
Letter to Editor

Sir,
Granuloma annulare  (GA) is a benign necrobiotic 
granulomatous dermatosis of unknown cause, presenting as 
localized, generalized, perforating or subcutaneous lesions.[1,2]

Diabetes has been reported to occur in up to 20% cases of 
GA.[3] We present a case with diabetes mellitus  (DM) that 
was diagnosed while the patient was being investigated 
for generalized GA  (GGA), and his lesions improved after 
institution of treatment for DM.

A  65‑year‑old  male presented with multiple itchy skin‑colored 
raised lesions on the trunk and extremities of 1‑month 
duration. There was no prior history of drug intake or insect 
bite hypersensitivity.

Cutaneous examination revealed multiple, well‑defined, 
skin‑colored to slightly erythematous papules and nodules 
on the extremity [Figure 1a], back [Figure 1b], and abdomen. 
Few of the lesions showed central umbilication and crusting. 
General and systemic examinations were within normal limit.

We considered differential diagnoses such as perforating 
dermatoses, prurigo nodularis, and GA. The patient was asked 
to get investigations, especially blood glucose, done.

The fasting blood sugar was 250.15 mg/dl and postprandial 
blood sugar was 409.19 mg/dl. Biopsy showed palisading 
granuloma with central collagen degeneration  [Figure  1c]. 
An Alcian blue stain showed mucin at the center of 
granuloma [Figure 1d]. Hence, we diagnosed the case as a GA.

The patient was given oral metformin 500 mg twice daily with 
glimepiride 2 mg once daily and antihistaminic.

After 3 weeks of his follow‑up, we noticed that his blood sugar 
level became apparently normal and surprisingly, almost all 
GGA lesions also subsided, leaving behind postinflammatory 
hyper‑pigmentation [Figure 1e and f]. There was no recurrence 
at 9 months of follow‑up.

GA was described by Calcott Fox in 1895 and named by 
Radcliffe Crocker in 1902. It is a benign, inflammatory disorder 
of unknown etiology.[2]
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Figure 1: (a) Multiple, skin‑colored, shiny papules with smooth surface on the inner aspect of the left upper extremity. (b) Multiple, skin‑colored to 
hyperpigmented papules with central umbilication and crusting on the back. (c) Palisading granuloma in the superficial and mid dermis around the 
focus of mucin deposition and necrobiosis (H and E, ×10). (d) Mucin within the center of palisaded granuloma (Alcian blue, ×40). (e and f) After 
3 weeks of antidiabetic therapy, the papular lesions completely resolved with residual hyper‑pigmentation

dc

b f

a

e
D

ow
nloaded from

 http://journals.lw
w

.com
/tjod by B

hD
M

f5eP
H

K
av1zE

oum
1tQ

fN
4a+

kJLhE
Z

gbsIH
o4X

M
i0hC

yw
C

X
1A

W
nY

Q
p/IlQ

rH
D

3i3D
0O

dR
yi7T

vS
F

l4C
f3V

C
4/O

A
V

pD
D

a8K
2+

Y
a6H

515kE
=

 on 01/09/2024



Letters to Editor

How DM triggers GA is unknown. The increased serum glucose 
level or the resistance of insulin may change the structure of 
dermal blood vessels. Another possibility is that it can trigger 
the disease onset by damaging the structure of dermal collagen.

GGA in diabetes presents as a diffuse papular eruption, with 
pruritus being the prominent complaint. It differs from the 
localized form by a later age of onset, protracted course with 
only rare spontaneous resolution, poor response to therapy, 
and increased prevalence of human leukocyte antigen Bw 35.[4]

Most cases of GA resolve spontaneously. Though natural 
resolution is a possible mechanism, biopsy as a triggering factor 
for resolution cannot be ruled out. Muzeyyen et al.[5] noted that 
GGA lesions regressed after the regulation of serum glucose level 
with antidiabetic therapy and contributed to the information of 
relationship between GA and DM in the etiopathogenesis of GA.

Various methods are used in the treatment of GA [the treatment 
algorithm figure is depicted in Figure 2].

Although we cannot exclude the possibility of spontaneous 
regression of the lesions of GA in our patient, and the effect 
of biopsy‑induced trauma on the disease course, we believe 
that the lesions regressed by instituting antidiabetic therapy, 
as the lesions were persisting and deteriorating for 1 month 
prior to the patient presenting to us.
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Figure 2: Treatment algorithm figure
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generalized granuloma annulare that contributed to the diagnosis of 
diabetes mellitus and regressed with antidiabetic therapy. Turkiye 
Klinikleri J Dermatol 2009;19:23‑6.
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Pinch Purpura: A Clinical Clue for Primary Systemic 
Amyloidosis

Sir,
Primary systemic amyloidosis is a group of monoclonal plasma 
cell disorders, characterized by extracellular deposition of 
immunoglobulin light chain fibrils in multiple organs leading to 
progressive multi‑organ dysfunction. It is a rare disease which 
usually occurs in elderly persons and has a poor prognosis.[1] 
We report a 73‑year‑old female with peri‑orbital purpura as 
presenting feature of primary systemic amyloidosis.

A 73‑year‑old diabetic female presented with complaints of 
generalized weakness, arthralgia, and peri‑orbital purpura 
of 3‑month duration. The purpuric lesions developed 
spontaneously and were not associated with any recent 
trauma. There was no prior history of intake of drugs. On 
examination, there were extensive purpuric lesions on the neck, 
inframammary areas, anterior abdominal wall, inguinal area, 
and cubital fossa in addition to peri‑orbital areas [Figure 1a]. 
No other cutaneous lesions were seen elsewhere over the 
body. Oral mucosa was congested with ruptured hemorrhagic 
bullae. The tongue was enlarged; fissured and hemorrhagic 
bullae were present on the surface with restricted movements. 
Teeth indentation marks were found around its lateral 
border [Figure 1b]. Systemic examination was normal. Her 
hemogram was normal except her hemoglobin was 8  g/
dl. No abnormal cells were found in the peripheral smear. 
Bleeding time, clotting time, prothrombin time, activated 
partial thromboplastin time, and International normalized ratio 
(INR) were normal. Bone marrow aspiration from the iliac crest 
revealed increased number of plasma cells (average: 13%). All 
relevant biochemical and serological tests were normal. Urine 
24 h protein was 132 mg/day. Urinary Bence Jones proteins 
were absent. High‑resolution serum protein electrophoresis 
revealed the presence of monoclonal gammopathy M spike 
in the gamma globulin region. Serum immunofixation 
electrophoresis revealed the presence of monoclonal 
gammopathy  (M spike) as IgG and Lambda. Skin biopsy 

from the purpuric lesions showed eosinophilic amorphous 
homogenous deposits in the dermis and surrounding thin 
blood vessels in the reticular dermis; extensive extravasated 
Red blood cells (RBCs) were present [Figure 2]. Congo red 
staining showed characteristic apple green birefringence on 
polarized microscopy. Abdominal fat pad aspiration showed 
apple green birefringence on polarized microscopy [Figure 3]. 
Chest radiograph, skeletal survey of the body, ultrasound, 
and Computed tomography (CT)  of the abdomen were 
normal. Electrocardiogram (ECG) and 2D Echocardiography 
(2D‑ECHO) showed no significant abnormalities.

Based on the clinical features, histopathology, and biochemical 
findings, a diagnosis of primary systemic amyloidosis of 
Amyloid light-chain (AL) type was made.

Skin manifestations are seen in almost all three groups 
of primary systemic amyloidosis, and its involvement is 
30%–40% of cases. Cutaneous manifestations comprise of 
petechiae or hemorrhages, peri‑orbital purpura, waxy papules, 
nodules, plaques, bullous lesions, mucocutaneous infiltrates, 
macroglossia, and nail dystrophy.[1] Purpura, petechiae, and 
ecchymoses are the common, and these are caused with or 
without trauma. This purpura is called as pinch purpura.[2] 
The purpura typically occurs above the nipple line and is often 
seen in the webbing of the neck, peri‑orbital areas, and the 
eyelids. Amyloid deposition in the skin and blood vessel wall 
causes capillary fragility and eventually causing intracutaneous 
micro‑ and macrohemorrhages.[3] Factor X deficiency resulting 
from the binding of factor X to amyloid fibrils, is thought to 
be another cause of bleeding diathesis.[4]

In this patient, the key presenting feature was peri‑orbital 
purpura and scattered nontraumatic ecchymoses, without 
systemic involvement with normal hematological findings. 
This feature (pinch purpura) led us to consider the diagnosis 
of primary systemic amyloidosis (AL type). In majority of the 
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