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Figure S1. Inhibition of binding of human ['**®*IJmonoiodotyrosylAl4-insulin to IR-A
isoform in membranes of human IM-9 lymphocytes by human insulin, insulin analogues,
IGF-1 and IGF-2. (A) e - human insulin; m - A”?PLKA%-insulin (1); A -
ANIPLKPAKSAA?-insulin (2). (B) e - human insulin; A - AA2'TTPAKSEA?"-insulin (3); o -
SBL.insulin (4). (C) e - human insulin; ¢ - SB3KB32.jnsulin (5); o — SB3KVE%-insulin (6). (D)

e - human insulin; ¥ - SB3KVSB3.insulin: * - IGF-1: ¢ - IGF-2.
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Figure S2. Inhibition of binding of human [*?*IJmonoiodotyrosylAl4-insulin to IR-B
isoform in membranes of mouse fibroblasts by human insulin, insulin analogues, 1IGF-1
and IGF-2. (A) e - human insulin; m - AA21PLKA?4-insulin (1); A - A*2'PLKPAKSA*?*-insulin
(2). (B) e - human insulin; A - A21TPAKSEA?"-insulin (3); o - S®3-insulin (4). (C) e - human
insulin, ¢ - SB¥KB3Z.insulin (5); o — SB¥KVE®-insulin (6). (D) e - human insulin; V¥ -

SBIKVSB34 insulin; * - IGF-1; ¢ - IGF-2.
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Figure S3. Inhibition of binding of human [*?*IJmonoiodotyrosyl-IGF-1 to IGF-1R in
membranes of mouse fibroblasts by human insulin, insulin analogues, IGF-1 and IGF-2.
(A) e - human insulin, m - A2IPLK”?*-insulin (1); A - AA2IPLKPAKSA”%-insulin (2); * -
IGF-1. (B) o - human insulin; A - AATTPAKSEA?"-insulin (3); o - SB3-insulin (4); * - IGF-1.
(C) o - human insulin; - SB3KB%2.insulin (5); o — SB3KVE®-insulin (6); * - IGF-1. (D) e -
human insulin; ¥ - SB31KVSB3.insulin; * - IGF-1; ¢ - IGF-2.
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Figure S4. Autophosphorylation of IR and IGF-1R. Stimulation of phosphorylation of
receptors in the IR-A, IR-B and IGF-1R cells by human insulin (HI), IGF-1, IGF-2 and insulin
analogs containing sequences derived from D-domain of IGF-1 (1 and 2), IGF-2 (3) or from C-
domain of IGF-2 (4-7). The cells were stimulated by 10 nM ligands for 10 min. Phosphorylated
receptors were detected on western blots by anti-phospho-IGF-1R B-subunit (Tyr1131) /IR
(Tyr1146) antibody. One representative blot is shown for each receptor (IR-A, IR-B and IGF-

1R). Values including error bars shown in Figure 4 were calculated from four independent blots.



