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Online Appendix

Sitagliptin Study 021 Investigator list
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Online Figure 1. Overall disposition of patients and baseline demographics and
characteristics of randomized patients. Data are expressed as mean =+ standard deviation

or frequency (n [%]).

Screened: N =1807

Randomized: N =741

Excluded N = 1066

Reasons for exclusions:
Inclusion/exclusion criteria: n = 892
Patient withdrew consent: n=119
Lost to follow-up: n =29

Protocol deviation: n=13

Adverse experience: n= 10

Patient moved: n=3

Placebo: N=253

Age, yrs: 543 +10.1

Gender, n (%)
Women: 123 (48.6)
Men: 130 (51.4)

Race, n (%)
Asian: 34 (13.4)
Black: 16 (6.3)
Hispanic: 64 (25.3)
Caucasian: 127 (50.2)
Other: 12 (4.7)

Weight, kg: 85.0 +18.1
BMI, kg/m* 30.8+5.5

Diabetes History
Known duration, yrs: 4.6 £4.7
Not on OHA at screening,
n (%): 129 (51.0)

AlC, % 8.0+0.8

A1C distribution, n (%)
AIC <8%: 132(52.2)
A1C >8% to <9%: 85 (33.6)
A1C>9%: 36(14.2)

FPG, mmol/L: 9.8+2.3

Sitagliptin 100 mg g.d.: N=238

Age, yrs: 53.4+95

Gender, n (%)
Women: 102 (42.9)
Men: 136 (57.1)

Race, n (%)
Asian: 32 (13.4)
Black: 10 (4.2)
Hispanic: 58 (24.4)
Caucasian: 122 (51.3)
Other: 16 (6.7)

Weight, kg: 85.0 + 18.4
BMI, kg/m* 303 +5.2

Diabetes History
Known duration, yrs: 4.3 £4.9
Not on OHA at screening,
n (%): 124 (52.1)

AIC,%: 8.0+£0.9

A1C distribution, n (%)
A1C <8%: 135(57.2)
A1C >8% to <9%: 62 (26.3)
A1C >9%: 39(16.5)

FPG, mmol/L: 9.5+24

Completed n (%) =216 (85.3)
Discontinued n (%) =37 (14.7)

Reasons for discontinuations:
Clinical adverse experience: n=4
Laboratory adverse experience: n =1
Lack of efficacy: n=9

Lost to follow-up: n=2
Discontinued for other: n=15
Patient moved: n=1

Patient withdrew consent: n=11
Protocol deviation: n=4

Completed n (%) =209 (87.8)
Discontinued n (%) =29 (12.2)

Reasons for discontinuations:
Clinical adverse experience: n=>5
Laboratory adverse experience: n=0
Lack of efficacy: n=3

Lost to follow-up: n=5
Discontinued for other: n=2
Patient moved: n=3

Patient withdrew consent: n= 10
Protocol deviation: n=1

Sitagliptin 200 mg g.d.: N =250

Age, yrs: 54.9+10.1

Gender, n (%)
Women: 133 (53.2)
Men: 117 (46.8)

Race, n (%)
Asian: 37 (14.8)
Black: 12 (4.8)
Hispanic: 53 (21.2)
Caucasian: 132 (52.8)
Other: 16 (6.4)

Weight, kg: 83.7+19.2
BMI, kg/m* 303+5.4

Diabetes History
Known duration, yrs: 4.3 £4.7
Not on OHA at screening,
n (%): 125 (50.0)

Al1C,%: 8.1+£0.9

A1C distribution, n (%)
A1C <8%: 129 (51.6)
A1C >8% to <9%: 69 (27.6)
A1C >9%: 52 (20.8)

FPG, mmol/L: 9.7+2.6

Completed n (%) =214 (85.6)
Discontinued n (%) =36 (14.4)

Reasons for discontinuations:
Clinical adverse experience: n =4
Laboratory adverse experience: n =0
Lack of efficacy: n=35

Lost to follow-up: n=4
Discontinued for other: n=3
Patient moved: n=1

Patient withdrew consent: n=17
Protocol deviation: n=2
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Online Table 1. Baseline and Week 24 data from 3-point meal tolerance tests and LS
mean change from baseline to study endpoint with sitagliptin or placebo treatment

n Week 0 Week 24 LS mean change
(Baseline) from baseline
Mean = SD Mean = SD (95% CI)
2-hour post-meal glucose, mmol/L
Placebo 204 15.0+4.1 14.8+5.0 -0.1 (0.6 t0 0.4)
Sitagliptin 100 mg q.d. 201 14.3+4.0 11.7+4.1 -2.7 (-3.2 to -2.2)*
Sitagliptin 200 mg q.d. 205 14.7+4.5 11.5+4.1 -3.1(-3.6 to -2.6)*
Glucose total AUC, mmolhr/L
Placebo 201 273+64 272+82 0.0 (-0.8 t0 0.8)
Sitagliptin 100 mg q.d. 198 26.4+6.1 22.9+6.5 -3.6 (4.4 to -2.9)*
Sitagliptin 200 mg q.d. 202 26.9+6.4 22.2+6.3 -4.8 (-5.5 to -4.0)*
Insulin total AUC, pmolhr/L
Placebo 188 | 694.8+454.2 | 603.6+401.4 | -94.2 (-133.8 to -54.0)
Sitagliptin 100 mg q.d. 185 | 730.2+481.2 | 697.8+435.6 | -26.4 (-66.6 to 13.8)"
Sitagliptin 200 mg q.d. 180 | 676.2+4452 | 717.6+512.4 | 354 (-5.410 76.2)*
C-peptide total AUC nmolhr/L
Placebo 193 39+1.6 38+1.6 -0.1(-0.2t0 0.1)
Sitagliptin 100 mg q.d. 196 41+1.6 43+15 0.3 (0.1to 0.4)*
Sitagliptin 200 mg q.d. 194 39+1.6 43+1.7 0.4 (0.2 to 0.5)*
Insulin AUC/Glucose AUC ratio
Placebo 185 28.0+21.8 262+242 | -2.0(-4.0t0 0.1)
Sitagliptin 100 mg q.d. 182 30.1£23.0 323+21.7 |24(02t04.4)
Sitagliptin 200 mg q.d. 178 28.0+22.4 356+£29.6 | 7.6(5.41t09.7)*

*p < 0.001 for LS mean difference for sitagliptin 100 or 200 mg vs. placebo;
Tp <0.05 for LS mean difference for sitagliptin 100 mg vs. placebo;
To convert glucose values from mmol/L to mg/dL, divide by 0.05551.
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Online Table 2. Number (%) of patients with specific clinical and laboratory adverse
experiences (incidence >2% in one or more treatment groups)

Placebo Sitagliptin Sitagliptin
100 mg q.d. 200 mg q.d.
(N =253) (N =238) (N =250)
Clinical Adverse Experiences*, n (%)
Constipation 3(1.2) 9 (3.8) 7 (2.8)
Fatigue 5(2.0) 3(1.3) 3(1.2)
Influenza 12 (4.7) 11 (4.6) 10 (4.0)
Nasopharyngitis 12 (4.7) 17 (7.1) 15 (6.0)
Pharyngitis 1(0.4) 5(2.1) 5(2.0)
Sinusitis 6(2.4) 2 (0.8) 7(2.8)
Upper Respiratory Tract Infection 22 (8.7) 21 (8.8) 22 (8.8)
Cough 8(3.2) 6 (2.5 52.0)
Pharyngolaryngeal Pain 2 (0.8) 3(1.3) 7(2.8)
Urinary Tract Infection 7(2.8) 5(2.1) 8(3.2)
Viral Infection 5(2.0) 2 (0.8) 2 (0.8)
Blood Glucose Increased 8(3.2) 3(1.3) 624
Hyperglycemia 5(2.0) 5(2.0) 1(0.4)
Arthralgia 7(2.8) 3(1.3) 10 (4.0)
Back Pain 11 (4.3) 4(1.7) 5(2.0)
Myalgia 3(1.2) 52.1) 5(2.0)
Neck Pain 52.0) 0 (0.0) 1(0.4)
Pain in Extremity 624 3(1.3) 6124
Dizziness 4 (1.6) 3(1.3) 12 (4.8)
Headache 12 (4.7) 11 (4.6) 11 (4.4)
Hypertension 5(2.0) 6 (2.5) 8(3.2)
Laboratory Adverse Experiences*, n/N (%)
Creatine Phosphokinase Increased 4/249 (1.6) 8/234 (3.4) 2/245 (0.8)
Fasting Blood Glucose Increased 11/248 (4.4) 6/234 (2.6) 3/245 (1.2)
Urine Microalbumin Present 7/231 (3.0) 2/210 (1.0) 6/222 (2.7)

recorded post-randomization.

* includes data after initiation of glycemic rescue therapy (metformin);
n/N (%) = number of laboratory adverse experiences expressed as number of patients with
laboratory adverse experience/ number of patients for whom the laboratory test was




