Table-3: Charactenishics of subjects evaluated by the mix meal test.
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ObjEEﬁVE Methods

We systematically evaluated 21 Turkish patients with APL. who were enrolled in a prospective follow-up

Acquired partial lipodystrophy (APL) 1s a rare disorder characterized by

protocol. Subjects were investigated for metabolic abnormalities. Fat distribution was assessed by whole body

progressive selective fat loss. In previous studies, metabolic abnormalities were MRI. Hepatic steatosis was evaluated by ultrasound, MRI and MR spectroscopy. Patients with diabetes

reporte d to be relativ Ely rare in APL, whilst th ey were quit e Co on in other underwent a mix meal stimulated C-peptide/insulin test to investigate pancreatic beta cell functions. Leptin and

adiponectin levels were measured.

types of lipodystrophy syndromes. However, there has been no systematic study

. L Results
on metabolic abnormalities 1n APL so far.

Fifteen individuals (71.4%) had at least one metabolic abnormality. Six patients (28.6%) had diabetes, 12 (57.1%) hypertrigylceridemia, 10 (47.6%) low HDL

cholesterol, and 11 (52.4%) hepatic steatosis. Steatohepatitis was further confirmed in 2 patients with liver biopsy. Anti-GAD was negative in all APL patients with
diabetes. APL patients had lower leptin and adiponectin levels compared to patients with type 2 diabetes and healthy controls. However, contrary to what we observed

in patients with congenital generalized lipodystrophy (CGL), we did not detect consistently very low leptin levels in APL patients. The mix meal test suggested that

APL patients with diabetes had a signiticant amount ot functional pancreatic beta cells, and their diabetes was apparently associated with msulin resistance.
Figure-17 The clinical features of APL patients who oped diabetes during rollow-up.

1a: Female control. MR. images show normal fat distribution in a 28 year-old healthy woman (Height: 167 cm, weight: 58 kg, BMI: 20.8 kg/m?, waist: 70 cm. hip: 94 cm, waist to hip ratio: 0.75). 1b:
Male control. MR. images show normal fat distribution in a 26 year-old healthy man (Height: 182 cm. weight: 78 kg, BMI- 23 .5 kg/m?, waist: 83 cm, hip: 105 cm. waist to hip ratio: 0.79). 1c: Patient-1.
Coronal WB T5E T1 weighted image reveals fat loss in the head and neck. upper trunk and upper extrermties (T). Axaal TSE T1 weighted image shows fat loss on the upper trunk and upper extremufies
(IT). In axial plane, m and out of phase GRE T1 weighted mmages (IIT and IV) show diffuse signal loss on out of phase image that 15 in consistent with hepatosteatosis. Hydrogen-1 MR spectroscopic
image (V) shows a significant peak of hepatic triacylglycerol (amrows) near water peak (dot). 1d: Patient-2. Coronal WB TSE T1 weighted image shows fat loss in the head and neck, upper extremities
and the upper trunk, spanng the lower extrenmties (T). Axial TSE T1 weighted mmage demonstrates the lack of fat on the upper trunk and upper extrenufies (II). Eve exanunaton shows Dmsen
maculopathy (III). le: Patient-6. Coronal WB TSE T1 weighted image demonstrates the fat loss (I). Axial TSE T1 weighted image shows the subcutaneous fat loss on the upper trunk and upper

Table-1: Clinical and laboratory characteristics of patients with APL.

Patient Actual Gender The age The age Follow-up Current Aufo- Low Fasting Trighyceride Total LOL HDL Insulin HOMA-IR __ ' ' - : ) : e o _
Nao Ape  (MF) whenAPL whenfst (months)  trestment  amtibody C3  Sucose (mg/dl)  cholesterol  (mg/dl}  (mgfdl)  (pUfml)  N:0.8-23 extremities (II). In axial plane, GRE T1 weighted images show diffuse signal loss on out of phase image (III and IV). Hydrogen-1 MR spectroscopic image (V) shows a significant peak of hepatic
(years) was frst loss was positivity (mgfdl)  N:40-150  (mgfdl)  M:30-160  N:>40  N:0481 triacylglycerol (arrows) near water peak (dot). 1f: Patient-9. Coronal WB TSE T1 weighted image shows the altered fat distribution (T). Axial TSE T1 weighted image demonstrates the fat loss on the
diagnosed First N:70-100 N- 80-240 men upper trunk and upper extremities (II). In axial plane, GRE T1 weighted images (III and IV) show diffuse signal loss on out of phase images in consistent with hepatosteatosis. Hydrogen-1 MR
(years) noticed WOmen spectroscopic image (V) shows a significant peak of hepatic tnacylglycerol (arrows) near water peak (dot). 1g: Patient-10. Coronal WB TSE T1 and axial TSE T1 weighted images demonstrate fat loss (I
(years) and IT). In axial plane, i and out of phase GRE T1 weighted images (III and I'V) show hepatic fat content. Hydrogen-1 MR spectroscopic image (IIT) shows a slight peak of hepatic tnacylglycerol
(arrows) near wafter peak (dot). 1h: Patient-21. Coronal WB TSE T1 and axial TSE T1 weighted images demonstrate the loss of fat (I and II). Adipose tissue in the gluteal region and lower extrenuties
1 14 M 11 11 39 Metformn, - + 127 312 163 100 23 15.31 4.8 are preserved (I). In axual plane, GRE T1 weighted images (Il and IV) show diffuse signal loss on out of phase mages. Hydrogen-1 MR spectroscopic image (V) shows a significant peak of hepatic
ramipril triacylglycerol (arrows) near water peak (dot).
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Table-2: Comparison of APL patients with- and without diabetes, subjects with CGL, type 2 diabetes and healthy controls.

Figure-2: Fasting leptin (2a) and adiponectin (2b) levels in APL patients with diabetes.

Age Gender Fasting glucose HbAlc Trighyceride Total LOL HOL Imsulim HOMA-IR
(years) (M/F) (mig/dL) 3] (migy/dL) cholesterol (mgfdL) [mig/dL) (piufmL) M:0.8-23 p< 0.001
M: 70-100 N:4.557  N:40-150 {mg/dL) N: 30-160 M: 20 -55 men N:0.4-8.1 |
N: 80-240 20-45 women ‘ p < 0.001
p< 0,001 .
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. _ ontrols (n =
APL without dizbetes ag 7/8 83" NA 123" 180 116 50 5.04° 115° Type 2 diabetes {n =15) =1 Tube2 dicbeteslins 15
@=15) {15-45) (83-92) (81-182) (172-211) {95-129) (43-60) (3.39-10.82) (0.69-2.49) T mm CGL(n=8) T 104 ype 2 diabetes (n= 15]
CGL 275 35 1005 737 558 170 80 29 1672 5.79 -5 APL with diabates [n = 8) El T m CGL {fj' = 3?
=5 {20-30) (97-152.5) (6.3-10.2) (181-1371) {134-359) (67-106) (27-46) (16.02-2551)  (3.75-10.93) o = APL with diabetes (n = G}
Type 2 diabetes 33 8/7 131 7 153 ° 224 144 4g * 9.08 299° L g 20 ——
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Healthy controls 32 (29-34) 8/8 a5t NA 91t 188 124 a9t 3s85¢ 0.84° = 2 4pl \
@=16) (80-88) (75-116) (174-202) (105-140) (40-53) (3-5.39) (0.6-1.07) 2
NA- Not applicable. 7p < 0.05 for APL with diabetes vs. healthy controls, Ip < 0.05 for APL with diabetes vs. type 2 diabetes, °p " . ;__;

< 0.05 for APL with diabetes vs. APL without diabetes.
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tyears] WO NSRS MO0 ,i"ﬁdz:]u 30180 gﬂi';ii:j;' noaed Figure-3: Basal and mux meal stimulated C-peptide and insulin levels in APL patients with diabetes (3a). Peak C-peptide levels (3b)
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Close long-term follow-up 1s required to i1dentify and manage metabolic abnormalities in

APL.
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