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Paracetamol Induced Acute Interstitial Nephritis: A
Pediatric Case Report

Nefrite Intersticial Aguda Induzida pelo Paracetamol:
Um Caso Clinico Pediatrico
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Dear Editor,

Acute interstitial nephritis (AIN) is characterized by the
presence of inflammatory infiltrates and edema in the renal
interstitium, and is usually associated with an acute dete-
rioration in renal function (acute kidney injury — AKI)." AIN
can have multiple causes, but it is most frequently drug-
induced. Even though the list of drugs that can trigger AIN
keeps growing, antimicrobial agents and non-steroidal anti-
inflammatory drugs are the most common.’

We report the case of a 14-year old girl who devel-
oped biopsy-proven AIN with a temporal association with
paracetamol exposure. The patient presented two weeks
after receiving daily treatment for an upper-respiratory in-
fection with paracetamol, in therapeutic doses. The patient
had low-grade fever, weight loss (approximately 7% of
total body weight), and polyuria, without nocturia or other
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changes in urine. No other drugs were taken. The physi-
cal examination was normal, including normal blood pres-
sure. The patient was diagnosed with AKI (serum creatinine
3.88 mg/dL; glomerular filtration rate 23.8 mL/min/1.73
m?), mild leukocituria (15 leukocytes/ uL), no hematuria,
non-nephrotic proteinuria, and glycosuria, with normal
glycemia. Globally enlarged kidneys with a moderate dif-
fuse increase in parenchymal echogenicity were observed
in renal ultrasound. A kidney biopsy showed tubulitis and
an intense interstitial inflammatory infiltrate, with numerous
eosinophils and no granulomas, which was suggestive of
AIN (Fig. 1). Infectious and autoimmune causes were ex-
cluded. After re-exposure to paracetamol for pain following
the biopsy, the patient became febrile, began vomiting, and
exhibited an urticaria-like rash. Blood tests showed eosino-
philia (6% eosinophils; 770/uL) and worsening renal func-
tion. Paracetamol-induced AIN was suspected. Predniso-
lone was started (1 mg/kg/day) and complete eviction of
paracetamol was recommended. Ibuprofen was suggested
as an alternative if a painkiller or antipyretic was needed.

The symptoms completely resolved, and the renal func-
tion recovered completely one month after the eviction of
paracetamol. Steroids were progressively tapered. The pa-
tient maintains a normal renal function seven months after
the diagnosis.

Any drug can potentially induce AIN." However, very few
cases of AIN after therapeutic doses of paracetamol have
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Figure 1 — Histological sections of the renal biopsy, measuring 10 mm, which include the cortex and medulla (A — H&E). About five renal
glomeruli were examined and showed no morphological changes (B — H&E). The renal interstitium was expanded by a severe inflamma-
tory infiltrate mainly composed of lymphocytes and plasma cells, along with a significant number of granulocytes, particularly numerous
eosinophils (C — H&E). Degenerative tubular changes with tubulitis are observed, with occasional intraepithelial lymphocytes (C - arrows)
and neutrophils (C — dashed circle). Some of the renal tubules display intratubular granulocytes (D — circle, H&E) and urinary hyaline

casts (E — PAS).

been reported.? The clinical presentation is non-specific.®
Not all patients have a complete recovery of renal function
even if the inciting agent is removed.*>* The most important
therapeutic measure is the early removal of the responsible
drug. The role of corticosteroids remains controversial.® In
conclusion, AIN caused by paracetamol is rare. The diagno-
sis is challenging because of the heterogeneous clinical pic-
ture and the inexistence of reliable non-invasive diagnostic
procedures. It is important to keep a high clinical suspicion
and the early suspension of the causative drug is crucial for
the prognosis.
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