
Tl iphenhydramine (DH) is a first-generation
l,-, antihistaminic. It has peripheral as well as
central anticholinergic action, and also local anes-
thetic activity with high doses. The most common
adverse reactions are related to these effects (1).
A few hypersensitivity reactions to DH have been
described: immune-complex disease associated
with Peroben@ intake (pyrithyldione and DH) (2),
allergic and photoallergic dermatitis (3), and fixed
drug eruption (4).

We report an anaphylactic reaction due to DH.
To our knowledge, it is the first case reported in
the literature.

A  }-year-old woman without atopy history
developed i tching, general ized urt icaria, and
facial angioedema with dyspnea, cough, and
malaise a few
minutes after the
oral administrat ion
of Histaver in@ A nonatopic patient

with positive

provocation but

negative skin prick and

patch tests.

(codeine: 10 f f ig,
papaverine: 4 ff ig,
phenylephr ine:  5
f f ig,  and DH: 10
mg) to treat a cold.
She was treated
with 6-methylpred-
nisolone and epine-
phrine. Six months later, she developed the same
symptoms after oral administrat ion of 50 mg
Biodramine@ (dimenhydrinate: DH plus theo-
phyl l ine) for the prevention of seasickness.
Before these two episodes, the patient had occa-
sional ly received and well  tolerated Biodramine.

The prick test with DH (10 mg/ml) (Laboratory
Parke-Davis, SA) was negative. Intradermal testing
with DH (1 mg/ml) yielded a positive reaction
(wheal: 1,5x71 mm diameter, histamine positive
control 10x15 ffiffi, and saline solution negative
control 0 mm). Intradermal testing was negative in
10 control patients.

Photointradermal testing with DH at L mg/ml
and patch testing with 5 % DH in petrolatum were
negative, reading at 24, 48, J2, and 96h. Patch
testing with the commercial battery Tiue-Test
(Pharmacia, Sweden) was negative.

After the patient 's informed consent had been
obtained, a simple bl ind control led oral chal-
lenge was performed with a single 25-mg dose of
DH. Twenty minutes after taking the test dose,
the patient experienced cough, conjunctivi t is,
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and urtic aÍra. She was treated with epinephrine
and 6-methylprednisolone. Symptoms disap-
peared aîter 4h. Simple bl ind control led oral
chal lenges with terfenadine, cetir izine, lorata-
dine, dexchlorpheniramine, and theophyl l ine
were negafle. In vitro tests fai led to assess
serum specific IgE,.

Previous reports related to delayed hypersensi-
tivity mechanisms (2-4). Another report (5)
showed a doubtful diagnosis of anaphylactic shock
after parenteral hyoscine and DH administration,
but the data were insufficient to conclude that the
symptoms were due to anaphylaxis; furthermore'
if it was anaphylaxis, insufficient supportive evi-
dence was presented to attribute the reaction to
DH.

The clinical data, skin testing, and challenge
support the hypothesis that a type I IgE,-mediated
hypersensitivity reaction to DH was responsible in
this case. DH is a low-molecular-weight molecule,
and we do not rule out the possibility in our patient
that DH itself can be a hapten or have chemically
reactive metabolites likely to haptenate. Chal-
lenges with other antihistaminic drugs showed neg-
ative results, suggesting selective sensitization to
DH.

Challenges with involved drugs were necessary
to establish the diagnosis. Furthermore, antihista-
minics are widely employed in medical practice, so
their tolerance must be confirmed by challenge to
determine which ones could be used without risk
in this patient.

Kev  words :  anaphy lax i s ;  d iphenhydramine .

P Bannaruco*,  M. C. Lopez-SERRANo, A.  Monrruo-Aructr lo
*Secc ion  de  A le rg ia
Hoso i ta l  Genera l  Un ive rs i ta r io  La  Paz

Po  Cas te l l ana  261
28046 Madr id
S p a i n
Te l .  (91 )  3582600
Fax :  (91  \  7292280

Accepted for publication 27 February 1998

Copyright @ Munksgaard 1998
ALLERGY 1998:53:814

R E F E R E N C E S
1.  T rzec iakowsk i  JB  Mende lsohn  N ,  Lev i  R '  An t ih i s tamines .  In :

M idd le ton  E ,  Reed  CE,  E l l i s  EE Adk inson  NE Yung inger  JW,

ed i to rs .  A l l e rgy ,  p r inc ip les  and  p rac t i ce .  S t  Lou is ,  MO:

Mosby ,  1988 :715-38 .
2 .  van  Nes te  D ,  P ie rad  GE,  Hermanns  JE  lmmune  comp lex

d isease  assoc ia ted  w i th  Peroben@ in take .  Dermato log ica

1979;158:417-26.
3 .  Hor io  T  A l l e rg i c  and  pho to -a l l e rg i c  de rmat i t i s  f rom

d iphenhydramine .  A rch  Dermato l  1976 ;11  2 :1124-6 .

4 .  Dwyer  CM,  D ick  D .  F i xed  d rug  e rup t ion  caused  by

diphenhydramine.  J Am Acad Dermatol  1993;29:496-1.

5 .  Watanabe  J  Funayama M,  Mor i ta  M '  Fa ta l  anaphy lac t i c  shock

to  hyosc ine  and  d iphenhydramine .  J  Tox ico l  C l i n  Tox ico l

1994:32:593-4


