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Papulonodular Lesions in a Patient of Diabetes Mellitus 
Receiving Sitagliptin and Metformin

Figure 1: Papulonodular lesions around umbilicus

Sir,
In animal models, incretin‑based therapy has been shown to 
be effective in protecting and preserving β‑cell functions.[1] 
Farilla et al. 2002 and Li et al. 2003  have corroborated that 
DPP‑4 inhibitors increase islet cell proliferation, and decrease 
cell apoptosis in vitro.[2]

However, as with any other drugs we need to be aware of 
the adverse effects of Sitagliptin so that it may be withdrawn 
at the very advent of any adverse reaction. The adverse skin 
manifestations of Sitagliptin are all the more important 
because reports have illustrated their appearance almost 
6 months after initiation of therapy;[3] thus if the physician 
is unaware of these uncommon reactions then both the 
physician and the patient would be baffled and puzzled 
by these manifestations. Obviously, the drug will not be 
withdrawn because it will be the least suspected culprit and 
the patient would be left battling with these manifestations 
indefinitely.

A 60‑year‑old woman came to our outdoor department 
with the complaint of generalized skin lesion for the last 
3 months. Distribution of lesions around umbilicus, lower 
back, lower extremities, and face is shown in Figures 1-5. 
She was diagnosed as a case of Type  2 diabetes mellitus 
about 1 year back and she was taking one tablet of Sitagliptin 
50  mg  +  Metformin 500  mg twice a day since then as 
advised by her physician with proper follow up. Her blood 
sugar levels were well under controlled with this regime, 
HbA1c 6.8%, fasting blood sugar 98 mg/dL, postprandial 
blood sugar 165 mg/dL. She developed these skin lesions 
at 3  months of following this said regime. She has never 
had any skin disease in past nor history of any fixed drug 

eruption in past. Her vitals were stable and her general 
and systemic examinations were within normal limits. Her 
complete blood count, liver function test, kidney function 
test, lipid profile were within normal limits. Anti‑HCV, 
HBsAg, HIV, and VDRL were non‑reactive. Her chest 
X‑ray, ultrasonography of abdomen, fundus examination 
were normal. On searching through web journals and case 
reports we found out that there exists association of such skin 
lesion with the use of Sitagliptin + Metformin regime. On 
consultation with our dermatology department, we made the 
diagnosis of drug‑induced Papulonodular lesions in a patient 
of Diabetes Mellitus receiving Sitagliptin and Metformin. 
As both Sitagliptin and Metformin can cause papulonodular 
lesion as mentioned in literature[4] so we cannot discriminate 
whether it is due to which drug.
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Figure 2: Papulonodular lesions around lower back

As a treatment, we stopped both of these drugs immediately 
and started subcutaneous insulin therapy, within a period of 
1 month the lesions gradually regressed and within 3 months 
they totally regressed with only scarring left behind. So we 
conclude that papulonodular lesions are due to combination 
of Sitagliptin and metformin.

A wide array of cutaneous adverse effects have been reported 
with the use of Sitagliptins which include Psoriasiform 
eruption, Maculopapular rash, Stevens‑Johnson syndrome, 
Toxic epidermal necrolysis, Anaphylaxis, Cutaneous 
vasculitis, Bullous pemphigoid, Photosensitivity and 
Angioedema on co‑administration with ACE inhibitors.[5] 
There are also reports of fixed drug eruptions[5] and generalized 
skin eruptions.[3] Like all known photo‑sensitizers, Sitagliptin 
has a phenyl ring, carbonyl group, and an absorption 
spectrum showing three absorption peaks  (199.9, 265.0, 
and 400.1  nm) and its photosensitive mechanism could 
result in itchy edematous plaque. Although both the 199.0 
and 265.0 nm wavelengths are within the UV‑C spectrum, 
the 400.1 nm absorbance peak indicates that Sitagliptin also 

Figure 3: Papulonodular lesions around lower extremity

Figure 4: Papulonodular lesions around lower extremity Figure 5: Papulonodular lesions around face

absorbs UV‑A visible light. Thus, Sitagliptin could cause 
persistent photosensitive eruption after cessation of the drug 
even with protection from UV light by hapten formation with 
subcutaneous protein.[5]
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A Case of Schimke Immunoosseous Dysplasia Caused by Large 
Deletion of SMARCAL1 Gene

Sir,
Schimke immunoosseous dysplasia (SIOD) is a rare autosomal 
recessive multisystem disorder with an estimated incidence 
of 1 in 1–3 million live births.[1] It is a pleiotropic disorder 
characterized by growth failure, spondyloepiphyseal dysplasia, 
proteinuria with progressive renal failure, lymphopenia 
with recurrent infections, and a characteristic phenotype. 
Hypothyroidism, bone marrow failure and episodic cerebral 
ischemia have also been reported in severely affected 
patients. The underlying genetic cause is biallelic loss of 
function mutation in the SMARCAL1  (SWI/SNF‑related, 
matrix‑associated, actin‑dependent regulator of chromatin, 
subfamily a‑like 1) gene.[2] We present a 5‑year‑old boy with 
SIOD phenotype and homozygous deletion of exon 1 to 4 in 
SMARCAL1 gene. To the best of our knowledge, only two 
patients with this deletion have been described earlier.[1]

A 5‑year‑old male child, product of non‑consanguineous 
marriage, was brought by parents in view of inability to 
gain height since 2 years of age. Their concern had further 
increased as his 1‑year‑old younger sibling had started 
looking taller than him. He was born by full‑term normal 
vertex delivery to a 26‑year‑old woman who was booked and 
immunized in the antenatal period. She gave a history of two 
spontaneous first‑trimester abortions and an intrauterine fetal 
demise (IUFD) at term before this conception. The birth weight 
of the neonate was 1.5 kg and the birth length was 42 cm at 

39 weeks 2 days period of gestation. There was no evidence 
of intrauterine growth restriction  (IUGR) in the antenatal 
ultrasound done at the beginning of the third trimester as per 
the mother, though no records were available. The baby did not 
require any resuscitation after birth or admission to the neonatal 
intensive care unit. He was exclusively breastfed till 6 months 
of age and complement feeding was started at 6 months.

On examination, the child was 80  cm tall  (<3rd  centile), 
weighed 10 kg (<3rd centile) (World health organization growth 
charts), upper to lower segment (US: LS) ratio: 1.03 (normal 
for age: 1.08), suggestive of disproportionate short stature 
with a short trunk. The arm span was 84 cm. The mid parental 
height was 174.5 cm and the child’s height was far below the 
3rd centile of the target height. His head circumference was 
45 cm (<3rd centile). Head to toe examination revealed sparse 
fine hair, bulbous nose, microdontia, short neck, abdominal 
protuberance, and multiple hyperpigmented macules on the 
trunk [Figure 1]. His vitals were stable with a blood pressure 
of 90/58 mmHg (50th centile for age). Systemic examination 
was unremarkable.

Baseline laboratory results were essentially normal except 
for hypoalbuminemia, nephrotic range proteinuria, and 
dyslipidemia  [Table  1]. The ultrasound of the kidney was 
normal. His bone age was the same as chronological age (by 
Guerlich and Pyle atlas). The radiograph of the spine revealed 
dorsally flattened vertebral bodies. The pelvic radiograph 

santosh.zagade
Rectangle


