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Fig. 1 Family tree of M faimily. [1I-2 is the proband whose daughters had lipoatrophic diabetes.

Table 1 Members with diabetes mellitus or/and cancer of digestive organ in M family.

Age (death age) DM Cancer

1-1 Maternal grand father (?) ? + Colon cancer

114 Uncle (55) - + Gastric cancer

11-6 Husband’s mother (61) + -

III-1  Brother (50) - + Gastric cancer

11-2 Proband 64 + -

III-4  Husband’s brother (65) + + Colon cancer

-5 Husband/Cousin 68 + -

-6  Husband’s brother (48) - + Pancreatic cancer

117 Husband's brother 64 + -

111-8 Husband’s syster 61 + -

111-9 Husband’s brother 57 + + Gastric cancer

IV-1  Daughter (32) + - Lipoatrophic DM

IV-3  Daughter (32) + - Lipoatrophic DM
BlEELoTVD. FiIeTBRETH 72, EBINI—RAZ TV TT R

BIE | 59 M, ERICTHIRW LB S o) FCIERGHNDRULCTEEOKT % 880 72 (Fig. 2).
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Table 2 Laboratory data on admission (February, 1996)

Urinalysis Na (mEq/1) 140
pH 5.5 K (mEq/1) 42
Glucose (mg-'dl) >1000 Cl1 (mEq/1) 106
Protein (mg-dl) 0 T. Chol (mEq./1) 198
Occult (=) Triglyceride (mEq/1) 86

Urine glucose (g~ day) 80 HDL-C (mEq-/{) 44

CBC NEFA (mEq/1) 0.63
RBC (x10' W) 468 FBG (mEq/1) 200
Hb (g/dl) 13.6 HbAic (%) 11.7
Ht (%) 419 Urine CPR (ug/day) 66.0
WBC (ul) 4000  Cer (m! /min) 142
Plt (x10"/ul) 14.0 Serological examination

Blood chemistry Anti-insulin Ab (-)
T. protein (g/dl) 7.2 Anti-GAD Ab (-)
Albumin (mg-dl) 38 Anti-islet cell Ab (=)
T.bilirubin (mg/dl) 0.7  HLA typing
GOT (14./1) 18 A2,A24(9),B46B52(5),

GPT (1g/1) 22 Cw1,Dr8Dr2

LDH (1u/1) 319 Mitochondrial gene

ALP (1u/1) 148 3243 point mutation (=)
y-GTP (1us1) 22

BUN (mg/dl) 23

Creatinine (mg/dl) 0.4

Uric Acid (mg/dl) 1.7
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Fig. 2 Relationships between glucose infusion
rate and plasma IRI level in the patient
(proband) and a normal control during hy-
perinsulinemic euglycemic clamp study.
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Fig. 3 Clinical course of the proband whose daughters had lipoatrophic diabetes.
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Abstract

A Family with Lipoatrophic Diabetes, High Frequency of Type 2 Diabetes Mellitus
and Cancer in the Digestive Organs.

Norihiro Matsumoto*', Tadashi Suehiro*!, Mitsuru Nishiyama®', Atsushi Shindo™’,
Toshihiro Nakamura*!, Yoshitaka Kumon*', Takuro Nakayama™*, and Kozo Hashimoto™'

*'The Second Department of Internal Medicine, Kochi Medical School
**Kochi Agricultural Cooperative Hospital

A 64-year-old woman had two daughters with congenital general lipoatrophic diabetes who died from re-
nal failure in their early thirties. The patient was married to her cousin and had type 2 diabetes onset at 59
years of age. She was first treated by sulfonyl urea and thereafter by injectable insulin since visiting our
clinic at 64 years of age. Her husband had diabetes mellitus and many other familiy members suffered from
diabetes mellitus and/or cancer of the stomach, colon, or pancreas. She showed severe insulin resistance as
determined by hyperinsulinemic glucose clamp test. Her blood glucose level was controled by troglitazone
although she developed as a side effect edema which resulted in discontinuance of the drug. The inheri-
tance of congenital lipoatrophic diabetes is known to be autosomal recessive, however, in this family, diabe-
tes mellitus and/or cancer of the digestive organs develoved in the heterozygotes. PPARy, a nuclear hor-
mone receptor, is an adipogenic regulator and thiazolidinedione receptor. It has been reported that PPARy
activation may modify the development of colon tumors in some mice. There may be a genetic abnormality,
especially gene related to PPARY, in this family.

J. Japan Diab. Soc. 43 (1) : 53~56, 2000




