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5. Serum level of soluble CD26/dipeptidyl peptidase-4 (DPP-4) predicts the
response to sitagliptin, a DPP-4 inhibitor, in patients with type 2 diabetes
controlled inadequately by metformin and/or sulfonylurea

By: Aso, Yoshimasa; Ozeki, Moriyuki; Terasawa, Tomoko; Maruse, Rika; Hara, Kenji; Suetsugu, Mariko; Takebayashi,
Kohzo; Shibazaki, Mitsuei; Haruki, Kohsuke; Morita, Kimio; Inukai, Toshihiko

Dipeptidy| peptidase 4 (DPP-4) inhibitors is a new class of antihyperglycemic agents that is now available for
the treatment of type 2 diabetes. We investigated the relationship between the baseline serum level of sol.
CD 26/DPP-4 and the response to treatment with sitagliptin, a DPP-4 inhibitor, over 24 wk in patients who
had type 2 diabetes inadequately controlled by metformin and/or sulfonylurea therapy. We studied 52
consecutive patients with type 2 diabetes who had poor glycemic control despite treatment with metformin
and/or sulfonylurea. All patients were given 50 mg/day of sitagliptin and were followed at monthly intervals
for 24 wk. Treatment with sitagliptin decreased significantly Hb Alc (HbAlc) from 7.91 + 1.08% at baseline
to 6.96 £ 1.18% at 8 wk, 7.04 £ 0.77% at 16 wk, and 7.08 + 0.80% at 24 wk. The baseline serum level
of sCD26 was correlated pos. with HbAlc at both 16 wk and 24 wk. Furthermore, the serum sCD26 level at
baseline was also correlated pos. with the changes from baseline of HbAlc at 16 and 24 wk (r = 0.318, P =
0.0296 and r = 0.516, P = 0.0003, resp.). In a multivariate logistic regression mode| that explained 56.1%
(R 2 = 0.561) of the variation of the changes from baseline of HbAlc at 24 wk, the baseline HbAlc (p = -
0.638, P < 0.001) and serum sCD26 (B = 0.357, P = 0.041) were independent determinants of the change
of HbAlc at 24 wk. In conclusions, a higher serum level of sCD26 is assocd. with a worse response to
sitagliptin in patients with type 2 diabetes controlled inadequately by metformin and/or sulfonylurea therapy.
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2. Inhibitory actions of HERG currents by the immunosuppressant drug
cyclosporin A

By: Lee, Seung Ho; Hahn, Sang June; Min, Gyesik; Kim, Jimok; Jo, Su-Hyun; Choe, Han; Choi, Bok Hee

The effect of cyclosporin A (CsA), an immunosuppressant, on human ether-a-go-go-related gene (HERG)
channel as it is expressed in human embryonic kidney cells was studied using a whole-cell, patch-clamp
technique. CsA inhibited the HERG channel in a concn.-dependent manner, with an IC50 value and a Hill
coeff. of 3.17 pM and 0.89, resp. Pretreatment with cypermethrine, a calcineurin inhibitor, had no effect on
the CsA-induced inhibition of the HERG channel. The CsA-induced inhibition of HERG channels was voltage-
dependent, with a steep increase over the voltage range of the channel opening. However, the inhibition
exhibited voltage independence over the voltage range of fully activated channels. CsA blocked the HERG
channels predominantly in the open and inactivated states rather than in the closed state. Results of the
present study suggest that CsA acts directly on the HERG channel as an open-channel blocker, and it acts
independently of its effect on calcineurin activity.
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Cyclosporine A, an immunosuppressive agent, has apparently halted destruction of

beta cells (on the basis of reduced insulin usage), but its nephrotoxicity and other
side effects make it highly inappropriate for long-term use.
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