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「一一十一 ~1illI.l~ 
QUE~TlON Manx of my pregnant and breastfeeding.palienls suffer from allergies and frequent砂askme about 

，tpe sakqofay7t1histamines-du出 gpregnan~y and b~eastfeeding. Should 1 advise them to use the older sedatin、
m己di正C臼a剖ti旧ons?1 have heard t出ha試tthey mi唱gh批tbe sa烏:thanthe nqWe町rnonsedating c¥ass of drugs. Or have the 
newer ones been studied as well? 

ANSWER First-generalion antihistamines are considered-safe to use during pregnancy. There are relatively 
fewer data on the nonsedatilJg second-generalion an5ihistamules; however， pubJished studies are reassuring 

AlI antihistamines. are .consid~rξd safe to l!se during .breastfeeding， as minima1 amounts are excreted in the 

breast.mi1k. and. woμ1d.not cause any adverse effects on a breastfeeding infant 

R白l!JiIlJ長

QUE印刷Beaucoupde mes palientes enceintes ou qui allaitent SDt伽ltd'allergies et me demandenrsouvenl 

d田 questionsa piOPOS 'de I'inn円cuitedes antihistaminiques durant la grossesse et l'allaitement. Devrais-je leur 

cons~，iller d:utili~è~.1es plus anciens sedati白?J'aientendu dire qu'ils etaie.nt peuιet悶 plussecuritaires que les p1us 
reeent田cIa回目demedicamentS'non sedatifs;'a moins que.1田 p1usrecenls produits aient aussi fait 1'0同etd'etudes 

!I: 

R佐PONSE.!:utilisation des antihistaminiques de 1a premiere g岳nerationest consideree 5邑curitairependant 

1a grossesse. 11 y a re1ativement' moins de祖onneessur 1es antihistaminiques non sedatiおde1a deuxieme 

i'， g併邑n悦1泊e釘r日auon町1;pa町r巴日'，a訓a副凶i11eu町rS，les'el白tud)勿，espub凶lie伐ess叩o叩nt叫tr日as臼s叩u町Axra加nt同es.T，而。叩u出s1es antihi陪st回amini同quessont c∞。ons日ide釘r陀t釘s 
白rι主吟R釦C口印u凶i
devraient pas causer d'effets'indesjrables chezler~o.月risson allait邑

C om  o n sm m n s 。d山山刊f何M川a剖州1日l珂
congesti旧。n，discharge， and itching， as well as eye 

invo1vement such as conjunctival redness， swelling， 

and excessive 1acrimation. The symptoms are旬pically

triggered by'airborne allergens (eg，.pollens from trees， 

grasses， weeds); however，'househo1d allergens such 
as dust mites or animal dander are also common trig-

gers.' AlIergic diseases are e'stimated to affect 20% to 
30% of women of chi1dbearing age， making them the 

most common medica1 conditions to compJicate preg-

nancy.' Furthermore， during pregnancy， up to 10% to 

30% of women with pre-existing allergic rhinitis have 

reported increased symptoms.' Possib1e explanations 

include increased circulating blood vo1ume， nasal vas， 
cu1ar engorgement， and increased secretions from nasa1 

mucosa due to hormona1 inOuences.' 

First-generation antihistamines 

Antihistamines targeting ，histamine-type 1 (H，)同日ptors

are commonly used to treat allergic rhinitis. Examples 

.of.first-generation antihistamines are brompheniramine， 

ch10rpheniramin$;， dimenhydrinate， diphenhydramine， 

'eloxylamine， hydroxyzine， and pheniramine. Most-

with the exception of doxylamine and dimenhydrinate， 

both used for the treatment of nausea and vomiting， 

and hydroxyzine (prescription-only)-are common1y 

found in over-the-counter allergy and co1d medications 

None of the medications in this c¥ass of drugs has been 
reported to increase fetal risk when used_aL any time 

9uril)g pregnancy.' Epidemio10g.ic data support.safety in 
ear1y pregnancy，' with a meta-ana1ysis involving more 
than 200000 participants conc¥uding that there was no 
increase in any' type of congcnital malfo口nation‘

Second-generation antihistamines 

At present， medications from this class of drugs are pre-

ferred because they do not cause central nervous sys 

tem adverse effects (eg， drowsiness) and because they 
are availab1e without prescription. Examp1es of second-

generation antihistamines "re cetirizine， desloratadine， 

fexofenadine， and loratadine 

月三/1((1-， ~) 
Cetirizine. Cetirizine is the active metaboJite of hydroxy-
zine. A small prospective， comparative study conducted 

by Motherisk following 120 women exposed to hydroxy-

zine and 39 to cetirizine (37 in first trimester) did not find 

dilTerences in pregnancy oulcomes between the exposed 

and comparison groups.5 pregnancy outcomes from the 

示ぢラミレ
VOL 56: MAV' M̂ T 2010 白聞d刷 Fo凶'JyPh.戸由n・LeMededn defamil/e canodien 427 



Motherisk Update 

Swedish Medical Birth Registry (1995 to 1999) of 17766 

women exposed to antihistamine drugs， 917 Qf whom 

used cetirizine， did not show increased risk of malfor 
mations or adverse delivery outcomes compared with 

the general population' In 2004 another study examin-

ing 144目rst-trimesterexposures to cetirizine confinned 

the previous results， with no adverse pregnancy out 

comes attributed to the drug7 The most recent data were 

from the Berlin teratogen info口nationservice， with 196 

women exposed in any trimester (11 % in the first trimes-

ter). al日 showingno increase.d risk of birth defects or 

other adverse outcomes' 

F4ふb匙陥2鉱:Je.F陀陥e出xof，加e町en叫1

。f"terfenadine.'a second-gεneration H， blocker that 
1阻sno longer ava剖l日l同ab凶leon the Canadian market owing 

to cJinically s剖igni目cantQT prolongation. Although an問1羽1ト-
mal studies failed to show teratogenicity， decreases in 

pup weight and survival were observed. There are no 

human data on fexofenadin♂; however， limited data 

仕omterfenadine did not find an increased risk of majcir 

malfo口nations.3

.fiJ1JうJPf4
Lofdiadine and desloratadine. Desloratadine is a 

major metabolite of loratadine; therefore， data pertain 

ing to safety of loratadine might be extrapolated to des-

10ratadi'1.e.1O A Swedish registry study involving 292 

loratadine-exposed women did not suggest an increased 

risk of major malformations.' A Motherisk study pro-

spectively following 161 loratadine-exposed women and 

an equal number of unexposed controJs confirmed the 

safety of loratadine use in pregnancy." Another study 

comparing 210 pregnant women exposed to lorata-

dine and 267 women exposed to 0出erantihistamines 

with 929 women in a control group. also fai1ed to show 
an association with 10ratadirie.12 l;Iowever， a further 

司nalysisfrom the Swedish registry repo此edan increased 

risk of hypospadias， IJ although this association has not 

been confirmed by the other studies.'川 Furthermore，.a 

recent meta-analysis conducted by Motherisk compar 

i.nV694 male infants_exposed..tι.10日 taditlι，In-utem-.
Wl出 450413unexposed cOtltrol与 also..failecLto_confirm

一切ch.a札 association凶

Antihistamines and breastfeeding 

Although the data regarding the use of first-generation 

antihistamines and breastfeeding is Iimited， only min-
imal amounts of these drugs have been repo目edto be 

secreted in breast mi1k.16.17 In a telephone follow-up 

study conducted by Mo出e吋sk，10% of mothers日 po目ed

irritability and colicky 5戸nptomsin their infants expo日 d

to various antihistamines， and drowsiness was reported 

in 1.6% of infants. None of the reactions required med-

ical attention." Therefore， short-term or occasional use 
of the older generation antihistamines would not be 

expected to be a concem during breastfeeding 

Among the second-generation H， blockers， data 

on drug concentration in breast milk are available 

for loratadine， desloratadine， and fexo'fenadine. The 

pharmacokinetics of loratadine and its metabolite 

desloratadine in breast milk were studied in 6 lactat-

ing women after a single oral dose of 40 mg of lorata-

dine，" which is 4 times the current standiITd therapeutic 

d9se. Assuming the breast mi1k intake by an infant is 

150 mUkg daily， the maximum infant lorata司me-equlv-

alent dose based on the highest concentration of lorata-

dine and desloratadine in breast mi日<was estimated to 

be 7.3 )lg/kg daily (ie， 1.1 % of the daily dose given to出e

mother in mg/kg). The pharmacokinetics of fexofena-

dine in breast mi1k were studied in 4 lactating women 

taking 60 mg of terfenadine every 12 hours.20 The maxi-

mUm infant dose of fexofenadir官 basedon the highest 

concentration of fexofenadine in breast mi1k would be 

9 )lg/kg daily (ie， 0.45% of the dai1y dose given to the 

mother in mg/kg). Considering the minimal exposure of 

a.nursing infant to the drugs through慰問st.mi1k，mater-

nal use of loratadine， desloratadine， or fel(ofenadir、ema

standard山erapeuticdose is unlikely to result in adverse 

effects in nursin~ infants and is considered to be com-
m 一

p，?l¥qle w凶 breastfeeding

Conclusion 

Although seasonal aliergy is not a Iife-threatening medi-
cal condition， it can be extremely troublesome for preg-

nant WOmen and breastfeeding mothers. Based on the 

current body of evidence， which is large， first-generation 

H， blockers are not aS50ciated with an increased risk of 

major malformation5 or any other adver5e fetal effects 

Although there is less evidence on second-generation 

H， blocker5， they have al50 not been a550ciated with 

an increased risk of adverse pregnancy outcomes. ln 

addition， none of the antihi5tamines is excreted in the 

brea5t milk in an appreciable amount 50 a5 to have any 

adver5e effect5 on the breastfeeding infant. Therefore， 

pregnant and brea5tfeeding WOmen can be rea55ured 

that they can alleviate their symptoms without posing 

an increased risk to their fetuses or infants 鼻

Compc曲、8'n岡田U
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