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Supplementary Table S1 Mean doses and dose ranges of background AHA at baseline
	Background AHA
Mean Dose (mg); Dose Range (mg)
	Treatment Group

	
	Omarigliptin
N = 389
	Placebo
N = 196

	Sulfonylureas

	Gliclazide
	n = 10
	n = 2

	
	44.0; 40 – 80
	40.0; 40 – 40

	Glimepiride  
	n = 114
	n = 57

	
	1.64; 0.5 – 6
	1.61; 0.5 – 6

	Glibenclamide (glyburide)
	n = 2
	n = 4

	
	1.88; 1.25 – 2.5
	2.81; 1.25 – 5

	Glinides

	Mitiglinide
	n = 39
	n = 18

	
	28.2; 15 – 30
	26.1; 15 – 30

	Nateglinide
	n = 14
	n = 12

	
	257.1; 90 – 270
	277.5; 270 – 360

	Repaglinide
	n = 12
	n = 4

	
	1.38; 0.75 – 1.5
	1.50; 1.5 – 1.5

	α-glucosidase inhibitors

	Acarbose
	n = 3
	n = 5

	
	250.0; 150 – 300
	300.0; 300 – 300

	Miglitol
	n = 26
	n = 9

	
	137.5; 50 – 225
	138.9; 50 – 150

	Voglibose
	n = 38
	n = 18

	
	0.76; 0.6 – 0.9
	0.77; 0.6 – 0.9

	Biguanide

	Metformin
	n = 66
	n = 33

	
	878.8; 500 – 2250
	757.6; 500 – 1500

	Thiazolidinedione

	Pioglitazone
	n = 65
	n = 34

	
	22.2; 15 – 30
	20.3; 15 – 45






Supplementary Table S2 Adverse events summary, specific AEs by SOC with incidence 5% and incidences of symptomatic hypoglycemia in the placebo/omarigliptin group after Week 24 through Week 52 in the overall population and for each background AHA stratum.

	Patients, n (%)
	
Sulfonylurea
+ Placebo / Omarigliptin 
(Weeks 24 - 52)
n = 62
	
Glinide
+ Placebo / Omarigliptin
(Weeks 24 - 52)
n = 32
	
Biguanide
+ Placebo / Omarigliptin
(Weeks 24 - 52)
n = 33
	
Thizolidinedione
+ Placebo / Omarigliptin
(Weeks 24 - 52)
n = 34
	α-glucosidase inhibitor
+ Placebo / Omarigliptin
(Weeks 24 - 52)
n = 30
	
Overall
+ Placebo / Omarigliptin
(Weeks 24 - 52)
n = 191

	With one or more 
    AEs 
    Drug-relateda AEs 
    Serious AEs 
    Serious drug-relateda AEs
    Who died
Who discontinued due to 
    An AE
    A drug-relateda AE 
    A serious AE
    A serious drug-relateda AE
	
35 (56.5)
5 (8.1)
3 (4.8)
0 (0.0)
0 (0.0)

1 (1.6)
0 (0.0)
1 (1.6)
0 (0.0)
	
19 (59.4)
2 (6.3)
1 (3.1)
0 (0.0)
0 (0.0)

0 (0.0)
0 (0.0)
0 (0.0)
0 (0.0)
	
22 (66.7)
0 (0.0)
1 (3.0)
0 (0.0)
0 (0.0)

0 (0.0)
0 (0.0)
0 (0.0)
0 (0.0)
	
20 (58.8)
0 (0.0)
2 (5.9)
0 (0.0)
0 (0.0)

1 (2.9)
0 (0.0)
1 (2.9)
0 (0.0)
	
16 (53.3)
1 (3.3)
0 (0.0)
0 (0.0)
0 (0.0)

0 (0.0)
0 (0.0)
0 (0.0)
0 (0.0)
	
112 (58.6)
8 (4.2)
7 (3.7)
0 (0.0)
0 (0.0)

2 (1.0)
0 (0.0)
2 (1.0)
0 (0.0)

	With specific AEs with incidence 5%  in 1 treatment group, by SOCb
    Gastrointestinal disorders
        Dental caries
    Infections and infestations
        Bronchitis      
        Nasopharyngitis
        Upper respiratory tract infection
    Metabolism and nutrition disorders
        Hypoglycemia 
    Musculoskeletal and connective tissue disorders
       Back pain
    Respiratory, thoracic and mediastinal disorders
        Upper respiratory tract inflammation
    Skin and subcutaneous tissue disorders
        Rash
	


1 (1.6)

2 (3.2)
11 (17.7)
1 (0.6)

6 (9.7)

2 (3.2)

3 (4.8)

0 (0.0)
	


0 (0.0)

0 (0.0)
7 (21.9)
0 (0.0)

0 (0.0)

3 (9.4)

1 (3.1)

0 (0.0)
	


0 (0.0)

2 (6.1)
10 (30.3)
2 (6.1)

0 (0.0)

2 (6.1)

2 (6.1)

0 (0.0)
	


2 (5.9)

3 (8.8)
5 (14.7)
0 (0.0)

0 (0.0)

0 (0.0)

0 (0.0)

3 (8.8)
	


0 (0.0)

0 (0.0)
3 (10.0)
0 (0.0)

0 (0.0)

3 (10.0)

1 (3.3)

0 (0.0)
	


3 (1.6)

7 (3.7)
36 (18.8)
3 (1.6)

6 (3.1)

10 (5.2)

7 (3.7)

3 (1.6)

	With one or more AE of symptomatic hypoglycemiac
	5 (8.1)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	5 (2.6)

	aDetermined by the investigator to be related to the drug.
bSystem organ class defined by the Medical Dictionary for Regulatory Activities (MedDRA) classification system.
cPrespecified AE of interest; symptomatic hypoglycemia: episode with clinical symptoms consistent with hypoglycemia, without regard to glucose level.



Supplementary Table S3 Change from baseline in body weight (kg) at Weeks 24 and 52.
	Time
	Sulfonylurea
	Glinide
	Biguanide
	Thiazolidinedione
	
α-glucosidase inhibitor

	
	Omarigliptin
n = 126
	Placebo
n = 63
	Omarigliptin
n = 65
	Placebo
n = 34
	Omarigliptin
n = 66
	Placebo
n = 33
	Omarigliptin
n = 65
	Placebo
n = 34
	Omarigliptin
n = 67
	Placebo
n = 32

	Week 24
	0.18
(-0.14, 0.49)
	-1.09
(-1.54, -0.65)
	0.23
(-0.37, 0.82)
	-0.50
(-1.53, 0.53)
	-0.19
(-0.67, 0.28)
	-1.03 
(-2.02, -0.03)
	0.56 
(0.10, 1.01)
	0.23 
(-0.51, 0.97)
	0.09 
(-0.36, 0.54)
	-1.27 
(-1.91, -0.62) 

	
	+ Omarigliptin

	Week 52
	0.55
(0.23, 0.87)
	-0.06
(-0.51, 0.40)
	0.35
(-0.31, 1.01)
	0.95
(-0.29, 2.19)
	0.53
(-0.05, 1.11)
	0.32
(-0.90, 1.54)
	1.26
(0.40, 2.12)
	1.31
(-0.07, 2.69)
	0.42
(-0.11, 0.95)
	-1.19
(-1.97, -0.42)

	Data shown are least squares mean (95% confidence interval) based on the longitudinal data analysis models described in the Statistical Analyses section.







Supplementary Table S4 Percentage of patients achieving an HbA1c goal of <7.0% and HbA1c of <6.5% (%) at Weeks 24 and 52.

	Patients at Goal
(%)
	Sulfonylurea
	Glinide
	Biguanide
	Thiazolidinedione
	
α-glucosidase inhibitor

	
	Omarigliptin
n = 126
	Placebo
n = 63
	Omarigliptin
n = 65
	Placebo
n = 34
	Omarigliptin
n = 66
	Placebo
n = 33
	Omarigliptin
n = 65
	Placebo
n = 34
	Omarigliptin
n = 67
	Placebo
n = 32

	Week 24
	

	HbA1c <7.0%
	33.3
	3.2
	35.4
	2.9
	60.2
	3.0
	46.9
	8.8
	49.3
	9.4

	HbA1c <6.5%
	 7.1
	0.0 
	3.1
	0.0
	16.7
	0.0
	9.2
	0.0
	9.0
	3.1

	Week 52
	+ Omarigliptin

	HbA1c <7.0%
	23.0
	23.8
	27.7
	35.6
	35.0
	24.2
	34.0
	32.4
	41.8
	50.3

	HbA1c <6.5%
	5.6
	3.2
	4.6
	5.9
	12.1
	6.1
	12.3
	5.9
	9.0
	6.3

	Missing data for HbA1c were imputed based on the longitudinal data analysis models as described in the Statistical Analyses section.
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Supplementary Table S5  Incidences of specific AEs of interest in a pooled analysis of omarigliptin Phase 2/3 trials. Data are expressed as frequency (n [%]).  
	AE term
	Omarigliptin-exposed
N = 4,467
	Non-exposed
N = 3,900

	Diabetic retinopathy
	24 (0.5)
	18 (0.5)

	Retinopathy
	2 (0.0)
	8 (0.2)

	Dermatitis
	17 (0.4)
	12 (0.3)

	Dermatitis, allergic
	10 (0.2)
	8 (0.2)

	Dermatitis, atopic
	5 (0.1)
	2 (0.1)

	Dermatitis contact
	9 (0.2)
	9 (0.2)

	Eczema
	28 (0.6)
	15 (0.4)






Supplementary Figure S1 HbA1c change from baseline (%) through Week 52 in the placebo/omarigliptin treatment groups by background AHA;  sulfonylurea; o glinide; biguanide; thiazolidinedione; α-glucosidase inhibitor; based on the longitudinal data analysis model described in the Statistical Analyses section. 





Description of Phase 2/3 trials included in the pooled analysis of omarigliptin safety
The pooled analysis of Phase 2/3 trials included data from 10 randomized, double-blind, placebo- and active-controlled studies (listed below).  The trials included 8,367 subjects: 4,467 patients who were exposed to omarigliptin (referred to as omarigliptin-exposed) and 3,900 patients exposed to placebo or active comparator (referred to as non-exposed). The pooled analysis included data after glycemic rescue because that approach to the analysis provided the longest exposure to omarigliptin.
The data cut for the analysis was 15-Jan-2016 at which time all trials, except the P018 (Cardiovascular Safety Trial) and P024 (Add-on to Metformin Study) were completed.  This analysis did not include the 28-week open-label periods of P015 (Japan Add-on Trial) and P020 (Japan Monotherapy Trial), since there was no non-exposed comparator in those periods. At that time the mean duration of exposure was 392 days for the omarigliptin-exposed group and 389 days for the non-exposed group.ss
The studies included in the pooled analyses were:
1. P006 (Phase 2b Dose-range Finding Trial; ClinicalTrials.gov: NCT01217073)
2. P011 (Monotherapy Trial; ClinicalTrials.gov: NCT01717313) Phase A and B
3. P015 (Japan add-on to AHA Trial; ClinicalTrials.gov: NCT01697592) (24-week placebo-controlled period)
4. P016 (Non-inferiority to Sulfonylurea Trial; Clinical Trials.gov: NCT01682759)
5. P018 (Cardiovascular Safety Trial; ClinicalTrials.gov: NCT01703208) data cut of January 15, 2016; this study was terminated early
6. P020 (Japan Monotherapy Trial; ClinicalTrials.gov: NCT01703221) (24-week placebo- and sitagliptin-controlled period)
7. P022 (Add-on to Metformin + Sulfonylurea Trial; Clinical Trials.gov: NCT01704261)
8. P024 (Add-on to Metformin Trial; ClinicalTrials.gov: NCT01755156) Phase A with cut of January 15, 2016 for Phase B. Phase A was placebo-controlled and Phase B was an extension with active control.  Last-patient-last-visit for this trial was March 16, 2016
9. P026 (Non-inferiority to Sitagliptin Trial; ClinicalTrials.gov: NCT01841697)
10. P027 (Metformin Intolerant and Contraindicated Trial; ClinicalTrials.gov: NCT01863667)
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