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Interstitial nephritis associated with nivolumab in 
a patient with hodgkin lymphoma
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Dear editor
A 19-year-old woman who had had advanced 

mixed cellularity Hodgkin’s lymphoma (HL) since 
she the age of 11 was treated initially with a standard 
ABVD regimen (doxorubicin, bleomycin, vinblastine, 
and dacarbazine) with a complete response at the 
time; however, HL relapsed four years later, in 2011. 
We used an ICE regimen (ifosfamide, carboplatin, 
and etoposide) as salvage chemotherapy. Then, we 
performed high dose chemotherapy, followed by 
autologous stem cell infusion. After one year, her 
condition worsened again. We used brentuximab-ve-
dotin (BV) in order to induce a response so that allo-
geneic transplantation would be feasible. After six 
cycles of brentuximab, the patient presented clinical 
signs of disease progression, such as lymph node 
enlargement, fever, cutaneous lesions, and weight 

loss. Anti-PD1 checkpoint inhibitor was administered 
to treat multi-refractory Hodgkin’s lymphoma. After 
the first dose, symptoms subsided, and the patient 
was in excellent clinical condition.

After the sixth dose of nivolumab, she presented 
with generalized edema, respiratory distress, and 
pleural effusion at the radiological evaluation. The 
24h proteinuria was 36.0 g and serum albumin 2.5 
mg/dl, configuring nephrotic range proteinuria. A 
renal biopsy was performed, which was compatible 
with lymphocytic interstitial nephritis (Fig. 1 and 2). 
A CT scan was performed, which showed new lymph 
node enlargement, configuring disease progression 
despite the checkpoint inhibitor. The anti-PD1 drug 
was interrupted, and the patient was closely evalu-
ated to determine the response of urinary albumin loss 
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FIGURE 1. INTERSTITIAL NEPHRITIS (HEMATOXYLIN-EOSIN - HE 100X)

FIGURE 2. INCREASED CELLULARITY AND THE GLOMERULAR MATRIX (NEPHRITIS PERIODIC ACID-SCHIFF - PAS)

to corticotherapy (prednisone 1mg/kg/day). Initially, 
we used angiotensin-converting enzyme inhibitors 
(captopril), diuretics (furosemide), and simvastatin to 
manage the nephrotic syndrome.

Lymph node enlargement decreased over time, 
proteinuria range fell to 200mg/24h, and serum 
albumin increased from 2.5 mg/dl to 3.6 mg/dl. There 

was no more edema, and drugs to control fluid wast-
age were stopped. We resumed nivolumab adminis-
tration; currently, the patient has no sign of edema 
even with no antiproteinuric drugs, such as captopril 
and furosemide.

This new class of drugs can activate the immune 
response and facilitate the attack on neoplastic cells, 
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allows us to link this presentation with the anti-PD1 
drug. There are no standard indications of suspension 
and reintroduction guidelines in the context of adverse 
immune reactions.

We presented a successful reintroduction of the 
anti-PD1 drug after the adverse immune reaction. 
The pathophysiology background definition was very 
important to elucidate the pattern of damage and ther-
apeutic options. We recommend that patients in use of 
anti-PD1 drugs presenting kidney function alteration 
be evaluated as soon as possible by a kidney biopsy.
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especially in Hodgkin’s lymphoma1,5. Unfortunately, 
this immune attack may be associated with loss of 
self-tolerance mechanisms. In this sense, there should 
be constant surveillance of patients using check-
point inhibitors to detect the appearance of adverse 
immune reactions.

Kidneys are one of the sites of immune attack, 
especially in our report. There are many types of 
immune injury, such as glomerulonephritis, tubuloint-
erstitial damage, and vasculopathy. The evaluation of 
proteinuria is important to define if the patient needs a 
biopsy to determine the causative pattern of the lesion. 
In our report the presence of nephrotic range protein-
uria and the biopsy indicating lymphocytic damage 
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