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Cimetidine, an H-2-receptor-blocking antihistamine, was used in the treat- 
ment  of five consecutive patients who developed acute allergic urticaria in 
response to insect stings. All five had persistent hives after treatment with 
at least epir~ephrine and diphenhydramine (Benadryl ®, an H-I receptor 
blocker). All  also had been given corticosteroids. Each patient responded 
dramatically within 15 minutes to one IV infusion of 300 mg cimetidine. All 
were discharged on oral cimetidine (300 mg every six hours) and reported no 
recurrences or exacerbations of urticaria on follow up. There were no com- 
plications. Cimetich'ne may  be effective in patients with recalcitrant acute 
allergic urticaria who are already being treated with H-l-receptor-blocking 
antihistamines. Controlled clinical trials should be done to confirm the 
efficacy of cimetidine for treatment of acute allergic reactions. [Rusli M: 
Cimetidine treatment of recalcitrant acute allergic urticaria. Ann Emerg 
Med November 1986;15:1363-1365.] 

INTRODUCTION 
H-l-receptor-blocking antihistamines have been commonly used for treat- 

ing acute allergic urticaria. However, it is now widely accepted that human 
skin vasculature contains both H-1 and H-2 receptors. 1-s H-2 receptor block- 
ers such as cimetidine have been studied extensively in chronic idiopathic 
urticaria, 642 and also have been used for dermographism, systemic mas- 
tocytosis, eosinophilic fasciitis, psoriasis, cold-induced urticaria, atopic der- 
matitis, and the blocking of the cutaneous flushing response to IV histamine 
infusion. 13-19 There have been isolated case reports of cimetidine dramat- 
ically reversing anaphylactic reactions to radiographic contrast media in pa- 
tients already pretreated with corticosteroids and diphenhydramine (H-1 
blocker).2o,2x 

There are no known studies of cimetidine in the treatment of acute al- 
lergic urticaria, a condition commonly seen in the emergency department. 
We present the cases of five consecutive patients with acute allergic urticaria 
(from insect stings) recalcitrant to treatment by epinephrine, diphenhydra- 
mine and, in some cases, corticosteroids, who were then treated with 
cirffetidine. All had dramatic responses typified by rapid disappearance of 
hives within minutes of cimetidine infusion. None showed any recurrence or 
exacerbation of hives after discharge on oral cimetidine. 

CASE REPORTS 
Case One 

A 32-year-old women presented for the third time since being stung by a 
bee 32 hours earlier. She had developed persistent generalized urticaria since 
the beesting. On her previous two visits, she had been given diphenhy- 
dramine, epinephrine, and dexamethasone with only marginal improvement. 
After discharge, she had taken diphenhydramine 50 mg every six hours with- 
out further improvement. 

On this visit, she had pruriuc urticarial lesions to bot h arms, thighs, tow 
back, and anterior neck and abdomen. Her vital signs were as follows: blood 
pressure, 110/60 m m  Hg; pulse, 72; temperature, 37.3 C; and respirations, 18. 
Cimetidine 300 mg was given IV over 15 minutes. The urticarial rash and 
itching virtually disappeared within 15 minutes after the infusion. No other 
medications were given and there were no complications. The patient was 
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discharged on c imet idine  300 mg 
orally every six hours for three days 
and no other medications. On follow 
up six weeks later she reported no fur- 
ther recurrence of rash or symptoms. 

Case Two 
A 25-year-old man presented for the 

second time five hours after he suf- 
fered multiple beestings. He had been 
stung on the thighs and arms, and 
within five minutes developed gener- 
alized erythema and itching. He pre- 
sented for the first time with these 
findings.  His blood pressure was 
144/96 mm Hg and the pulse was 140. 
There was no respiratory problem or 
angioedema. He was treated with epi- 
nephrine 0.4 mg subcutaneously, plus 
diphenhydramine 25 mg and dexa- 
methasone 8 mg, both intramuscular- 
ly. After 30 minutes, he had shown 
marked improvement of symptoms, 
fading of the erythema,  and nor- 
malization of vital signs. 

Four and a half hours after discharge 
the patient developed a pruritic ur- 
ticarial rash and returned to the ED. 
On this visit, he had clear-cut, gener- 
alized urticarial lesions concentrated 
mostly on the extremities. Vital signs 
were as fol lows:  blood pressure,  
150/80 m m  Hg; pulse, 100; tem- 
perature, 37.4 C; and respirations, 24. 
Cimetidine 300 mg was given IV over 
ten minutes. The urticarial rash and 
itching disappeared completely within 
15 minutes  after the infusion was 
completed. There were no complica- 
tions. The patient was discharged on 
oral c imet idine  300 mg every six 
hours and oral diphenhydramine 50 
mg every six hours for four days. On 
follow up three weeks later, the pa- 
tient reported no further recurrence of 
rash or symptoms. 

Case Three 
A 16-year-old boy presented with 

acute generalized pruritic urticaria 

that developed 20 minutes after he re- 
ceived multiple beestings to his right 
cheek. His blood pressure was 128/86 
mm Hg, the pulse was 116, and respi ~ 
rations were 24. He had local swelling 
at the sting site and generalized pm- 
ritic urticaria mainly above the waist. 
There was no respiratory problem. 
The patient  received two subcuta- 
neous injections of epinephrine 0.4 
mg 30 minutes apart. He also received 
diphenhydramine 50 mg and dexa- 
methasone 8 mg, both IM. 

During the next hour, his truncal 
urticaria improved, but he had persis- 
tent facial urticaria. His pulse nor- 
malized to 80. Cimetidine 300 mg was 
given IV over 20 minutes. By the end 
of the infusion, there was complete 
resolution of rash and symptoms. The 
p a t i e n t  was d i s c h a r g e d  on oral  
cimetidine 300 mg every 12 hours and 
Decadron Dose Pack. ® On follow up 
one week later, the patient reported no 
recurrence of rash or symptoms. 

Case Four 
A 30-year-old man presented for the 

third time in 25 hours with recurrent 
urticaria after being stung by a wasp. 
He had developed acute allergic ur- 
ticaria five to ten minutes after being 
stung once on the leg. On the first vis- 
it, he had manifested generalized, 
sparse, pruritic urticarial lesions. His 
vital signs were as follows: blood pres- 
sure, 122/80 mm Hg; pulse, 80; respi- 
rations, 24; and temperature, 35.4 C. 
He was given epinephrine 0.3 mg sub- 
cutaneously twice; diphenhydramine, 
25 mg IM; and dexamethasone, 8 mg 
IM. His symptoms and rash improved 
significantly and he was discharged on 
diphenhydramine 25 mg every six 
hours orally. 

The patient returned for a second 
visit 12 hours later with recurrence of 
urticaria. Generalized, sparse, small 
lesions were noted. The patient was 
given dexamethasone 8 mg IM and 

discharged on Medrol Dose Pack ® and 
diphenhydramine 25 mg every six 
hours orally. 

Twenty-five hours after the first vis- 
it, he returned with worsening gener- 
alized urticaria and pruritis while tak- 
ing the prescribed medications. The 
rash and itching had worsened 30 
minutes after each dose of diphen- 
hydramine despite having doubled the 
dosage to 50 mg every six hours. The 
patient's hives had appeared much 
worse than on his previous two visits. 
Epinephrine 0.3 mg SQ and hydroxy- 
zine 50 mg IM were given. There was 
no appreciable response after 30 min- 
utes. Cimetidine 300 mg IV was ad- 
ministered over 15 minutes. There 
was dramatic disappearance of the 
hives and pruritis wi thin  minutes  
after the infusion. There were no com- 
plications from the cimetidine. The 
patient was discharged on cimetidine 
400 mg by mouth every eight hours 
for ten days. On follow up three weeks 
later he reported that he developed ur- 
ticarial lesions to his hands and feet 
only, which have gradually cleared 
while on oral corticosteroids. 

Case Five 
A 16-year-old man presented with 

recurrent generalized urticaria after 
being stung by bees the day before. 
Shortly after being stung, he was treat- 
ed by his family physician with epi- 
nephrine, diphenhydramine, and dexa- 
methasone (dosage and route uncer- 
tain). He presented one day later with 
pruritic urticaria to his groin, legs, 
arms, and chest while taking oral di- 
phenhydramine and dexamethasone. 
He had the following vital  signs: 
blood pressure, 144/62 mm Hg; pulse, 
60; temperature, 37 C; and respira- 
tions, 16. 

Cimetidine 300 mg was given IV 
over 20 minutes. The urticaria and 
pruritis disappeared completely with- 
in minutes after the infusion ended. 
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No other  m e d i c a t i o n s  were given. 
There were no complications. The pa- 
t i en t  was discharged on c imet id ine  
300 mg three t imes daily by mou th  
for seven days. On  fol low up two 
weeks later no recurrence of urticaria 
or pmritis was reported. 

DISCUSSION 
The use of H-2 receptor blockers in 

t reat ing chronic  id iopathic  ur t icar ia  
has been reported. 6-12 The results of 
double-blind trials comparing H-1 and 
H-2 receptor blockers combined and 
H-1 receptor  b lockers  alone6,7,1o, 12 
have favored the former. There also 
have been case reports showing dra- 
matic  improvement  in pat ients  with 
chronic idiopathic urticaria given the 
H-1 plus H-2 blocker  regimen over 
those given H-1 blockers alone.8,9, H 

With a growing body of evidence I 5 
pointing to the presence of H-2 as well 
as H-1 h i s t a m i n e  receptors in  skin 
blood vessels, it is surprising to find 
such a lack of reports in the medical 
l i terature concerning the use of H-2 
receptor blockers in the t reatment  of 
acute allergic urticaria and acute al- 
lergic reactions in general. Myers zo re- 
ported the case of a pat ient  with a 
known previous severe reaction to ra- 
diologic contrast material who devel- 
oped an acute generalized allergic re- 
ac t ion  to dye despi te  hav ing  been  
premedicated for four days with pred- 
nisone and diphenhydramine. The re- 
action, characterized by generalized 
ur t icar ia ,  wheez ing ,  and la ryngeal  
e d e m a ,  was r e v e r s e d  r a p i d l y  by 
cimetidine 300 mg IV 

Similar findings have been reported 
by others,  zl Tryba 19 reported,  in  a 
double-blind placebo-controlled study, 
that  H-1 and H-2 receptor blockers 
combined blocked completely the car- 
diovascular and cut,'meous flushing re- 
actions from IV his tamine  infusion, 
whereas an H-1 receptor blocker alone 
only partially blunted these responses. 

SUMMARY 
With  th is  b a c k g r o u n d  in m ind ,  

c imet id ine  seems to be the na tura l  
therapeut ic  agent to try in  pa t ien ts  
w i t h  acute  al lergic u r t i ca r i a  recal- 
citrant to convent ional  therapy {epi- 
nephrine, H-1 receptor blockers, and 
corticosteroids). The low complication 

rate of shor t - te rm c ime t id ine  ther- 
apy z2 adds to the attractiveness of this 
drug. Each of the five pa t i en t s  re- 
sponded dramatically to an IV infu- 
sion of 300 mg cimetidine. Given the 
probable commonal i ty  of mechanism 
in acute allergic urticaria from all pre- 
cipitating causes, it is reasonable to 
a s sume  tha t  c i m e t i d i n e  may  have 
therapeutic value in all types of acute 
allergic urticarial  reactions. In addi- 
tion, for patients with significant car- 
diovascular diseases who develop se- 
vere al lergic  reac t ions ,  c i m e t i d i n e  
might be used (in conjunction with an 
H-I receptor blocker) in place of epi- 
nephr ine .  Cont ro l led  s tudies  should 
be carried out to validate scientifically 
the preliminary conclusions suggested 
by this case series. 

The author thanks the emergency physi- 
cians of the Chester County Hospital for 
their kind cooperation. 
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