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4.6. Fertility, Pregnancy and
Lactation

Fertility:

Effects on human fertility have not
been investigated.

Pregnancy:

There is insufficient information
available to establish the safety of
azelastine in human pregnancy. At
high oral doses azelastine
hydrochloride (the active substance in
this product) has shown to induce
foetal death, growth retardation and
skeletal malformation in experimental
animals. Local ocular application will
result in minimal systemic exposure
(plasma level are in the pictogram
range only). However, caution should
be exercised when using Optilast eye
drops during pregnancy.

Breast feeding:

Azelastine is excreted into the breast
milk in low quantities. For that
reason, Optilast eye drops is not
recommended during lactation.

4.6. Pregnancy and Lactation

There is insufficient information
available to establish the safety of
azelastine in human pregnancy. At
high oral doses azelastine has shown
to induce adverse effects (foetal death,
growth retardation and skeletal
malformation) in experimental animals.
Local ocular application will result in
minimal systemic exposure (pictogram
range). However, caution should be
exercised when using Optilast eye
drops during pregnancy.

Azelastine is excreted into the milk in
low quantities. For that reason Optilast
eye drops is not recommended during
lactation.

4.6. Pregnancy
and Lactation

In studies in the guinea pig, Azelastine
hydrochloride displayed no sensitizing
potential. Azelastine hydrochloride
demonstrated no genotoxic potential in
vitro and in vivo tests, nor any

Azelastine hydrochloride displayed no
sensitizing potential in the guinea pig.
Azelastine demonstrated no
genotoxic potential in a battery of in
vitro and in vivo tests, nor any

5.3. Preclinical
Safety Data




carcinogenic potential in rats or mice.

In male and female rats, azelastine
hydrochloride at oral doses greater
than 3.0 mg/kg/day caused a dose-
related decrease in the fertility index;
no substance-related alterations were
found in the reproductive organs of
males or females during chronic
toxicity studies, however.

carcinogenic potential in rats or mice.

In male and female rats, azelastine at
oral doses greater than 30 mg/kg/day
caused a dose-related decrease in
the fertility index; no substance-
related alterations were found in the
reproductive organs of males or
females during chronic toxicity
studies, however.

19985 oY — MVYPIAND MIPNNN

wTN VOV 'Nd11 VOV [17v2 719
X917 190 ,007'VDINA 719'0N 1197 | 197 X91N2 YVII'NYT 72N NONNA WNNWNT 'R nNATX
NT 'WON2 WNNWNT? 'R 719'00 N7'Nn nIrTnIn
NNXRAYUNR D'MIVON'ONY NIV NN'R DX NIX 1'0NY W' .Yan NIYTY 271 NNK TWUKRD niyann
1 1 1 ny

TNI'MY .A'N7NN D' DU1'WA AN [N'TRNY7 [N"1,1'WON] WIN'Wn 1197 NIYTYN vin'wa

|'VA 1 D'Y'SIN D'NIVON'ON DN DN
N9t yan nipT 15 -n ning X7 1W1avd nona

IN N'RIN NID'RA NY'AD NN''7 DX .NX
,ON2 D'YUAIN D'NIVON'O ['RI NAXRID 'V
.N0782 K71 DIN'TA A PN

2yUn DDYNI IXN D'ANN D'MIVON'ON DX ©
QX 72V ,"miynwn 119'w X77 nivw 48
.007'V9IXA 719'0N

N AUNAFIYOIRI-UARYATIN-ON o

Van NivTy 2'n

J'V7 noNnn

YIT QWX ,TAI7D DIMIR?TIA wn nin 71 Vo7'09IN
W' NIDY Yan NIYTY ¢ [yax NX N7 20'w nind
NIYTYN DX 1'0N7 ! NI van NIYTY DY yann yain'n?
yan nipT 15 nind? 'mnn72l 2'wonma win'wn '19Y

JMTnA TV |'W7 n9Nnn no7Tn

'va N nina 217y % nriphna

T1170 DIMIRYPTIA "W NN 7'on Vo7'VdIN
9o NX1) van NIYTY DY yann yning v
('noNna win'y? nivann niITnirm NN’

'Y N nna? 217y %5 Dmiphna

72w 2a1wn y1Nn
7n
D'anINAN
noNnnn v

,A7Y21 17122 ,011 DAY ,|'Y 721 NNX N9'0

A4 2 7yn 0T DNanY

wUNNWN7? N1 ,02p2K7 QUNNY7 19X NNX OX
NN'XY'N 197 Ny IX? 7a1pnn (1'a vo'7'vdINA
.NXINN

,197N' D'MIVON'ON TWUK TY VO7'UDINI WNNWNYT W'
NY'YN YHAN NI VO7'0DIN] WNNWNYT |'N 72N
I9'¥] NIYIAY

.NY'72% X7 ,1T2%1 0'1'va win'y7 Tyn 0o7'VdIR
0'™7N' KON D PN ,0NIAN DMAIV9NA'oNI AT
DMy 4 ,|'v 751 NNX N9'0Y7 [11'AN DX 17 NI7vnY
.01

JXmmn nann 2y vy 'R

D'AY9 ,|'V DA NNX NO'V D'YW7 W' e
D'T7'l DX2IANY7 ,27Y21 111,011
4 7a'un

0N XKONN D PN, NI NTNY @
NNX N9'0Y [1'AN DX )7 NitvnY
.0momys 4 ,'v'm

wUnnun 1Yo
?n91na

NX9NNY 719'0N DI'0 197 VO''VSIX NNFY? P'05N NNX DX
2ITNY 017V oMmivsn'on N7 y'nn




1-10 2 n'sInY NIY9IN) NIN'DY 'K NIYOIN NINDY N7 NIYOIN NI DIyoIn

:(100 Yimn p'wnnwn Va7 e
NIN'DY [I'RY X117 NIYOIN
NYINN) VO7'VSIXRN QIVOV INKT |'VA 77 "N e n91 N DYy e

971N 1T NWOIN .(NIyNT , TN ,N9MY
1-10 2 n'siny NIYSIN) NINDY [1'KY 'NII7 NIYDIN

:(1000 Yyimn n'wnnwn

TNI'AA NN N9YIN IT NYSIN .N91 N DYy ©
M Npwn n'nw NxY
NIN9] NIY'9INY NIYOIN) TINA NIN'T 'KI7 NIYOIN

(10,000 Vimn TNX wnnwnn
(Tt NNMI 122) N'7R NaaN

NN YPI DY MYPIAND MINNNN NIMIDN 1AW ,)DI8D DY 2780
MY VAN (DY) 1D MINNT ITH2 DIRY DNPY



