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Figure 1. Patient’s family tree. CKD, chronic kidney disease.
To the Editor We read with great interest the case
report of Buglioni et al.,1 and report a similar one.

A 27-year-old man presented with mild kidney
impairment (creatinine serum level 1.6 mg/dl, estimated
glomereular filtration rate 55 ml/min per 1.73 m2) and
low-grade proteinuria (0.25 g/d) without hematuria or
leucocyturia. Workup revealed high creatinine kinase
levels (700 UI/L, N < 200) and an HbA1C level of 6.2%.
Renal ultrasound showed normal-sized kidneys.
A kidney biopsy specimen showed mild, nonspe-
cific, chronic tubulointerstitial nephritis by light mi-
croscopy and an absence of immune deposits by
immunofluorescence.

The patient’s family history was positive. His 23-
year old sister had been diagnosed with type 2 dia-
betes with microalbuminuria, and his mother had
developed gestational diabetes at age 32 years
(Figure 1) with normal kidney function. Autosomal
dominant tubulo-interstitial kidney disease
(ADTKD)�TCF2 mutations were ruled out in the pa-
tient. Next-generation sequencing of the entire mito-
chondrial genome was then performed on a urine
sample, showing an m.3243A>G point mutation in
the mitochondrial-encoded MTTL1 gene, the most
common cause of mitochondrial disease. Patients with
mitochondrial encephalopathy, lactic acidosis, and
stroke-like episodes (MELAS) syndrome have a highly
variable phenotype, ranging from isolated
diabetes and deafness to mitochondrial encephalo-
myopathy, lactic acidosis, and stroke-like episodes
(OMIM #540000).2 In MELAS syndrome, kidney
involvement in rare and is usually associated with a
focal segmental glomerulosclerosis pattern of injury.
The m.3243A>G heteroplasmy was 31% and 88% in
the patient’s blood and urine samples, respectively,
2732
and 19% in his sister’s blood sample. Urinary
epithelium shows the most consistent mutation load
for initial diagnosis.3

Both cases highlight the clinical relevance of
including mitochondrial diseases in the differential
diagnosis of tubulo-interstitial disease in
young patients, even with no or mild extrarenal
manifestations.
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To the Editor: At present, minimal change disease
(MCD) caused by PD-L1 inhibitors has not been re-
ported. We have reported the first case of MCD caused
by a PD-L1 inhibitor, durvalumab. A 75-year-old Asian
man who developed nephrotic syndrome after 4 cycles
of durvalumab administration for non�small cell lung
cancer (NSCLC) was diagnosed with MCD by kidney
biopsy. Complete remission (CR) was achieved soon
after administration of prednisolone (PSL) (see
Supplementary Material, Case Presentation and
Supplementary Figures S1 and S2).

In the present case, MCD was thought to be caused
by durvalumab rather than NSCLC, because protein-
uria was observed soon after durvalumab administra-
tion, MCD was dramatically improved by
administration of PSL, and disease activity of MCD and
NSCLC are not consistent.1 Although most cases of
renal immune-related adverse effects (irAEs) present
with interstitial nephritis,2 rare cases of MCD by
CTLA-4 inhibitors and PD-1 inhibitors have been re-
ported (Table 1). The mechanism by which durvalu-
mab causes MCD is assumed to be enhanced effects of
T-cell�derived humoral factors2 and direct impairment
of the glomerular filtration barrier via activation of
CD80 in podocytes.3

As treatment, most patients were treated well with
PSL 1 to 2 mg/kg per day and tapered off over 6 to 26
weeks. If renal irAEs are grade 2 or lower and if renal
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