
Special Report high IGF-I levels may be a .factor
The American Diabetes Association Scientific Meeting for the development of prollf-

...erative retinopathy. Grant et al
June 3-6, 1989, Detroit, Michigan (Diabetes 1989;38[2]:56A) mea-

William L. Clarke, M.D. can detect the presence or ab- sured vitreous concentrations of
Associate Editor sence of Asp-57 without using IGF-I and -II by radioimmuno-
Growth Genetics, and Hormones either allele-specific oli- assay in 40 subjects with reti-, gonucleotide probes or radio- nopathy and 18 nondiabetic sub-

Several of the presentations at active probes. Ikegami et al (Dia- jects. Seventy-two percent of the
this meeting may be of interest to betes 1989;38[2]:19A) analyzed diabetic subjects had vitreous
readers of Growth, Genetics, and HLA-DO beta chain sequences in concentrations of IGF-I capable
Hormones. Geneticists, in partic- Japanese patients and deter- of inducing increases in chemo-
ular, will be interested in the mined that the DO beta charac- taxis of human retinal endothelial
symposium on "New Develop- teristics in Japanese IDDM pa- cells (>5.0 ng/mL). IGF-II con-
ments in Immunology and Genet- tients are different from those in centrations in the vitreous exhib-
ics of Insulin-Dependent Diabetes white populations, and that the ited a distribution similar to IGF-I
Mellitus [IDDM]," which included DO-alpha and/or DR sequence levels, and the concentrations of
a talk by John I. Bell (Oxford, also may affect susceptibility. both correlated moderately with
England) entitled, "Genetics of Presentations regarding the re- their serum concentrations.
Insulin-Dependent Diabetes lationship of growth hormone and Horber and Haymond (Diabe-
Mellitus-Has a Susceptibility diabetic retinopathy also were of tes 1989;38[2]:56A) studied the
Gene Been Found?" Dr. Bell de- interest. Rymaszewski et al (Dia- insulin resistance induced by
scribed the epidemiologic and betes 1989;38[2]:30A) studied hGH and prednisone in non-
laboratory studies that have led the response of retinal capillary diabetic subjects. Glucose and
to the identification of the associ- endothelial cells of humans in leucine oxidation after an 18-hour
ation between the amino acid at vitro to human growth hormone fast, and during gut infusion of
position 57 of the human leuko- (hGH) stimulation. They deter- glucose and amino acids, was
cyte antigen-DO (HLA-DO) beta mined, using long-term cultures measured. Subjects were studied
chain and IDDM susceptibility in of retinal endothelial cells from after 7 days of placebo, hGH 0.1
whites. The hypothesis is that as- normal, postmortem human eyes, mg/kg/day, prednisone 0.8 mg/
partic acid (Asp) at position 57 that exposure to hGH (200 ng/mL kg/day, or hGH plus prednisone.
protects against IDDM. x 4 days) after the second pas- Fasting glucose was similar dur-

Dorman and Trucco (Diabetes sage in the presence of 10% ing the placebo and hGH admin-
1989;38[2]:34A) reported on the horse serum, resulted in a 55 :t istration, but was elevated during
contribution of the HLA-DO phe- 9% greater cell number versus prednisone administration and
notype to the incidence of IDDM controls. Tritiated thymidine in- during the combination of hGH
in Allegheny County, Pennsylva- corporation was stimulated at and prednisone. Leucine oxi-
nia. Their previous studies dem- hGH concentrations as low as dation was increased by predni-
onstrated that the relative risk of 1.2 ng/mL. Thus, physiologic sone but decreased by hGH ad-
developing IDDM for individuals concentrations of hGH stimulated ministration and unchanged
homozygous for lack of Asp at mitotic activity of highly purified during combined treatment. By
position 57 of the DO beta chain, human retinal capillary endothe- indirect calorimetry, glucose oxi-
compared to those with at least lial cells. These studies suggest dation was similar in all groups.
one DO gene with Asp, was 107. a direct responsiveness of the Insulin levels were higher during
The incidence of IDDM for non- retinal endothelium to hGH. Dills combined therapy than during
Asp homozygotes was calculated et al (Diabetes 1989;38[2]:5A) placebo, hGH, or prednisone
to be 74 per 100,000, and for measured insulin-like growth fac- treatment. In summary, the insu-
those with at least one Asp allele tor I (IGF-I) serum levels in 876 lin resistance of hGH and predni-
it was 0.69 per 100,000. The an- subjects with diabetes diagnosed sone was demonstrated to be
nual incidence attributable to the at 30 years of age or older. Pro- additive. The authors concluded
phenotype was thus 73.3 per liferative retinopathy was found in that the insulin resistance of hGH
100,000. They then calculated 15.6% of the insulin-taking popu- and of prednisone may be
the population attributable frac- lation (N = 488). After controlling caused by independent mecha-
tion to be 95%. The non-Asp/ for duration of diabetes, glyco- nisms. Prednisone decreased fat
non-Asp phenotype is therefore a sylated hemoglobin, blood pres- oxidation and increased leucine
major determinant of the inci- sure, proteinuria, and age at di- oxidation, whereas hGH treat-
dence of IDDM in Allegheny agnosis, higher levels of IGF-I ment did the opposite. hGH and
County, Pennsylvania. Trucco et were associated with an in- prednisone may reciprocally reg-
al (Diabetes 1989;38[2]:19A) de- creased risk of proliferative reti- ulate oxidation of protein and fat,
scribed a relatively simple and nopathy in those subjects taking while decreasing the efficiency of
quick test that within 24 hours insulin. The authors suggest that glucose disposal.


