Interval - -- --
-0.29) 0.06) -0.24) -0.08)
p-value - <0.001# 0.11 - 0.001# - 0.015#

USaasdaaziade (mL) pansaadaaisunazasy (FAS) (Angangaad)
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nsANE 046

nSANEN 047

n1sAnE 074

VTIN ANU[RAN Mirabegron Tolterodine | guUaan Mirabegron g1%aan | Mirabegron
50 mg ER 4 mg 50 mg 50 mg
n 480 472 475 433 424 415 426
ARALT baseline 156.7 161.1 158.6 157.5 156.3 164.0 159.3
Ansilaeunlasedgann
12.3 24.2 25.0 7.0 18.2 8.3 20.7
baselinet
ﬂ"‘lﬂ’.}’]NLLﬁﬂﬁ"‘l\?L’?)ﬁ‘ilLfl‘@LﬁilUﬁ/U
- 11.9 12.6 - 111 - 12.4
placebot
95% Confidence Interval - (6.3, 17.4) (7.1,18.2) - (4.4,17.9) - (6.3, 18.6)
p-value - <0.001# <0.001* - 0.001# - <0.001#
sraunstanlagnzuazlugunsanauilaanazle (urgency) va@g (FAS) (amqﬁﬁﬂm)
n 480 472 473 432 425 413 426
ALRReT baseline 237 2.40 241 245 2.45 2.36 2.41
AMslasuuasedeann
-0.22 -0.31 -0.29 -0.08 -0.19 -0.15 -0.29
baselinet
ﬂ"‘lﬂ’.}’]NLLﬁﬂﬁ"‘l\?L’?)ﬁ‘ilLfl‘@LﬁilUﬁ/U
- -0.09 -0.07 - -0.11 - -0.14
placebot
(-0.17, (-0.15, (-0.18, (-0.22,
95% Confidence Interval - -- --
-0.02) 0.01) -0.04) -0.06)
p-value - 0.018* 0.085 - 0.004* - <0.001%

ATUIUATILARLURINIFLAR

ﬂ'ﬂquﬁmLﬁm@'mnﬁ'ui]’ﬂﬂ'nz'l,u'ag (urge

ncy incontinence) lu 24 %"ﬂuﬁ (FAS-1) (Qqﬂi!ﬁﬁﬂ’m)

n 283 286 289 319 297 256 251
ALRALR baseline 243 252 237 256 2.42 2.4 2.33
AMslasuuasedeann
-1.11 -1.46 -1.18 -0.89 -1.32 -0.95 -1.33
baselinet
ﬂ‘"lﬂ'.]'TNLLﬁﬂﬁ‘"I\?LﬂgﬂLﬁﬂLﬁﬂUﬁU
- -0.35 -0.07 - -0.43 - -0.39
placebot
(-0.65, (-0.38, (-0.72, (-0.69,
95% Confidence Interval - -- --
-0.05) 0.23) -0.15) -0.08)
p-value - 0.003* 0.26 - 0.005* - 0.002%
uIuAsaeagransiaTagzuazluaansanaulasayle (urgency) fiszau 3 wia 4 Tu 24 Galug (FAS) (fingﬁﬁﬂm)
n 479 470 472 432 424 413 426
ALRReT baseline 578 572 579 5.61 5.90 5.42 5.80
AMslasuuasedeann
-1.65 -2.25 -2.07 -0.82 -1.57 -1.35 -1.94
baselinet
ﬂ"]ﬂ')']NLLWﬂWI'NLﬂ?‘lﬂLﬁ”ﬂLﬁﬂUﬁU
- -0.60 -0.42 - -0.75 - -0.59
placebot
(-1.02, (-0.84, (-1.20, (-1.01,
95% Confidence Interval - -- --
-0.18) -0.00) -0.30) -0.16)
p-value - 0.005* 0.050* - 0.001* - 0.007%
AMNANInalalun1gsne — visual analogue scale (FAS) (fingﬁﬁﬂm)
n 428 414 425 390 387 377 388
ARAET baseline 411 3.95 3.87 55 5.4 513 513




nsANE 046

nSANEN 047

n1sAnE 074

ATIN ANU[RAN Mirabegron Tolterodine | guUaan Mirabegron gMuUaan | Mirabegron
50 mg ER 4 mg 50 mg 50 mg
pnawlasudaedeann
1.89 2.55 2.44 0.7 1.5 1.05 1.88
baselinet
ﬂ‘wmwmnﬁqqm?{mimﬁwﬁu
-- 0.66 0.55 -- 0.8 -- 0.83
placebot
95% Confidence Interval -- (0.25,1.07) (0.14, 0.95) -- (0.4,1.3) -- (0.41,1.25)
p-value -- 0.001* 0.008* - <0.001* - <0.001*

1 Least squares WaNaiaANgNUFUEmTU baseline WA LATNITULNAIANTAIART

* uapnanassiagAynieadAlaiauiu placebo Aszaw 0.05 Taglufinnsdfuuuy multiplicity adjustment

# napnaneaeltdAnea

'
aa A

fAlafeuiu placebo Nz 0.05 Iaafin1sUFuuuy multiplicity adjustment

1 uainaeasluddedAyneatindlefauiy placebo fiszdiu 0.05 TnefinnstlFuuuy multiplicity adjustment

FAS: Full analysis set AanguyiaailaiunisquiisnnailafuenTunisdnsuuudagemvenisues 1 AR wazyivianistiufinnig

Funnentaanazi baseline wazinistiuinnisduanatdaantzesnaues 1 ASMasa1nyni baseline

FAS-I: ipeiaeiues FAS Rayfinuanistaaiazaaiidasainnaulaanayluey (incontinence) aansuae 1 afsannnisvinduiinnisdunne

Tage baseline

qAR99AIAATIN 1 NEUAUN 4 Betmiga 50 1N, duaz 1 A3 wansilszdAnsnmlunisineuazdsag

tsr@ansninlunissnenmaLiiasgnauwlilautedlaun 12 1890195091 NN9ANNTZZLNINITANEN

wilauuuguuazi active control uandluifingn mirabegron aunsnaslss@nsninlunisinmle

! 4‘4' =2 o
mmummqmﬂﬂwm 1 ﬁ"ll‘ﬂ\‘iﬂqﬁ\?m:m

o Py 4 ; o2 o ; e A a2 o
ﬂ7?Qﬁ?ﬂ'??@WUZULNWQqﬂgﬁﬂW@JEJUQE/m@@fMﬂ7W°ﬁrJﬁ]WLﬂE/rn/@\7ﬂU@Tﬂqw

nsANEIzeE 3 NEn1sAaLANAEaenuuLdnaenuazaN e 12 4llaiv auou 3

= o = o a a ¥ . o i', ¥ dldd?
NITANTN ﬂ’]ﬁ‘ﬁ‘ﬂﬂ’]ﬂ’]ﬁxﬂﬁ‘zLW’]%ﬁ@@’]QZUU[ﬂ'ﬂ@mﬁﬂﬂ[ﬂﬁ@ﬂ mirabegron UKL 1 AR lNAN AT

agnaldadAnneaiawilaanvaan

1 v
o Ao

RBAITIAATNIN

walalun19ine waznisgnsunauainainisiiiv
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vss@nsnnlunsinm lugilaeilasinize liime li5unisinsninznszwizaanisdiusaladmin

A9gl antimuscarinic N84

Mirabegron wassilszansninlunisinunluyienladuuaclumalaiunisineniosnszminTasny

JusalaiiatnFnqe antimuscarinic 17

NAaU WANATAUU mi

v
%

rabegron glauangLlsz@nsninlunisine’lu

Yo nzll E/V o =l o a a ¢ . L I yd
ihaiaglafunisinnnznssinizifaanziudalainilnfiage antimuscarinic inauwaslaiinig

v Y v, e A 4
wuqc-ﬂﬂjmLummﬂimimm@mﬁnmwmew'a (AR15147 3)

M1519% 3: qngfsanusnausulssRnEnmwlunisinmnlugianlasunisinsnisznssinie

TaaztiumalaRalnfnag antimuscarinic N0nau

Pooled studies

(046, 047, 074)

NSANE 046

SIUR AN Mirabegron SIU[AN Mirabegron Tolterodine ER
ﬁ")%’i’ﬂ 50 mg 50 mg 4 mg

wihefilaunisinmaaznszmnzlasazdiudalafininfnos antimuscarinic anawu
ﬁwuqunf?am%‘ﬂmmmitﬁmﬂﬂmfazmmLﬁ'aamnn'sizuﬁﬂqu'l,aiag: (incontinence) lu 24 Flaa (FAS-1)
n 518 506 167 164 160
ﬂl’ll,"llalilﬁl baseline 2.93 2.98 2.97 3.31 2.86
pnswatuulasiadnann baselinet -0.92 -1.49 -1.00 -1.48 -1.10
V’]"‘\ﬂ’mﬁ#l,l,[ﬂﬂﬁtiLﬂgﬂLﬁ‘@L%EUﬁU placebot - -0.57 - -0.48 -0.10

95% Confidence Interval -- (-0.81, -0.33) -- (-0.90, -0.06) (-0.52, 0.32)
uIUASAIAEraINTanenTa@de (micturitions) Tu 24 Halue (FAS)
n 704 688 238 240 231
ﬂl’ll,"llalilﬁl baseline 11.53 11.78 11.90 11.85 11.76
pnsuatuulasiadnann baselinet -0.93 -1.67 -1.06 -1.74 -1.26
ALLANAABRTITRTIELRL placebot - 0.74 - -0.68 -0.20

95% Confidence Interval -- (-1.01,-0.47) -- (-1.12,-0.25) (-0.64, 0.23)

L i < S on = = . - g i v W Ve
gihaaglasunisinsnnaznssiwislaanaziiusalafinln@nag antimuscarinic snauuazladinsugalaaniasanlulasu

NANTTINENNLNEINE

ANuIUAsIRRETaIMsiataszsaiasannaulaanazluag (incontinence) Tu 24 9l (FAS-)

n 336 335 112 105 102
P{’}Lﬁlalﬁl‘ﬁ‘ baseline 3.03 2.94 3.15 3.50 2.63
AnnsiAeuuasadaann baselinet -0.86 -1.56 -0.87 -1.63 -0.93
ﬁ"WﬂQWNLLMﬂﬁWQLﬂgﬂLﬁQLﬁHUﬁU placebot - -0.70 - -0.76 -0.06
95% Confidence Interval -- (-1.01,-0.38) -- (-1.32,-0.19) (-0.63, 0.50)
uuAsILRAEraINsaneTage (micturitions) 11 24 T (FAS)
n 466 464 155 160 155
ﬂlﬂl,"nalilﬁl baseline 11.60 11.67 11.89 11.49 11.99
pnswatuulasiadann baselinet -0.86 -1.54 -1.03 -1.62 -1.11
ﬁ"WﬂQWNLLMﬂﬁWQLﬂgﬂLﬁQLﬁHUﬁU placebot - -0.67 - -0.59 -0.08
95% Confidence Interval -- (-0.99, -0.36) -- (-1.15, -0.04) (-0.64, 0.47)

16




Pooled studies ﬂi:ﬂ@ugmmiﬁﬂm 046 (Europe / Australia), 047 (North America [NA]) waz 074 (Europe / NA)

T Least squares Muﬁﬂﬁw{’]ﬁgﬂﬂﬁﬁ’m%’u baseline WA N13ANEA ﬂ@:m_i'aﬂ LL@:ﬂZﬂiN?jﬂﬂﬁLLﬁ\ﬁmﬂ treatment interaction 1431
Pooled Studies Waz least squares umﬂﬁﬁﬂﬁgﬂﬂ?’uzﬁw%’u baseline WA m?LLﬁqmﬂgﬁmmmr ﬂ@:m_i‘ﬂf_l LL@:ﬂ@jué@ﬂﬁLLﬂquﬂ
treatment interaction &1M5LNN3ANEN 046

FAS: Full analysis set Aanquitiaeitlasuntsguiammailasuenlunsdnenuundagemisetnaes 1 a5 uazgivmstisfinns
FumeTaanazi baseline uaziinstufinnsfunefagnizeenaen 1 AfmAsannying baseline

FAS-I: lmeiae e FAS ﬁ@é‘ﬁ'wumm?ﬂmqummLﬁmmnﬂg’uﬂmmaﬂﬁﬂﬁ (incontinence) athavet 1 ASINNsYnTFinmsdunne

Ta41927 baseline

naslaenlulin
The European Medicines Agency tatiarainistiunanisAnsinislaen Betmiga Tunquilszannaisin
gy “nsfnniznssnestlaanariusabialnflaglunauanms” uaz “nnsinmeniny

naNiile detrusor Tusialaiainfitiasainszunilszam” (griaae 4.2 aayanislaenluyilegin)

52  AMANUANUNETIAUANERAS

=
N13A AT
n199ATH
wasanluananadnsganwasLLsenIuen mirabegron axwuszAUENg9gn TuWAANN (Cmax) Tuan
3-4 3. 189 lAFLEN AN absolute bioavailability azLiNANN 29% NauAe 25 1n. 1 35% Aaunnen
50 1N, AABATWNIUIANNTIEEN A1 C_ UWAT AUC 1ad aziluauuinnadadaun1siialuge il e
21 Taeia U lutlsegnnafianwATnauasIWAEDN 2R1A8N mirabegron AN 2-111 AN 50 un.idu
100 un. AzNAN C,_ WA AUC,,, U9ea104 2.9- LAz 2.6-in1 Auanas luaniefiaunng mirabegron
AT 4-111 970 50 wn. 11 200 1N, ALANAT C_ ez AUC,, U9ennd 8.4- LAZ 6.5-1n1 32ALEN
az{l4 steady state el 7 41 uasanlafuen mirabegron Juaz 1 AK uaaINFLU NN

mirabegron Juaz 1 AT szAvaNluNa1aKN1T steady state AzTUABUNITRITLALLNANLNAIANNNT

< ¢
FurlsenuenAfaimgn

Nmmmu’]imms@m%u

na¥ulsenuenida mirabegron 50 1n. WeaNaM17laduge avanAn C uaz AUC 45% uaz 17%
AINANAL dauausluusazanan C uay AUC 75% Uaz 51% Auandu n1sAns luseasd 3 &
A5 e mirabegron WeanLaz luwsaNaung 39 lunaudnean mirabegron Hilsz@Ansnnlunnsinen

waziimnnlaensiy Asiunrnefnuzsina nnnluen mirabegron weanyize lunsananungle

N19N32ANLIFN
211 mirabegron n3vanasa baluiFunuigenn Usunsnisnszanusian steady state (V) Uszanns
1670 @613 mirabegron AUMLTsAUlUnAIANNIBINYIE (L2010 71%) WAZUAR affinity A8 albumin

uae alpha-1 acid glycoprotein luszaAuinunane mirabegron nzangfalUfaaiin@aenuas nng
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NARDY in vitro uAAIIALIUINAINIINTWTEY “C-mirabegron MLHAALIAABALANAININLTENIDL 2 11

2AIAN AN TUTUNA AN

n1asulasa9sasn

Mirabegron Qﬂmemiasnmwmmmﬁmm dealkylation, oxidation, (direct) glucuronidation, Wag
amide hydrolysis Mirabegron Aaansnaniluaneuasluseniandsainnisladu "“C-mirabegron
ATALY WuWAUe lanuanaasdia lunatannaeanyse Heaeuaualaniiu glucuronides sveizhl 2

TINU 16% UAT 11% 2899vivaianun wanuelanmaiitluigmeniandainen

AINNTANEA in vitro WUAN mirabegron TuRkua TuaRasdugInszLauNNTINA LeRAN 18981 BUN

suiudagniunuelatiaeiels cytochrome P450 famalilil: CYP1A2, CYP2B6, CYP2CS,

CYP2C9, CYP2C19 uaz CYP2E1 W31z mirabegron Tugfugiannsvinauaesievladmaniifina s

Flunalunis¥nen Mirabegron Tuwilanuineulas CYP1A2 ¥ia CYP3A arAnsnllan mirabegron

Y 1o v '
v a a

Ty lnAanisdudanineaaedan1eAdinnan1salaeNenani OCT (OCT-mediated drug transport)

WENNIANEA in vitro azwLesls CYP2D6 Wag CYP3AA TiumLnmAanas oxidative iwA1LeRaN
284 mirabegron uansANEA in vivo kansluiunlalrlsimaifiunumegeansiianenszuauns
FRPENNTIN MNIANE in vitro WA ex vivo uanlsiiunsfigausnaeqieslm
butyrylcholinesterase, UGT Lmzmm‘ﬁ'mﬁm@ﬂmﬁ alcohol dehydrogenase (ADH) gqmﬂm@mmm

Adua89 mirabegron uanwilaanieulas CYP3A4 uay CYP2D6

CYP2D6 polymorphism

aranapequandiaulea CYP2D6 v lunswanuelatlalufiiesainanafianing
fugnasn (ledusununisdudenimhauseseule CYP2D6) wumilan C,, uaz AUC, , 1ed
udeannlnFuen mirabegron 160 1n. AXUAYA grIRengyaiud ganaiaules CYP2D6 Mieslady
LA AL 14% UAZ 19% Waadlwiian CYP2D6 polymorphism Lﬂmmnﬁuqmmﬁmlﬂm
\Anuesmasziuen mirabegron waglunanaun lufimsdnuazlipannazfadfisenszunen
mirabegron fugnfmsunndugs cYpeDs adlusnupesiliiannenans mirabegron el

2NNELEY CYP2D6 vigaluyilaefiily CYP2D6 poor metabolisers

N1979AEINAANAINIINNE)

Total body clearance (CL, ) aannangNIiALszna 57 ans/dalas Terminal elimination half-life

tot)

(t,,) HAnilazann 50 Falug Renal clearance (CL,) AAntlszanny 13 ans/dalus deAalunan 25%

183A1 CL, N3ANAREINILNSIAE99 mirabegron auluaENUNg active tubular secretion 39N
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glomerular filtration N139UENM191T48192289 mirabegron lugﬂﬁliﬁLﬂﬁlﬂmmmﬁuﬁmmmmﬁigﬁ*u
naziltnafauntlszanng 6.0% ndaannleduen 25 un. fuas 1 A% aufie 12.2% ndaannleiuen 100
an. $uaz 1 Afe wAsanlven “C-mirabegron 160 1. WNBNANETATATN A WUENTQNAALALIE
Uszann 55% Tuiladnnzuas 34% lugaansy mirabegron Iugﬂﬁiﬁmﬁﬂuuﬂmﬁmﬂu 45% 189

urinary radioactivity %I\‘ILL’&miﬁlﬁuﬂ’]’iﬁﬂésﬂ’ﬂ\‘iLNE]’]‘LI@VL@VT mirabegron Iugﬂﬁiﬁm'ﬁﬂuuﬂmwmﬂu

muﬁlmﬂm faecal radioactivity

anel

WelnenTaanisfuilszniunananis a1 C,, uaz AUC 199 mirabegron uaztuyniualan lugilos

g901g (> 65 1) AalnatAsaiuananadnsguninandengueanan (18-45 1)

LA

A1 C,, 8% AUC TNAUEINANIUNATIELITTHNL 40% D19 50%  ARKNUANAINNININATTIN LA A
C,.. W&z AUC LANANAUY lHasN1aINAMULAnAeaetinminsauazadalszdniua (bioavailability)
‘i’ =

Gia%mala

TRTNR INNNAREANNATAAUAIAATUBS mirabegron

1A 191NN

\Halwen Betmiga 2w1a 100 1n.Afumgs luananadnsganinaninisyinaueeslaunnsessnues
(eGFR-MDRD 60 14 89 8a./u#1/1.73 1 %) Aledewas C way AUC 184 mirabegron WU 6%

A A o o s o a o s o
waz 31% Wamsuiuananadasgunmaninisinauaeslnlng  Tuananadasguainaninigynanu
294 lALINNTB9LUNA (€GFR-MDRD 30 114 59 Na./4#/1.73 1 %) Aedeaas C,_ uaz AUC [N
23% UAY 66% PINAAL  lWeNaaiAIgaNIWATNHNINNULeS lALNNIBITUISY (€GFR-MDRD
15 0929 §8./UNA/1.73 1 %) Aadntas C_ uay AUC INTW 92% uay 118% minaal  felud
nsAne luyihelaszazganie (GFR < 15 ua./ui/1.73 « %) vizalugthananeanisnisaslnmaog

aa A
AENITNANLADA

AUNIIULNNTD

\Haluen Betmiga 2110 100 1N.A39AEY TUaN@18dAT4IN T WANINIIYNN U LILNNTBILANUEE

(Child-Pugh Class A) ALaAew8d C_ Waz AUC 183 mirabegron LANTIU 9% WAy 19% iaiiaumiy
o dd‘d o o a o dd‘d o o '

2181837AIgINNANAN9YINMIassiulng  TuenanadasguninAniniseuessiuLNnI el

NaN4 (Child-Pugh Class B) Aaanaay C . waz AUC WA 175% WAy 65% WannsAnsnisld

#1 mirabegron luyLae UM ULANTBI3UIIS (Child-Pugh Class C)

19



53  aayaAndlaandzannsAnsnauaain

N3ANHINBWAANIN (pre clinical studies) uandWwiudsadenzil vunaiaaNTuA g nnaes
o ¥ dl = aa ! rv QI d? nI/ rv dl dgl
ALTByANNLAINNNIANIMNAREN  WuALBWlINALRNTILEIATIuAzTaaF UL AsuLLaY (Wamne
uwaz aunalnalalauanas ) lunyusm  wudnsniamuaasialaisaulunylam nszany g uazas
miﬁﬂ‘mmmﬁmﬂﬂﬁmqﬁu@ﬂﬁm (genotoxicity) kA NNTANHINITNBNLI (carcinogenicity) L&A

Tt lnuuwn luunaiaAuEalnENIeiugnIsuLazN1INaNEITRINNIANEN in vivo

TununananisisgyRugainnisans luauae g N auae N lndedien (gumiauaenigs
nonauIALNgaganuuzinlua 19 1) AATYINLAINNNSANINIIREWIFeaulunsyaNtAe
a a o ¥ A o dl a’v ' all o
pNRaUnFaasiala (@ui@en aorta 1a1e, Walals) Walniuaiauingananauinageganuuein 36
' tg o a a It:l ¥ o
w1 wananidanuanuiiainuestan (Janluil accessory lobe) war wunisaumaaluniedaso
29350 UNNIRIUNIZANe e lAFUNTIUIAgININTIUIALNGIqATILLEYN 14 W0 TuauzinananIs
4379N92AN LUNYANTDNAUAUGANWAN LA (Wavy ribs , NIATNNIZANTIAY , AIUIUTDY ossified
sternebrae, metacarpi 38 metatarsi ana<) e lAFLENIUIAFINTUIALNGIGATILLEYN 22 N

nuANIuRERasaauluawas AU A apNTuRERadILN  WUANNRALNRIR9aan

wosralalunszanaiieannainnianezsu beta 1-adrenoceptor

NTANEIANUNATRAUAERTAEAE radio-labelled Aigmirabegron k&AL A1IVRNUAL/YTE
asanuelangndueannivinunaesyilaiganaitszanns 1.7 miaesaninu lunanann Waan 4

doluandsladunn (giae 4.6).

6. SIERLLRYANIILNFTNTTN

6.1 faulsznavaunlumsu

Waen Macrogols , Hydroxypropylcellulose, Butylhydroxytoluene, Magnesium stearate
Betmiga 25 mg :

ZM@L@%@‘U‘WZ;N . Hypromellose, Macrogol , Iron oxide yellow, Iron oxide red

Betmiga 50 mg:

ATLARDLINAY ; Hypromellose, Macrogol , Iron oxide yellow

62  nslaniuiuenau (Incompatibility)

Tudaeys
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Avara Pharmaceutical Technologies, Inc.
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LANANTANN LN SN 1

Betmiga® 25 mg
Betmiga®50 mg

1. NAME OF THE MEDICINAL PRODUCT
Betmiga 25 mg
Betmiga 50 mg

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Betmiga25mg :
Each prolonged-release tablet contains 25 mg of mirabegron.

Betmiga50 mg :
Each prolonged-release tablet contains 50 mg of mirabegron.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Prolonged-release tablet.

Betmiga25mg :

Oval, brown film-coated tablet, debossed with “325” and the Astellas logo.

Betmiga50 mg :
Oval, yellow film-coated tablet, debossed with “355” and the Astellas logo.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications
Symptomatic treatment of urgency, increased micturition frequency and/or urgency incontinence as
may occur in adult patients with overactive bladder (OAB) syndrome.

4.2 Posology and method of administration

Posology

Adults (including elderly patients)

The recommended dose is 50 mg once daily with or without food.

Special populations

Renal and hepatic impairment

Betmiga has not been studied in patients with end stage renal disease (GFR < 15 mL/min/1.73 m?or
patients requiring haemodialysis) or severe hepatic impairment (Child-Pugh Class C) and it is
therefore not recommended for use in these patient populations (see sections 4.4 and 5.2).

The following table provides the daily dosing recommendations for subjects with renal or hepatic
impairment in the absence and presence of strong CYP3A inhibitors (see sections 4.4, 4.5 and 5.2).

Strong CYP3A inhibitors®
Without inhibitor With inhibitor
Renal impairment® Mild 50 mg 25mg
Moderate 50 mg 25 mg
Severe 25 mg Not recommended
Hepatic impairment® Mild 50 mg 25 mg
Moderate 25 mg Not recommended

1. Mild: GFR 60 to 89 mL/min/1.73 m?; moderate: GFR 30 to 59 mL/min/1.73 m?; severe: GFR

15 to 29 mL/min/1.73 mZ.

2. Mild: Child-Pugh Class A; Moderate: Child-Pugh Class B.

3. Strong CYP3A inhibitors see section 4.5.




Gender
No dose adjustment is necessary according to gender.

Paediatric population
The safety and efficacy of mirabegron in children below 18 years of age have not yet been established.
No data are available.

Method of administration
The tablet is to be taken once daily, with liquids, swallowed whole and is not to be chewed, divided, or
crushed.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

4.4 Special warnings and precautions for use

Renal impairment

Betmiga has not been studied in patients with end stage renal disease (GFR < 15 mL/min/1.73 m2 or
patients requiring haemodialysis) and, therefore, it is not recommended for use in this patient
population. Data are limited in patients with severe renal impairment (GFR 15 to 29 mL/min/1.73 m2);
based on a pharmacokinetic study (see section 5.2) a dose reduction to 25 mg is recommended in this
population. Betmiga is not recommended for use in patients with severe renal impairment (GFR

15 to 29 mL/min/1.73 m2) concomitantly receiving strong CYP3A inhibitors (see section 4.5).

Hepatic impairment

Betmiga has not been studied in patients with severe hepatic impairment (Child-Pugh Class C) and,
therefore, it is not recommended for use in this patient population. Betmiga is not recommended for
use in patients with moderate hepatic impairment (Child-Pugh B) concomitantly receiving strong
CYP3A inhibitors (see section 4.5).

Hypertension
Mirabegron can increase blood pressure. Periodic blood pressure measurements are recommended,

especially in hypertensive patients.

Betmiga is not recommended for use in patient with severe uncontrolled hypertension (defined as
systolic blood pressure > 180 mm Hg and/or diastolic blood pressure > 110 mm Hg).

Patients with congenital or acquired QT prolongation

Betmiga, at therapeutic doses, has not demonstrated clinically relevant QT prolongation in clinical
studies (see section 5.1). However, since patients with a known history of QT prolongation or patients
who are taking medicinal products known to prolong the QT interval were not included in these
studies, the effects of mirabegron in these patients is unknown. Caution should be exercised when
administering mirabegron in these patients.

Patients with bladder outlet obstruction and patients taking antimuscarinics medications for OAB
Urinary retention in patients with bladder outlet obstruction (BOO) and in patients taking
antimuscarinic medications for the treatment of OAB has been reported in postmarketing experience in
patients taking mirabegron. A controlled clinical safety study in patients with BOO did not
demonstrate increased urinary retention in patients treated with Betmiga; however, Betmiga should be
administered with caution to patients with clinically significant BOO. Betmiga should also be
administered with caution to patients taking antimuscarinic medications for the treatment of OAB.

4.5 Interaction with other medicinal products and other forms of interaction

In vitro data

Mirabegron is transported and metabolised through multiple pathways. Mirabegron is a substrate for
cytochrome P450 (CYP) 3A4, CYP2D6, butyrylcholinesterase, uridine
diphospho-glucuronosyltransferases (UGT), the efflux transporter P-glycoprotein (P-gp) and the influx
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organic cation transporters (OCT) OCT1, OCT2, and OCT3. Studies of mirabegron using human liver
microsomes and recombinant human CYP enzymes showed that mirabegron is a moderate and time-
dependent inhibitor of CYP2D6 and a weak inhibitor of CYP3A. Mirabegron inhibited P-gp-mediated
drug transport at high concentrations.

In vivo data

CYP2D6 polymorphism

CYP2D6 genetic polymorphism has minimal impact on the mean plasma exposure to mirabegron (see
section 5.2). Interaction of mirabegron with a known CYP2D6 inhibitor is not expected and was not
studied. No dose adjustment is needed for mirabegron when administered with CYP2D6 inhibitors or
in patients who are CYP2D6 poor metabolisers.

Drug-drug interactions

The effect of co-administered medicinal products on the pharmacokinetics of mirabegron and the
effect of mirabegron on the pharmacokinetics of other medicinal products was studied in single and
multiple dose studies. Most drug-drug interactions were studied using a dose of 100 mg mirabegron
given as oral controlled absorption system (OCAS) tablets. Interaction studies of mirabegron with
metoprolol and with metformin used mirabegron immediate-release (IR) 160 mg.

Clinically relevant drug interactions between mirabegron and medicinal products that inhibit, induce or
are a substrate for one of the CYP isozymes or transporters are not expected except for the inhibitory
effect of mirabegron on the metabolism of CYP2D6 substrates.

Effect of enzyme inhibitors

Mirabegron exposure (AUC) was increased 1.8-fold in the presence of the strong inhibitor of
CYP3A/P-gp ketoconazole in healthy volunteers. No dose-adjustment is needed when Betmiga is
combined with inhibitors of CYP3A and/or P-gp. However, in patients with mild to moderate renal
impairment (GFR 30 to 89 mL/min/1.73 m?) or mild hepatic impairment (Child-Pugh Class A)
concomitantly receiving strong CYP3A inhibitors, such as itraconazole, ketoconazole, ritonavir and
clarithromycin, the recommended dose is 25 mg once daily with or without food (see section 4.2).
Betmiga is not recommended in patients with severe renal impairment (GFR

15 to 29 mL/min/1.73 m?) or patients with moderate hepatic impairment (Child-Pugh Class B)
concomitantly receiving strong CYP3A inhibitors (see sections 4.2 and 4.4).

Effect of enzyme inducers

Substances that are inducers of CYP3A or P-gp decrease the plasma concentrations of mirabegron. No
dose adjustment is needed for mirabegron when administered with therapeutic doses of rifampicin or
other CYP3A or P-gp inducers.

Effect of mirabegron on CYP2D6 substrates

In healthy volunteers, the inhibitory potency of mirabegron towards CYP2D6 is moderate and the
CYP2D6 activity recovers within 15 days after discontinuation of mirabegron. Multiple once daily
dosing of mirabegron IR resulted in a 90% increase in Cmax and a 229% increase in AUC of a single
dose of metoprolol. Multiple once daily dosing of mirabegron resulted in a 79% increase in Cmax and a
241% increase in AUC of a single dose of desipramine.

Caution is advised if mirabegron is co-administered with medicinal products with a narrow therapeutic
index and significantly metabolised by CYP2D6, such as thioridazine, Type 1C antiarrhythmics (e.g.,
flecainide, propafenone) and tricyclic antidepressants (e.g., imipramine, desipramine). Caution is also
advised if mirabegron is co-administered with CYP2D6 substrates that are individually dose titrated.

Effect of mirabegron on transporters

Mirabegron is a weak inhibitor of P-gp. Mirabegron increased Cnax and AUC by 29% and 27%,
respectively, of the P-gp substrate digoxin in healthy volunteers. For patients who are initiating a
combination of Betmiga and digoxin, the lowest dose for digoxin should be prescribed initially. Serum
digoxin concentrations should be monitored and used for titration of the digoxin dose to obtain the



desired clinical effect. The potential for inhibition of P-gp by mirabegron should be considered when
Betmiga is combined with sensitive P-gp substrates e.g. dabigatran.

Other interactions

No clinically relevant interactions have been observed when mirabegron was co-administered with
therapeutic doses of solifenacin, tamsulosin, warfarin, metformin or a combined oral contraceptive
medicinal product containing ethinylestradiol and levonorgestrel. Dose-adjustment is not
recommended.

Increases in mirabegron exposure due to drug-drug interactions may be associated with increases in
pulse rate.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are limited amount of data from the use of Betmiga in pregnant women. Studies in animals have
shown reproductive toxicity (see section 5.3). Betmiga is not recommended during pregnancy and in
women of childbearing potential not using contraception.

Breast-feeding
Mirabegron is excreted in the milk of rodents and therefore is predicted to be present in human milk

(see section 5.3). No studies have been conducted to assess the impact of mirabegron on milk
production in humans, its presence in human breast milk, or its effects on the breast-fed child.

Betmiga should not be administered during breast-feeding.

Fertility
There were no treatment-related effects of mirabegron on fertility in animals (see section 5.3). The

effect of mirabegron on human fertility has not been established.

4.7 Effects on ability to drive and use machines
Betmiga has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile

The safety of Betmiga was evaluated in 8433 patients with OAB, of which 5648 received at least one
dose of mirabegron in the phase 2/3 clinical program, and 622 patients received Betmiga for at least

1 year (365 days). In the three 12-week phase 3 double blind, placebo controlled studies, 88% of the
patients completed treatment with Betmiga, and 4% of the patients discontinued due to adverse events.
Most adverse reactions were mild to moderate in severity.

The most common adverse reactions reported for patients treated with Betmiga 50 mg during the three
12-week phase 3 double blind, placebo controlled studies are tachycardia and urinary tract infections.
The frequency of tachycardia was 1.2% in patients receiving Betmiga 50 mg. Tachycardia led to
discontinuation in 0.1% patients receiving Betmiga 50 mg. The frequency of urinary tract infections
was 2.9% in patients receiving Betmiga 50 mg. Urinary tract infections led to discontinuation in none
of the patients receiving Betmiga 50 mg. Serious adverse reactions included atrial fibrillation (0.2%).

Adverse reactions observed during the 1-year (long term) active controlled (muscarinic antagonist)
study were similar in type and severity to those observed in the three 12-week phase 3 double blind,
placebo controlled studies.

Tabulated list of adverse reactions
The table below reflects the adverse reactions observed with mirabegron in the three 12-week phase
3 double blind, placebo controlled studies.

The frequency of adverse reactions is defined as follows: very common (>1/10); common (>1/100 to
<1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000 to <1/1,000); very rare (<1/10,000). Within
each frequency grouping, adverse reactions are presented in order of decreasing seriousness.
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MedDRA
System organ class

Common

Uncommon

Rare

Not known

Infections and
infestations

Urinary tract
infection

Vaginal infection
Cystitis

Eye disorders

Eyelid oedema

Cardiac disorders Tachycardia | Palpitation
Atrial fibrillation
Gastrointestinal Nausea™ Dyspepsia Lip oedema Constipation*
disorders Gastritis Diarrhoea*
Skin and subcutaneous Urticaria Leukocytoclastic
tissue disorders Rash vasculitis
Rash macular Purpura
Rash papular Angioedema*
Pruritus
Musculoskeletal and Joint swelling
connective tissue
disorders
Reproductive system Vulvovaginal pruritus
and breast disorders
Investigations Blood pressure
increased
GGT increased
AST increased
ALT increased
Nervous system Dizziness*
disorders Headache*

*observed during post-marketing experience

49 Overdose

Mirabegron has been administered to healthy volunteers at single doses up to 400 mg. At this dose,
adverse events reported included palpitations (1 of 6 subjects) and increased pulse rate exceeding
100 beats per minute (bpm) (3 of 6 subjects). Multiple doses of mirabegron up to 300 mg daily for
10 days showed increases in pulse rate and systolic blood pressure when administered to healthy

volunteers.

Treatment for overdose should be symptomatic and supportive. In the event of overdose, pulse rate,
blood pressure, and ECG monitoring is recommended.

5. PHARMACOLOGICAL PROPERTIES

51 Pharmacodynamic properties

Pharmacotherapeutic group: Urologicals, Urinary antispasmodics ATC code: G04BD12.

Mechanism of action

Mirabegron is a potent and selective beta 3-adrenoceptor agonist. Mirabegron showed relaxation of
bladder smooth muscle in rat and human isolated tissue, increased cyclic adenosine monophosphate
(cAMP) concentrations in rat bladder tissue and showed a bladder relaxant effect in rat urinary bladder
function models. Mirabegron increased mean voided volume per micturition and decreased the
frequency of non-voiding contractions, without affecting voiding pressure, or residual urine in rat

models of bladder overactivity. In a monkey model, mirabegron showed decreased voiding frequency.
These results indicate that mirabegron enhances urine storage function by stimulating
beta 3-adrenoceptors in the bladder.

During the urine storage phase, when urine accumulates in the bladder, sympathetic nerve stimulation
predominates. Noradrenaline is released from nerve terminals, leading predominantly to beta
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adrenoceptor activation in the bladder musculature, and hence bladder smooth muscle relaxation.
During the urine voiding phase, the bladder is predominantly under parasympathetic nervous system
control. Acetylcholine, released from pelvic nerve terminals, stimulates cholinergic M2 and M3
receptors, inducing bladder contraction. The activation of the M2 pathway also inhibits

beta 3-adrenoceptor induced increases in CAMP. Therefore beta 3-adrenoceptor stimulation should not
interfere with the voiding process. This was confirmed in rats with partial urethral obstruction, where
mirabegron decreased the frequency of non-voiding contractions without affecting the voided volume
per micturition, voiding pressure, or residual urine volume.

Pharmacodynamic effects

Urodynamics

Betmiga at doses of 50 mg and 100 mg once daily for 12 weeks in men with lower urinary tract
symptoms (LUTS) and bladder outlet obstruction (BOO) showed no effect on cystometry parameters
and was safe and well tolerated. The effects of mirabegron on maximum flow rate and detrusor
pressure at maximum flow rate were assessed in this urodynamic study consisting of 200 male patients
with LUTS and BOO. Administration of mirabegron at doses of 50 mg and 100 mg once daily for

12 weeks did not adversely affect the maximum flow rate or detrusor pressure at maximum flow rate.
In this study in male patients with LUTS/BOO, the adjusted mean (SE) change from baseline to end of
treatment in post void residual volume (mL) was 0.55 (10.702), 17.89 (10.190), 30.77 (10.598) for the
placebo, mirabegron 50 mg and mirabegron 100 mg treatment groups.

Effect on QT interval
Betmiga at doses of 50 mg or 100 mg had no effect on the QT interval individually corrected for heart
rate (QTcl interval) when evaluated either by sex or by the overall group.

A thorough QT (TQT) study (n = 164 healthy male and n = 153 healthy female volunteers with a mean
age of 33 years) evaluated the effect of repeat oral dosing of mirabegron at the indicated dose (50 mg
once daily) and two supra-therapeutic doses (100 and 200 mg once daily) on the QTcl interval. The
supra-therapeutic doses represent approximately 2.6- and 6.5-fold the exposure of the therapeutic dose,
respectively. A single 400 mg dose of moxifloxacin was used as a positive control. Each dose level of
mirabegron and moxifloxacin was evaluated in separate treatment arms each including placebo-control
(parallel cross-over design). For both males and females administered mirabegron at 50 mg and

100 mg, the upper bound of the one-sided 95% confidence interval did not exceed 10 msec at any time
point for the largest time-matched mean difference from placebo in the QTcl interval. In females
administered mirabegron at the 50 mg dose, the mean difference from placebo on QTcl interval at

5 hours post dose was 3.67 msec (upper bound of the one-sided 95% CI 5.72 msec). In males, the
difference was 2.89 msec (upper bound of the one-sided 95% CI 4.90 msec). At a mirabegron dose of
200 mg, the QTcl interval did not exceed 10 msec at any time point in males, while in females the
upper bound of the one-sided 95% confidence interval did exceed 10 msec between 0.5-6 hours, with
a maximum difference from placebo at 5 hours where the mean effect was 10.42 msec (upper bound of
the one-sided 95% CI 13.44 msec). Results for QTcF and QTclf were consistent with QTcl.

In this TQT study, mirabegron increased heart rate on ECG in a dose dependent manner across the
50 mg to 200 mg dose range examined. The maximum mean difference from placebo in heart rate
ranged from 6.7 bpm with mirabegron 50 mg up to 17.3 bpm with mirabegron 200 mg in healthy
subjects.

Effects on pulse rate and blood pressure in patients with OAB

In OAB patients (mean age of 59 years) across three 12-week phase 3 double blind, placebo controlled
studies receiving Betmiga 50 mg once daily, an increase in mean difference from placebo of
approximately 1 bpm for pulse rate and approximately 1 mm Hg or less in systolic blood pressure/
diastolic blood pressure (SBP/DBP) was observed. Changes in pulse rate and blood pressure are
reversible upon discontinuation of treatment.



Effect on intraocular pressure (I0P)

Mirabegron 100 mg once daily did not increase IOP in healthy subjects after 56 days of treatment. In a
phase 1 study assessing the effect of Betmiga on 10P using Goldmann applanation tonometry in

310 healthy subjects, a dose of mirabegron 100 mg was non-inferior to placebo for the primary
endpoint of the treatment difference in mean change from baseline to day 56 in subject-average IOP;
the upper bound of the two-sided 95% CI of the treatment difference between mirabegron 100 mg and
placebo was 0.3 mm Hg.

Clinical efficacy and safety

Efficacy of Betmiga was evaluated in three phase 3 randomized, double blind, placebo controlled, 12-
week studies for the treatment of overactive bladder with symptoms of urgency and frequency with or
without incontinence. Female (72%) and male (28%) patients with a mean age of 59 years (range 18 —
95 years) were included. The study population consisted of approximately 48% antimuscarinic
treatment naive patients as well as approximately 52% patients previously treated with antimuscarinic
medication. In one study, 495 patients received an active control (tolterodine prolonged release
formulation).

The co-primary efficacy endpoints were (1) change from baseline to end of treatment in mean number
of incontinence episodes per 24 hours and (2) change from baseline to end of treatment in mean
number of micturitions per 24 hours based on a 3-day micturition diary. Mirabegron demonstrated
statistically significant larger improvements compared to placebo for both co-primary endpoints as
well as secondary endpoints (see Tables 1 and 2).



Table1:  Co-primary and Selected Secondary Efficacy Endpoints at End of Treatment for
Pooled Studies

Pooled studies
Parameter (046, 047, 074)
Placebo Mirabegron
50 mg
Mean number of incontinence episodes per 24 hours (FAS-I) (Co-primary)
n 878 862
Mean baseline 2.73 2.71
Mean change from baselinet -1.10 -1.49
Mean difference from placebot (95% CI) -- -0.40 (-0.58, -0.21)
p-value -- <0.001#
Mean number of micturitions per 24 hours (FAS) (Co-primary)
n 1328 1324
Mean baseline 11.58 11.70
Mean change from baselinet -1.20 -1.75
Mean difference from placebot (95% CI) - -0.55 (-0.75, -0.36)
p-value -- <0.001#
Mean volume voided (mL) per micturition (FAS) (Secondary)
n 1328 1322
Mean baseline 159.2 159.0
Mean change from baselinet 9.4 214
Mean difference from placebot (95% ClI) -- 11.9 (8.3, 15.5)
p-value -- <0.001#
Mean level of urgency (FAS) (Secondary)
n 1325 1323
Mean baseline 2.39 242
Mean change from baselinet -0.15 -0.26
Mean difference from placebot (95% CI) - -0.11 (-0.16, -0.07)
p-value -- <0.001#
Mean number of urgency incontinence episodes per 24 hours (FAS-1) (Secondary)
n 858 834
Mean baseline 2.42 2.42
Mean change from baselinet -0.98 -1.38
Mean difference from placebot (95% CI) -- -0.40 (-0.57, -0.23)
p-value -- <0.001#
Mean number of episodes with urgency grades 3 or 4 per 24 hours (FAS) (Secondary)
n 1324 1320
Mean baseline 5.61 5.80
Mean change from baselinet -1.29 -1.93
Mean difference from placebot (95% CI) - -0.64 (-0.89, -0.39)
p-value -- <0.001#
Treatment satisfaction — visual analogue scale (FAS) (Secondary)
n 1195 1189
Mean baseline 4.87 4.82
Mean change from baselinet 1.25 2.01
Mean difference from placebot (95% CI) -- 0.76 (0.52, 1.01)
p-value -- <0.001*
Pooled studies consisted of studies 046 (Europe / Australia), 047 (North America [NA]) and 074 (Europe /
NA).

t Least squares mean adjusted for baseline, gender, and study.

* Statistically significantly superior compared to placebo at the 0.05 level without multiplicity adjustment.
# Statistically significantly superior compared to placebo at the 0.05 level with multiplicity adjustment.
FAS: Full analysis set, all randomized patients who took at least 1 dose of double blind study drug and who
had a micturition measurement in the baseline diary and at least 1 post-baseline visit diary with a
micturition measurement.

FAS-I: Subset of FAS who also had at least 1 incontinence episode in the baseline diary.

Cl: Confidence Interval
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Table 2:

Studies 046, 047 and 074

Co-primary and Selected Secondary Efficacy Endpoints at End of Treatment for

Study 046 Study 047 Study 074
Parameter Placebo | Mirabegron | Tolterodine | Placebo | Mirabegron | Placebo | Mirabegron
50 mg ER 4 mg 50 mg 50 mg
Mean number of incontinence episodes per 24 hours (FAS-I) (Co-primary)
n 291 293 300 325 312 262 257
g"ea”. 2.67 2.83 2.63 3.03 2.77 2.43 251
aseline
Mean change
from -1.17 -1.57 -1.27 -1.13 -1.47 -0.96 -1.38
baselinet
Mean
difference - 0.41 -0.10 - 0.34 - -0.42
from
placebot
95%

. -0.72, -0.42, -0.66, -0.76,
Confidence - (-0.09) (0.21) - (-0.03) ” (-0.08)
Interval
p-value - 0.003# 0.11 -- 0.026# -- 0.001#
Mean number of micturitions per 24 hours (FAS) (Co-primary)

n 480 473 475 433 425 415 426

g"ea”. 11.71 11.65 11.55 11.51 11.80 11.48 11.66
aseline

Mean change

from -1.34 -1.93 -1.59 -1.05 -1.66 -1.18 -1.60

baselinet

Mean

difference - -0.60 -0.25 - -0.61 - -0.42

from

placebot

95%

. -0.90, -0.55, -0.98, -0.76,

ICO”f'dence - (-0.29) (0.06) ” (-0.24) ” (-0.08)
nterval

p-value - <0.001# 0.11 -- 0.001# -- 0.015#

Mean volume voided (mL) per micturition (FAS) (Secondary)

n 480 472 475 433 424 415 426

'k\)"ea”. 156.7 161.1 158.6 157.5 156.3 164.0 159.3
aseline

Mean change

from 12.3 24.2 25.0 7.0 18.2 8.3 20.7

baselinet

Mean

difference - 11.9 12.6 - 11.1 - 12.4

from

placebot

95%

Confidence -- (6.3,17.4) | (7.1,18.2) - (4.4,17.9) - (6.3, 18.6)

Interval

p-value - <0.001# <0.001* -- 0.001# -- <0.001#

Mean level of urgency (FAS) (Secondary)

n 480 472 473 432 425 413 426

Mean 2.37 2.40 2.41 2.45 2.45 2.36 2.41

baseline

Mean change

from -0.22 -0.31 -0.29 -0.08 -0.19 -0.15 -0.29

baselinet




Study 046 Study 047 Study 074
Parameter Placebo | Mirabegron | Tolterodine | Placebo | Mirabegron | Placebo | Mirabegron
50 mg ER 4 mg 50 mg 50 mg
Mean
difference - -0.09 -0.07 - 011 - 0.14
from
placebot
95%
. (-0.17, (-0.15, (-0.18, (-0.22,
confidence | - 10.02) 0.01) - 0.04) - 0.06)
nterval
p-value - 0.018* 0.085 - 0.004* - <0.001%
Mean number of urgency incontinence episodes per 24 hours (FAS-1) (Secondary)
n 283 286 289 319 297 256 251
Mean 2.43 2.52 2.37 2.56 2.42 2.24 2.33
baseline
Mean change
from -1.11 -1.46 -1.18 -0.89 -1.32 -0.95 -1.33
baselinet
Mean
difference - -0.35 -0.07 - -0.43 - -0.39
from
placebot
95%
. (-0.65, (-0.38, (-0.72, (-0.69,
confidence - -0.05) 0.23) - -0.15) - 20.08)
nterval
p-value - 0.003* 0.26 - 0.005* - 0.002%
Mean number of episodes with urgency grades 3 or 4 per 24 hours (FAS) (Secondary
n 479 470 472 432 424 413 426
Mean 5.78 5.72 5.79 5.61 5.90 5.42 5.80
baseline
Mean change
from -1.65 -2.25 -2.07 -0.82 -1.57 -1.35 -1.94
baselinet
Mean
difference - -0.60 -0.42 - -0.75 - -0.59
from
placebot
95%
. (-1.02, (-0.84, (-1.20, (-1.01,
confidence - 20.18) 20.00) - 10.30) - 20.16)
nterval
p-value - 0.005* 0.050* - 0.001* - 0.007%
Treatment satisfaction — visual analogue scale (FAS) (Secondary)
n 428 414 425 390 387 377 388
Mean 411 3.95 3.87 5.5 5.4 5.13 5.13
baseline
Mean change
from 1.89 2.55 2.44 0.7 1.5 1.05 1.88
baselinet
Mean
?'ﬁerence - 0.66 0.55 - 0.8 - 0.83
rom
placebot
95% (0.14
Confidence - (0.25, 1.07) 0 '95)' -- (0.4,1.3) - (0.41, 1.25)
Interval '
p-value - 0.001* 0.008* -- <0.001* -- <0.001*

T Least squares mean adjusted for baseline, gender and geographical region.
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* Statistically significantly superior compared with placebo at the 0.05 level without multiplicity
adjustment.

# Statistically significantly superior compared with placebo at the 0.05 level with multiplicity adjustment.

t Not statistically significantly superior compared to placebo at the 0.05 level with multiplicity adjustment.
FAS: Full analysis set, all randomized patients who took at least 1 dose of double blind study drug and who
had a micturition measurement in the baseline diary and at least 1 post-baseline visit diary with a
micturition measurement.

FAS-I: Subset of FAS who also had at least 1 incontinence episode in the baseline diary.

Betmiga 50 mg once daily was effective at the first measured time point of week 4, and efficacy was
maintained throughout the 12-week treatment period. A randomized, active controlled, long term study
demonstrated that efficacy was maintained throughout a 1-year treatment period.

Subjective improvement in health-related quality of life measurements

In the three 12-week phase 3 double blind, placebo controlled studies, treatment of the symptoms of
OAB with mirabegron once daily resulted in a statistically significant improvement over placebo on
the following health-related quality of life measures: treatment satisfaction and symptom bother.

Efficacy in patients with or without prior OAB antimuscarinic therapy

Efficacy was demonstrated in patients with and without prior OAB antimuscarinic therapy. In addition
mirabegron showed efficacy in patients who previously discontinued OAB antimuscarinic therapy due
to insufficient effect (see Table 3).
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Table 3:

Co-primary efficacy endpoints for patients with prior OAB antimuscarinic therapy

Pooled studies
Parameter (046, 047, 074) Study 046
Placebo | Mirabegron | Placebo | Mirabegron | Tolterodine
50 mg 50 mg ER 4 mg

Patients with prior OAB antimuscarinic therapy
Mean number of incontinence episodes per 24 hours (FAS-I)
n 518 506 167 164 160
Mean baseline 2.93 2.98 2.97 3.31 2.86
Mean change from baselinet -0.92 -1.49 -1.00 -1.48 -1.10
Mean difference from placebot - -0.57 - -0.48 -0.10

95% Confidence Interval -- (-0.81, -0.33) -- (-0.90, -0.06) | (-0.52,0.32)
Mean number of micturitions per 24 hours (FAS)
n 704 688 238 240 231
Mean baseline 11.53 11.78 11.90 11.85 11.76
Mean change from baselinet -0.93 -1.67 -1.06 -1.74 -1.26
Mean difference from placebot - -0.74 - -0.68 -0.20

95% Confidence Interval -- (-1.01, -0.47) -- (-1.12,-0.25) | (-0.64, 0.23)

Patients with prior OAB antimuscarinic therapy who discontinued due to insufficient effect

Mean number of incontinence episodes per 24 hours (FAS-I)

n 336 335 112 105 102
Mean baseline 3.03 2.94 3.15 3.50 2.63
Mean change from baselinet -0.86 -1.56 -0.87 -1.63 -0.93
Mean difference from placebot - -0.70 - -0.76 -0.06
95% Confidence Interval -- (-1.01, -0.38) -- (-1.32,-0.19) | (-0.63, 0.50)
Mean number of micturitions per 24 hours (FAS)
n 466 464 155 160 155
Mean baseline 11.60 11.67 11.89 11.49 11.99
Mean change from baselinet -0.86 -1.54 -1.03 -1.62 -1.11
Mean difference from placebot - -0.67 - -0.59 -0.08
95% Confidence Interval -- (-0.99, -0.36) -- (-1.15,-0.04) | (-0.64,0.47)

Pooled studies consisted of 046 (Europe / Australia), 047 (North America [NA]) and 074 (Europe / NA).

T Least squares mean adjusted for baseline, gender, study, subgroup, and subgroup by treatment interaction
for Pooled Studies and least squares mean adjusted for baseline, gender, geographical region, subgroup, and
subgroup by treatment interaction for Study 046.

FAS: Full analysis set, all randomized patients who took at least 1 dose of double blind study drug and who
had a micturition measurement in the baseline diary and at least 1 post-baseline visit diary with a
micturition measurement.

FAS-I: Subset of FAS who also had at least 1 incontinence episode in the baseline diary.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Betmiga in one or more subsets of the paediatric population in “Treatment of idiopathic overactive
bladder” and “Treatment of neurogenic detrusor overactivity” (see section 4.2 for information on
paediatric use).

52 Pharmacokinetic properties
Absorption
After oral administration of mirabegron in healthy volunteers mirabegron is absorbed to reach peak
plasma concentrations (Cmax) between 3 and 4 hours. The absolute bioavailability increased from 29%
at a dose of 25 mg to 35% at a dose of 50 mg. Mean Cnax and AUC increased more than dose
proportionally over the dose range. In the overall population of males and females, a 2-fold increase in
dose from 50 mg to 100 mg mirabegron increased Cmax and AUCy by approximately 2.9- and
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2.6-fold, respectively, whereas a 4-fold increase in dose from 50 mg to 200 mg mirabegron increased
Cmax and AUCy by approximately 8.4- and 6.5-fold. Steady state concentrations are achieved within
7 days of once daily dosing with mirabegron. After once daily administration, plasma exposure of
mirabegron at steady state is approximately double that seen after a single dose.

Effect of food on absorption

Co-administration of a 50 mg tablet with a high-fat meal reduced mirabegron Cmax and AUC by 45%
and 17%, respectively. A low-fat meal decreased mirabegron Crax and AUC by 75% and 51%,
respectively. In the phase 3 studies, mirabegron was administered with or without food and
demonstrated both safety and efficacy. Therefore, mirabegron can be taken with or without food at the
recommended dose.

Distribution

Mirabegron is extensively distributed. The volume of distribution at steady state (Vss) is approximately
1670 L. Mirabegron is bound (approximately 71%) to human plasma proteins, and shows moderate
affinity for albumin and alpha-1 acid glycoprotein. Mirabegron distributes to erythrocytes. In vitro
erythrocyte concentrations of “C-mirabegron were about 2-fold higher than in plasma.

Biotransformation

Mirabegron is metabolized via multiple pathways involving dealkylation, oxidation, (direct)
glucuronidation, and amide hydrolysis. Mirabegron is the major circulating component following a
single dose of *C-mirabegron. Two major metabolites were observed in human plasma; both are phase
2 glucuronides representing 16% and 11% of total exposure. These metabolites are not
pharmacologically active.

Based on in vitro studies, mirabegron is unlikely to inhibit the metabolism of co-administered
medicinal products metabolized by the following cytochrome P450 enzymes: CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19 and CYP2E1 because mirabegron did not inhibit the activity of these
enzymes at clinically relevant concentrations. Mirabegron did not induce CYP1A2 or CYP3A.
Mirabegron is predicted not to cause clinically relevant inhibition of OCT-mediated drug transport.

Although in vitro studies suggest a role for CYP2D6 and CYP3A4 in the oxidative metabolism of
mirabegron, in vivo results indicate that these isozymes play a limited role in the overall elimination.

In vitro and ex vivo studies have shown the involvement from butyrylcholinesterase, UGT and possibly
alcohol dehydrogenase (ADH) in the metabolism of mirabegron, in addition to CYP3A4 and CYP2D6.

CYP2D6 polymorphism

In healthy subjects who are genotypically poor metabolisers of CYP2D6 substrates (used as a
surrogate for CYP2D6 inhibition), mean Cnax and AUCixs of a single 160 mg dose of a mirabegron IR
formulation were 14% and 19% higher than in extensive metabolisers, indicating that CYP2D6 genetic
polymorphism has minimal impact on the mean plasma exposure to mirabegron. Interaction of
mirabegron with a known CYP2D6 inhibitor is not expected and was not studied. No dose adjustment
is needed for mirabegron when administered with CYP2D6 inhibitors or in patients who are CYP2D6
poor metabolisers.

Elimination

Total body clearance (CLtt) from plasma is approximately 57 L/h. The terminal elimination half-life
(t12) is approximately 50 hours. Renal clearance (CLg) is approximately 13 L/h, which corresponds to
nearly 25% of CL::. Renal elimination of mirabegron is primarily through active tubular secretion
along with glomerular filtration. The urinary excretion of unchanged mirabegron is dose-dependent
and ranges from approximately 6.0% after a daily dose of 25 mg to 12.2% after a daily dose of

100 mg. Following the administration of 160 mg *C-mirabegron to healthy volunteers, approximately
55% of the radiolabel was recovered in the urine and 34% in the faeces. Unchanged mirabegron
accounted for 45% of the urinary radioactivity, indicating the presence of metabolites. Unchanged
mirabegron accounted for the majority of the faecal radioactivity.
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Age
The Cmax and AUC of mirabegron and its metabolites following multiple oral doses in elderly
volunteers (> 65 years) were similar to those in younger volunteers (18—-45 years).

Gender
The Cmax and AUC are approximately 40% to 50% higher in females than in males. Gender differences
in Cmax and AUC are attributed to differences in body weight and bioavailability.

Race
The pharmacokinetics of mirabegron are not influenced by race.

Renal impairment

Following single dose administration of 100 mg Betmiga in volunteers with mild renal impairment
(eGFR-MDRD 60 to 89 mL/min/1.73 m?), mean mirabegron Cmax and AUC were increased by 6% and
31% relative to volunteers with normal renal function. In volunteers with moderate renal impairment
(eGFR-MDRD 30 to 59 mL/min/1.73 m?), Cmax and AUC were increased by 23% and 66%,
respectively. In volunteers with severe renal impairment (€GFR-MDRD 15 to 29 mL/min/1.73 m?),
mean Cmax and AUC values were 92% and 118% higher. Mirabegron has not been studied in patients
with end stage renal disease (GFR < 15 mL/min/1.73 m? or patients requiring haemodialysis).

Hepatic impairment

Following single dose administration of 100 mg Betmiga in volunteers with mild hepatic impairment
(Child-Pugh Class A), mean mirabegron Cmax and AUC were increased by 9% and 19% relative to
volunteers with normal hepatic function. In volunteers with moderate hepatic impairment (Child-Pugh
Class B), mean Cnax and AUC values were 175% and 65% higher. Mirabegron has not been studied in
patients with severe hepatic impairment (Child-Pugh Class C).

5.3 Preclinical safety data

Pre-clinical studies have identified target organs of toxicity that are consistent with clinical
observations. Transient increases in liver enzymes and hepatocyte changes (necrosis and decrease in
glycogen particles) were seen in rats. An increase in heart rate was observed in rats, rabbits, dogs and
monkeys. Genotoxicity and carcinogenicity studies have shown no genotoxic or carcinogenic potential
in vivo.

No effects on fertility were seen at sub-lethal doses (human equivalent dose was 19-fold higher than
the maximum human recommended dose (MHRD)). The main findings in rabbit embryofetal
development studies included malformations of the heart (dilated aorta, cardiomegaly) at systemic
exposures 36-fold higher than observed at the MHRD. In addition, malformations of the lung (absent
accessory lobe of the lung) and increased post-implantation loss were observed in the rabbit at
systemic exposures 14-fold higher than observed at the MHRD, while in the rat reversible effects on
ossification were noted (wavy ribs, delayed ossification, decreased number of ossified sternebrae,
metacarpi or metatarsi) at systemic exposures 22-fold higher than observed at the MHRD. The
observed embryofetal toxicity occurred at doses associated with maternal toxicity. The cardiovascular
malformations observed in the rabbit were shown to be mediated via activation of the

beta 1-adrenoceptor.

Pharmacokinetic studies performed with radio-labelled mirabegron have shown that the parent
compound and/or its metabolites are excreted in the milk of rats at levels that were approximately
1.7-fold higher than plasma levels at 4 hours post administration (see section 4.6).

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients
Core tablet : Macrogols , Hydroxypropylcellulose, Butylhydroxytoluene, Magnesium stearate

Betmiga 25 mg :
Film coating : Hypromellose, Macrogol , Iron oxide yellow, Iron oxide red
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Betmiga50 mg :
Film coating : Hypromellose, Macrogol , Iron oxide yellow

6.2 Incompatibilities
Not applicable.

6.3 Shelf life
The expiry date is indicated on the packaging.

6.4 Special precautions for storage
Store below 30°C

6.5 Nature and contents of container
Alu-Alu blisters in cartons containing 30 tablets.

6.6 Special precautions for disposal
No special requirements.

Manufactured by:
Avara Pharmaceutical Technologies, Inc.
Norman, OK 73072, USA

Imported by:
Astellas Pharma (Thailand) Co., Ltd.
Bangkok, Thailand

Revision date: June 2024
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