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1  |  INTRODUCTION

Pemphigus is a family of autoimmune blistering skin der-
matoses caused by IgG autoantibodies targeting kerati-
nocyte adhesion molecules, leading to loss of cell- to- cell 
adhesion and an intraepithelial split.1 Pemphigus vulgaris 
(PV) is associated with autoantibodies against desmoglein 
1 (Dsg1) and desmoglein 3 (Dsg3), and manifested by 
flaccid bulla on mucosa and sometimes also the skin. 
Pemphigus foliaceus (PF) is associated with autoantibod-
ies directed to Dsg1, and patients present clinically with 
disseminated crusted erosions and sometimes with fragile 
blisters on the skin.1

Intravenous immunoglobulin (IVIg) has become a core 
component of pemphigus treatment by lowering circulat-
ing serum autoantibodies.1 In contrast to systemic cortico-
steroids and immunosuppressive agents, IVIg has a more 
favorable adverse event profile and is not associated with 
increased infection risk. A retrospective analysis showed 

that of 123 pemphigus patients, 100% achieved disease re-
mission with the following multidrug protocol: a loading 
dose of prednisone, prolonged administration of IVIg, an 
immunosuppressive cytotoxic drug, and mitochondrion 
protecting drugs.2 Reported adverse events of IVIg in that 
study included mild to severe intensity headache, nausea/
vomiting, fever/chills, fatigue, changes in blood pressure, 
and cutaneous symptoms, such as pruritus, erythema, and 
urticaria.

Herein, we report a case of a female with PV who expe-
rienced transient lymphadenopathy during IVIg infusion.

2  |  CASE REPORT

A 46- year- old female with a four- year history of PV pre-
sented to the dermatology clinic with new oral erosions and 
a tongue fissure consistent with active disease. Her diag-
nosis of PV was supported by direct immunofluorescence 
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Abstract
This is the first case of transient cervical lymphadenopathy as an adverse event 
during IVIg infusion. IVIg plays a vital role in the treatment of many derma-
tological conditions and identification of adverse events can facilitate patient 
counseling.
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(DIF) of a skin biopsy, indirect immunofluorescence 
(IIF) of serum, and ELISA for anti- Dsg1 and anti- Dsg3 
antibodies. The multidrug protocol2 was initiated with a 
prednisone taper, IVIg (Octagam® 2  g/kg per month di-
vided into 5 consecutive daily infusions), mycophenolate 
mofetil 1000 mg BID, doxycycline 100 mg BID, niacina-
mide 500 mg TID, calcium supplementation, and a mul-
tivitamin. During her course, the patient was transitioned 
off from mycophenolate mofetil to rituximab 700 mg IV 
weekly as she was refractory to treatment.

During the fourth day of her IVIg infusion, the patient 
was noted to have a triangular- shaped, nontender nodule 
behind her right ear after receiving 12 grams of IVIg at an 
infusion rate of 75 ml/h. Vital signs remained stable and the 
patient denied any preceding illness. Examination demon-
strated a 3 × 4 cm soft nodule within the right posterior 
triangle of the neck, consistent with postauricular lymph-
adenopathy (Figure  1). The IVIg infusion was stopped, 
diphenhydramine IM 25  mg was administered, and the 
nodule resolved within 30 min. When the infusion was re-
started at a slower rate of 50 ml/h, the lymphadenopathy 
reappeared within two minutes, and once again resolved 
within minutes of stopping the infusion and administering 
the antihistamine. IVIg infusion was once again restarted 
at a rate of 75 ml/h, and the patient completed the treat-
ment uneventfully. The lymphadenopathy did not recur 
with subsequent IVIg treatments. The Naranjo algorithm 
or Adverse Drug Reaction Probability Scale indicates 
a “probable” causal relationship between the patient's 
lymphadenopathy and the IVIg administration.

3  |  DISCUSSION

This is the first reported case of transient lymphadenopa-
thy arising during an IVIg infusion for the treatment of 

pemphigus. A review of the FDA Adverse Events Reporting 
System (FAERS) public dashboard in October 2020 re-
vealed a rare incidence of lymphadenopathy (5/930 
(0.54%)) following IVIg treatment in all reported patients, 
which did not stratify for patients receiving IVIg for blis-
tering dermatoses.3 A retrospective review by Gürcan 
et al.4 found that of 103 patients with PV and 15 patients 
with PF, only one patient developed a lymph node en-
largement. All nodes were noted after completion of IVIg 
and lasted 3– 4 days (mean: 3.2 days). Computed tomog-
raphy (CT) of the neck were within normal limits and the 
symptoms did not recur after IVIg infusions were discon-
tinued.4 Interestingly, in our case lymphadenopathy re-
solved with antihistamines within minutes of stopping the 
infusion. The transient nature of the lymphadenopathy is 
a limitation that did make imaging or physician evalua-
tion possible.

Thus, our case serves to present the first case of tran-
sient cervical lymphadenopathy as an adverse event 
during IVIg infusion.
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