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min and temperature 35.8ºC. Laboratory 
investigations showed leukocytosis (white 
blood cells 23,080/µl, neutrophils 65%, 
lymphocytes 26.9%), anemia (Hb 6.0 g/
dl), marked thrombocytopenia (6,000/ µl), 
raised serum creatinine (186 µmol/L) and 
urea (17.5 mmol/L), hypoalbuminemia 
(20.1 g/L), hematuria and proteinuria. 
Antinuclear (1:320, homogeneous pat-
tern), anti-Smith, anti-ribonucleoprotein 
antibodies were all positive; anti-dsDNA 
antibodies and antiphospholipid antibod-
ies were negative; immunoglobulin (Ig) G 
(5.6 g/L) and IgM (0.4 g/L) levels were low. 

A diagnosis of systemic lupus erythe-
matosus (SLE) was reached and treatment 
was started with blood transfusions, intra- 
venous methylprednisolone 6 mg/kg body 
weight daily for 3 days followed by 4 mg/kg 
body weight every other day, antibiotics, 
antihypertensives, and furosemide. After 
10 days the patient had an episode of tonic 

a  16 year old HIV-negative African girl 
presented to Princess Marina Hospital 

in Gaborone, Botswana with a 2 week his-
tory of generalized body swelling. It had 
started as facial puffiness with associated 
butterfly-like hyperpigmented macular 
rash around the eyes and cheeks, arthralgia 
and generalized weakness. One day before 
presenting she experienced an episode of 
epistaxis. Examination revealed oral ulcers, 
scleral reddening, generalized edema, 
bilateral pleural effusion, and moderate 
ascites. Blood pressure was 135/85 mmHg, 
pulse rate 131/min, respiratory rate 21/

clonic seizures. A brain computed tomog-
raphy (CT) scan was normal and pheno-
barbital was added to the treatment regi-
men. When the platelet count allowed (24 
days after admission), a kidney biopsy was 
done. Histology showed mild to moderate 
glomerular and periglomerular chronic 
inflammatory cell infiltrate comprising 
mostly lymphoplasmacytic cells, expan-
sion of the glomerular mesangial matrix 
with obliteration of the Bowman’s space 
in over 50% of the glomeruli, and focal 
early mesangial matrix sclerosis [Figure 
1]. Periodic acid-Schiff stain showed thick-
ened and corrugated glomerular capillary 
walls with a prominent “wire looping” 
pattern [Figure 2]. Intracapillary deposits 
of hematoxyphil bodies and mesangial 
matrix granularity were also observed. 
Diffuse proliferative glomerulopathy con-
sistent with stage IV lupus nephritis [1] 
was diagnosed, and i.v. cyclophosphamide 
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Figure 2.  Periodic 
acid-Schiff 
(PAS) stain 
demonstrating 
thickened 
glomerular 
capillary walls 
with prominent 
“wire-loop” 
pattern (x 400)

Figure 1. Histology of renal biopsy showing 
expansion of the mesangial matrix and focal 
mesangial sclerosis in a few glomeruli (x 200)
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10 mg/kg body weight every other week 
was added to the therapy. 

Two weeks after discharge the patient’s 
edema resolved; her hemoglobin is 9.8 g/
dl, platelets 50,000/µl, white blood cells 
11,980/µl, serum urea 10.5 mmol/L, serum 
creatinine 70 µmol/L, and albumin 18 g/L. 
She continues treatment with prednisolone 
(60 mg daily) and cyclophosphamide. 

Our patient was anti-Sm and anti-RNP 
positive, a finding highly prevalent in 
black Africans [2,3]. However, contrary 
to the suggestion that patients with Sm/
RNP antibodies may have a “benign” form 
of SLE in which renal and hematologic 
manifestations are less common and the 
major manifestations are dermatologic [3], 
our patient had marked thrombocytopenia 
and advanced renal disease even though 
antiphospholipid antibodies (associated 

with early damage in patients with SLE) 
[4] were absent. SLE is more aggressive 
and carries a higher mortality in blacks, 
in whom nephritis is more common and 
adversely influences outcome. In a study 
conducted in Johannesburg, South Africa, 
43.8% of patients had nephritis, and the 5 
year survival rate in patients with nephritis 
was significantly lower than in patients 
without nephritis, 60% vs. 84% respectively 
[5]. Indeed, nephritis was the only inde-
pendent predictor of poor outcome and 
renal failure was the second commonest 
cause of death [5]. Our patient presented 
late in the course of nephritis which may 
adversely influence her outcome.
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B cell malignancies frequently colonize the bone marrow. 
The mechanisms responsible for this preferential homing 
are incompletely understood. Zhu et al. studied multiple 
myeloma (MM) as a model of a terminally differentiated B 
cell malignancy that selectively colonizes the bone marrow. 
The authors found that extracellular CyPA (eCyPA), secreted 
by bone marrow endothelial cells (BMECs), promoted the 
colonization and proliferation of MM cells in an in vivo scaffold 
system via binding to its receptor, CD147, on MM cells. The 
expression and secretion of eCyPA by BMECs was enhanced 
by BCL9, a Wnt-β-catenin transcriptional coactivator that is 
selectively expressed by these cells. eCyPA levels were higher 

in bone marrow serum than in peripheral blood in individuals 
with MM, and eCyPA-CD147 blockade suppressed MM 
colonization and tumor growth in the in vivo scaffold system. 
eCyPA also promoted the migration of chronic lymphocytic 
leukemia and lymphoplasmacytic lymphoma cells, two 
other B cell malignancies that colonize the bone marrow 
and express CD147. These findings suggest that eCyPA-
CD147 signaling promotes the bone marrow homing of B cell 
malignancies and offer a compelling rationale for exploring 
this axis as a therapeutic target for these malignancies
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the cyclophilin a-cd147 complex promotes the proliferation and homing of multiple myeloma cells

Inflammatory CD4+ T cell responses to self or commensal 
bacteria underlie the pathogenesis of autoimmunity and 
inflammatory bowel disease (IBD), respectively. Although 
selection of self-specific T cells in the thymus limits responses 
to mammalian tissue antigens, the mechanisms that control 
selection of commensal bacteria-specific T cells remain 
poorly understood. Hepworth and team demonstrate that 
group 3 innate lymphoid cell (ILC3)-intrinsic expression of 
major histocompatibility complex class II (MHCII) is regulated 

similarly to thymic epithelial cells and that MHCII+ ILC3s 
directly induce cell death of activated commensal bacteria-
specific T cells. Further, MHCII on colonic ILC3s was reduced 
in pediatric IBD patients. Collectively, these results define a 
selection pathway for commensal bacteria-specific CD4+ T cells 
in the intestine and suggest that this process is dysregulated 
in human IBD. 
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group 3 innate lymphoid cells mediate intestinal selection of commensal bacteria-specific  
cd4+ t cells




