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Statistical analyses

Hierarchical testing procedure

Hierarchical testing was used to control the type I error rate (false positive results) for the confirmatory
secondary endpoints. This scheme included a fixed ordering of the confirmatory secondary endpoints
(Number of confirmed hypoglycemic episodes; Change in FPG after 52 weeks of treatment; Within-
subject variability in pre-breakfast PG; and Responders for A1C <7% at end of trial without confirmed
hypoglycemia who had been exposed to trial drug for at least 12 treatment weeks) to be tested for the
superiority of insulin degludec to insulin glargine, if insulin degludec was shown to be non-inferior to
insulin glargine in changing A1C from baseline to a non-inferiority limit of 0.4%. The non-inferiority
criteria was determined as per recommendation in the 2008 FDA guidance (22) which states, “Typically,
we accept a noninferiority margin of 0.3 or 0.4 HbAlc percentage units provided thisis no greater than
a suitably conservative estimate of the magnitude of the treatment effect of the active control in previous
placebo-controlled trials.” Superiority could only be confirmed for endpoints when all previous
hypotheses were confirmed.

Sensitivity Analyses

Sensitivity analyses were performed using the full analysis set. All observed HbA ;. measurements
available for randomized subjects at scheduled times of measurement were analyzed in a linear mixed
model (repeated measure model) using an unstructured residual covariance matrix (if possible). This
approach relies on the assumption that data were missing at random according to the taxonomy defined
by Rubin (1). The results were compared to the results of the last-observation-carried-forward (LOCF)
method for dealing with missing data.

Change in HbA ;. from baseline was also analyzed using a model (simple model) with only treatment as
fixed factor and baseline HbA | as covariate to assess the sensitivity of the results to inclusion/exclusion
of fixed factors and covariates.

9-point SMBG Analyses

Participants measured blood glucose with a glucose meter (Abbott Diabetes Care, Abbot Park, IL, USA)
with test strips calibrated to plasma values, to obtain plasma glucose readings. The 9-point profile
included measurements before and 90 minutes after breakfast, lunch and main evening meal,
measurements prior to bedtime and at 4 am, and before breakfast the following day.

A mixed effect model was fitted to the 9-point profile data. The model included treatment, time,
interaction between treatment and time, antidiabetic therapy at screening, sex and region as fixed
factors, age and relevant baseline value as covariate and subject as random effect. From the model, mean
profile by treatment and relevant treatment differences were estimated.

Methodology for plotting graphs on confirmed hypoglycemia

The graphs plotting the mean cumulative number of episodes per participant against the study timeline
(shown in Fig. 2) were constructed using a Kaplan-Meier technique, calculating the number of events
per patient under risk at small intervals and accumulating over time.

The rate of hypoglycemia (expressed as episodes per PYE) can be read at 52 weeks i.e. cumulative
across all 52 weeks. The slope of the curve depicts the change in hypoglycemic rate over time. The
nocturnal confirmed hypoglycemic episodes constitute a subset of all episodes and are reported at a
lower rate. The Y-axis scale is adapted to the total number of episodes for overall and nocturnal
confirmed hypoglycemia to allow easy assessment of the absolute rate across the study timelines.
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Reasons for withdrawal of participants

Adverse events leading to withdrawal

Twenty (2:6%) participants in the insulin degludec group and five (1-9%) participants in the insulin
glargine group were withdrawn due to adverse events (AEs). Interpretation of these data must consider
the 3:1 randomization of participants to the insulin degludec and insulin glargine treatment groups.
Twenty participants in the insulin degludec group were withdrawn for 25 AEs. Of these, 12 were non-
serious events of mild severity: injection site pain, nausea (two events), vomiting, headache (two
events), eczema, Type 1 diabetes mellitus, nephropathy, weight gain, dizziness and urticaria. Three were
non-serious events of moderate severity: diarrhea, renal impairment and abdominal pain. Two were
serious events of moderate severity: ischemic stroke and thyroid cancer. Eight were serious, severe
events: unstable angina, primary atypical pneumonia, abdominal pain, chest pain, hypersensitivity, colon
cancer, cerebral infarction and diabetic ketoacidosis.

Five participants in the insulin glargine group were withdrawn for six AEs. Of these, two were non-
serious events of moderate severity: macular degeneration and dizziness. Four were serious, severe
events: hypoglycaemia, urosepsis, fibula fracture and colitis.

Participants withdrawn for ineffective therapy

Seven (0-9%) participants in the insulin degludec group and two (0-8%) participants in the insulin
glargine group were withdrawn due to ineffective therapy as judged by the Investigator. Per protocol,
the withdrawal criterion (WC) for lack of effect was defined as follows: After week 12, if the subject
had not had a reduction in A1C and had a pre-breakfast SMBG reading corresponding to plasma glucose
of >13-3 mmol/l (> 240 mg/dl) on three consecutive days despite appropriate dose adjustments, the
subject was to contact the Investigator and come in for an unscheduled visit as soon as possible (within 2
weeks). The next scheduled visit was not to be awaited. A fasting plasma glucose (FPG) would have to
be obtained and analyzed by the central laboratory. If this FPG exceeded 13-3 mmol/l (>240 mg/dl) and
no treatable cause for the hyperglycemia had been diagnosed, the subject had be withdrawn. Of the
seven participants withdrawn in the insulin degludec group only one participant met the WC completely;
five participants met the WC partially; and one participant was withdrawn in error. Of the two
participants withdrawn in the insulin glargine group, one participant met the WC completely and one
met the WC partially.

‘Other’ reasons for withdrawal in participants who received treatment

Seventy-seven (10-0%) participants in the insulin degludec group and 30 participants (11:7%) in the
insulin glargine group were withdrawn due to ‘other’ reasons after receiving treatment. Interpretation of
these data must consider the 3:1 randomization of participants to the insulin degludec and insulin
glargine treatment groups.

The most common ‘other’ reasons for withdrawal included randomization in error (degludec: 30;
glargine: 12) and withdrawal of informed consent (degludec: 25; glargine: 10). Of the participants who
withdrew informed consent, one (glargine) was withdrawn due to generally weak condition after the
treatment of coronary atherosclerosis and was unable to attend further visits and one (degludec) stopped
insulin because her SMPG readings were 80—90 mg/dL without insulin after she lost weight. Additional
‘other’ reasons for withdrawal included lost to follow-up (degludec: 6; glargine: 4); protocol deviations
(degludec: 8; glargine: 4); and treatment-related patient-initiated withdrawal (degludec: 2). One patient
who withdrew in relation to treatment did so because of “feeling no effect of treatment anymore” and
the other had not met FPG target and was not willing to increase dose beyond 160 units because
increased dose would mean three injections. One patient (degludec) was withdrawn due to study site
closure. Additionally, five participants (degludec) were withdrawn at the discretion of the investigator
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(one withdrawn due to safety concerns described as hyperglycemia experienced in the evenings and risk
of hypoglycaemia with higher insulin dose; one due to high A1C of 10-6% at Visit 35; one due to
hypoglycaemia with very low insulin dose; one due to ‘primary investigator decision to discontinue’ and
one due to ‘primary endocrinologist opinion’.

List of investigators:

Austria: Guntram Schernthaner, Rudolf Prager, Anton Luger, Peter Fasching, Bernhard Foger, Heinz
Drexel, Werner Fortunat; Belgium: Chantal Mathieu, Zissi Mathijs, Laurent Crenier, Régis
Radermecker, Johannes Ruige; Canada: Keith Bowering, Irving Gottesman, Stewart Harris, Randy
Hart, Vincent Woo, Lawrence Leiter, Daniel Shu, David Thompson, S. John Weisnagel, John Sigalas,
Howard Conter, Pierre Filteau, Valdemar Martinho, Francois Blouin, Ronnie Aronson, Denis O’Keefe,
Phyllis Hierlihy; Czech Republic: Terezie Pelikanova, Alena Smahelova, Milan Kvapil, Zdenek
Rusavy

Denmark: Jan Erik Henriksen, Ulrik Pedersen-Bjergaard, Jens Molvig, Hans Frandsen, Jeppe Gram,
Per Andre Porsborg, Lotte Orskov; Finland: Sakari Sulosaari, Sakari Kekki, Arto Kuusisto, Lars
Eriksson, Jouni Rahko, Vuokko Kallioniemi; France: Pierre Serusclat, Michel Rodier, Jean Louis
Richard, Marc Levy, Michel Remigy, Yannick Lorcy, Bertrand Cariou, Xavier Debussche; Germany:
Thomas Behnke, Jost Hilgenberg, Ralf Jordan, Karsten Milek, Alexander Segner, Tasso Bieler, Markolf
hanefeld, Wolfgang Huppertz, Peter Koch, Cornelia Marck, Matthias Pein, Armin Sammler, Thomas
Segiet, Regina Tosch-Sisting, Veronika Wenzl-Bauer, Bjorn Paschen, Hans-Ulrich Clever, Ludwig
Merker; Norway: Valdemar Grill, Bente Kilhovd, Andreas Tandberg, Sigbjern Elle, Trine Finnes, John
Cooper, Sten Reimer, Thorbjern Kjaernli; Serbia: Teodora Belji¢ Zivkovié, Milica Pesié, Dragan Tesic,
Aleksandar Buki¢, Radivoj Koci¢; Spain: Margarita Rivas, Carmen de La Cuesta, Pedro Mezquita,
Miguel Angel Gar¢ia Ordonez, Gracia Moll, Ramiro Antufia, Diego Bellido, Santiago Tofe, Juan
Girbes; USA: Corey Anderson, Jean-Louis Selam, Michael Brody, Yehuda Handelsman, Stephen
Herrington, Rajeev Jain, William Kaye, Andrew Lewin, Robert Lipetz, George Raad, Robert Scott,
Muhammad Smith, Danny Sugimoto, Debra Weinstein, Mohammed Bari, Recaredo Berbano, Subodh
Bhuchar, Osvaldo Brusco, Christopher Chow, Leif Christiansen, Stephen Cohen, David Grant, Gordon
Connor, Michael Cooperman, Clinton Corder, Mark Davis, Raymond Delarosa, Kamal Demetry,
Anthony Dulgeroff, Michael Early, Steven Elliott, Clary Foote, Peter Gagianas, Ronald Gilman, Linda
Glaser, Stewart Albert, George Griffing, Isracl Hartman, Syed Hasan, Regina Dodis, Richard Huntley,
Sean Hurley, Richard H Janovitz, Michael Jardula, David Klonoff, Gary Kolb, Elise Kwon, Claudio
Levin, Stephen Lewis, Tu Lin, William Litchfield, Philip Snell, Myron Murdock, Richard Murphy, Ruth
Nurnberg, Eileen Palace, Dennis Pangtay, Athena Tsimikas, Sanford Plevin, Jeffery Rothman, Sergio
Rovner, Jorge Salazar, Sreedhar Samudrala, Martin Schear, Armen Arslanian, Henry Simon, Teresa
Sligh, Robert Strzinek, Ileana Tandron, Carl Vance, Peter Winkle, David Schneider, Priscilla Hollander,
Anoop Kapoor, Lyle Myers, Alan Schorr, Peter Weissman, Lawrence Phillips, Milton Wong, Helena
Rodbard, Jennifer Hsieh, Ernesto Fuentes, David Huffman, Julio Rosenstock, Joseph Shaughnessy,
Angel Comulada-Rivera, Michael Macadams.
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Supplementary Table 1A. Satistical comparison of various parameters assessed in trial

Parameter

Na

Baseline
Mean (SD)

Change from
baseline
Mean (SD)

ETD [95% CI]

Reduction in
A1C from
baseline after
52 weeks
(FAS)

IDeg

773

8.2 (0.8)%

~1.06 (1.01) %

0.09 % [-0.04; 0-22]

IGlar

257

8.2 (0.8)%

~1.19(0.97) %

Reduction in
A1C from
baseline after
52 weeks (PP
set)b

IDeg

665

8.2 (0.8)%

—1.14 (0.04) %

0.13 % [-0.01; 0.26]

IGlar

221

82 (0-8)%

~1.27 (0.06) %

Sensitivity
analyses
(Simple
Model) -
Reduction in
A1C from
baseline after
52 weeks
(FAS)*

IDeg

773

8.2 (0.8)%

~1.07 (0.03) %

0.10 % [-0.03; 0.22]

IGlar

257

8.2 (0.8)%

~1-17 (0-06) %°

Sensitivity
analyses
(Repeated
Measures
Model) -
Reduction in
A1C from
baseline after
52 weeks
(FAS)®

IDeg

701

8.2 (0.8)%

0.10 % [-0.04; 0.23]

1Glar

231

8.2 (0.8)%

Reduction in
FPG from
baseline after
52 weeks
(FAS)

IDeg

762

9.6 (2.6)
mmol/l

—3.76 (3.04)
mmol/l

-0.43 mmol/L
[-0.74; —0.13]

1Glar

256

9.7 (2.6)
mmol/l

—3.30 (2.87)
mmol/l

Weight change
from baseline
after 52 weeks
(FAS)

IDeg

766

89.5 (17.7) kg

2.4 (43) ke

0.28 kg [-0.32; 0.88]

IGlar

257

91.8 (15.8) kg

2.1 (4.1) kg
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Supplementary Table 1B. Satistical comparison of various parameters assessed in trial

N* | Responders, n | Treatment odds ratio
(%) [95% CI]

A1C <7.0% after 52 wks' [Deg | 773 | 400 (51.7) 0.88 [0.65; 1.19]

IGlar | 257 | 139 (54.1)

A1C <7.0% at end of trial [Deg | 703 | 296 (42.1) 0.86 [0.63; 1.17]
without confirmed

hypoglycaemia in the last 12 IGlar | 232 | 106 (45.7)
weeks of treatment’

A1C < 7.0% at end of trial [Deg | 703 | 373 (53.1) 0.94 [0.68; 1.28]
without nocturnal confirmed

hypoglycaemia in the last 12 IGlar | 232 | 126 (54.3)
weeks of treatment

Coefficient of Treatment ratio
variation (%) [95% CI]

Within-subject variation in pre- | IDeg | 770 | 16.6 0.99 [0.92; 1.06]
breakfast SMBG (calibrated to
plasma glucose) for dose IGlar | 255 | 16.7

adjustment after 52 weeks

Supplementary Table 1C. Descriptive statistics

Parameter N* Baseline Change from baseline
Mean (SD) Mean (SD)

Total cholesterol IDeg | 762 4.5 (1.1) —0.0 (0.8) mmol/l

change from baseline mmol/l

after 52 weeks IGlar | 257 4.5 (1.1) —0.1 (0.8) mmol/l
mmol/l

HDL cholesterol IDeg | 762 1.2 (0.3) 0.1 (0.2) mmol/1

change from baseline mmol/l

after 52 weeks IGlar | 257 1.1 (0.3) 0.1 (0.2) mmol/l
mmol/l

LDL cholesterol [Deg | 762 2.4 (0.9) —0.0 (0.7) mmol/l

change from baseline mmol/l

after 52 weeks® IGlar | 257 2.4 (0.9) —0.1 (0.6) mmol/l
mmol/l

Triglycerides change | IDeg | 762 2.1(1.6) —0-4 (1.3) mmol/l

from baseline after 52 mmol/l

weeks IGlar | 257 2.2(1.9) —0-3 (1.6) mmol/l
mmol/l
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Change from baseline | IDeg | 748 14.6 (35.3) 3-8 (49.2) pmol/l

in NT-proBNP after pmol/l

52 weeks IGlar | 253 13.1 (19.7) 5-7 (59.7) pmol/l
pmol/l

Change from baseline | IDeg | 762 4.2 (7.7) mg/l | 0-5(8.6) mg/l

in hsCRP after 52

weeks IGlar | 257 4.8 (8.1) mg/l | 0-3 (8.2) mg/l

Change from baseline | IDeg | 736 415.2 (29.1) 0-1 (20.8) msec

in QTcB interval after msec

52 weeks IGlar | 241 415.8 (25.1) 1.1 (23.1) msec
msec

Change from baseline | IDeg | 736 403.0 (25.4) 1.0 (18.1) msec

in QTCcF interval after msec

52 weeks IGlar | 241 404.4 (22.4) 0.7 (19.5) msec
msec

Supplementary Table 1D. Additional analyses of nocturnal confirmed and severe

hypoglycemia
N | PYE | Patients Episodes | Rate | Number of Number of
with patients hypoglycemic
episodes needed to be | events avoided
n (%) treated for 1 | if 100 patients
year to avoid | are treated
1 with IDeg for
hypoglycemic | 1 year
episode with
IDeg
Nocturnal confirmed hypoglycemia
IDeg | 766 | 667.2 | 106 169 0.25 8 13
(13.8%)
IGlar | 257 | 217.9 | 39 (15.2%) | 84 0.39
Severe hypoglycemia
IDeg | 766 | 667.2 | 2 (0.3%) 2 0.003 | 50 2
IGlar | 257 | 217.9 | 5(1.9%) 5 0.023

*N=participants contributing to analyses.

®Per protocol (PP) analysis set included participants who complied with all recruitment criteria (i.e.
inclusion and exclusion criteria); had at least 12 weeks of exposure; and had a valid A1C assessment at
baseline and at or after 12 weeks of treatment.

‘LSMean change from baseline (SE) reported.

IStatistical sensitivity analyses using Simple Model: Response and change from baseline in the response
after 52 wks of treatment was analyzed using an ANOVA method with treatment as fixed effect, and
baseline response as covariate.

“Statistical sensitivity analyses using Repeated Measures Model: A1C (%) at scheduled time points after
randomization were jointly analyzed in a linear mixed model with an unstructured residual covariance
matrix, and with treatment, time, interaction between treatment and time, region, anti-diabetic treatment
at screening and sex as fixed effects and age and baseline A1C (%) as covariates.
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"Dichotomous endpoints (responder/non-responder for A1C <7%) were analyzed based on a logistic
regression model.

®The treatment difference (IDeg—IGlar) for change in LDL cholesterol from baseline after 52 weeks was
statistically significant. ETD: 0.12 mmol/L [0.03; 0.21]. Statistical analysis was based on the FAS.
Proportion of participants using statins at randomization (degludec: 53.9% [417/773]; glargine: 56.4%
[145/257]) and initiating use during treatment (degludec: 1.7% [13/773]; glargine: 1.9% [5/257]) and
proportion of participants using lipid modifying agents at randomization (degludec: 61.6% [476/773];
glargine: 63.8% [164/257]) and initiating use during treatment (degludec: 1.8% [14/773]; glargine: 2.3%
[6/257]) were similar between the treatment groups.

Estimated treatment difference (ETD)=IDeg—IGlar; Treatment odds ratio=IDeg/IGlar; Treatment
ratio=IDeg/IGlar

IDeg=insulin degludec; IGlar=insulin glargine; FPG=fasting plasma glucose; SMBG=self-measured
blood glucose; NT-proBNP=B-type natriuretic peptide; hsCRP=high sensitive C-reactive protein; QT
interval=measure of the time between the start of the Q wave and the end of the T-wave; QTcB=QT
interval corrected for heart rate using Bazett’s formula; QTcF= QT interval corrected for heart rate using
Fridericia’s formula; ANOVA=analysis of variance; PYE=patient-years of exposure; Rate=rate of
hypoglycemia in episodes per PYE

Supplementary Table 2. Mean daily insulin dose
Estimated
Treatment Ratio”
Mean Daily Insulin IDeg od IGlar od Mean ratio® | IDeg/IGlar [95%
Dose (U/kg) (U/kg) IDeg/IGlar | CI]
Participants, n 766 257
Basal
Week 1 0.12 (0.03) | 0.11(0.02) |-
Week 52 0.59 (0.35) |0.60(0.32) | 0.98 0.97 [0.89; 1.05]

"Mean ratio is the unadjusted ratio between mean doses at last treatment visit, where missing data are
imputed using LOCF.

PEstimated treatment ratios were adjusted using ANOVA with treatment, sex, antidiabetic therapy at
screening, age and Week 1 dose as covariates. Values are observed mean (SD) for the safety analysis
set.

IDeg od=insulin degludec once-daily; IGlar od=insulin glargine once-daily.

SD=standard deviation; ANOVA=Analysis of Variance; LOCF=last observation carried forward;
Cl=confidence interval
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Supplementary Table 3. Summary of adverse events

IDeg od (N=766) IGlar od (N=257)
n % R n % R
AEs 572 74.7 403 182 70.8 384
SAEs 62 8.1 12 26 10.1 15
Severity
Severe 62 8.1 13 26 10.1 18
Moderate 271 35.4 99 87 33.9 05
Mild 513 67.0 291 162 63.0 270
AEs possibly/probably 94 12.3 26 35 13.6 29
related to basal insulin
Injection-site reactions 45 5.9 10 18 7.0 13
n % E n % E
EAC evaluated events 32 4.7 37" 8 3.1 10
Adjudicated MACE 127 1.6' 137 ) 0.8 )

Treatment-emergent adverse events (adverse events occurring on or after the first day of exposure to
treatment and no later than 7 days after the last day of treatment with insulin degludec or insulin
glargine). N=number of participants exposed to treatment; n=number of participants with events;
%=proportion of participants; R=number of events per 100 patient-years of exposure; E=Number of
events; EAC=Event Adjudication Committe; MACE=Major Adverse Cardiovascular Event;
Interpretation of ‘n’ must take the 3:1 (IDeg:1Glar) randomization of participants into consideration.
IDeg od=insulin degludec once-daily; IGlar od=insulin glargine once-daily, AE=adverse event;
SAE=serious adverse event; 'Includes two non-treatment emergent events in two participants
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Supplementary Table 4. Serious adver se events possibly/probably related to the trial product

IDeg od IGlar od
n=766 n=257
% e R n % e R
Events 5 0.7 5 1 2 0.8 2 1
Metabolism and nutrition disorders
Hypoglycaemia 1 0.1 1 0 2 0.8 2 1
Diabetic ketoacidosis 1 0.1 1 0 — — — —
Hypoglycemic unconsciousness |1 0.1 1 0 — — — —
Gastrointestinal disorders
Abdominal pain 1 0.1 1 0 - - - -
Immune system disorders
Hypersensitivity 1 0.1 1 0 — — — —

Treatment-emergent serious adverse events possibly/probably related to the trial product by system
organ class and preferred term. Data are from the safety analysis set.
Interpretation of n and e must take the 3:1 randomization (IDeg:IGlar) into consideration.
n=number of participants with events; %=proportion of participants with episodes; e=number of events;
R=rate per 100 patient-years of exposure; IDeg od=insulin degludec once-daily; IGlar od=insulin

glargine once-daily

Supplementary Table 5. Antibodies
n IDeg-specific  [Cross-reacting Participants with Participants with
antibodies antibodies” change in IDeg change in cross-
(%B/T) (%B/T) specific antibodies [reacting antibodies
Median Median [min; (=10 %B/T from (=10 %B/T from
[min; max] max| baseline to Week baseline to Week
53)° 53)™b
n (%) n (%)
Baseline
[Deg 763 0-0[-2.0;2.0] [0-:0[-2.0;59.0] | -
Week 53
[Deg 602 0-0[-1.0;3.0] [0-0[-3.0;62.0] [0 (0.0) 12 (1.6%)
IGlar-specific Cross-reacting Particip.ants with Particip.ants with
antibodies antibodies® chan‘ge mn Iqlar. change 1M Cross-
a (%B/T) (%B/T) spec1£1c antibodies react})ng antibodies
Median [min; Median [min; (=10 %B/T from (=10 %B/T from
’ ’ baseline to Week baseline to Week 53)
max| max| 53)b b.c
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n (%) n (%)
Baseline
IGlar 255 ~1:0[-7.0;2.0] 1[0-:0[—-1.0;26.0] |- —
Week 53
IGlar 193  -1-0[-6.0;5.0] [0-0[-1.0;57.0] 1|0(0.0) 14 (5.4%)

Data represent all exposed patients with antibodies measured. The antibodies are measured by a
subtraction radioimmunoassay method (see references 23 and 24 in the manuscript). The reported result
represents the %B/T (%bound/total) values after subtraction of background. Due to the assay variation,
the resulting difference can be negative. Samples that do not contain insulin antibodies will therefore
give values that vary around zero.

%=Proportion of exposed participants (degludec=766; glargine=257) with > 10 %B/T change in
antibodies

*Antibodies cross-reacting between insulin degludec and human insulin

®10% B/T is an arbitrary cut-off based on the assay-to-assay uncertainty

“Antibodies cross-reacting between insulin glargine and human insulin

% B/T=% bound over total radioactivity

IDeg=insulin degludec; IGlar=insulin glargine

Supplementary Figure 1. Hierarchical testing scheme.

No HbA,_
IDeg non-inferior

Yes

‘ Hypothesis testing stopped® v

No 1% confirmatory secondary endpoint
l IDeg superior

Yes

‘ Hypothesis testing stopped® v

2" confirmatory secondary endpoint
IDeg superior

Yes

r

‘ Hypothesis testing continued

*Analysis performed, but no formal hypothesis testing is performed.
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Supplementary Figure 2. Discontinuation of randomized participants over time.
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IDeg od=insulin degludec once-daily; IGlar od=insulin glargine once-daily
Supplementary Figure 3. Box and whisker plots of A) A1C and B) FPG.
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B) FPG
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Mean (dot), Median (center line), 25 and 75 percentiles (box), Maximum and minimum (top and bottom
bars); A1C=glycated hemoglobin, FPG=fasting plasma glucose; IDeg od=insulin degludec once-daily;

IGlar od=insulin glargine once-daily

Supplementary Figure 4. Distribution of treatment emergent serious adver se events.
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IDeg od=insulin degludec once daily; IGlar od=insulin glargine once daily
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Supplementary Figure 5. Timeto first reach titration target.
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Shown by inverted Kaplan-Meier plot for all randomized participants (observed data).
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