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Supplemental Insulin Scale

Blood glucose . - -
mmol/L (mg/dL) Insulin Sensitive Usual Insulin Resistant

7-8-10.0 (141-180) 2 3 4
10-1-12-2 (181-220) 3 4 6
12-3-14-4 (221-260) 4 5 8
14-5-16-6 (261-300) 5 6 10
16-7-19-4 (301-350) 6 8 12
19-5-22-2 (351-400) 7 10 14
>22-2  (400) 8 12 16
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Figure 1—Changes in blood glucose concentrations in patients treated with glargine plus glu-
lisine (@) and with SSI (O). *P < 0.01; TP < 0.05.
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Figure 1—Changes in blood glucose concentrations in patients treated with glargine plus glu-
lisine (@) and with SSI (O). *P < 0.01; 9P < 0.05.
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Figure 1—Differences in glycemic control in medical and surgical patients with T2D treated with
basal-bolus (@ ) and basal plus (O) regimens. A: Mean daily BG levels. B: Mean BG levels before
meals and bedtime.
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Figure 1—Differences in glycemic control in medical and surgical patients with T2D treated with
basal-bolus (@ ) and basal plus (O) regimens. A: Mean daily BG levels. B: Mean BG levels before
meals and bedtime.
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292 patients assessed for eligibility

13 ineligible
1 blood glucose >22-22 mmol/L
1 received corticosteroids
—» 3 earlydischarges
2 withdrawn by primary team
3 high insulin dose
3 transferred to intensive care unit

\ 4

279 enrolled and randomised

2 withdrew consent and did not

¥ receive study drug

\ 4

277 received at least one dose of study drug

4 4

138 assigned to sitagliptin-basal 139 assigned to basal-bolus
138 completed study and 139 completed study and
included in the analysis included in the analysis
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All (n=277) Sitagliptin-basal Basal-bolus
(n=138) (n=139)
Sex
Male 166 (60%) 79 (57%) 87 (63%)
Female 111 (40%) 59 (43%) 52 (37%)
Ethnic origin
White 89 (32%) 45 (33%) 44 (32%)
Black 159 (57%) 81 (59%) 78 (56%)
Other 26 (9%) 12 (9%) 14 (10%)
Age (years) 56-9 (10-9) 56-8 (11-4) 57-1(10-4)
BMI (kg/m2) 352 (10-3) 35-4 (10-5) 35.0 (10-1)
Bodyweight (kg) 104-1 (31.7) 104-4 (32-6) 103-8 (30-9)
Duration diabetes (years) 10-3 (7-6) 10-2 (7-2) 10-3(8-0)
Admission service
Medicine 233 (84%) 114 (83%) 119 (86%)
Surgery 44 (16%) 24 (17%) 20 (14%)
Hospital length of stay (days) 4-0 (3-0-8-0) 4-0 (3-0-8-0) 4-0 (3-0-8-0)
Admission diabetes therapy (n=275)
Diet alone 33 (12%) 15 (11%) 18 (13%)
Oral drugs 116 (42%) 57 (41%) 59 (42%)
Insulin alone 66 (24%) 34 (25%) 32 (23%)
Insulin plus oral drugs 60 (22%) 31(22%) 29 (21%)
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All (n=277) Sitagliptin-basal Basal-bolus
(n=138) (n=139)
Glycaemic control at baseline
*HbA, (% [SD]) 8-7% (2-3) 8-7% (2-4) 8-6% (2-1)
*HbA,. <7% 72 (26%) 42 (30%) 30 (22%)
*HbA, 7%-<9% 110 (40%) 52 (38%) 58 (42%)
*HbA, >9% 92 (33%) 44 (32%) 48 (35%)
Admission random blood glucose 12-0 (6-0) 119 (6-1) 12-1(5-9)
concentration (mmol/L)
Randomisation blood glucose 117 (3-0) 11.8 (31) 116 (2-9)
concentration (mmol/L)
Randomisation blood glucose 105 (38%) 54 (39%) 51 (37%)
concentration <10 mmol/L
Randomisation blood glucose 172 (62%) 84 (61%) 88 (63%)
concentration >10 mmol/L
Primary diagnosis for patients admitted to medicine (n=233)
Cardiovascular 88 (37-8%) 48 (421%) 40 (33-6%)
Pulmonary 11 (4-7%) 7 (6:1%) 4 (3-4%)
Infection 74 (31-8%) 29 (25-4%) 45 (37-8%)
Renal 14 (6:0%) 10 (8-8%) 4 (3-4%)
Other 46 (19-7%) 20 (17-6%) 26 (21-8%)
Primary diagnosis for patients admitted to surgery (n=44)
Vascular 7 (15-9%) 4 (16-7%) 3(15-0%)
Orthopaedic 10 (22:7%) 2 (8-3%) 8 (40%)
Thoracic 2 (4-5%) 1(4-2%) 1(5-0%)
Soft-tissue infection 15 (34-1%) 13 (54-2%) 2 (10-0%)
Other 10 (22-8%) 4(16-6%) 6 (30-0%)
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All (n=277) Sitagliptin-basal Basal-bolus

% 46 3 (n=138) (n=139)
3J O~

Glycaemic control at baseline
*HbA,. (% [SD]) 87% (2-3) 8.7% (2-4) 8-6% (2-1)
*HbA,. <7% 72 (26%) 42 (30%) 30 (22%)
*HbA,. 7%-<9% 110 (40%) 52 (38%) 58 (42%)
*HbA,. >9% 92 (33%) 44 (32%) 48 (35%)
Admission random blood glucose 12-0 (6-0) 119 (6-1) 12-1(5-9)
concentration (mmol/L)
Randomisation blood glucose 117 (3-0) 118 (3-1) 11-6 (2-9)
concentration (mmol/L)
Randomlsatlon bIood glucose 105 (38%) 54 (39%) 51 (37%)

IR (EMEF THRE(FRL)

288 RE(F7R

Cardiovascular 88 (37-8%) 48 (42-1%) 40 (33-6%)
Pulmonary 11 (4-7%) 7 (6:1%) 4 (3-4%)
Infection 74 (31-8%) 29 (25-4%) 5 (37-8%)
Renal 14 (6:0%) 10 (8-8%) 4 (3:4%)
Other 46 (19:7%) 20 (17-6%) 26 (21-8%)

Primary diagnosis for patients admitted to surgery (n=44)
Vascular 7 (15-9%) 4 (16-7%) 3(15-0%)
Orthopaedic 10 (22-7%) 2(8-3%) 8 (40%)
Thoracic 2 (4-5%) 1(4-2%) 1(5-0%)
Soft-tissue infection 15 (34-1%) 13 (54-2%) 2 (10-0%)

Other 10 (22-8%) 4 (16-6%) 6 (30-0%)
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Figure 2: Mean daily blood glucose concentrations



Primary outcome
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» Sitagliptin-basal vs. basal-bolus

171 mg/dL(SD 48.6) vs. 169 mg/dL(SD 48.6)
72 1.8mg/dL (95% Cl, -10.8 to 12.6 mg/dL)
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Figure 2: Mean daily blood glucose concentrations



Secondary outcome

All (n=277) Sitagliptin-basal Basal-bolus p value*
(n=138) (n=139)
Glycaemic control
Blood glucose concentration after 9-4 (2-7) 9-5(2-7) 9-4(2-7) 0-79
first day of treatment (mmol/L)
Mean percentage of blood glucose 30-2(26-2) 30-7 (28-0) 29-7 (24-4) 0-98
readings between 3-9-7-8 mmol/L
Mean percentage of blood glucose 58-3 (30-8) 57-0 (31.5) 59-6 (30-1) 0-58
readings between 3-9-10-0 mmol/L
Mean percentage of blood glucose 23-4(20-8) 23-3(21-8) 23-5(19-9) 0-78
readings between 5-6-7-8 mmol/L
Mean percentage of blood glucose 157 (23-1) 14-8 (22-1) 16-7 (24-1) 0-59
readings >13-3 mmol/L
Treatment failures
Number of treatment failures 48 (17%) 22 (16%) 26 (19%) 0-54
Day of treatment failure 2-0(2:0-3-0) 2-0(2-:0-3-0) 2.0(2-0-3-:0) 0-84
NTAN Vs = N\ _ -_——— ~
oAV IEIY RO—-)LICBRERU




Secondary outcome

All (n=277) Sitagliptin-basal Basal-bolus p value*
(n=138) (n=139)

Insulin therapy
Total insulin dose (units per day) 29-1(18-9) 241 (16-2) 34-0 (20-1) <0-0001
Total daily dose (units per kg) 0-3(0-2) 0-2(0-1) 0-3(0-2) <0-0001
Total glargine (units per day) 17-3 (11.5) 17-9 (12-5) 16-8 (10-4) 0-94
Total prandial rapid-acting insulin 6-1(8-1) 0-4 (1-9) 11-7 (7-9) <0-0001
(units per day)
Total supplemental rapid-acting 5.7 (5-2) 5-8 (5-7) 5-5(4-7) 0-91
insulin (units per day)
Number of injections per day 2:7(1-0) 2:2(11) 2-9 (0-9) <0-0001
during hospital stay
Number of injections per day on 2:6(12) 2:1(13) 2-:9(1-1) <0-0001

days 2-10 of study
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Secondary outcome

All (n=277) Sitagliptin-basal Basal-bolus p value*
(n=138) (n=139)

Complications
Total number of complications 23 (8:3%) 13 (9-4%) 10 (7-2%) 0-65
Infections 4 (1-4%) 2 (1-4%) 2 (1-4%) >0-99
Acute respiratory failure 3(1-1%) 2 (1-4%) 1(0-7%) 0-62
Acute kidney injury 13 (4-7%) 7 (51%) 6 (4-3%) 0-79
Reoperation 2 (0-7%) 1(0-7%) 1(0-7%) >0-99
Myocardial infarction 1(0-4%) 0 1(0-7%) >0-99
Hypoglycaemic events
Number of blood glucose tests given 3847 1947 1900
Patients with any blood glucose 30 (11%) 13 (9%) 17 (12%) 0-45
reading <3-9 mmol/L
Percentage of blood glucose 42 (1-1%) 19 (1-0%) 23 (1-2%) 0-47
readings <3-9 mmol/L
Patients with any blood glucose 0 0 0
reading <2-2 mmol/L
Percentage of blood glucose 0 0 0

readings <2-2 mmol/L



Secondary outcome

All (n=277) Sitagliptin-basal Basal-bolus p value*
(n=138) (n=139)
Complications
Total number of complications 23 (8-:3%) 13 (9-4%) 10 (7-2%) 0-65
Infections 4 (1-4%) 2 (1-4%) 2 (1-4%) >0-99

« {EM#E(SSitagliptin+basal vs. Basal+bolus™C
13(9%) vs. 17(12%) P=0.45 & Z=(F7xD o 7

« ANBREHHE. ABRETER. EBRICER

Percentage of blood glucose 42 (1-1%) 19 (1-0%) 23 (1-2%)
readings <3-9 mmol/L

Patients with any blood glucose 0 0 0
reading <2-2 mmol/L

Percentage of blood glucose 0 0 0
readings <2-2 mmol/L

0-47



Secondary outcome
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Sitagliptin-basal Basal-bolus P value
Complications 13 (9-4%) 10 (7-2%) 0-52
Cardiovascular complications 0 (0%) 1 (0:7%) >0-99
Myocardial infarction 0 (0%) 1 (0:7%) >0-99
Arrhytmia 0 (0%) 0 (0%) >0-99
Congestive Heart Failure 0 (0%) 0 (0%) >0-99
Acute kidney injury 7 (5:1%) 6 (4:3%) 0-79
Reoperation 1 (0:7%) 1 (0:7%) >0-99
Infections 2 (1-4%) 2 (1-4%) >0-99
Wound infection 0 (0%) 1 (0:7%) >0-99
Urinary Tract infection 2 (1-4%) 1 (0:7%) 0.62
Pneumonia 0 (0%) 0 (0%) >0-99
Bacteremia 0 (0%) 0 (0%) >0-99
Acute Respiratory Failure 2 (1-4%) 1 (0:7%) 0.62
Other complications

Stroke 1 (0-7%) 1 (0-7%) >0-99
Pancreatitis 0 (0%) 1 (0:7%) >0-99
DVT/VTE 1 (0-7%) 0 >0-99
Gastrointestinal Bleed 0 (0%) 1 (0:7%) >0-99
Blood transfusion 1 (0:7%) 0 (0%) >0-99
Death 0 (0%) 0 (0%) >0-99
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2 V5 LME/EEikE
Participants and _investigators were not masked to
treatment allocation. Patients were randomly assigned (1:1)
to one of two treatment regimens: either sitagliptin
(Januvia; Merck) and basal insulin glargine (Lantus;
Sanofi-Aventis) once daily (the sitagliptin—basal group) or
to a basal-bolus insulin regimen with glargine once daily
and rapid-acting insulin lispro (Humalog; Eli Lilly) or
aspart (Novolog, Novo Nordisk) before meals. Research
pharmacists at each institution received from a statistician
a__computer-generated randomisation table to assign
patients (1:1) with block stratification according to
randomisation blood glucose (higher or lower than
11-1 mmol/L). Research pharmacists coordinated the
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Limitation

* MADHEE E. SNBENABEERIETETLZRL

- ICUEBE. EERBIRR. BEX. eGFR<30mL/min/1.73m?
DEE. BEEOSMPE (MAEE> 400 mg/dL) .

1BO#HA VR VE>0.6811/kg/B D EE IR
—ZFDEXSBRBEFEELA VAU VEEDAHRL




Limitation
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EBM®D3EE 5 steps
Stepl BRIDEIRL(PICO)
Step2 BWXDRRK

Step3 FHEXD#LFIBYISTR

Stepd JEHINDEG

Step5 Stepl1-40BEBEL
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EBM®D3EE 5 steps
Stepl BRIDEIRL(PICO)
Step2 BWXDRRK

Step3 FHEXD#LFIBYISTR

Stepd TEAINDEIE

Step5 Stepl1-408EBL




Step5:Step1-4DsHh

» Step1:ZERBDEXIL(PICO)
BRRB R BRI ZPICOIC BT XD B ENTEE

» Step2: FHEXDRR
PubMed®Clinical Queriesh SREBREITHXIC PO LR TE:

» Step3:5EXX DO HLHIFIISTR
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