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paper, referring to “ongoing therapeutic trials investigating 
inhibitors of components C3 and C5.”8

However, recent data break this axiom and make it less 
rigid by introducing C1q as a possible building block in 
IgAN, suggesting both that it plays its own independent 
role (and we do not yet know whether this is mutually 
exclusive regarding alternative pathway activation as in 
our immunofluorescence findings)4–6 and that C1q can 
therefore be considered in the ever-expanding landscape 
of IgAN target therapy. Finally, it confirms the role of 
microscopic examination of kidney biopsies (histopathology 
and immunofluorescence) not only for the prognostic 
aspects of the Oxford classification but also to identify 
cases where pathological glomerular IgA deposition is 
accompanied by C3 or C1q, thus differentiating patients 
with distinct potential therapeutic targets.
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Factor V Leiden Heterozygous Mutation and Hyperhomocysteinemia Presenting with 
Vascular Rejection and Renal Allograft Infarction

Dear Editor,

A 40-year-old male was diagnosed with end-stage kidney 
disease in 2020. He developed  lower limb edema following 
femoral catheterization which resolved spontaneously. 
He underwent a kidney transplant in 2022. In October 
2023, he presented with macroscopic hematuria and graft 
dysfunction. Graft biopsy revealed acute T-cell-mediated 
rejection (TCMR).

He was treated with methylprednisolone pulse and 
rabbit anti-thymocyte globulin. After initial response, his 
creatinine started increasing again. Graft biopsy revealed 
acute cortical necrosis with residual inflammation of 
TCMR. Doppler graft kidney and MRI revealed multiple 
cortical wedge-shaped infarcts [Figure 1]. 

Workup was negative for ANA and APLA, and complement 
levels were normal. Thrombophilia workup revealed 
hyperhomocsyteinemia 31.3 (1–5) micromol/L and factor V 
Leiden heterozygous mutation. There were no mutations in 
prothrombin gene (PGM) and MTHFR gene. Protein C and 
Protein S levels were normal. He was managed with oral 
Apixaban and folate. He stopped anticoagulation after a 
month and presented with recurrent DVT right lower limb 
and pulmonary thromboembolism.

Several studies have described FVL mutation and increased 
risk of transplant RVT. FVL mutation leads to fourfold rise 
in allograft thrombosis.1 FVL mutation also predisposes to 
acute vascular rejection.2,3 Possible mechanism involves 
delayed inactivation of FVL leading to microthrombi 
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Figure 1: A T2 weighted MRI images of the transplant kidney. (a) 
Coronal and (b) axial images shows multifocal, wedge-shaped areas 
of T2 hypointensities (white arrows) suggestive of cortical infarcts.

formation in ischemic graft endothelium. There is a link 
between hypercoagulable state induced by FVL mutation 
and immunological injury to graft vasculature.

In our patient, thrombophilia profile led to vascular 
rejection and ACN. Any patient with history of DVT/
PTE should be properly screened before transplant as 
thrombophilia can lead to RVT, microvascular thrombosis, 
and precipitate rejection. This can be prevented by 
pretransplant screening for FVL in high-risk patients and 
perioperative and posttransplant anticoagulation.
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I want to share the story of our first renal transplant, way 
back in 2005. We were novices then, me and Dr. V Srinivas 
(my first boss and partner), with only our training to fall 
back on and with no “hands on experience”.

I first met Ms. M in Srinivas’ chamber, a shy, comely young 
girl of 18. She was visibly upset then, as she had just lost 
her father, who was her pillar of strength, to an myocardial 
infarction. She had been battling chronic kidney disease 
for some time. Her brother would also be diagnosed with 
chronic kidney disease later (a familial FSGS). Appropriate 
consent was obtained. They were preparing for a 
transplant. Coming from a traditional but well-connected 
family, they were spoilt for choices regarding the centers 
for transplant (both in Hyderabad and Visakhapatnam). 
However, they reposed their faith us, being fully aware 
that this would be our first transplant–credit to the days 

Why We Transplant?

when patients had implicit faith in their doctors. A few 
words about my boss here would not be amiss. Sometime 
during his youth, he developed a spontaneous mutation of 
his “anger gene”, leaving him unable to react angrily to any 
situation. He genuinely had the interest of his patients at 
heart and most patients did stick to him for a lifetime. He 
was the go-to person for patients for all their problems; 
some approached him unabashedly for their monetary 
requirements. When I saw the long line of familiar faces 
outside his chamber, I often wondered how many had 
come for a review and how many had come with pockets 
to fill. All carried a promise to return the money “soon”, 
but I suspect very few did.

The mother came forward to donate, and the surgery 
went through uneventfully. I did “bedside” night duties 
for a few days, which were, of course, full of anxious 
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