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shock successfully managed in a rural hospital.
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Background Ranitidine, a histamine-2 (H2) receptor antagonist, is widely used for acid-peptic disorders. Although
generally safe, it is a rare but recognized cause of drug-induced anaphylaxis, with an estimated incidence of 0.2-0.7%
for H2 receptor blockers and proton pump inhibitors. We report a near-fatal case of ranitidine-induced anaphylactic

Case presentation A 35-year-old female developed sudden shortness of breath, hypotension, and drowsiness within
minutes of receiving a 50 mg intravenous (IV) dose of ranitidine for epigastric discomfort at a local clinic. She had no
prior exposure to ranitidine or known allergies. On arrival, her blood pressure was 60 mmHg systolic, pulse 130/min,
and SpO, 60%. She had diffused urticaria and wheezing. A diagnosis of anaphylactic shock was made. Immediate
management included high-flow oxygen, intramuscular epinephrine (0.5 mg, 1:1000), followed by intravenous
hydrocortisone. Significant improvement occurred within 10 minutes and she was discharged after 24 hours of

Conclusion This case highlights that ranitidine, although commonly used, can rarely trigger severe anaphylactic
shock even in patients without prior exposure or known allergies. Early recognition of the reaction and timely
administration of intramuscular epinephrine were key to the patient’s rapid recovery. Awareness of this potential
adverse reaction is important for all clinicians who administer H2-receptor antagonists.

Background

Ranitidine, a histamine-2 (H2) receptor antagonist, is
a widely used drug for its anti-secretory properties of
gastric acid, given usually for acid peptic disorders [1].
While generally considered safe, it is a rarely reported but
well-documented cause of anaphylaxis. The incidence of
anaphylactic reaction to H2 receptor blockers (Cimeti-
dine and Ranitidine) and PPI (Pantoprazole, Omeprazole
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and lansoprazole) was together found to be 0.2 to 0.7%
[2]. We report a case of near-fatal anaphylactic shock fol-
lowing IV ranitidine, successfully resuscitated in a rural
hospital, to reinforce awareness of this adverse event and
discuss the practical management challenges in such
settings.

Case presentation

Timeline of events

0 min: 50 mg IV ranitidine administered by paramedic at
local clinic.

~10 min: Onset of dyspnea, pruritus, generalized rash,
lightheadedness, involuntary passage of urine and stool.
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~15 min: Arrival
department.
Immediate: Diagnosis of anaphylaxis; epinephrine, oxy-
gen, and fluids.

administered.

5 min after epinephrine: Marked hemodynamic and
respiratory.

improvement.

24 h: No biphasic reaction; discharged stable.

A 35-year-old female presented to our rural district hos-
pital with an acute onset of difficulty breathing, lethargy
and an inability to stand. The patient was accompanied
by the paramedic who had administered the medica-
tion at the local clinic. He confirmed that intravenous
ranitidine was given and provided the used ampoule of
ranitidine (50 mg/2 mL) as documentation. The medica-
tion had been administered by the paramedic as part of
routine care at the clinic. The patient also had an invol-
untary passage of stool and urine which are the neuro-
logical manifestations of profound shock with only 1.5%
cases reporting loss of bowel and bladder control [3] and
no neurological deficits were found during the examina-
tion. The ranitidine preparation administered was a com-
mercially available 50 mg/2mL formulation (Brand name:
RANIVA; Batch number: RAS044 Expiry date: 06/26).

The patient had no history of chronic illnesses, no prior
surgeries, and no known drug or food allergies. This was
her first documented exposure to an H2 receptor antago-
nist (Ranitidine).

Patient’s systolic blood pressure was 60 mmHg, dia-
stolic blood pressure was not recordable, pulse rate was
130 beats per minute, regular, respiratory rate was 32
breaths per minute, SpO2 60% on room air. The patient
was oriented to time, place and person. GCS was 15/15.
Widespread raised and erythematous wheals were
observed without swelling of lips, face, eyelids or else-
where. Pallor was noted. On palpation of the skin, it
felt cold and clammy. Wheals were blanchable on pres-
sure. Laboured and rapid breathing was noted with use
of accessory muscles. Cyanosis and audible stridor were
absent. Chest wall appeared symmetrical. On palpation,
symmetrical chest expansion was present with symmetri-
cal tactile fremitus on both sides of the chest. On percus-
sion, normal resonance was observed at all areas of the
chest. On auscultation, bilaterally decreased air entry was
noted with diffuse wheeze. No crackles or stridor were
heard. There were no any focal neurological deficits.

Her ECG showed sinus tachycardia (Heart rate of 140
beats per minute) with regular rhythm and no ischemic
changes. Her General Random Blood Sugar was 98 mg/
dl. Routine Labs were sent after stabilization: Complete
Blood Count, Renal Function Tests and Liver Function
Tests were all within normal limits.

at district hospital emergency
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A diagnosis of anaphylactic shock was made immedi-
ately based on the temporal relationship to the drug, the
multi-system involvement (respiratory, cardiovascular,
cutaneous) and the profound shock state as per the defi-
nition criteria of WHO ICD 11, 2019 [4].

The management followed a sequential protocol. First
the patient was placed in a supine position with legs ele-
vated. High-flow oxygen at 15 L/min was administered
via a face mask with a reservoir. Two large-bore (16G) IV
cannulas were secured. A rapid intravenous crystalloid
fluid bolus (Normal Saline) was initiated. She received
a total of 2 L of normal saline. Inj. Epinephrine 0.5 mg
(0.5 mL of 1:1000 solution) was administered intramus-
cularly into the anterolateral thigh. Inj. Hydrocortisone
200 mg IV and Inj. Pheniramine 22.75 mg IV was also
given. Within 5 min of epinephrine administration, the
patient became more alert, her blood pressure improved
to 130/80 mmHg, heart rate decreased to 90 bpm, and
SpO2 rose to 98% on oxygen. The wheezing was resolved.
Oxygen was successfully weaned off after 30 min as she
maintained SpO2 > 95% on room air. She was monitored
in the hospital for 24 h. She remained hemodynamically
stable throughout her 24-hour observation period and
was discharged the next day with complete resolution of
her symptoms. She was counseled extensively regarding
lifelong avoidance of ranitidine and possible cross-reac-
tivity with other H2 receptor antagonists such as famoti-
dine and nizatidine due to similar side chains in the ring
structure, which has been documented in some immuno-
logic reactions [5].

She was advised to use proton-pump inhibitors safely
as alternative acid-suppressive therapy. She was also pro-
vided with a written allergy alert card and instructed on
the importance of seeking urgent medical care in the
event of recurrent allergic reactions. The patient was
referred for outpatient allergy/immunology evaluation
for possible ranitidine-specific IgE testing or excipient
hypersensitivity assessment, although access to such test-
ing is limited in our setting.

Discussion

Anaphylaxis is a severe, systemic hypersensitivity reac-
tion that is rapid in onset and characterized by life-
threatening airway, breathing, and/or circulatory
problems, and that is usually associated with skin and
mucosal changes [6].

A study showed that most cases (57%) of anaphylaxis
are due to unspecified triggers, 27% cases are associ-
ated with food and 12% of cases are medication associ-
ated [7]. The drug categories most frequently linked to
anaphylaxis include antibiotics, monoclonal antibodies
(mAbs), nonsteroidal anti-inflammatory drugs (NSAIDs)
and acetaminophen. In contrast, the classes most com-
monly associated with fatal anaphylactic reactions are
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antibiotics, radiocontrast agents, and medications used
during surgical procedures [8].

The overall mortality rate from anaphylaxis across
all causes ranged from 0.002 to 2.51 deaths per mil-
lion person-years. Fatal anaphylaxis triggered by food
(0.002-0.29 per million person-years) was comparatively
uncommon, whereas drug-induced anaphylaxis showed a
higher mortality range (0.004—0.56), exceeding that asso-
ciated with Hymenoptera venom (0.02—0.61). This high-
lights that medications are a leading contributor to fatal
anaphylactic events [9].

The most commonly reported adverse effects of Raniti-
dine include headache, fatigue, dizziness, and mild gas-
trointestinal symptoms such as diarrhoea, constipation,
and nausea [10]. Hypersensitivity reactions to ranitidine
are uncommon; however, their clinical presentation can
vary widely. Most cases involve mild to moderate skin
and mucosal manifestations, while severe reactions such
as bronchospasm and anaphylaxis occur only rarely [11].

H2-antihistamines are sometimes used as adjunctive
therapy in the management of anaphylaxis, both with and
without circulatory shock [12]. Interestingly, although
H2-antihistamines help manage allergic reactions, they
themselves have been implicated in rare cases of anaphy-
laxis, with drugs like ranitidine reported to trigger severe
hypersensitivity reactions in certain individuals. Clinical
manifestations of anaphylaxis result from IgE mediated
direct release of histamine and other inflammatory medi-
ators from mast cells [13].

A study in Korea revealed that among total anaphylaxis
cases reported, intravenous ranitidine was seven times
more implicated than oral ranitidine [14]. This is likely
due to the immediate systemic exposure after an intra-
venous dosing. Anaphylaxis following oral ranitidine has
also been reported, and all such cases were of moderate
severity, requiring no cardiovascular or pulmonary.

Resuscitation whereas in contrast, intravenous admin-
istration was more often associated with severe reactions
[15].

U Rethnam reported a case of ranitidine anaphylaxis in
a case of acute pancreatitis [16]. In our case, the patient
had no known comorbidities. However, evidence indi-
cates that asthma, COPD and other chronic pulmonary
diseases. significantly increase the risk of adverse out-
comes among hospitalized patients. experiencing ana-
phylaxis [17].

Anaphylaxis occurring upon first exposure to ranitidine
has been reported in the literature. In a study by Antoni-
celli et al., an 18-year-old male developed intraoperative
anaphylaxis with elevated serum levels of ranitidine-
specific IgE [18]. Similarly, in our case, the patient had no
known previous exposure to ranitidine, further support-
ing the likelihood of an anaphylactic reaction occurring
upon first contact with the drug.
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Prompt administration of epinephrine is the corner-
stone of anaphylaxis management, as early treatment
significantly improves patient outcomes and helps pre-
vent progression to severe or fatal reactions. Conversely,
delayed use or failure to administer epinephrine has been
strongly associated with increased mortality [19]. Mul-
tiple studies have demonstrated that epinephrine is often
underutilized in the management of anaphylaxis and this
underuse is primarily attributed to a lack of timely rec-
ognition of anaphylaxis, limited knowledge regarding
the appropriate indications for epinephrine administra-
tion and insufficient confidence in its use [20, 21]. These
challenges are likely to be even more pronounced in
low-resource settings, where limited training opportuni-
ties may further hinder prompt and effective treatment.
In our case, epinephrine was administered promptly,
followed by corticosteroids, as evidence suggests that
corticosteroid therapy may help prevent or shorten the
duration of protracted or biphasic anaphylactic reactions
[22].

Some ranitidine injection solution contains preserva-
tives such as phenol However; studies have shown that
patients with ranitidine anaphylaxis often do not cross
react with other H2 receptor antagonist such as cimeti-
dine or famotidine or to proton pump inhibitors [14].
This lack of cross reactivity further supports that the
unique chemical structure of ranitidine is the cause of
anaphylaxis.

Conclusion

This case highlights an important lesson for healthcare
providers in low-resource settings about the need for a
high vigilance for suspicion for anaphylaxis, even when
administering commonly used medications. It under-
scores the importance of ensuring that life-saving drugs
such as epinephrine are readily available at all times
and that medical personnel are adequately trained to
promptly recognize and manage anaphylactic reactions.

Abbreviations
H2 Histamine 2

mg milligrams

mmHg millimeters of mercury
PPI Proton Pump Inhibitor
Iv Intravenous

ER Emergency Room

GCS  Glasgow coma scale

GRBS  General Random Blood Sugar
dl deciliter

L Liter

ml milliliters

Inj Injection

vV Intravenous

Acknowledgements
We want to thank all the clinicians involved in management of case.



Shrestha et al. International Journal of Emergency Medicine

Author contributions

RS: Writing original draft, literature review and manuscript preparation AT:
Literature review and manuscript preparation. AG: Review and editing. RA:
Conceptualization and Supervision. AS: Clinical management, investigation,
manuscript preparation. AyS: Literature review and consent. All authors read
and approved the final manuscript.

Funding
This research received no specific grant from any funding agency in the
public, commercial, or not-for-profit sectors.

Data availability
No datasets were generated or analyzed during the current study.

Declarations

Ethics approval and consent to participate

As per the policy of our center, case reports not involving biomedical research
are exempt from Institutional Review Committee (IRC) approval. Informed
written consent has been obtained from the patient to participate.

Consent for publication
Informed written consent for publication of the patient’s case was obtained.

Competing interests
The authors declare no competing interests.

Received: 26 October 2025 / Accepted: 12 December 2025
Published online: 16 December 2025

References

1. Ranitidine. In: LiverTox: Clinical and Research Information on Drug-Induced
Liver Injury [Internet]. Bethesda (MD): National Institute of Diabetes and
Digestive and Kidney Diseases; 2012 [cited 2025 Oct 24]. Available from: http:
//www.ncbi.nlm.nih.gov/books/NBK548867/

2. Demirkan K, Bozkurt B, Karakaya G, Kalyoncu AF. Anaphylactic reaction
to drugs commonly used for Gastrointestinal system diseases: 3 case
reports and review of the literature. J Investig Allergol Clin Immunol.
2006;16(3):203-9.

3. Mangold M, Qureshi M. Neurologic manifestations in anaphylaxis due to sub-
cutaneous allergy immunotherapy: a case report. Med (Baltim). 2018,97(18).

4. World Allergy Organization Anaphylaxis Guidance, CardonaV, et al. World
Allergy Organ J. 2020;13:100472.

5. HarperV, Nasser SM, Wagner A. Perioperative anaphylaxis to ranitidine: A case
report of a rare event of a safe drug. Ann Clin Case Rep. 2022;7:2076.

6. Reber LL, Hernandez JD, Galli SJ. The pathophysiology of anaphylaxis. J
Allergy Clin Immunol. 2017;140(2):335-48.

7. Motosue MS, Bellolio MF, Van Houten HK, Shah ND, Campbell RL. Increas-
ing emergency department visits for Anaphylaxis, 2005-2014. J Allergy Clin
Immunol Pract. 2017;5(1):171-e1753.

(2026) 19:16

Page 4 of 4

8. YuRJ, Krantz MS, Phillips EJ, Stone CA. Emerging causes of drug-induced
anaphylaxis: a review of anaphylaxis—associated reports in the FDA
adverse event reporting system (FAERS). J Allergy Clin Immunol Pract.
2021,9(2):819-e8292.

9. Perez-Codesido S, Rosado-Ingelmo A, Privitera-Torres M, Pérez Fernandez
E, Nieto-Nieto A, Gonzalez-Moreno A, et al. Incidence of fatal anaphylaxis: a
systematic review of observational studies. J Investig Allergol Clin Immunol.
2022 July;22(4):245-60.

10. Vial T, Goubier C, Bergeret A, Cabrera F, Evreux JC, Descotes J. Side effects of
ranitidine. Drug Saf. 1991,6(2):94-117.

11. Bocsan IC, Sabin O, Matei D, Muntean A, Buzoianu AD. How often we diag-
nose allergy to ranitidine? Eur Rev Med Pharmacol Sci. 2020;24(20):10812-8.

12. Nurmatov UB, Rhatigan E, Simons FER, Sheikh A. H2-antihistamines for the
treatment of anaphylaxis with and without shock: a systematic review.

Ann Allergy Asthma Immunol Off Publ Am Coll Allergy Asthma Immunol.
2014;112(2):126-31.

13. Stevens WW, Kraft M, Eisenbarth SC. Recent insights into the mechanisms of
anaphylaxis. Curr Opin Immunol. 2023;81:102288.

14.  Park KH, Pai J, Song D-G, Sim DW, Park HJ, Lee J-H, Jeong KY, Pan C-H, Shin |,
Park J-W. Clin Experimental Allergy. 2016;46:631-9.

15. Aouam K, Bouida W, Ben Fredj N, Chaabane A, Boubaker H, Boukef R,
Boughattas NA, Nouira S. Severe ranitidine-induced anaphylaxis: a case
report and literature review. J Clin Pharm Ther. 2012;37:494-6.

16.  Rethnam U, Yesupalan RS. Anaphylactic reaction associated with ranitidine in
a patient with acute pancreatitis: a case report. J Med Case Rep. 2007;1:75.

17. Mulla ZD. Simons ferconcomitant chronic pulmonary diseases and their
association with hospital outcomes in patients with anaphylaxis and other
allergic conditions: a cohort. StudyBMJ Open. 2013;3:e003197. https://doi.org
/10.1136/bmjopen-2013-003197.

18.  Antonicelli L, Stagnozzi G, Massaccesi C, Manfredi M, Valentini M, Campi P
Intraoperative anaphylaxis: a case report of allergy to ranitidine. Eur Ann
Allergy Clin Immunol. 2012;44(6):253-5.

19.  Navalpakam A, Thanaputkaiporn N, Poowuttikul P. Management of anaphy-
laxis. Immunol Allergy Clin North Am. 2022,42(1):65-76.

20. Prince BT, Mikhail I, Stukus DR. Underuse of epinephrine for the treatment of
anaphylaxis: missed opportunities. J Asthma Allergy 2018 June 20;11:143-51.

21.  Bernstein DI, Blaiss M, Dellon ES, Rance K. Benefits of epinephrine for anaphy-
laxis outweigh potential harm—a safety review. J Allergy Clin Immunol Pract
[Internet]. 2025 Apr 18 [cited 2025 Oct 26]; Available from: https://www.scien
cedirect.com/science/article/pii/S2213219825003757

22. Dodd A, Hughes A, Sargant N, Whyte AF, Soar J, Turner PJ. Evidence update
for the treatment of anaphylaxis. Resuscitation. 2021 June;163:86-96.

Publisher’s note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.


http://www.ncbi.nlm.nih.gov/books/NBK548867/
http://www.ncbi.nlm.nih.gov/books/NBK548867/
https://doi.org/10.1136/bmjopen-2013-003197
https://doi.org/10.1136/bmjopen-2013-003197
https://www.sciencedirect.com/science/article/pii/S2213219825003757
https://www.sciencedirect.com/science/article/pii/S2213219825003757

	﻿Anaphylactic shock following intravenous ranitidine in rural Nepal: a case report
	﻿Abstract
	﻿Background
	﻿Case presentation
	﻿Timeline of events

	﻿Discussion
	﻿Conclusion
	﻿References


