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Digital Gangrene as the Initial Presentation of Lupus Nephritis
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Introduction

SLE is an autoimmune connective tissue disorder that can
present in many ways. It affects almost all organs, including
renal, cardiac, hematological, and pulmonary systems. In this
condition, skin involvement is the most common manifestation.

But digital gangrene is rare in SLE as an initial presentation, it
is less than 0.2%. Here, we are presenting one of such rare cases

[1].

Case Presentation

A 50-year-old lady with no pre-existent comorbidities
developed hyperpigmentation of face and Blebs, gangrene of
digits of hands and feet for 2 months for which she took
treatment from local hospital. She presented to us with anuria
and renal failure for one day. She was having gangrene of hands
and feet with hyperpigmentation of face. On evaluation she was
having renal failure with Cr of 6, Hb of 9.6, total wbc count
initially was 16000. As her renal failure worsened she was
initiated on haemodialysis. Initially possibility of scleroderma,
MCTD, cryoglobulinemia, medium vessel vasculitis was

considered due to gangrene. She was started on pulse steroid,
heparin, plasmapheresis. On further evaluation ANA (IF) was 3+
positive (1:100 dilution), ANA profile-anti sm positive, APLA
work up and cryoglobulinemia work up negative, she was
stabilised and renal biopsy done showed crescentic
glomerulonephritis showing 100% crescents and IF positive for
IgG 3+ IgM C3 and clq positive with features suggestive of class
IV lupus nephritis. Further her anti PR3ANCA-neg, anti MPO-
weakly positive. Further she developed sepsis and septic shock
and was started on IV antibiotics and inotropes. Her treatment
for lupus nephritis was challenged due to underlying sepsis (CRP
300). Because of sepsis she was not a candidate for
immunosuppression and for her aggressive lupus nephritis/
coexistent vasculitis she was treated with high dose IVIG. Her
general condition improved; she was still dialysis dependent.
Planned for immunosuppression once sepsis subsides,
unfortunately patient attender not willing to continue the
treatment and went on against medical advice, later we came
to know she expired (Figures 1 and 2).

Figure 1: Digital gangrene in bilateral upper limb.

Figure 2: Digital gangrene in bilateral lower limb.
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e CBC: TC 15000 DC: 95/2.3

e Hb: 9 gms

e MCV 81

e Platelet count 3.5 lakhs

e RFT: U 174 Cr 6.7, Na-133, K-3.5

¢ Urine routine could not be done.

o LFT: T.B-1.4 OT/PT 22/19T.P 4.9 ALB 2.1

¢ PT/INR 15/1.1

e Lipid profile: TC 197 TGL 252

e CT chest: Normal

e ABG: pH 7.1 PCO 50 HCO 13 Ag 23

e CRP-235

e ANA—Positive (IF-1:100)

e RF—Negative

o ENA profile—Anti SM/nRNP positive

e Anti PR3 negative anti MPO—Weakly positive
e Anti LKM—Negative

® B2GP and ACL-Negative LA-Negative

e Cryoglobulin—Negative

e Echo: Normal

e CT abdomen: Fatty liver, moderate ascites

e ESR: 60 MM/HR

o TFT: TSH-1.1 IU/ML, FT3-2.29 pg/ml, FT4-1.02 ng/dI
e SR: Calcium-8.4 PO4-9 UA-5.5

e Viral markers—Negative

e Doppler scan: RT and LT upper and lower limb normal study
e Fundus normal

e C3—-Low C4 low

Renal biopsy

e LM: No sclerosis/7 glomeruli. Cellular crescents compressing
capillary tuft in all glomeruli. Bowmans capsule rupture in 1 gi.
Fibrinoid necrosis of tuft in 2 gi. No wireloop rhyaline
thrombus. RBC cast in many tubules. Lymphatic infiltration in
interstitium. No IF TA.

e |F: 1gG3+C3 3+Cq 1+ on mesangium and glomerular capillary
loops (Figures 3-5).

e I1gG+ on tubular epithelial cell nuclei (Tissue ANA).

Diagnosis: Lupus nephritis class IV

Figure 3: Circumferential cellular crescents.
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Figure 4: Fibrinoid necrosis.

Figure 5: Tissue ANA.

Discussion

Systemic Lupus Erythematosus (SLE) is an autoimmune
disease affecting multiple organs and systems, characterized by
an autoimmune response to nuclear antigens [2]. Young women
are most likely affected by this disease. The pathophysiological
mechanisms of digital gangrene in SLE are complex, involving
thromboembolism, premature atherosclerosis, vasospasm,
hypercoagulability, and vasculitis [3]. Among the cutaneous
manifestations of SLE, digital gangrene is considered to be very
rare. The most common cause of digital gangrene in SLE may be
due to antiphospholipid syndrome, as SLE is the most common
underlying disease of secondary APS. One form of SLE that was
described frequently in patients with digital gangrene is
Antiphospholipid Syndrome (APS). The digital gangrene in SLE
appears to be rare after the age of 50 years [4]. The first case
was described by Vocks, et al. in a 59-year-old female patient
[5]. The second was reported by Nagai, et al. in a 50-year-old
female patient followed for SLE since the age of 32 years with
cutaneous, hematological, and neurological involvement [6].
With a cumulative incidence of 1.3%, digital gangrene is rare,
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but it is a very severe complication of SLE. It is the initial
manifestation of the disease in only 0.2% of cases [7].

In 2009, a total of 2,684 patients with lupus were screened,
and only 18 patients were found to have digital necrosis [8]. On a
large study done on a cohort of lupus patients, seven out of 485
patients had evidence of digital gangrene [9]. Liu, et al. reported
that the risk of digital amputation declines after early high-dose
corticosteroid treatment [10]. Out of 344 patients, 20 cases of
digital gangrene had also been reported among the Indian
population in 2009, Out of these 20 patients digital gangrene as
an initial presentation in 10 patients, the median duration of
onset of the other 10 patients was 31.5 months. It shows that
the prevalence of digital gangrene as an initial presentation is
slightly higher in the Indian population [11].

Rosato et al. claimed that acute digital gangrene is never the
first presentation of SLE [12].

In their study that was conducted in 1962, Dubois and
Arterberry found that the latent period between diagnosing SLE
and developing digital gangrene was from 1 to 18 years where
Raynaud’s phenomenon preceded the digital gangrene [13].

Other predictive factors that were described in the literature
include a long-standing history of SLE and elevated C-serum
Reactive Protein (CRP) [14,15].

Conclusion

So, all these previous reports show Digital gangrene seen mostly
at the late stage of this disease, and predictive factors for
developing digital gangrene in SLE include long duration of
disease, Raynaud phenomena, high CRP, and the presence of APS
antibodies. Our case was unique in many ways: The age of the
patient is not consistent with the age that was mostly reported,
she had no previous episodes of Raynaud’s phenomenon and the
only risk factor she had was high CRP, Overlap of lupus ANCA
association is only 20%. In our case prominent 100% crescent
formation and worse prognosis may be due to ANCA association,
but it is still unclear whether or not the clinical outcomes of
patients with crescentic glomerulonephritis differs according to
ANCA association. Jarrot, et al. found that SLE associated with AAV
may be a group of diseases called SLE/AAV overlapping syndrome.
In Multiple Autoimmune Syndrome (MAS) with SLE background,
Autoimmune Thyroid Disease (AITD), Sjogren's syndrome, and
antiphospholipid antibody syndrome were most common,
whereas vasculitis was rare [15]. Martin-Nares, et al. estimated
the frequency of overlap between AAV and ADs.

During her hospital stay, she developed sepsis, which
complicated the disease and posed a dilemma in managing
immunosuppression.
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