
Journal of Pharmacology and Pharmacotherapeutics  | April-June 2014 | Vol 5 | Issue 2	 171

Correspondence

et al. Outcomes and safety of drug provocation tests. Allergy Asthma Proc 
2011;32:301‑6.

5.	 Nettis E, Colanardi MC, Calogiuri GF, Foti C, Priore MG, Ferrannini A, 
et al. Delayed‑type hypersensitivity to bupivacaine. Allergy 2007;62:1345‑6.

6.	 Munoz Bellido FJ, Bellido  J, Juan  JL, Moyano JC, Alvarez M. Adverse 
reaction to bupivacaine. Allergy 1996;51:515‑6.

7.	 Calderon  AL, Diot  N, Benatir  F, Christin  F, Hautin  E, Truc  C, et  al. 
Immediate allergic cross‑reactivity to levobupivacaine and ropivacaine. 
Anaesthesia 2013;68:203‑5.

8.	 Milojevic I, Simic D, Markovic M, Atanaskovic‑Markovic M, Milosevic K, 
Trifunovic  B. Anaphylactic reaction during general anaesthesia associated 
with positive skin test to fentanyl. Anaesth Intensive Care 2009;37:502‑3.

9.	 Belso N, Kui R, Szegesdi I, Kakuja M, Kapitány K, Kemény L, et al. Propofol 
and fentanyl induced perioperative anaphylaxis. Br J Anaesth 2011;106:283‑4.

Access this article online
Quick Response Code:

Website: 
www.jpharmacol.com

DOI: 
10.4103/0976-500X.130152

10.	 Dudley  MH, Fleming  SW, Garg  U, Edwards  JM. Fatality involving 
complications of bupivacaine toxicity and hypersensitivity reaction. J Forensic 
Sci 2011;56:1376‑9.

Author reply 

Sir,
We are thankful to Kounis et al. for their keen interest on our 
recent published topic on amikacin triggered anaphylaxis in 
peri‑operative period.[1] They point out bupivacaine and fentanyl 
could be a joint forces as antigens to induce anaphylactic shock 
and Kounis anaphylaxis‑associated coronary syndrome.[2] 
We appreciate their explanation that simultaneous exposure 
of several allergens have an additive effect on sensitization 
of mast cells and basophils.[3] Hence, all patients who suffer 
peri‑operative anaphylaxis required a detailed history and 
examination for drug allergy. If we go back to our case 
description it is clearly mentioned that anaphylaxis event started 
just 2 min after intravenous (IV) injection of 1 g amikacin and 
amikacin was injected 18 min after subarachnoid injection of 
2.5 ml of bupivacaine heavy 0.5% with 25 mcg fentanyl for 
subarachnoid block. Anaphylaxis has rarely been reported as 
delayed presentation especially after IV exposure and generally 
occurs within few minutes of IV injection unless otherwise 
in compromised circulation like cardiac arrest. Delayed 
presentation generally occurs as a mild allergic reaction not 
as severe systemic manifestations which occurred in our 
patient. Some discrete incidence of allergic reactions due to 
bupivacaine and fentanyl has been published in literature, but 
mostly they were in combination with some other drugs and 
mild in presentation. We agree both bupivacaine and fentanyl, 
which could have combined forces as antigens may produce 
some allergic reactions without hemodynamic compromise. 
We used preservative free hyperbaric bupivacaine and fentanyl 
mixture used in sub arachnoid block and effect of spinal 
anesthesia came at 4 min after injection with spinal level at T8 
without any pruritus, respiratory depression, cutaneous and other 
cardiovascular or respiratory manifestations. If the drugs rightly 
act on sub arachnoid block, it is likely that they should cause 
anaphylaxis earlier if it is the cause at all. Anaphylactic reactions 
to amide local anesthetics (LA) are extremely uncommon and 

occurs mainly due to esters. It accounts for only 1% of all to LA 
reaction.[4] They are usually due to the para‑aminobenzoic acid 
derivatives from esters or methylparaben or due to metabisulfite. 
Common immune‑mediated reaction to LA is a delayed 
hypersensitivity (type IV) reaction.[5] There is no cross‑reactivity 
between amide and ester LA, except in preservative related 
allergy. Fentanyl belongs to the phenylpiperidine group of opioid 
and does not cause histamine release. Very rare report of IgE 
mediated anaphylaxis to fentanyl is available in literature with 
IV route,[6] but probably no report available in subarachnoid 
route. Anaphylaxis due to drug exposure usually occurs in 
patients with poly‑pharmacy in real clinical scenario. However, 
exact etiology can be assumed from past and present history, 
drug’s onset and nature of action, severity of symptoms. But, 
our ultimate aim should be early intervention to save the life 
and proper documentation for future reference.
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Announcement

Android App
A free application to browse and search the journal’s content is now available for Android based 
mobiles and devices. The application provides “Table of Contents” of the latest issues, which 
are stored on the device for future offline browsing. Internet connection is required to access the 
back issues and search facility. The application is compatible with all the versions of Android. The 
application can be downloaded from https://market.android.com/details?id=comm.app.medknow. 
For suggestions and comments do write back to us.
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