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Fig. 1. PAS stain of the renal core needle biopsy (magnification ×4). Histology showed extended caseous lesions (necrotizing granulomas with focal
epitheloid cells, arrows) surrounded by leukocytes.

urogenital tuberculosis, only 8.8% suffered from bilateral
parenchymatous renal lesions (renal miliary tuberculosis)
[7]. Clinical symptoms of renal tuberculosis are micro-
scopic haematuria, flank pain (resistant to the usual an-
tibiotics) and (sterile) pyuria. All of these symptoms were
absent in our patient. Constitutional symptoms, such as
fever, weight loss and night sweats, are reported to be less
common [5].

The laboratory diagnosis of renal tuberculosis is diffi-
cult, because identification of the organisms in the urine is
hard and clinical and radiological presentations vary. How-
ever, ultrasound examination of the urinary tract reveals
features of tuberculosis in over 50% of the cases [8]. A
recent work published 152 cases of correctly diagnosed
renal tuberculosis classified into six types. This classifi-
cation takes the variability of the ultrasonographic appear-
ance of renal tuberculosis into account, whereas nephrec-
tasia, distension of renal pelvis and calyces, empyema or
calcification were the most prominent visible signs [8].
In the case presented here, ultrasonographic findings and
kidney biopsy results are primarily compatible with renal
tuberculosis.

Renal insufficiency accompanied by wasting should lead
physicians to take tuberculosis into account.
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Disseminated cryptococcosis, an unusual cause of gross
proteinuria in an HIV-infected patient

Sir,
A 52-year-old HIV-positive, ARV-naive African man was
admitted with cryptococcal meningitis. Pertinent laboratory
investigations included a serum creatinine of 170 mcmol/l, a
urinary albumin creatinine ratio of 50 mg/mmol and urinary
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Fig. 1. Glomerulus showing yeast forms of cryptococcocus in one of the capillary loops. Note the relatively normal background (mucicarmine ×20).

Fig. 2. Mucicarmine stain highlighting the capsule of the budding yeast forms tubular lumina (×40).

sodium of 268 mmol/24 h. His CD4 count was 15 cells/ml.
Both hepatitis B and C serology were negative.

Renal ultrasound showed normal-sized kidneys with in-
creased renal parenchymal echogenicity suggestive of HIV-
associated nephropathy. A renal biopsy, which yielded eigh-
teen glomeruli, showed cryptococcal yeasts in some of the
glomerular capillaries, tubules and within the interstitium
with minimal inflammatory response. There was no evi-
dence of collapsing glomerulopathy. The final diagnosis
was cryptococcal meningitis with fungaemia and nephritis.

The patient was initially started on antifungal therapy
and both his clinical state and serum creatinine improved.
He was planned for highly active antiretroviral therapy as
an outpatient, however, was lost to follow up on discharge.

Discussion of diagnosis

Renal involvement in disseminated cryptococcosis has been
described in autopsy studies in the pre-HIV era to occur at
rates ranging from 26 to 45% [1]. Following the advent of
the HIV pandemic, there have been several case reports and
series reporting the occurrence of cryptococcal nephritis
[2,3]. Direct renal glomerular, tubular or interstitial invasion
are potential causes of renal dysfunction in patients with
disseminated cryptococcosis.

In HIV-infected patients with cryptococcal nephritis,
macroalbuminuria is rare. In a case series of 26 HIV pa-
tients with proteinuria >1.5 g/24 h, only 2 had histological
evidence of cryptococcal nephritis [4]. Varma et al. [5]
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also reported in their series of 25 HIV-positive patients pre-
senting with proteinuria, 2 patients with cryptococcal renal
infiltration. The patient described in the case report had
evidence of macroalbuminuria and tubular dysfunction as
evidenced by significant urinary sodium loss on the 24-h
urine specimen. This may be attributable to both glomeru-
lar and tubulo-interstitial cryptococcal invasion. Unlike the
index patient who had a minimal inflammatory response,
attendant inflammation evoked by the organisms may also
contribute to the proteinuria in patients with cryptococcal
nephritis.

Conclusion

This case report highlights the varied aetiology of protein-
uria in the HIV-infected patient and brings to the fore the
fact that not all gross proteinuria in an HIV-infected patient
is secondary to HIV-associated nephropathy.
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Diabetic glomerular disease: pitfalls in diagnosis

Sir,
Diabetic nephropathy is a common but not an invariable
complication of type 1 and 2 diabetes mellitus. However,
diabetes mellitus itself is very common, and therefore, other
causes of renal impairment co-exist in this population. Even
with a renal biopsy, the correct diagnosis may not always
be immediately evident as other pathologies can also mimic
diabetic nephropathy. We present a case where diabetes

Fig. 1. Mesangial deposits of IgA × 400.

mellitus was incorrectly assumed to be the cause of the
patient’s renal impairment.

The case is of a 54-year-old man diagnosed with type 1
diabetes mellitus 20 years earlier. He had proliferative
retinopathy and autonomic neuropathy but no proteinuria
and no hypertension. He developed sudden onset nephrotic
syndrome with eGFR >60 ml/min/1.73 m2. On renal
biopsy, the light microscopic appearance was of a dif-
fuse and nodular diabetic glomerulosclerosis with arte-
riolar hyalinosis. However, the degree of mesangial and
endocapillary proliferation was atypical. EM examination
disclosed large mesangial, para-mesangial and small extra-
mesangial sub-endothelial electron-dense deposit but no
specific features of light chain deposition disease. Over
the next 6 months, his eGFR deteriorated to 9 ml/min/
1.73 m2. The repeat biopsy revealed a new focal necrotising
and crescentic glomerulonephritis. On immunohistochem-
istry, there were IgA and C3 deposits in the glomerular
mesangium and extra-mesangial capillary walls (Figure 1).
The final histological diagnosis was that of diffuse (endo-
capillary) proliferative glomerulonephritis–IgA nephropa-
thy superimposed on diffuse and nodular diabetic glomeru-
losclerosis that later evolved into a focal and necrotising
crescentic glomerulonephritis. The patient’s renal function
deteriorated further and he started dialysis.

The sudden onset of nephrotic syndrome in our case
should suggest an alternative diagnosis to diabetic nephro-
pathy, as this alone would usually be preceded by lesser
degrees of proteinuria.

Despite diabetic nephropathy being the leading cause of
end-stage renal failure in the Western world, we must re-
main suspicious for alternative non-diabetic causes of renal
impairment that may co-exist with diabetic nephropathy.
Furthermore, other diseases, in particular light chain de-
position disease, can mimic the typical nodular lesions of
diabetic glomerulosclerosis. Our case emphasizes the im-
portance of immunochemical and ultrastructural evaluation
of biopsy tissue submitted from all such patients [1].
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