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KOMBIGLYZE XR

2.2 CYP3A4/5
cytochrome P450 3A4/5 (CYP3A4/5)
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KOMBIGLYZE XR

( ketoconazole atazanavir clarithromycin indinavir

itraconazole nefazodone nelfinavir ritonavir saquinavir  telithromycin) saxagliptin
2.5mg KOMBIGLYZE XR 25 /1000

[ (2.1) (7.1) (11.3
2.3

KOMBIGLYZE XR
KOMBIGLYZE XR (eGFR) 30 mL/minute/1.73 m?
eGFR 30 — 45 mL/minute/1.73m? KOMBIGLYZE XR

KOMBIGLYZE XR eGFR 45 mL/minute/1.73m?

saxaglptin 2.5mg

eGFR 30 mL/minute/1.73m? KOMBIGLYZE XR [ (4)
(5.1)
3
1 KOMBIGLYZE XR (saxagliptin metformin HCI) 5 /500
5/500 4221
1 KOMBIGLYZE XR (saxagliptin metformin HCI) 5 /1000
5/1000 4223
1 KOMBIGLYZE XR (saxagliptin metformin HCI) 2.5 /1000
2.5/1000 4222
4
KOMBIGLYZE XRZH N TFIIE A -
1 (eGFR 30 mL/min/1.73 m?)
1 %fmetformin hydrochloridez& & -
1
i KOMBIGLYZE XR saxagliptin
[ (5.7) (6.2)]

5
5.1

metformin
Metformin (>5 mmol/Liter) (

) metformin >5 mcg/mL  Metformin

metformin KOMBIGLYZE
XR
KOMBIGLYZE XR
metformin (metformin hydrochloride
170 mL/min)

KOMBIGLYZE XR

Metformin
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Metformin Metformin
Metformin Metformin
[ (11.3]
KOMBIGLYZE XR (eGFR)
KOMBIGLYZE XR eGFR 30 mL/minute/1.73 m? [ @]
eGFR 30 — 45 mL/minute/1.73m? KOMBIGLYZE XR
KOMBIGLYZE XR eGFR
( )
KOMBIGLYZE XR eGFR 45 mL/minute/1.73m?
KOMBIGLYZE XR Metformin
metformin [ (7]
65 Metformin
[ (8.5)]
Metformin
metformin
metformin
KOMBIGLYZE XR eGFR
30 60 mL/min/1.73 m?
48 eGFR KOMBIGLYZE XR
Metformin
KOMBIGLYZE XR
Metformin (
) «( )
KOMBIGLYZE XR
metformin
KOMBIGLYZE XR
Metformin
KOMBIGLYZE XR
5.2
saxagliptin
(Atherosclerotic Cardiovascular Disease, ASCVD) ASCVD
(SAVOR ) saxagliptin 17/8240 (0.2%)
9/8173 (0.1%) saxagliptin

88%(15/17) 100% (9/9)

KOMBIGLYZE XR
KOMBIGLYZE XR

KOMBIGLYZE XR

(SAVOR )
(289/8280, 3.5%)
( 127 95%Cl 1.07,

saxagliptin

KOMBIGLYZE XR

KOMBIGLYZE XR

5.3
ASCVD ASCVD
(228/8212, 2.8%)
saxagliptin
1.51)
5.4 B12




29 metformin 7%
B2 (intrinsic factor)
metformin B2
KOMBIGLYZE XR
(6.1)]
( B2 ) B,
2 3 B2
55
KOMBIGLYZE XR
)
(pH) metformin
KOMBIGLYZE XR
5.6 Sulfonylurea
Saxagliptin
saxagliptin (sulfonylurea)
(sulfonylurea) [ (6.2)]

Metformin hydrochloride
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B2
B1

KOMBIGLYZE XR
[ (2.3)]

DPP-4

KOMBIGLYZE XR

KOMBIGLYZE XR

metformin
( sulfonylurea
B
5.7
saxagliptin
saxagliptin
KOMBIGLYZE XR
[ (6.2
4(DPP4)
KOMBIGLYZE XR
5.8
-4(DPP-4)
DPP-4 DPP-4
DPP-4
5.9
DPP-4
DPP-4
5.10
KOMBIGLYZE XR
6
. [ (5.2)
. [ (5.3)
s Sulfonylurea [ (5.6)]
. [ (5.7]
. [ (58]
. [ (5.9)




6.1

Metformin hydrochloride
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metformin metformin
5% ( 9.6% 6.5%
1.5%) metformin 0.6%
Saxagliptin
1 5 [
882 saxagliptin 21 75 48.4%
67.5% 4.6% 17.4% 10.5% 9.8%
5.2 HbAlc 8.2% 91%
(eGFR>60mL/ min/1.73m?)
1 saxagliptin saxagliptin
saxagliptin 5%
1 * saxagliptin 5 mg >5%
%
saxagliptin 5 mg
N=882 N=799
7.7 7.6
6.8 6.1
6.5 5.9
* 5
metformin thiazolidinedione glyburide 24
saxagliptin 2.5 mg (6.5%) >5%
saxagliptin 2.5mg 5 mg >2%

( 29% 2.6% 1.6%) (
(22% 2.3% 1.3%)
thiazolidinedione (TZD)
8.1% 4.3%) saxagliptin 2.5 mg

24% 1.7% 0.5%)

saxagliptin 5 mg
3.1%

saxagliptin 2.5 mg

3.6% 2% 3%

glyburide 24% 12% 2.2%
Saxagliptin ( 25mg 5mg 10 mg )
10mg saxagliptin
saxagliptin
saxagliptin 2.5 mg saxagliptin 5 mg
22% 3.3% 1.8% (saxagliptin 2.5 mg
) ( 0.1% 0.5% 0%) (0.2% 0.3% 0.3%)
0%) (0.1% 0.2% 0%)
[ (13.7] (
saxagliptin [
saxagliptin metformin

metformin

saxagliptin - metformin

)

(

saxagliptin 5 mg

2.3% 0.9%)

21% 2.2%

100 1.0 06

saxagliptin

2
(0.3% 0%

>5%




Metformin

saxagliptin
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metformin Saxagliptin 5 mg

>5% Metformin

(%)

Saxagliptin 5 mg + Metformin*

Metformin*

N=320 N=328

24 (7.5) 17 (5.2)

22 (6.9) 13 (4.0)

metformin

saxagliptin metformin
>5%
saxagliptin 2.5 mg saxagliptin 5 mg
saxagliptin

metformin 6.9%

saxagliptin

saxagliptin 2.5 mg 5 mg
metformin
metformin
4%

metformin
saxagliptin 5 mg
saxagliptin
35 (8.1%) (p<0.0001)

750
glipizide

)

saxagliptin
19.9%
(3.3%)

saxagliptin 5 mg 4.8%

saxagliptin metformin
6.3% Saxagliptin
(5.6)]

Saxagliptin
5
1.5%

5mg 1.5%

SAVOR
6 mg/dL)
(422/8212) saxagliptin
(1.4% 1.2%)
2.5 mL/min/1.73m?
eGFR > 50 mL/min (
(421/5227, 8.1%)

saxagliptin

(0.8%

)

Saxagliptin

500 mg

sulfonylurea
1.6%

0.4%

0.9%)

2000 mg

metformin saxagliptin

metformin saxagliptin

9.9% 58% 11.2%
saxagliptin 5 mg
7.3%

metformin
metformin

4% 56% 4.1%
7.8%

3.4%

5.8% 5% saxagliptin 5 mg

metformin

saxagliptin 5 mg glipizide
3% (13 19 ) glipizide
(

36.3% (156
<50 mg/dL)

saxagliptin 5 mg 18.4%
<50 mg/dL) saxagliptin 5 mg
metformin
1.9%

(5.3%)

saxagliptin 5 mg 10.1%

24 saxagliptin 2.5 mg
saxagliptin

saxagliptin

5.8% 5.1%

(2.1%

(483/8280)
1.9%)
saxagliptin eGFR
2.4 mL/min/1.73m?

) <50 mL/min(

(344/5073, 6.8%)

saxagliptin
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saxagliptin 4959 saxagliptin 6
(0.12%) (1000 11 ) 2868
6 2 6
saxagliptin 144 929
saxagliptin saxagliptin
saxagliptin
saxagliptin
saxagliptin saxagliptin
saxagliptin 600
saxagliptin
Saxagliptin
saxagliptin saxagliptin - metformin
Saxagliptin
Saxagliptin
saxagliptin5mg 10 mg 2200
cells/microL 24 100 120 cells/microL
saxagliptin 5 mg metformin metformin Saxagliptin 2.5 mg
saxagliptin2.5mg 5mg 10 mg <750
cells/microL 0.5% 15% 14% 0.4%
saxagliptin
10mg
SAVOR saxagliptin 84 cells/microL
saxagliptin <750 cells/microL 1.6% (136/8280)
1.0% (78/8212)
Saxagliptin ( HIV )
B2
Metformin hydrochloride
Metformin B, KOMBIGLYZE XR
[ (54)]
6.2
Saxagliptin
1 [ 4) (6.7]
1 [ (5.2)]
1 [ (58]
1 [ (5.9)
Metformin hydrochloride
il
7
7.1 CYP3A4/5
Ketoconazole saxagliptin CYP3A4/5 ( atazanavir clarithromycin

indinavir itraconazole nefazodone nelfinavir
saxagliptin
(2.2)

ritonavir  saquinavir
CYP3A4/5

(11.3]

telithromycin)
saxagliptin

25mg [




7.2
Topiramate

7.3

[0CT2]/

7.4

7.5
Saxagliptin
saxagliptin

7.6

phenothiazine

(

Metformin

[MATE]
metformin

metformin

(sympathomimetics)

8
8.1
KOMBIGLYZE XR
metformin
[ ]
[
HbAlc >7
20 25%
/ /
Saxagliptin
AUC
5mg 470

Metformin hydrochloride
Sprague Dawley
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zonisamide acetazolamide dichlorphenamide)
KOMBIGLYZE XR

metformin ( -2
ranolazine vandetanib dolutegravir cimetidine)
[ (11.3]
KOMBIGLYZE XR
metformin sulfonylurea
(' sulfonylurea)
thiazides
phenytoin
isoniazid KOMBIGLYZE XR
KOMBIGLYZE XR
saxagliptin
metformin
saxagliptin ~ metformin
]
6% 10% HbAlc >10
2 4% 15 20%
saxagliptin
5mg 1503 152
saxagliptin
6 21 saxagliptin AUC
metformin hydrochloride 600
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mg/kg/day (mg/m?)
2000mg 2 6
Saxagliptin Metformin
saxagliptin - metformin
100 10 249 1
5mg saxagliptin 2000 mg metformin
(30 12 ) saxagliptin - metformin
21 29
7%
8.2
KOMBIGLYZE XR  saxagliptin
metformin [ ]
metformin Saxagliptin
[ ]
KOMBIGLYZE XR KOMBIGLYZE XR
metformin (
) 011% 1% / 0.13 1
metformin
KOMBIGLYZE XR saxagliptin
metformin Saxagliptin
11
8.4
18 KOMBIGLYZE XR
KOMBIGLYZE XR
8.5
KOMBIGLYZE XR
[ (5.1)
(11.3]
Saxagliptin
7 saxagliptin 11301 saxagliptin
65 4751  (42.0%) 75 1210  (10.7%) 65
saxagliptin
Metformin hydrochloride
metformin
metformin
metformin
[ 4) (CRY)
(11.3]
8.6
Saxagliptin
12 85 (n=48) (n=18)
(ESRD)(n=19) saxagliptin 2.5mg [ (14)] Saxagliptin
( ) saxagliptin 2.5 mg
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20% 22% 4 saxagliptin (4.7%) 3 (3.5%)
( <50 mg/dL)
Metformin hydrochloride
Metformin metformin
KOMBIGLYZE XR (eGFR) 30 mL/min/1.73 m?

[ (2.3) 4) (5.1) (11.3]
8.7

metformin KOMBIGLYZE
XR[ (5.1)]
9
Saxagliptin

400 mg (80 MRHD) 2 saxagliptin
QTc
Saxagliptin
(4 23% )
Metformin hydrochloride
Metformin hydrochloride 50 10%
metformin hydrochloride metformin
32% [ (5.1)] metformin
170 mL/min metformin
10
KOMBIGLYZE XR (saxagliptin metformin HCI)
saxagliptin metformin hydrochloride

Saxagliptin
Saxagliptin -4 (dipeptidyl-peptidase-4 DPP4)

Saxagliptin monohydrate

(1S ,3559-2-[(29)-2-Amino-2-(3-hydroxytricyclo
[3.3.1.13,7]dec-1-yl)acetyl]-2-azabicyclo[3.1.0]hexane-3-carbonitrile, monohydrate

(183859 -2-[(29)-

2-Amino-2-(3-hydroxyadamantan-1-yl)acetyl]-2-azabicyclo [3.1.0]hexane-3-carbonitrile hydrate

CisH25N302-H20 333.43
HO
H,N N
O
CN
Saxagliptin

Metformin hydrochloride

e 1,0

24°C+3°C

400 (PEG 400)

Metformin hydrochloride (N,N-dimethylimidodicarbonimidic diamide hydrochloride)

C4H11N5-HC|
(acetone) (ether)
hydrochloride 1% (pH) 6.68

10

165.63 Metformin hydrochloride
(chloroform) Metformin pKa 12.4 Metformin
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KOMBIGLYZE XR
KOMBIGLYZE XR 5 mg/500 mg 5 mg saxagliptin 5.58 mg saxagliptin

hydrochloride ( ) 500 mg metformin hydrochloride KOMBIGLYZE XR 5 mg/1000 mg

5 mg saxagliptin  5.58 mg saxagliptin hydrochloride ( ) 1000 mg metformin
hydrochloride KOMBIGLYZE XR 2.5 mg/1000 mg 2.5 mg saxagliptin  2.79 mg
saxagliptin hydrochloride ( ) 1000 mg metformin hydrochloride KOMBIGLYZE XR

(hypromellose 2208) KOMBIGLYZE
XR 5 mg/500 mg (hypromellose 2910)
(polyethylene glycol 3350)

11
111

KOMBIGLYZE XR
KOMBIGLYZE XR

-4 (DPP-4) saxagliptin metformin hydrochloride
Saxagliptin
-1 (GLP-1) (GIP)
p -4 (DPP-4)
GLP-1 a
GLP-1 Saxagliptin DPP4

Metformin hydrochloride

Metformin Metformin
Metformin sulfonylurea ( ) metformin
[ (5.6)] metformin
11.2
Saxagliptin
saxagliptin DPP4 24
DPP4 GLP-1 GIP 2-3
p
Saxagliptin
40 moxifloxacin
saxagliptin 40 mg (MRHD 8 ) QTc
11.3
KOMBIGLYZE XR
KOMBIGLYZE XR 324
11.1% 10.5% 78.4%

11
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KOMBIGLYZE XR saxagliptin (ONGLYZA?®)
metformin hydrochloride
Saxagliptin
Saxagliptin (5-hydroxy saxagliptin)
Saxagliptin Cmax AUC 25mg 400 mg saxagliptin
saxagliptin 5 mg saxagliptin
AUC 78 ngsh/mL 214 ngeh/mL Cmax 24 ng/mL 47 ng/mL  Saxagliptin
AUC  Chax (%CV) 25%
saxagliptin 2.5mg
400 mg 14 saxagliptin
Metformin hydrochloride
metformin Cimax 7 4 8
metformin 500 mg 2000 mg AUC  Chax
metformin metformin Metformin
metformin metformin  20% ( AUC)
metformin
Saxagliptin
5 mg saxagliptin (Tmax) 2 4
saxagliptin - Tmax 20
saxagliptin  AUC 27% KOMBIGLYZE XR saxagliptin
Metformin hydrochloride
metformin Crmax 7 4 8
metformin metformin ( AUC) 50% metformin  Cpax
Tmax metformin
KOMBIGLYZE XR metformin
Saxagliptin
Saxagliptin (
) saxagliptin
Metformin hydrochloride
metformin metformin 850 mg metformin
(apparent volume of distribution  V/F) 654+358 L sulfonylurea 90%
metformin Metformin
sulfonylurea metformin
salicylate sulfonamide chloramphenicol probenecid
Saxagliptin
Saxagliptin P450 3A4/5 (CYP3AA4/5) Saxagliptin DPP4
saxagliptin CYP3A4/5 saxagliptin
[ (7.0]
Metformin hydrochloride
metformin
( )
metformin
Saxagliptin
Saxagliptin 14C-saxagliptin 50 mg 24% 36% 75%
saxagliptin (radioactivity) Saxagliptin

12



(~230 mL/min)

(~120 mL/min)
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22% saxagliptin
saxagliptin 5 mg saxagliptin
(tw2) 2.5 31
Metformin hydrochloride
(creatinine) 35 metformin
90% 24 6.2
17.6 metformin
Saxagliptin
saxagliptin (10 mg )
10 mg saxagliptin
Crnax eGFR 30 45 mL/min/1.73 m? eGFR 15 30 mL/min/1.73 m?
(ESRD) saxagliptin
AUC 2
Metformin hydrochloride
metformin [ (4)
G611
metformin
Saxagliptin
(BMI) BMI saxagliptin
Saxagliptin
Saxagliptin
25% saxagliptin
Metformin hydrochloride
( 19 16 ) metformin
metformin
Saxagliptin
(65-80 ) saxagliptin Crnax AUC
(18-40 ) 23% 59%
saxagliptin saxagliptin
saxagliptin
Metformin hydrochloride
metformin Crmax metformin
80 Metformin
Saxagliptin
saxagliptin 309 105
( ) saxagliptin

13



Metformin hydrochloride
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metformin
metformin (n =249) (n=51) (n=24)
KOMBIGLYZE XR saxagliptin  metformin
saxagliptin CYP1A2 2A6 2B6 2C9 2C19 2D6 2E1 3A4
CYP1A2 2B6 2C9 3A4 saxagliptin
Saxagliptin  P- (P-gp) P-gp
3 Saxagliptin 5-hydroxy Saxagliptin
Saxagliptin
* * ( )
=1.00

AUCT || Crax
: saxagliptin 0.98 | 0.79
Metformin 1000 mg 100 mg 5-hydroxy saxagliptin 0.99 | 0.88
. saxagliptin 0.98 | 1.08
Glyburide 5 mg 10mg 5-hydroxy saxagliptin ND ND
- : saxagliptin 111 | 111
Pioglitazone 45 mg QD 10 10 mg QD 5 5-hydroxy saxagliptin ND ND
0.25 mg qéh axagliptin 1.05 | 0.99

L saxaglipti . .
Digoxin a12h 5 QD 10mg QD ! 5-hydroxy saxagliptin 1.06 | 1.02
Dapagliflozin 10 mg 5mg saxagliptin ®L% | ®7%
5-hydroxy saxagliptin -9% | —6%
. . saxagliptin 112 | 1.21
Simvastatin 40mg QD 8 10mg QD 4 5-hydroxy saxagliptin 1.02 || 1.08
- saxagliptin 2.09 | 1.63
Diltiazem 360 mg LA QD 9 10mg 5-hydroxy saxagliptin 0.66 | 0.57
. - saxagliptin 0.24 | 0.47
Rifampin 600 mg QD 6 5mg 5-hydroxy saxagliptin 1.03 | 1.39
saxagliptin 1.13 | 0.98
Omeprazole 40mg QD S 10mg 5-hydroxy saxagliptin ND ND

aluminum hydroxide:
Aluminum hydroxide + 2400 mg .
magnesium hydroxide + || magnesium hydroxide: 10 mg saﬁagllptm lioti 0.97 | 0.74
simethicone 2400 mg 5-hydroxy saxagliptin ND ND
simethicone: 240 mg
- saxagliptin 1.03 | 1.14
Famotidine 40mg 10mg 5-hydroxy saxagliptin ND ND
CYP3A4/5 KOMBIGLYZE XR 2.5 mg/1000 mg [ (7.1)
(2.2)]

saxagliptin 245 | 1.62
Ketoconazole 200 mg BID 9 100 mg 5-hydroxy saxagliptin 012 | 005
saxagliptin 3.67 | 2.44
Ketoconazole 200 mg BID 7 20 mg 5-hydroxy saxagliptin ND ND

w = R

24

ND= QD=

4 Saxagliptin

Saxagliptin 10

AUC = AUC(INF)

dipeptidyl peptidase-4 (DPP4)

q6h=6

ql2h=12

14

BID=

AUC = AUC(TAU)

rifampin

LA=



AstraZeneca@

Saxagliptin
* * ( )
=1.00
AUCT | Crnax
Metformin 1000 mg 100 mg metformin 1.20 | 1.09
Glyburide 5mg 10 mg glyburide 1.06 | 1.16
Pioglitazone? 45mgQD 10 10mgQD 5 E;%%gzz_%?gg“ rone }\ﬁf }\'1}34
Digoxin q12h 0-25 mggsh : 10mgQD 7 |digoxin 1.06 |1.09
Simvastatin 4mgQD 8 0mgQD 4 |G e | 136 | 100
Diltiazem 360 mg LA QD 9 10 mg diltiazem 1.10 |1.16
Ketoconazole 200 mg BID 9 100 mg ketoconazole 0.87 [ 0.84
Ethinyl estradiol ethinyl estradiol 0,035 mg smgop 21 f]tg‘rgé'egfrtgfgl'r?' 1% 223
Norgestimate norgestimate 0.250 mg 21 norgestrel 1213 1217
* Saxagliptin 10
¥ AUC = AUC(INF) AUC = AUC(TAU)
i
ND= QD= q6h=6 gql2h=12 BID= LA=
5 Metformin
Metformin
* * ( )
=1.00
| AUCT | Cow
Glyburide 5mg 850 mg metformin 0.91% 0.93%
Furosemide 40 mg 850 mg metformin 1.09% 1.22%
Nifedipine 10 mg 850 mg metformin 1.16 121
Propranolol 40 mg 850 mg metformin 0.90 0.94
Ibuprofen 400 mg 850 mg metformin 1.05% 1.07%
metformin [ (7.3)]
Cimetidine H 400 mg H 850 mg ‘ metformin ‘ 1.40 ‘ 1.61
* metformin
lAUC = AUC(INF)
6 Metformin
Metformin
* * ( )
=1.00
AUCT Crmax
Glyburide 5mg 850 mg glyburide 0.78t 0.63%
Furosemide 40 mg 850 mg furosemide 0.87% 0.69%
Nifedipine 10 mg 850 mg nifedipine 1.108 1.08
Propranolol 40 mg 850 mg propranolol 1.018 1.02
Ibuprofen 400 mg 850 mg ibuprofen 0.971 1.01"
Cimetidine 400 mg 850 mg ibuprofen 0.95% 1.01

15
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6 Metformin

Metformin

* * ( )
=1.00

[ A | o

* metformin

T AUC = AUC(INF)

i p <0.05
§ AUC(0-24 hr)

12

12.1

KOMBIGLYZE XR
KOMBIGLYZE XR
saxagliptin - metformin

Saxaglptin

CD-1 Sprague-Dawley 2 50 250 600
mg/kg AUC 5 mg/ 870 ( ) 1165 ( ) saxagliptin
25 75 150 300 mg/kg AUC 5 mg/ 355  (
) 2217 ( ) saxagliptin

Saxagliptin (Ames
DNA ) Saxagliptin Ames

AUC 5mg 603 776 saxagliptin

Metformin hydrochloride

( 104 ) ( 91 ) 900
mg/kg/day 1500 mg/kg/day metformin 2000
mg 4 metformin

metformin 900 mg/kg/day

metformin Ames (S. typhimurium) ( )
( ) metformin

600 mg/kg/day metformin
metformin 3

12.2

Saxagliptin
Saxagliptin ( )
5mg 20
1 3) 5mg saxagliptin

13

16



KOMBIGLYZE XR
KOMBIGLYZE XR
KOMBIGLYZE XR

saxagliptin
saxagliptin

metformin hydrochloride
metformin hydrochloride

AstraZeneca@

ALC (A1LC)

Metformin hydrochloride metformin hydrochloride (
AUC ) 20%
13.1
metformin
saxagliptin metformin hydrochloride
saxagliptin metformin hydrochloride
AlC (A1C) (FPG) (OGTT) 2
(PPG) AlC
(BMI)
saxagliptin metformin hydrochloride
metformin hydrochloride metformin saxagliptin
metformin hydrochloride
saxagliptin  glipizide 858 metformin
314 metformin
saxagliptin 5 mg saxagliptin
257 metformin  sulfonylurea saxagliptin
metformin 315 dapagliflozin  metformin
saxagliptin
24 metformin 500 mg 8
metformin 500 mg metformin 1000 mg
1500 mg AlC 24 metformin 0.1% (95%
0% 0.3%) metformin 1000 mg 0.3% (95% 0.1% 0.4%) metformin
1500 mg 0.1% (95% 0% 0.3%) metformin
metformin 2000 mg
metformin metformin
Saxagliptin
24 saxagliptin (A1C>7%
<10%) 365
saxagliptin 2.5 mg 5mg 2.5mg 5mg 5mg
metformin
saxagliptin 71 74
saxagliptin 5 mg 5mg AlC (
-0.4% -0.3%)
Saxagliptin Metformin
1306 24
saxagliptin metformin
(A1IC=8% <12%)

1

saxagliptin 5 mg + metformin 500 mg  saxagliptin 10 mg +

metformin 500 mg

saxagliptin 10 mg + metformin 500 mg + (saxagliptin
5mg saxagliptin 10 mg 5mg saxagliptin 10mg )
Saxagliptin metformin metformin
500 mg 2000 mg
pioglitazone
+ metformin saxagliptin 5 mg metformin AlC FPG PPG
(7
7 Saxagliptin Metformin 24

17
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Saxagliptin 5 mg
+ +
Metformin Metformin
N=320 N=328
AlLC (%) N=306 N=313
() 9.4 9.4
( ) 25 2.0
+ metformin ( ) 0.5t
95% (-0.7,-0.4)
ALC<7% 60%? (185/307) 41% (129/314)
(mg/dL) N=315 N=320
« ) 199 199
( N -60 -47
+ metformin ( ) 138
95% (-19, -6)
2 (mg/dL) N=146 N=141
« ) 340 355
( ) -138 -97
+ metformin ( D) 418
95% (-57, -25)
i (ITT) pioglitazone
¢
t + metformin  p < 0.0001
§ +metformin  p <0.05
Saxagliptin Metformin
743 24 metformin
(AIC=27% <10%) saxagliptin metformin
metformin ( 1500 mg 2550 mg) 8
2
metformin 2500 mg
metformin saxagliptin2.5mg 5mg 10 mg (saxagliptin
5mg saxagliptin 10 mg 5 mg 10mg
) pioglitazone Saxagliptin
metformin
metformin saxagliptin 2.5 mg 5 mg metformin
AIC FPG PPG ( 8) AlC 1
saxagliptin 2.5 mg
metformin 15% saxagliptin 5 mg metformin 13%
metformin 27%
8 Saxagliptin Metformin 24 *
Saxagliptin 2.5 mg Saxagliptin 5 mg
+ + +
Metformin Metformin Metformin
N=192 N=191 N=179
AlC (%) N=186 N=186 N=175
« ) 8.1 8.1 8.1
( N -0.6 -0.7 +0.1
( N -0.7¢ -0.8¢
95% (-0.9, -0.5) (-1.0, -0.6)

18
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ALC<7% 37%8 (69/186) 44%8 (81/186) 17% (29/175)
(mg/dL) N=188 N=187 N=176
« ) 174 179 175
( ) -14 -22 +1
( ) -16° -238
95% (-23,-9) (-30, -16)
2 (mg/dL) N=155 N=155 N=135
« ) 294 296 295
( ) -62 -58 -18
( ) 448 408
95% (-60, -27) (-56, -24)
* pioglitazone
+ metformin  p < 0.0001
§ + metformin  p <0.05
1 Saxagliptin Metformin AlC
*
0.4
- T
g 0.2 -
= il
2 DV
g R
= LR R o
=
O ;
c
[} )
N T,
X .AFC —_— Py ® J_ A
o ] A ¢ T i
2 -0.8 B R Ao A
-1.0
T T T T T T T T T
BL 4 6 8 12 16 20 24 24
LOCF
Weeks
—— ®  Saxadliptin 2.5 mg + Metformin
"""" A  Saxagliptin 5 mg + Metformin
S ®  Placebo + Metformin
* 24
24  (LOCF) pioglitazone
Saxagliptin Metformin Glipizide Metformin
52 858 metformin (A1C >6.5%
< 10%) saxagliptin  glipizide
metformin ( 1500 mg) 8
2 metformin (
1500-3000 mg)
metformin saxagliptin 5 mg glipizide 5mg Glipizide
metformin 18 glipizide glipizide 20 mg
FPG <110 mg/dL glipizide glipizide 50%
glipizide 20mg 21% glipizide 5mg Glipizide
15 mg
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52 saxagliptin glipizide metformin AlC
9) AlC (91% AlC <9%)
89 saxagliptin 1.1 glipizide
11 (p<0.0001)
9 Saxagliptin  Glipizide Metformin 52
*
Saxagliptin 5 mg Glipizide
+ +
Metformin Metformin
N=428 N=430
AlC (%) N=423 N=423
« ) 7.7 7.6
( N -0.6 -0.7
glipizide + metformin D) 0.1
95% (-0.02,-0.2)*
(mg/dL) N=420 N=420
« ) 162 161
( N -9 -16
glipizide + metformin ) 6
95% (2,11)3
* 3(ITT)
¢
t 0.35% saxagliptin + metformin glipizide + metformin
§
Saxagliptin ( metformin)
455 24 saxagliptin
(N=141) metformin (N=314)
(A1C>7.5% <11%) 8
( >30 <150 ) <20% ( )
4
( metformin)
saxagliptin 5 mg
>20%
saxagliptin 5 mg 24 AlC PPG (
10) saxagliptin 5 mg saxagliptin 5 mg metformin
AlC ( -0.4% -0.4%)
saxagliptin 23% 32%
saxagliptin 5 mg 53 55
saxagliptin 5 mg 2 5
10 Saxagliptin 24 *
Saxagliptin
5mg
+ +

(+/- Metformin)
N=304

(+/- Metformin)
N=151

ALC (%)

N=300

N=149

20
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( ) 8.7 8.7
( ) -0.7 -0.3
( ) 0.4
95% (-0.6,-0.2)
2 (mg/dL) N=262 N=129
( ) 251 255
( ) =27 —4
( f) =
95% (-37,-9)
* (ITT)
f metformin
t + p < 0.0001
§ + p <0.05
24 Saxagliptin AlLC<7%
17% (52/300) 7% (10/149)
Saxagliptin Metformin  Sulfonylurea
257 24 saxagliptin
metformin sulfonylurea (A1C=>7% <10%)
metformin (
1500mg) sulfonylurea ( 50% ) 8
2 /
saxagliptin ( 1 5mg) 24 24
metformin sulfonyurea
sulfonylurea ( )
metformin  sulfonyurea saxagliptin  metformin sulfonyurea AlC PPG
( 11) saxagliptin 5%
1 Saxagliptin Metformin Sulfonylurea *
Saxagliptin 5 mg
+ +
Metformin  Sulfonylurea Metformin
N=129 Sulfonylurea
N=128
AlC (%) N=127 N=127
8.4 8.2
—0.7 -0.1
T -0.7¢
95% (-0.9,-0.5)
2 (mg/dL) N=115 N=113
268 262
-12 5
T -17%
95% (=32, -2)
¢
i + metformin sulfonylurea p < 0.0001
§ + metformin sulfonylurea p <0.05
24 Saxagliptin metformin sulfonylurea
Al1C <7% 31% (39/127) 9% (12/127)
Saxagliptin Metformin SGLT2
315 24 HbAlc >7%
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<10.5% saxagliptin dapagliflozin ( SGLT2 ) metformin
54.6 1.6% 75 52.7% 87.9%
6.3% 4.1% 1.6% 7.7
HbAlc 7.9% eGFR 93.4 mL/min/1.73 m?
metformin ( >1500 mg) 8 16
metformin 10 mg dapagliflozin saxagliptin5mg  (N=153)
(N =162)
saxagliptin HbAlc ( 12)
12 Saxagliptin Dapagliflozin  Metformin 24  HbAlc
§
Saxagliptin 5 mg
(N=153) (N=162) '
Dapagliflozin Metformin
ALC (%)
( ) 8.0 7.9
( ) -0.5 -0.2
95% (-0.6, -0.4) (-0.3,-0.1)
( ) -0.4"
95% (-0.5,-0.2)
24
.
t
® Saxagliptin 6.5% (n=10) 3.1% (n=5) 24
HbAlc saxagliptin -~ 9.1% (11 1) 16.7% (6
1) 24 HbAlc
" p  <0.0001
24 HbAlc <7% saxagliptin 35.3% 23.1%
13.2
Saxagliptin SAVOR
saxagliptin (N=8280) (N
=8212) 97.5% 2
(event-driven trial)
40 A1C=6.5% ( >55 >60
) ( 21%)
( 79%)
(67%) (75%) 65 16% (
[eGFR]>30 <50 mL/min) (eGFR <30 mL/min) 13%
10 AlC 8.0% 5%
(metformin 69% 41% sulfonylurea 40% TZD
6%) ( [ACE]
[ARB] 79% statin 78% aspirin 75% - 62% aspirin 24%)
SAVOR (Major Adverse Cardiac Event, MACE)
SAVOR (M1)
MACE 1.3
13 SAVOR MACE
100 - 3.8 MACE saxagliptin 100 - 3.8 MACE Saxagliptin
MACE 1.00 95.1% (0.89 1.12) 1.12
1.3

22
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13 SAVOR (MACE)
Saxagliptin
100 - 100 - (95.1% CI)
(%) (%)
N=8280 - N=8212 -
= =16156.0
16308.8
(MACE)
613 (7.4) 3.8 609 (7.4) 3.8 1.00 (0.89, 1.12)
(CV) 245 (3.0) 15 234 (2.8) 14
233 (2.8) 14 260 (3.2) 1.6
(M)
135 (1.6) 0.8 115 (1.4) 0.7
2 MACE Kaplan-Meier
Saxagliptin
MACE
2 MACE
0.100+
--- P
! s
=
3
o
80,075+
o
5
(i
[}]
=
©0.050
3
E
3
O
3
QL
=
£ 0.025-
«©
Gl
x Saxagliptin (3)° 613/8280 = 7 4%
Placebo (P): 609/6212 =7 4%
Svs P HR (951% Cl)=100 (089, 1.12)
0.000+
0 180 360 540 720 800 1080
Days from Randomization
=P 8212 7983 7761 7267 4855 851
g5 8280 8071 7836 7313 4920 847
99% SAVOR 798 saxagliptin
(5.1%) (4.6%) ( 14 (HR 1.11
95.1% Cl 0.96 1.27)
14 SAVOR
Saxagliptin
100 - 100 - (95.1% CI)
(%) (%)
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N=8280 - N=8212 -
=16645.3 =16531.5

420 (5.1) 25 378 (4.6) 23 1.11 (0.96, 1.27)

269 (3.2) 16 260 (3.2) 16

151 (1.8) 0.9 118 (1.4) 0.7

14
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