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Case Report

Proton Pump Inhibitor-induced Hypersensitivity Reaction:

A Case Report
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ABSTRACT

Introduction: Drug induced allergy or hypersensitivity reaction is of great
clinical significance in therapeutics. Various factors may contribute like age,
genetic composition, disease of the patients and the types of drugs used.
Such reactions increases the patient’s suffering and lowers the therapeutic
efficacy of any drug. Therefore, it is essential to collect data and inves-
tigate important drug reactions for safe therapy. Presentation of Case:
A 27-years old female patient, with a history of drug allergy to ranitidine,
experienced severe anaphylactic shock immediately after cesarean delivery.
Post-operative medications include Ceftriaxone, Metronidazole, Tramadol,
Metoclopramide and Pantoprazole. With intravenous injections of Adrenaline,
Hydrocortisone, Dexamethasone, Atropine, Promethazine and intubation,
she slowly recovered after three days and was discharged. Conclusion:
Past history of the patient suggested a rare case of drug allergy to
ranitidine. Therefore, instead of ranitidine, pantoprazole was used for this
patient. Clinicians suspected this anaphylactic reaction may be induced by
drug. However, the drug responsible for this reaction was not detected

INTRODUCTION

Drug-induced hypersensitivity is an immune-mediated reaction in
response to a drug. The common manifestations include itching, rashes
and anaphylaxis. Anaphylaxis is a severe, potentially, life-threatening
allergic reactions. Drug hypersensitivity reactions are commonly
encountered in clinical practice, approximately 15% of the adverse drug
reactions were observed in drug therapy.' The drug acts as an antigen and
induces the development of various chemical mediators and antibodies
that finally gives rise to an immense immunogenic reaction causing
hypersensitivity. This response varies from person to person and depend
on the type and dose of the drug, the age and genetic composition of the
patient and the diseases.! Thus, identification of these hypersensitive
reactions, the causative drug, causality relationship between the drug and
the reaction, are essential to optimize the therapeutic safety. Present case
report deals with anaphylactic shock experienced by a patient, with a
history of drug allergy to Ranitidine, immediately after cesarean delivery.

CASE REPORT

A 27-years old female patient was admitted at R.G. Kar Medical Col-
lege, Kolkata, West Bengal state in India on July 2015 for cesarean
delivery. Previous history of the patient reported allergy to ‘Raniti-
dine. Through LUCS (Lower Uterine Cesarean Section) baby was
delivered with vertex with the help of forceps. Placenta was deliv-
ered by Controlled Cord Traction (CCT). Uterus was repaired in
two layers. Homeostasis was secured. For post-operative treatment,
she was prescribed Ceftriaxone (1gm, i.v), Metronidazole (100, i.v),
Tramadol (1 amp, i.m), Metoclopramide and Pantoprazole (i.v). Panto-
prazole was prescribed as the patient was reactive to Ranitidine, H
receptor antagonists.
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clearly but Pantoprazole may be a possibility. Though allergy due to H,
receptor antagonists and proton-pump inhibitors are rare but may cause
fatal consequences. Thus proper investigation of this case may help in
designing the treatment schedule in an effective way, in future.
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But immediately after post-operative medication, patient suddenly started
suffering from severe bronchospam, cyanosis, edematous face and skin
(Figure 1). She lost her consciousness and her extremities were cold and
clammy. Her heart rate was 160/min, blood pressure 80/40 mm of Hg,
Oxygen saturation was 80%. A probable diagnosis predicted it as a case
of ‘drug-induced anaphylactic shock’ Immediate treatment started with
mask ventilation, followed by intubation with 7mm ID (internal diameter),
endotracheal tube (ETT). Intravenous injections of Adrenaline, Hydro-
cortisone (200 ug), Dexamethasone (8 mg), Atropine (1 amp), Prometh-
azine (1 amp) were administered. She was under continuous monitoring.
She regained her consciousness after about 24 hours. Her heart rate was
95/min, blood pressure 122/72 mm of Hg, Oxygen saturation was 100%.
She was kept under observation for three more days before discharge.

Figure 1: Edematous skin of the patient.
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Drugs prescribed at the time of discharge include Meropenem (1gm),
Amikacin (1 gm), Metronidazole (500), Hydrocortisone (50).

DISCUSSION

Treatment of gastric acid related disorders revolutionized after the
discovery of H, receptor antagonists and proton-pump inhibitors. These
are usually well-tolerated with minimum adverse effects. Uppsala Moni-
toring Centre database reported the adverse effects of both H, receptor
antagonists and proton-pump inhibitors accounts for only 0.2-0.7% of
all the incidences of anaphylaxis.” Ranitidine is a histamine H,-receptor
antagonist that reduces stomach acid production and is used to treat
peptic ulcer and gastroesophageal reflux diseases. It is a well-tolerated
drug with very few reports on drug hypersensitivity.> Anaphylaxis, a
clinical symptom, is often life threatening and involves respiratory and
cardiovascular problems. On encounter of an antigen, pro-inflammatory
mediators are released from the mast cells and basophils that lead to
severe allergic conditions.* However, recently few cases on anaphylactic
reaction due to ranitidine have been reported. Allergic reaction was
observed in a 9-month old girl in Spain and 18-year old male in Italy
and was suspected to be due to ranitidine.>® Intravenous injection with
ranitidine in an 47-year-old woman in Italy and a 36-year-old man from
Tunisia, developed anaphylactic reaction.”® Severe anaphylactic reaction
was also reported in India, in a 25-year old female, who was injected with
ranitidine during cesarean section against spinal anesthesia.” Present
case report also documents a history of ranitidine allergy by the patient.
Therefore, Pantoprazole was prescribed to the patient as post-operative
medication. Pantoprazole is a proton-pump inhibitor used to inhibit
gastric acid secretion. Few case reports suggest pantoprazole may lead
to anaphylactic shock.!” A 50-year old male in China also experienced
anaphylactic shock due to intravenous injection of pantoprazole during
general anesthesia.”! A unique case report also suggested a 57-year old
male in Britain, suffering from gastroesophageal reflux, was unrespon-
sive to ranitidine. Therefore he was prescribed pantoprazole that devel-
oped acute interstitial nephritis.'?

The other drugs that were prescribed to the patient in the present study
include Ceftriaxone, a third-generation antibiotic, known to have various
adverse effects. A study in this hospital conducted on 2014 showed 33.4%
of the ADRs are caused by this antibiotic.”® A 7-year old boy in Pondi-
cherry in India was found to suffer from hypersensitivity reaction due to
Ceftriaxone.™ Metronidazole, used in infection, is usually well-tolerated.
However, few case reports were documented that report hypersensitivity
due to Metronidazole, as was observed in a 65-years old woman in
Ohio.” A rare case of hypersensitivity to Metoclopramide (Reglan) was
observed in a 30-year-old woman in Poland.’® In the present study,
patient did not have any problem with use of other drugs, except Raniti-
dine. So, possibility of hypersensitivity with Pantoprazole may be one of
the cause, though need investigation.

Thus, in the present case study, it is necessary to investigate for a probable
cause for the development of anaphylactic shock. It is essential to find
out which drug is responsible for the anaphylactic shock and if there is
any correlation between allergy of the patient to ranitidine and develop-
ment of anaphylactic shock due to pantoprazole. The other drugs used
may also possess causality relation to the hypersensitive condition. This
type of idiosyncratic behavior is important for the physicians to predict
the adverse reaction of a particular drug and accordingly prescribe the
therapeutic regimen for the patient.

CONCLUSION

Ranitidine, pantoprazole are commonly used drugs for the treatment of
peptic ulcer and gastroesophageal reflux disorders. But allergies due to
these drugs were observed rarely. However, this present case study of
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post-operative anaphylactic shock in a 27-year old female patient with
history of allergy to ranitidine needs investigation for scientific explo-
ration. Anaphylactic reaction was managed with medication and
intubation. However, knowledge of these types of rare events should be
disseminated to create awareness among the scientists, researchers and
physicians. This ultimately ensures the approach for safe therapy.

ABBREVIATIONS USED

ADR: Adverse Drug Reactions; Amp: ampule; CCT: Controlled Cord
Traction; ETT: Endotracheal tube; gm: Gram; Hg: Mercury; ID: Inter-
nal Diameter; IM: Intramuscular; I'V: Intravenous; LUCS: Lower Uter-
ine Cesarean Section; mg: Milligram; min: Minute; mm: Millimeter; ug:
Microgram.
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