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BI-1356

8-[3(R)-Aminopiperidin-1-yl]1-7-(2-butyny|)-3-methy|-1- (4-
methylquinazol in-2-yImethyl) xanthine

NH,

a2  (Abstract)

BI-1356 is a dipeptidyl-peptidase IV (DPP IV, or CD26) inhibitor
developed at Boehringer Ingelheim for the treatment of type 2
diabetes. (BI-13561%. 2 BHEFRKEDAEDT-®IZ. Boehringer Ingelheim
E%gfﬁ%éhtﬁ&j?ﬁw&j?ﬁ—ﬁl (DPP-432(%CD26) FEZEHI
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BI-1356 is currently undergoing phase IIIl clinical development for
the treatment of type 2 diabetes. (BI-1356(%. H7E. 2 EVEFRIREDAE
D1=HDE IMMEBKRARICH D, ) |

ad (FE475R—CEHETHND17~161TH)
[Renal excretion of BI-1356 was low and was not the major pathway
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lHepatic insufficiency did not alter the pharmacokinetics of
sitagliptin, but, because sitagliptin is largely cleared via renal
secretion, renal insufficiency in patients increased sitagliptin
plasma levels[118]. Therefore, for patients with moderate
(creatinine clearance < 50 ml/min) or severe (creatine clearance <



30ml/min) renal insufficiency, the dose of sitagliptin should be

reduced from 100 to 50

mg and 25 mg,

respectively.

> \ ively. (FFR&EL25Y
TFUDENBRERLLSELEN 2N, VR TYTFUE, ZICERBOS
WENLTO)TENS=H, BEICETABFRRIE. V42 7) TFomiE

LRLZFEMEE-, LIzA->T, 9 8ED (W LT7F=2I9UTI3 VR
<50ml/min) . FHEEEED (OL7F=291) 75 2R 30ml/min) BFR

2OREDEHIC, V8T ITFUODREER,

mg. 25 mgllH b EINBHAR
b 2

inhibitors)

ETHD, ) |

(5526 EBEL@E40~459TH)
[GLP-1-based therapy (both GLP-1 receptor agonists and DPP-IV
is a major break through for treating diabetes. Given

100mgM 5. EhZhn50

that monotherapy fails to achieve proper glycemic control for most

patients as the disease progresses, DPP-IV inhibitors at minimum are

a welcome new class of alternative oral antihyperglycemic agents.
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Table 4. Selected clinical trial results of sitagliptin (continted).

Study Type Patients Design/dose | Results Reference
Efficacy O patients with type 2 Rardomired, doubls- Placebw-subiracted AHbATe = -2.07% 128
aof inimial | tahetes, with mean blind, placebo-conirolled (S0 ME000) -1L57% (SL00/MI000)
comination HbAl = 8, 5% study: Snagliptin (5) Ooe 1.30% (M2000); -C.99% IMI0OC);
} thesagy with 100 . metlormin (M) 0.83 1S100)
I mstiormin OO0 o D00 g for 24
weeks.
EMicacy of 28 patients with ype 2 Randomzed, couble- Carryower of silagl plin was obserend, Al 29}

comunalan

diabeles, walh aieGuale

Blind, placeno-conhod led
bwio paniod, single
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rmglfarmen Unoughout (e
rrial. Cohart % clacebo for
& woeks, then 50 i Fuwns
danly of sitagliptin tar 4
weeks; Lonort & S0 mg
teveCe aily of sitagliptin for
4 weeks Lhen placebo for
A vk

the teo groups wone: Af2a- R WMC)=-32 8
myg/dl. AMOE = -26.0 ma/dl. AFPG=-20.3
mag e, AFS = -33 7 mmol/l. Parameters of
P-cell functiong irmgr ovwed. No weikght gain or
increate in agverse eflects or Pyooghyermia
iy

wha (st period (49 weeks), differances batween

terapy with glycemic contecd on metiormin
metkimin mEnEIhera gy

Man age = 55.9 yoears,

BMI = 31.8 kg,

HhAY = 7.7%

FPRLC =158 my/di
M 72 patienis with Ly 2
nfariority e diabates, wilh Inadeguate
glipkride {a glytemic control using
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mesformin

| Mear (sitaglioting gipizae]

Agw= 56.8/56.6 peare

HbAT = 7.7/7.6%, FPL =3.2/31
el AL B = 31,2031 3 kg/md

Eitner W00 ma/day of

| sitagliotin ar S madday of
b g el vl & el onn T

| metformin {2 L5 g/cayl for

52 waeks

| AaHbAL = 0.0 [bath -0./ %},

AAPFG = =004 mmol/1 (- 0.56 versus -0.42,
sitaaliplin versus glipisids), A8BW = -2.6 ko
LS veeyus «11 ). AAHOMA-p = -10.4%.
43 B vormus =14 0], Hypoglyeamic opiscde
ararmatically reduced by &7% (5 versus 32%)
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[Preferably the invention relates to the use of metformin in

2 2478)

combination with a DPP-IV inhibitor for the manufacture of a

medicament to control the blood HbAlc or glucose level over an

[SIFAXEAC] &%

extended period of time in a patient (e.g. type Il diabetic patient)

not adequately controlled by metformin alone.
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[Efficacy and safety of the dipeptidyl peptidase-4 inhibitor,
sitagliptin, in patients with type 2 diabetes mellitus inadequately
controlled on glimepiride alone or on glimepiride and metformin (%
JAEY FEMH, JUREY FEARRILIDOHBTE, +9I12a> b

O—J)LTELN2RERFEBEBICH (TS, DPP-4EER| (45 TFV)
DB ELZEM) |

d2 (E#hdmConclusions)

[Sitagliptin 100 mg once daily significantly improved glycaemic
control and B-cell function in patients with type 2 diabetes who
had inadequate glycaemic control with glimepiride or glimepiride
plus metformin therapy. The addition of sitagliptin was generally
well tolerated, with a modest increase in hypoglycaemia and body
weight, consistent with glimepiride therapy and the observed degree
of glycaemic improvement. (42 41) FF100mgD—B—E&ES(X, )
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[Nn patients with T2DM inadequately controlled with prior SU
monotherapy, addition of vildagliptin (50 or 100 mg daily) to
glimepiride (4 mg once daily) improves glycaemic control and is well
tolerated. Addition of vildagliptin 50 mg daily to SU monotherapy
may be a particularly attractive therapy in elderly patients. (X)L
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[Vildagliptin is a potent and selective dipeptidyl peptidase
(DPP)-4 inhibitor [1] that improves glycaemic control in patients
with type 2 diabetes mellitus (T2DM) by increasing both a- and
B-cell responsiveness to glucose [2,3]. (ELZTYTFUE. JIL
I—RIZHFTHaBlUVBOEMMELEEHFIEMESESLSIZEITk>T, 28
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