e
janssen )'

Gehwonadlchnoen

J-C Health Care Ltd.

Kibbutz Shefayim 60990, ISRAEL
tel +972-9-959-1111
fax +972-9-958-3636

2016

11/729) /RO
/729 /NP

S PYINN DY 19X DD DMNDYA DMNITYN NN DINY T X¥AND ININIA
Motilium

12N NOYD GOIN DITRA WITIND LOPLN TYNRI DI9NNNN DNDYL DNINIDN DY
2301 Y DIND2 PINKN VOPLN

DITIN AP 1N 12 19 . NMINIAN TIVN INNRIY MANINM INNDI DXPDNN OMNOYN
. 09-9591111 Y195V IIN 1 YT DY
.DMOTYN POND

,M9722

q091 NINYDYY
NN NPT

Kibbutz Shefayim, 60990
ISRAEL
Phone: 09-9591111  Fax: 09-9583636




6.16

AR P72 12 MIRIT TR 'Y YR T P9V e

1986- 1"nwnn (D"1'wON) D'NPINN NRFN 97 [21x7 Ji7Y

7271 X9N DWN 'O 7Y npiwn ndnNnn
PTINALINIX Y'YONN DY

nI'7av a"n 10 nir'y'om

Domperidone 10mg, 179017 2"n 10 A7Dn a'7a0 '

"qon y1mn" 6 9'wo nX1 - 1'wdNA 0™AN7RI 0'7'Y 'M71 0Mnin

7 W' DX .N9NNN 7Y MYnn vy 700 A1 7Y .A9NN2 WNNWN D1L2 1910 TV [17VA NN [I'Va X

.NPNN IR IX X9NN 7R 119 ,NI901I NITRY

1577 NXN1 OX 17'OX DNY? 2'TN7 D717V XD .0INKR7 DNIK 1N IR .1 719'07 Nnwa It Noinn

.NNIT 'RI9N DAXN

?n9Nna nTvim nn? A1
77 Twvimn (712'wvin N>YN NIXIDNN IX NIFMYIRN 12a10) '02{7N002a Y'WON 11'D DI'7'0In

JIXRPENI NI7'NA 7w D'Mivon'oa

|'"A9IT7 1IVOXT DOIN IN'V'OIN AN
5NN vin'wn 1o .2
:ON NONNA UYnNwAY 'R
— 6 9'vo NXY) NDINNN N'7'dN TWK 090111 DADINNN TAX 727 IXK '7'WoN MiINYT ('1A07KR) w2 Nnx -
.("qon y1mn"
[T )IR7 NMINY ARIXA IR [V NIYR DM L,|JV1] DI 7210 0 -
NN 7Y NI IR Nn'onn 7210 N -
NIMN NN NVIZAA 71T APY ['ORP7ND 7W AN NYI9N-NNI'0R7M51 7110 N -
N9"N TV N1 T2d N7NNn 12y N0V IX 7110 )In -
JQT yopn 7w noRN" Mdnn 27 Ntwa Y TYN WK AR 7 W
7w N1dDNN 2¥N) 9N NIMPY7 NPO0N NT'N2 0T 0T 710' 'K 270 N2 N"Ya )7 NN IR 7 W'-
(1%
.0T2 P7UKX 7¥ NN IR NIDINY NINYY NN Nyl 7 wr-
.0T2 0I'MAaN 7Y NIdINI NINN7 NN nvya )7 ur-
NNNKX NISNN ,NINNKY? NNPY7 DX IX ,NPI7 ANXR DX " 9'V01 NN NXY) NIRYION NIDNN 7011 10 -

("prm 'o01m1 nwan X7% nionn 7715

Motilium_PIL May 16 app EU PIL MAR 2016



N9NNA YIN'YY NIYAIRD NITRIM NNATR

.2"p 35-7 nnnn 07pwnwil 01w 12-7 nnnn 07172 Win'y? NIy 1'% Nir7aon -

DX 7Y KON DX YR 11X N9NNN N'7'01 DL-

("oxX n9NM wnnwn? 'R NXY) (*TAd 7wD IN T2 TIPON NIYYa) TAd NiYvan 7110 )10

wINn'y 7¢ NIjzna X9Nn oy yy'nn (‘"N 2w IN MU TIRon niva) nir?xa nirvan 7110 10
[N [3 11D NI N3N NN'TNA N9NNN DX NPT IR MNIF [V [12'A NNPY? 10X DNV INKA YWINN

ONIR |7I'I'3.'7 nx " XoNnl

217V 01 [12'0 (27 DIT) MIXKND 27 NN IX QX7 NIYI9NY [12'02 n*7ya nIwp nirnY 71y oi'zom -
AN a"n 30 7w mre i'nal n7yni 60 7122 071N N nna N

NI9N NPI7 201 DTN XONN DX YT .NINYION NISINN OV TN' Nj'71 DI'7'0IN WWRD D71V DA |1D'oN
oX " q'wol nun nxY (HIV) o1 Ix 27 nirva 17 v o IN/E (DTN IX DY'N'M0VD) D'AINTA 719107

.("pm 901 bwn X477 NIDNN 7710 NNNK NISINN ,MINNXY? NNEY7 DX IX ,NPI7 DNX

.DMAIaNaI D772 '2A'OPOKRN NMYUOKNN namn 111'N2a unnun? v

,NDN TIA'R ,NN'YY "YU haly) NIP'ST [IAD 270 AXP2 NIYAOA NN ANXENTNA DI'7'0IN] 719'0N ']'7?1)’.]1

.0I"7'0In DY 719'0 '05N7 W' .X9NN DY WP OIX

73 72y 190 ,|ITn '90INI DWIN X'77 NISNN 771D NINNX NISINN ,NINNXY? NNEY DX IX ,NPI7 DNX DX
NPI7 NNIR DR NPNN IR X9ND DX VT2 W' T2 .npn' IX XoNY

22 219'07 NIDINN NPI7 210 NTNA DIY'0INM NP IR

SITARIOPZ: N9 T NN L 2IMIZI0R TIN'M D0 'UIR DTN IX ['T'A0ID [1Ad DNM0'S DNIN'T-
LInpn IR 7ImipoIs S mipi7e

['X''90 ,['XOI79ORIN L|'¥OZ179127 ,|'X'NNV™70 ,'X'INNNM77 'Y MNNAXR TINM, D'PT'N DNIN'T-
(nipropIrvax N 17X)

[ T'IPNTN 27010 ,T7'091T , TRDITT L, TP0IK L JNTINT ,NTIMK (7wn?) niaa 0T yn'? I 27 nrrya-
(g

(7rm'ono , 1T T rwnY?) nitin'oo-

(D19170'x¥0K ,019170'Y 7wn?) [INDT-

(TM9177N9 ,|NVOYIT , TM9RO'Y 7wWnY) Dtyni 71>'y NdWnN NIYva-

(ruonitm ,'TuEn 7wn?) naR-

(vaoni? 019170 TINM) NN'M-

(nITRLND dYN) ,NAMIRO , IR 1IN IR HIV /o -

(121970 7wn?) 'o orv'VSN-

(Imjan,anomi,9miv (7un?) julo-

.(ITmn 79T 71792 (120) NNNKR NIMTIon NISNN NI7 J2'N DX DI'?'0IN NP 7R

Motilium_PIL May 16 app EU PIL MAR 2016



J1I01'7on n7nna ik HIV /01X ,2%7 niva ,0min'ma 719'0% NIDNN 7011 12'N DX X917 1INX

[ITAI 9NN WIn'y

.LYN N2DYNN NONNN 7Y NA'DON L,7DIKN TNKT7 07011 DRI INKRN ,NNNKD 197 DI'7'0INN DX Nj

AN NN
,IXOINT M0 ,|1IMN2 )N NAYIN IX [N 2D OX .|INNN 17002 7' DI'7'0INd WIN'Yy ORN YIT K7
JI'720 0if7'om 710" 0715 )1'N DR 07N IWUNR

NINN'R 7W 2700 INXN] DI'7'0IN 7W NIROR NIFNDIENKA NI'220 DI''0IN] YIN'WN AT 707 'R
YUNNYNYT [N .7221'D 712'N2 270 7V NIY'ownn NIXY X7 'RI7 NIYSINT oNa? 213' or'y'om .nipan
N7'01 DIV XONN DY 'YY'NN 'NION YIN'WN DR 2'WNN KON OX 711 X NN T2 D1'7'oma

.N9NNN

NNIDN YIN'YI DA
77NN2 NN 7'YSN 7RI ANIN 7X .01"7'0IN N'7'01 ANK7 NINNRYTNNINTNO0 NYINN 7V IN1T 071N 190N

"2y y'own nIf7'oin XD YTIF 2N MWK TY ,DIM7'0In N'7'0)

N9NNA 7w 0NN 270 2 awn yT'n
.-TIOP'? N'7'DN NOINNN
OXTT'NNIM TIVP7 A" 54.2 270 n'7a0 D

.N9NN2 WIN'YN 197 x9N Dy Y,U"T\n'? ' ,0'N"10n 02107 NI7'20 'Kn 7110 7' NTNa

?hoNna wnnwn 1¥D .3
N9 NIXIIN '97 wnnwn? ' Tan
YIN'win [9IX 227 NIV )2'K DX NPINN IX KON DY 21727 19y
.T2%72 XONN T 7Y 1At 719100 [9INI [N
M19'0n Wwn
o'Mm' 7-n MNI* \WN2 0I'7'0In NN 7R 090NN N7'01 7w omr 3-4 AnX? oM 775 012 0'nivsnton
.N9NN DY NIXY"NN X7
M

((D7uni 2" 35 Ypwnal n7yni 0w 12 'X7122) DNaanni DNann

.NNKD 197 [N 0OKX ,DI NIFPA0 WI7W TV DNK 01720 KD 72100 jnmn

.0YNn NDYNN 17W NA'90N ,'DIRN INKT7 NZ71 DI'7'0M DX

JDI'7200 DX 0IWYY7 'R NKR 7T IR D' VYN DY NIM7A0N DR VITAY7 W

.01 N2 wiwn N 71017 'R

1949 710'7 v NI'7a0 DIP'VINY TIVA 73IKN ANKY? N2 DXAIN 9TIVA 719'07 NI9NN 7107 T'opn? v
SDIND

A" 35 -7 nnnn 7pwnal 12 9 2yn 0777 NIy 'k nirfaon

nx¥MmMina nInn 7y Wy 'R

Motilium_PIL May 16 app EU PIL MAR 2016



YV'' KONNWY 'O NIXAN NINN IR NNRY (UNN.NNOTIY VAN NNIR 7101 ,n9NNN DX 7107 NNDY DX
.NN2N NINN DX 71 N7, NNDWIY 1IN DX NP 7R ,NIRAN NN N7'017 7o N1d1 ox .7

.NNJWIY NINn 7v NIXSY Nan 2y n'7193 nn 7107 'R

DX TIN'™,'T"A [DIXQ NI7YINA VTR 721 IX KON DY W 1IX, DI'7'0In 7w NIk N ['n 1701 oX
aj7Yn VXN DAY .'ONIVOA'O 719'0 VXN PN ANT 11'A N'01 7Y NIPAL T N M 701 T7

.QT yojpn nd>IXRN NIPNN 27 N 7W NNWOR 1Y A28

.XONN T Yminw '9d 719'01 T'ann? v
{717 72'N OX 0"'9PWN 1010 .N9NN 7011 11'NY DY 722 NN NINN PIT2 Mwina nivnn 71077 ')
.onY

NN IR KON YYII'D ,N9NNA WIN'YY Yand NID0I NI7RY 17 U DX

wi'? niysmm - 4
7n2'M 7N .0'wnnwnnn 27021 'KI7 NIY9IN? 0Na? 219 Nifao nif'oma win'yin ,n9Nn 7521 1md

[N NNR QXN 21200 X271 DN XITD NIYDIN NNy XY

ININADN NIYOINA NIY'SIN OX X997 NIID7I 19NN wIn'wn ,7'09;1'1 u

:(100 nn TRX Wnnwn 2y y'oun Ni7Y) NiNDY X7 'Ki7 NIysin

.0MY NIXIDNN IR DTAM D'YMY 'Y ,072m TV , 0722701 NIYNTN ,0190 7w NIMIXY X7 Nvin-

NVIT X7 NINDYY IXIT NIYSIN

D'onN'o-

IN/I AN'WI XIR ,TIA NN ANMND TV IMINT? [N N7'010 K7 T wnnn 217vn naian aio-
.0'190 7¥ NIN'9

, T2, (Y N7nn)Nana NAtoINAL NDINNN N7'01 WNKY TR NNP7 n72175n D1IMN ANt NIYa0 Nann-
.0'9011 D'MIYON D'MVIDN'ON 77N NN'WI "Y1 [197'Y,NjiNnoN

22T AT LINNT (a0 X7 IX 7NN 27 2¥) 27 2% 7w niva nn2iponrTign nd>wnn 7w nirva-
2% DITEAY ¥ NIYaY 13'0a Nty DY YR NI 717 DI'7'oin T [91NA 71910 7'0907 'Y MR
' .01'7 2"n 30-n 0'NIaa 0 0700 0'WANA IR 60 72 7un 0'wara N nina nrne 217y p'on

.DMANI DT 0IM70IN 7 '0RORN NI )N |11'N WNnwnY

X700 NIYDINA NNX NIX DN 73'N OKX "T''N DIN2 XONN DY YWY NI oI'7'oin oy 719'0 70950

.N7un'? nnRImnn

:NUNT7 NNTIXN DIM7'0INA YWIN'WA INNTY NIDON 'RII7 NIYDIN

:(10 yinn TNX wnnwn 7y y'owa'? niy) ninDw R niysin

no1 wal'

Motilium_PIL May 16 app EU PIL MAR 2016



:( 100 yinn TNX wnnwn 7y y'oun? ni17y) NINDY X7 'RIT7 NIYSIN
nTIN

vpPY DoIN

ninavy

['A2 ["Y2 DT IR ['NA MY TIAR
WX QXD

ninny

Y

nnMo

T

(niy n7nn) NN

D'Y'A0 IN DAND D' TY

D" TYNN 270 NWION

n'7'75 NY2In nwINn

nminano nNYinn

INYIT X7 [NINDYY X7 NIYSIn

['v 7w nun 199 nyin

D'Y1] 'WTIN JITNA N709N

DM 7¥X DY TW N7TAN

[NY N7 71> YoIn

NIM"IoN NTAYN NIZ'TA NIXXIN '1'Y

T'TNY7 1192 TINY? NYPW qnT DY ,NINR 0IN nwINN) - (Restless legs syndrome( Nx91jzn 72200 NMimon

(D"\nN QIa NI NIVNTA DR D"'N'V71,0""72200 NN

NINAN 'RIZN NIYOIN NIX N N'RID NNAYN D'WAITN DRI'MAL DYAXNY DI'2'0in 1701w 071N 190N
NI'Vva ,0'w1d 720 X7 'WTIN IThA DY TYUNN 1721 X7 N9 ,0'NI9] IX D'7TAIM DTV ,NNIN 10IN

ANY NIYIAA L JIRDYT NN

219'0 2py 'RIT7 NIYOIN 2V NIFT" AWRD 7Y NX'NYT NIYXARA NIRNAN TWNT 'RI7 NIWSIN 7y N7 |na

2V nIrT? [jpnn 09107 monn (www.health.gov.il) nixnan Twn WX 7w nfan 912 X¥ymw "NoNn

NIYRT N0 MY IR RIT NIYOIN

https://forms.gov.il/globaldata/getsequence/getsequence.aspx?formType=AdversEffectMedic

@moh.gov.il

?09NNa NX [oNX7 'R .5
D'T7' ¥ DN'RY DTYUNI DT W'Y YINA 1120 DIPN INYY W' NNNXR 19NN 72117 n9nn n2yan van -
.NONNN NYIISN DRIIN K77 NIRRT DNAN 72X .072070 yann D T u1 NI N/
ON'NN NAIDNN JIRN .NTINN 22 7Y y'amn (exp. Date) naivnn 7 IkN MNX N9NN2 WNNWa7 |'X -
UTIN MIX 7¥ |NNXN D1'7

.30°C-7 15°C |2 n11v1DNLA |ONKYT? W' -

Motilium_PIL May 16 app EU PIL MAR 2016



qonyTn .6

:DA N'7'oN NDINNN D'7'WON DININN 7V qon

Lactose Monohydrate, maize starch, microcrystalline cellulose, pregelatinized potato starch,
Hypromellose,polyvidone ,magnesium stearate, hydrogenated cottonseed oil , sodium lauryl
sulphate.
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1. NAME OF THE MEDICINAL PRODUCT

MOTILIUM

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

One tablet contains 10 mg domperidone base.
For a full list of excipients, see section 6.1.
3. PHARMACEUTICAL FORM
White to faintly cream coloured, circular, biconvex tablet.
4. CLINICAL PARTICULARS
4.1 THERAPEUTIC INDICATIONS

Motilium is indicated for the relief of the symptoms of nausea and vomiting.

4.2 POSOLOGY AND METHOD OF ADMINISTRATION

Motilium should be used at the lowest effective dose for the shortest duration necessary to control
nausea and vomiting.

It is recommended to take oral MOTILIUM before meals. If taken after meals, absorption of the drug
is somewhat delayed.

Patients should try to take each dose at the scheduled time. If a scheduled dose is missed, the missed
dose should be omitted and the usual dosing schedule resumed. The dose should not be doubled to

make up for a missed dose.

Usually, the maximum treatment duration should not exceed one week.

Adults, and adolescents (12 years of age and older and weighing 35 kg or more

One 10 mg tablet up to three times per day, with a maximum dose of 30 mg per day.

Neonates, infants, children (less than 12 years of age) and adolescents weighing less than 35 kg

Due to the need for accurate dosing, Film-coated tablets, are unsuitable for use in children and

adolescents weighing less than 35 kg.

Hepatic impairment

Motilium is contraindicated in moderate or severe hepatic impairment (see section 4.3). Dose

modification in mild hepatic impairment is however not needed (see section 5.2).

Renal impairment

Motilium_SPC_May 16 app EU SmPC Mar 2016
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Since the elimination half-life of domperidone is prolonged in severe renal impairment, on repeated
administration, the dosing frequency of Motilium should be reduced to once or twice daily depending

on the severity of the impairment, and the dose may need to be reduced.

4.3 CONTRAINDICATIONS
MOTILIUM is contraindicated in the following situations:
e Known hypersensitivity to domperidone or any of the excipients.

e Prolactin-releasing pituitary tumor (prolactinoma).

e when stimulation of gastric motility could be harmful, e.g. in the presence of gastro-intestinal

hemorrhage, mechanical obstruction or perforation.

e In patients with moderate or severe hepatic impairment (see section 5.2).

. in patients who have known existing prolongation of cardiac conduction intervals, particularly
QTec, patients with significant electrolyte disturbances or underlying cardiac diseases such as
congestive heart failure (see section 4.4)

. co-administration with QT-prolonging drugs (see section 4.5)

. co-administration with potent CYP3 A4 inhibitors (regardless of their QT-prolonging effects)
(see section 4.5)

4.4 Special warnings and precautions for use

Renal impairment

Since the elimination half-life of domperidone is prolonged in severe renal impairment, on repeated
administration, the dosing frequency of Motilium should be reduced to once or twice daily depending
on the severity of the impairment, and the dose may need to be reduced.

Cardiovascular effects

Domperidone has been associated with prolongation of the QT interval on the electrocardiogram.
During post-marketing surveillance, there have been very rare cases of QT-prolongation and torsades
de pointes in patients taking domperidone. These reports included patients with confounding risk
factors, electrolyte abnormalities and concomitant treatment which may have been contributing factors
(see section 4.8).

Epidemiological studies showed that domperidone was associated with an increased risk of serious
ventricular arrhythmias or sudden cardiac death (see section 4.8). A higher risk was observed in
patients older than 60 years, patients taking daily doses greater than 30 mg, and patients concurrently
taking QT-prolonging drugs or CYP3A4 inhibitors.

Domperidone should be used at the lowest effective dose in adults and children.

Domperidone is contraindicated in patients with known existing prolongation of cardiac conduction
intervals, particularly QTc, in patients with significant electrolyte disturbances (hypokalaemia,
hyperkalaemia, hypomagnesaemia), or bradycardia, or in patients with underlying cardiac diseases
such as congestive heart failure due to increased risk of ventricular arrhythmia (see section 4.3).
Electrolyte disturbances (hypokalaemia, hyperkalaemia, hypomagnesaemia) or bradycardia are known
to be conditions increasing the proarrythmic risk.

Treatment with domperidone should be stopped if signs or symptoms occur that may be associated
with cardiac arrhythmia, and the patients should consult their physician.

Patients should be advised to promptly report any cardiac symptoms.
Motilium_SPC_May 16 app EU SmPC Mar 2016
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Paediatric population

Although neurological side effects are rare (see section 4.8), the risk of neurological side effects is
higher in young children since metabolic functions and the blood-brain barrier are not fully developed
in the first months of life. Therefore, it is recommended that the dose be determined accurately and
strictly followed in neonates, infants and children (see section 4.2).

Overdosing may cause extrapyramidal disorders in children, but other causes should be taken into
consideration.

Precautions for use

The film-coated tablets contain lactose and may be unsuitable for patients with lactose intolerance,
galactosemia or glucose/galactose malabsorption.

4.5 Interaction with other medicinal products and other forms of interaction
When antacids or antisecretory drugs are used concomitantly, they should not be taken simultaneously
with oral formulations of Motilium (domperidone base), i.e., they should be taken after meals and not
before meals.

Co-administration with levodopa

Although no dosage adjustment of levodopa is deemed necessary, an increase (maximum of 30% -
40%) of plasma concentration has been observed when domperidone was taken concomitantly with
levodopa.

The main metabolic pathway of domperidone is through CYP3A4. In vitro data suggest that the
concomitant use of drugs that significantly inhibit this enzyme may result in increased plasma levels of
domperidone.

Increased risk of occurrence of QT interval prolongation, due to pharmacodynamic and/or
pharmacokinetic interactions.

Concomitant use of the the following substances is contraindicated
QTec-prolonging medicinal products (risk of torsade de points)

. anti-arrhythmics class IA (e.g., disopyramide, hydroquinidine, quinidine)
anti-arrhythmics class III (e.g., amiodarone, dofetilide, dronedarone, ibutilide, sotalol)
certain antipsychotics (e.g., haloperidol, pimozide, sertindole)

certain antidepressants (e.g., citalopram, escitalopram)

certain antibiotics (e.g., erythromycin, levofloxacin, moxifloxacin, spiramycin)
certain antifungal agents (e.g., flucanozole, pentamidine)

certain antimalarial agents (in particular halofantrine, lumefantrine)

certain gastro-intestinal medicines (e.g., cisapride, dolasetron, prucalopride)
certain antihistaminics (e.g., mequitazine, mizolastine)

certain medicines used in cancer (e.g., toremifene, vandetanib, vincamine)
certain other medicines (e.g., bepridil, diphemanil, methadone)

(see section 4.3).

Potent CYP3 A4 inhibitors (regardless of their QT-prolonging effects), i.e.:

. protease inhibitors (e.g., ritonavir, saquinavir, telaprevir)
. systemic azole antifungals (e.g., itraconazole, ketoconazole, posaconazole, voriconazole)
. certain macrolides antibiotics (clarithromycin, telithromycin)

(see section 4.3).

Concomitant use of the following substances is not recommended
. Moderate CYP3A4 inhibitors i.e., diltiazem, verapamil and some macrolides.

Concomitant use of the following substances requires caution with use

Caution with bradycardia and hypokalaemia-inducing drugs, as well as with the following macrolides
involved in QT interval prolongation: azithromycin and roxithromycin (clarithromycin is
contraindicated as it is a potent CYP3 A4 inhibitor).
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The above list of substances is representative and not exhaustive.

4.6 Pregnancy and lactation

Pregnancy

There are limited post-marketing data on the use of domperidone in pregnant women. A study in rats
has shown reproductive toxicity at a high, maternally toxic dose. The potential risk for humans is
unknown.

Therefore, MOTILIUM should only be used during pregnancy when justified by the anticipated
therapeutic benefit.

Breast-feeding

Domperidone is excreted in human milk and breast-fed infants receive less than 0.1% of the maternal
weight-adjusted dose. Occurrence of adverse effects, in particular cardiac effects cannot be excluded
after exposure via breast milk. A decision should be made whether to discontinue breast-feeding or to
discontinue/abstain from domperidone therapy taking into account the benefit of breast-feeding for the
child and the benefit of therapy for the woman. Caution should be exercised in case of
QTc-prolongation risk factors in breast-fed infants.

4.7 Effects on ability to drive and use machines

NO NM-h no-or-necliaih nfl N on-th I o
v v a d a y

Dizziness and somnolence have been observed following use of domperidone (see section 4.8).
Therefore, patients should be advised not to drive or use machinery or engage in other activities
requiring mental alertness and coordination until they have established how Motilium affects them.

4.8Undesirable effects

The safety of domperidone was evaluated in clinical trials and post marketing expirience. The clinical
trials included 1,275 patients with dyspepsia, gastro-oesophageal reflux disorder (GERD), Irritable
Bowel Syndrome (IBS), nausea and vomiting or other related conditions in 31 double-blind,
placebo-controlled studies. All patients were at least 15 years old and received at least one dose of
Motilium (domperidone base). The median total daily dose was 30 mg (range 10 to 80 mg), and
median duration of exposure was 28 days (range 1 to 28 days). Studies in diabetic gastroparesis or
symptoms secondary to chemotherapy or parkinsonism were excluded.

The following terms and frequencies are applied: very common (>1/10), common (>1/100 to <1/10),
uncommon (>1/1000 to <1/100), rare (>1/10,000 to <1/1000), and very rare (<1/10,000). Where
frequency can not be estimated from clinical trials data, it is recorded as “Not known”.

System Organ Class Adverse Drug Reaction
Frequency
Common Uncommon Not known
Immune system disorders Anaphylactic reaction
(including
anaphylactic shock)
Psychiatric disorders Loss of libido
Anxiety
Agitation
Nervousness
Nervous system disorders Dizziness Convulsion
Motilium SPC May 16 _app EU SmPC Mar 2016
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Somnolence Restless legs
Headache syndrome*
Extrapyramidal
disorder
Eye disorders Oculogyric crisis
Cardiac disorders Ventricular
arrhythmias,
QTec-prolongation,
Torsade de Pointes,
Sudden cardiac
death, (see
section 4.4)
Gastrointestinal disorders Dry mouth Diarrhoea
Skin and subcutaneous tissue disorders Rash Angioedema
Pruritus
Urticaria
Renal and urinary disorders Urinary retention
Reproductive system and breast disorders Galactorrhoea Gynaecomastia,
Breast pain Amenorrhoea
Breast tenderness
General disorders and administration site Asthenia
conditions
Investigations Liver function test
abnormal,
Blood prolactin
increased

*exacerbation of restless legs syndrome in patients with Parkinson’s disease

In 45 clinical studies where domperidone was used at higher dosages, for longer duration and for
additional indications including diabetic gastroparesis, the frequency of adverse events (apart from dry
mouth) was considerably higher. This was particularly evident for pharmacologically predictable
events related to increased prolactin. In addition to the reactions listed above, akathisia, breast
discharge, breast enlargement, breast swelling, depression, hypersensitivity, lactation disorder, and
irregular menstruation were also noted.

Extrapyramidal disorder occurs primarily in neonates and infants. Other central nervous system-related
effects of convulsion and agitation also are primarily reported in infants and children.

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the medicinal product is important. It

allows continued monitoring of the benefit/risk balance of the medicinal product.

Any suspected adverse events should be reported to the Ministry of Health according to the National
Regulation by using an online form
http://forms.gov.il/globaldata/getsequence/getsequence.aspx?formType=AdversEffectMedic@moh.he

alth.gov.il

Overdose
Symptoms

Overdose has been reported primarily in infants and children. Symptoms of overdose may include,

agitation, altered consciousness, convulsion, disorientation somnolence and extrapyramidal reactions.

Treatment

Motilium_SPC_May 16 app EU SmPC Mar 2016




6/8

There is no specific antidote to domperidone. In the event of overdose, standard symptomatic
treatment should be given immediately. ECG monitoring should be undertaken, because of the
possibility of QTc interval prolongation. Gastric lavage as well as the administration of activated
charcoal may be useful. Close medical supervision and supportive therapy is recommended.

Anticholinergic or anti-Parkinson drugs may be helpful in controlling the extrapyramidal disorder .

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Propulsives, ATC code: AO3FA03

Domperidone is a dopamine antagonist with anti-emetic properties. Domperidone does not readily
cross the blood-brain barrier. In domperidone users, especially in adults, extrapyramidal disorders are
very rare, but domperidone promotes the release of prolactin from the pituitary. Its anti-emetic effect
may be due to a combination of peripheral (gastrokinetic) effects and antagonism of dopamine
receptors in the chemoreceptor trigger zone, which lies outside the blood-brain barrier in the area
postrema. Animal studies, together with the low concentrations found in the brain, indicate a
predominantly peripheral effect of domperidone on dopamine receptors.Studies in man have shown
oral domperidone to increase lower oesophageal pressure, improve antroduodenal motility and

accelerate gastric emptying. There is no effect on gastric secretion.

In accordance with ICH-E14 guidelines, a thorough QT study was performed. This study included a
placebo, an active comparator and a positive control and was conducted in healthy subjects with up to
80 mg per day (10 or 20 mg administered four times a day) of domperidone. This study found a
maximal difference of QTc between domperidone and placebo in LS-means in the change from
baseline of 3.4 msec for 20 mg domperidone administered four times a day on Day 4. The 2-sided 90%
CI (1.0 to 5.9 msec) did not exceed 10 msec. No clinically relevant QTc effects were observed in this
study when domperidone was administered at up to 80 mg/day (i.e., more than twice the maximum

recommended dosing).

However, two previous drug-drug interaction studies showed some evidence of QTc-prolongation

when domperidone was given as monotherapy (10 mg administered four times a day). The largest

time-matched mean difference of QTcF between domperidone and placebo was 5.4 msec (95% CI:
-1.7 to 12.4) and 7.5 msec (95% CI: 0.6 to 14.4), respectively.

5.2 Pharmacokinetic properties

Absorption

Domperidone is rapidly absorbed after oral administration, with peak plasma concentrations occurring
at approximately 1 hr after dosing. The Cmax and AUC values of domperidone increased
proportionally with dose in the 10 mg to 20 mg dose range. A 2- to 3-fold accumulation of
domperidone AUC was observed with repeated four times daily (every 5 hr) dosing of domperidone

for 4 days.

Although domperidone's bioavailability is enhanced in normal subjects when taken after a meal,
patients with gastro-intestinal complaints should take domperidone 15-30 minutes before a meal.
Reduced gastric acidity impairs the absorption of domperidone. Oral bioavailability of domperidone is
decreased by prior concomitant administration of cimetidine and sodium bicarbonate.
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Based on the C,,, resulting from administering multiple twice daily doses of 60 mg suppository, a
30 mg suppository given twice daily is expected to provide peak plasma levels similar to those of a

10 mg oral dose administered four times a day.
Distribution

Domperidone is 91-93% bound to plasma proteins. Distribution studies with radiolabelled drug in
animals have shown wide tissue distribution, but low brain concentration. Small amounts of drug cross

the placenta in rats.
Metabolism

Domperidone undergoes rapid and extensive hepatic metabolism by hydroxylation and N-dealkylation.
In vitro metabolism experiments with diagnostic inhibitors revealed that CYP3A4 is a major form of
cytochrome P-450 involved in the N-dealkylation of domperidone, whereas CYP3A4, CYP1A2 and

CYP2EI1 are involved in domperidone aromatic hydroxylation.
Excretion

Urinary and fecal excretions amount to 31 and 66% of the oral dose respectively. The proportion of
the drug excreted unchanged is small (10% of fecal excretion and approximately 1% of urinary

excretion).

The plasma half-life after a single oral dose is 7-9 hours in healthy subjects but is prolonged in patients

with severe renal insufficiency.

Hepatic impairment

In subjects with moderate hepatic impairment (Pugh score 7 to 9, Child-Pugh rating B), the AUC and
Cmax of domperidone is 2.9- and 1.5-fold higher, respectively, than in healthy subjects. The unbound
fraction is increased by 25%, and the terminal elimination half-life is prolonged from 15 to 23 hours.
Subjects with mild hepatic impairment have a somewhat lower systemic exposure than healthy
subjects based on C,,,, and AUC, with no change in protein binding or terminal half-life. Subjects with
severe hepatic impairment were not studied. Motilium is contraindicated in patients with moderate or
severe hepatic impairment (see section 4.3).

Renal impairment

In subjects with severe renal insufficiency (creatinine clearance< 30 ml/min/1.73 m®) the elimination
half-life of domperidone was increased from 7.4 to 20.8 hours, but plasma drug levels were lower than
in healthy volunteers. Since very little unchanged drug (approximately 1%) is excreted via the kidneys.
it is unlikely that the dose of a single administration needs to be adjusted in patients with renal
impairment. However, on repeated administration, the dosing frequency should be reduced to once or
twice daily depending on the severity of the impairment, and the dose may need to be reduced.

Paediatric population
No pharmacokinetic data are available in the paediatric population.

5.3 Preclinical safety data

Electrophysiological in vitro and in vivo studies indicate an overall moderate risk of domperidone to
prolong the QTc interval in humans. In in vitro experiments on isolated cells transfected with hERG
and on isolated guinea pig myocytes, exposure ratios ranged between 26- to 47-fold, based on ICs,
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values inhibiting currents through IKr ion channels in comparison to the free plasma concentrations in
humans after administration of the maximum daily dose of 10 mg administered three times a day.
Safety margins for prolongation of action potential duration in in vitro experiments on isolated cardiac
tissues exceeded the free plasma concentrations in humans at maximum daily dose (10 mg
administered three times a day) by 45-fold. Safety margins in in vitro pro-arrhythmic models (isolated
Langendorff perfused heart) exceeded the free plasma concentrations in humans at maximum daily
dose (10 mg administered three times a day) by 9- up to 45-fold. In in vivo models, the no effect levels
for QTc-prolongation in dogs and induction of arrhythmias in a rabbit model sensitised for torsade de
points exceeded the free plasma concentrations in humans at maximum daily dose (10 mg
administered three times a day) by more than 22-fold and 435-fold, respectively. In the anesthetised
guinea pig model following slow intravenous infusions, there were no effects on QTc at total plasma
concentrations of 45.4 ng/ml, which are 3-fold higher than the total plasma levels in humans at
maximum daily dose (10 mg administered three times a day). The relevance of the latter study for
humans following exposure to orally administered domperidone is uncertain.

In the presence of inhibition of the metabolism via CYP3A4, free plasma concentrations of

domperidone can rise up to 3-fold.

At a high, maternally toxic dose (more than 40 times the recommended human dose), teratogenic
effects were seen in the rat. No teratogenicity was observed in mice and rabbits.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Lactose monohydrate, maize starch, microcrystalline cellulose, pregelatinized potato starch,
polyvidone K90, magnesium stearate, hydrogenated cottonseed oil, sodium lauryl sulphate,

hypromellose -

6.2 Incompatibilities

None known.

6.3 Storage conditions

Store between 15 and 30°C.

Keep out of reach of children.

6.4 Nature and contents of container

Pack of thirty, 10 mg, tablets.

Manufacturer: JANSSEN CILAG SA — Val de Reuil, France

Registration Holdaer: J-C Health Care, Kibbutz Shefayim 6099000, Israel.
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