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Abstract

Activated partial thromboplastin time (aPTT) is typically used to evaluate intrinsic and common coagulation pathways, but
unexplained prolongation csan occassionally serve as a diagnostic clue for systemic diseases. We report a case of a 34-year-old
male with thalassemia intermedia who developed proteinuria and prolonged aPTT during pre-biopsy evaluation. Renal biopsy
ultimately revealed proliferative glomerulonephritis with monoclonal immunoglobulin deposition disease (PGNMID),
indicative of monoclonal gammopathy of renal significance (MGRS). This case underscores the importance of recognizing
atypical coagulation abnormalities as potential indicators of underlying plasma cell dyscrasia. Here's an introduction for your

case report.

Keywords: aPTT prolongation, thalassemia intermedia, monoclonal gammopathy of renal significance, PGNMID,
glomerulonephritis, cryoprecipitate, renal biopsy, kappa light chain

Introduction

The activated partial thromboplastin time (aPTT) serves as a
common initial screening test for evaluating the intrinsic and
common pathways of coagulation. While typically
associated with bleeding disorders or anticoagulant use, an
unexplained prolongation of the aPTT can occasionally
point towards underlying systemic conditions. This case
report details the presentation of a 34-year-old male with
thalassemia intermedia who developed proteinuria and,
notably, a prolonged aPTT during his pre-renal biopsy
workup. Subsequent investigations and renal biopsy
revealed proliferative glomerulonephritis with monoclonal

immunoglobulin  deposition disease (PGNMID), a
manifestation of monoclonal gammopathy of renal
significance  (MGRS).  This unusual presentation

underscores the potential for atypical coagulation findings to
act as a crucial diagnostic clue in identifying subtle plasma
cell dyscrasias affecting the kidney.

Case Report

A 34-year-old male with known thalassemia intermedia, on
maintenance therapy with hydroxyurea, thalidomide, and
aspirin, presented with new-onset mild pedal edema. Initial
investigations revealed 1+ proteinuria on dipstick, and a 24-
hour urine protein of 1.3 g/day. A renal biopsy was planned
for further evaluation.

Routine pre-biopsy coagulation studies revealed a prolonged
aPTT of 20 seconds above the control (aspirin had been
withheld four days prior). Platelet count was normal, and
liver function tests and abdominal ultrasonography were
unremarkable. Due to the unexplained prolongation, the
biopsy was deferred. The patient received cryoprecipitate,
and repeat aPTT performed the following day remained 14
seconds above normal, prompting further evaluation.

Additional workup revealed:
= Platelet count: Normal
= Liver functions: Normal
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=  Lupus anticoagulant: Negative

=  ANA and extended autoimmune profile: Negative

= Serum protein electrophoresis and immunofixation: No
monoclonal band.
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Index Band Rel.Area Conc. (g/dL) Range (g/dL)
1 Albumin 44 .58% 3.17 L 3.20 ... 5.00
2 Alpha 1 5.18% 0.37 0.10 ... 0.40
3 Alpha 2 7.68% 0.55 L 0.60 ... 1.00
4 Beta 12.66% 0.90 0.60 1.30
5 Gamma 29.90% 212 H 0.70 ... 1.50
Total 7.10

The aPTT subsequently corrected, and the renal biopsy was
safely performed. Histopathology demonstrated immune
complex—mediated glomerulonephritis with kappa light
chain restriction, favoring a diagnosis of proliferative
glomerulonephritis  with  monoclonal immunoglobulin
deposition disease (PGNMID)—a form of monoclonal
gammopathy of renal significance (MGRS). A whole-body
PET scan revealed a small lytic lesion in the iliac bone,
further supporting an underlying plasma cell dyscrasia.

Discussion

Monoclonal gammopathy of renal significance (MGRS)
refers to renal disorders caused by nephrotoxic monoclonal
immunoglobulins secreted by non-malignant B-cell or
plasma cell clones. While MGRS is typically associated
with proteinuria and renal dysfunction, coagulation
abnormalities such as prolonged aPTT are rare but can serve
as a diagnostic clue.
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In this patient, aPTT prolongation may have been due to one

or more of the following mechanisms:

= Interference by circulating monoclonal proteins with
phospholipid-dependent clotting assays.

= Non-specific binding of monoclonal immunoglobulins
to clotting factors (particularly factor VIII or 1X),
resulting in functional inhibition.

= Assay interference from paraproteins, similar to lupus
anticoagulant-like behavior, despite negative lupus
anticoagulant testing.

While the initial protein electrophoresis was negative, the
renal biopsy findings and PET-avid lytic lesion confirmed
an underlying monoclonal process. This highlights the
limitations of serum electrophoresis alone in early MGRS
and reinforces the diagnostic value of tissue biopsy and
advanced imaging.

Conclusion

This case illustrates the diagnostic importance of
unexplained aPTT prolongation in patients with subtle
systemic symptoms. In the presence of proteinuria and
absence of overt bleeding, a persistently prolonged aPTT
should prompt evaluation for plasma cell disorders, even in
the absence of typical paraproteinemia. Monoclonal
gammopathy should be considered a potential cause of
prolonged aPTT, particularly in cases with renal
involvement, and may precede other hematologic or
imaging findings.

References

1. Bridoux F, Leung N, Hutchison CA, Touchard G, Sethi
S, Fermand JP, et al. Diagnosis of monoclonal
gammopathy ~ of  renal  significance.  Kidney
International,2015:87(4):698-711.
doi:10.1038/ki.2014.408

2. Nasr SH, Satoskar A, Markowitz GS, Valeri AM,
Appel GB, Stokes MB, et al. Proliferative
glomerulonephritis with monoclonal 1gG deposits.
Journal of the American Society of
Nephrology,2009:20(1):205-213.
doi:10.1681/ASN.2008020152

3. Wada H, Matsumoto T, Hatada T. Clinical significance
of prolonged activated partial thromboplastin time
(APTT). Clinical and Applied
Thrombosis/Hemostasis,2018:24(3):381-388.
d0i:10.1177/1076029616668821

4. Terrell DR, Beebe LA, Vesely SK, Neas BR, Segal JB,
George JN. The incidence of bleeding complications in
patients with prolonged activated partial thromboplastin
time. Archives of Internal Medicine,2001:161(5):638-
643. doi:10.1001/archinte.161.5.638

5. Muscal JA, Breen J, Levy J, Lothstein M. Acquired
inhibitors of coagulation associated with monoclonal
gammopathy. American Journal of
Hematology,2009:84(10):668-670.
doi:10.1002/ajh.21463

6. Buxbaum JN. Paraproteinemia and the kidney. Current
Opinion in Nephrology and
Hypertension,2008:17(3):267-272.
d0i:10.1097/MNH.0b013e3282f8b083

43

www.medicinesjournal.com



