
HIPPOKRATIA 2021, 25, 2 89

5 (CFHR1, CFHR2, CFHR3, CFHR5), and complement 
factor B1 (CFB1) genes. However, homogenous mutation 
c.991G>T (p.G331C) in the WDR19 gene was detected7-9. 
Moreover, the granddaughter of our patient’s aunt (from 
the mother’s side), had focal segmental glomerulosclero-
sis with IgM deposition. Genetic analysis of this relative 
resulted in the same heterozygous mutation in the WDR 
gene. The same homozygous mutation was also found in 
genetic analysis of the patient’s sister with FSGS.

Discussion
C1qN was first recognized in 1985 by Jennette and 

Hipp in renal biopsies with dominant C1q deposition and 
mesangial immune deposition in patients without SLE10. 
Even though C1qN was first introduced in 1985, this en-
tity is still unknown and recognized by clinicians due to 
rare prevalence (0.2 - 2.5 %) and insufficient emphasis. 
In fact, C1qN is less diagnosed in clinical practice than in 
published studies. As it has a rare prevalence and a range 
of variable clinical presentations (isolated hematuria, iso-
lated non-nephrotic proteinuria, nephrotic syndrome, ne-
phritic syndrome), C1qN is only distinguished by finding 
dominant C1q depositions in renal biopsies and ruling 

out lupus clinically and serologically2.
Our patient was incidentally diagnosed with isolated 

non-nephrotic proteinuria and dominant C1q deposition 
in kidney biopsy without positivity for ANA and anti-
dsDNA. Based on these findings, C1qN was diagnosed. 
At the first visit, the patient was asymptomatic and had 
normal findings on physical examination and normal bio-
chemical test results with normal GFR, except for iso-
lated non-nephrotic proteinuria. However, renal biopsy 
showed a serious degree of glomerular sclerosis, vascular 
subintimal fibrosis, and interstitial fibrosis besides FSGS 
with dominant C1q deposition. Some nephrologists do 
not suggest renal biopsy for these patients with non-
nephrotic range proteinuria and normal GFR6. However, 
severe renal irreversible injury was found in addition to 
C1qN in the renal biopsy of our patient.

The exact pathogenesis of C1qN is not completely 
clear for each patient. Several mechanisms were pro-
posed, such as immune complex (anti-C1q antibodies) 
development resulting in C1q and immunoglobulin de-
position in glomeruli via binding of C1q to C1q recep-
tors in mesangial cells; abnormalities in C1q inhibitors 
leading to activation and deposition of C1q; and presence 

Table 1: Major genetic mutations responsible for familial proteinuric renal diseases. 
G e n e t i c 
locus

Protein coded Protein function Phenotype Treatment

ACTN4 α-Actinin 4 Cell interactions FSGS, MCD Resistant to 
immunosuppression

ARHGAP24 Rho GTPase Activating 
Protein 24

Inhibits Rac1-dependent 
membrane ruffling and 

epithelial woundhealing.

FSGS Resistant to 
immunosuppression

CD2AP CD2 Associated Protein Links nephrin and podocin 
to phosphoinositide 3-OH 

kinase

FSGS Resistant to 
immunosuppression

COL4A3 Collagen, Type IV, 
Alpha 3

Structure of glomerular 
basal membrane

Alport syndrome ACE inhibitors

NPHS1 Nephrin Essential componenet of slit 
diaphragm

Finnish-type 
nephrotic 
syndrome

Resistant to 
immunosuppression

NPHS2 Podocin Recruitment of nephrin to 
slit diaphragm

Familial FSGS Resistant to 
immunosuppression

COQ2 Coenzyme Q2 Part of the CoQ10 
pathway and encodes the 
para-hydroxybenzoate-
polyprenyltransferase

SRNS Coenzyme Q10

LAMB2 Laminin Subunit Beta 2 Major laminin component 
of the glomerular basement 

membrane

Pierson syndrome Resistant to 
immunosuppression

TRPC6 Transient Receptor 
Potential Cation 

Channel Subfamily C 
Member 6

Contribute to calcium entry 
in podocytes

Familial FSGS Sildenafil

ITGA3 Integrin Subunit Alpha 
3

Podocyte–GBM interaction FSGS Resistant to 
immunosuppression

FSGS: focal segmental glomerulosclerosis, GMB: glomerular basal membrane, MCD: minimal change disease, SRNS: steroid resistant ne-
phrotic syndrome.


