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1 Executive Summary

Novo Nordisk is seeking approval for insulin icodec, a basal insulin for once-weekly subcutaneous
administration. Insulin icodec is a once-weekly long-acting human insulin analogue which was
developed to provide glycemic control in adults with diabetes (BLA 761326).

The purpose of the EMDAC meeting is to discuss the benefit-risk of insulin icodec for the treatment
of people with type 1 diabetes (T1D). Therefore, this document will focus on T1D based on the
single randomized, controlled pivotal study known as ONWARDS 6. In addition, this document
also includes data from five randomized, controlled studies (ONWARDS 1 to 5) supporting a
positive benefit-risk in patients with type 2 diabetes, since those data inform the overall benefits and
safe use of insulin icodec.

1.1  Diabetes overview and unmet medical need (Section 2)

Diabetes mellitus is a metabolic disorder characterized by the presence of hyperglycemia due to
defective insulin secretion, defective insulin action or both. Diabetes mellitus is generally classified
according to etiological factors, where type 1 diabetes (T1D) and type 2 diabetes (T2D) constitute
the vast majority of cases. The number of people living with diabetes worldwide is predicted to
increase to 783 million by 2045. In the United States, 37.3 million people (11.3% of the population)
are affected by diabetes which represents a significant medical, social and economic burden.t-2

The chronic hyperglycemia of diabetes mellitus is associated with clinically significant long-term
complications that entail macrovascular and microvascular complications and may greatly affect
people’s quality of life. The microvascular disorders associated with diabetes are typically
retinopathy, nephropathy, and neuropathy. Maintaining tight glycemic control (70-180 mg/dL)
reduces the risk of long-term complications associated with diabetes.?

Given its progressive nature, the current treatment cascade for T2D follows a stepwise approach
comprising lifestyle changes in combination with pharmacological intervention that may eventually
lead to more intensive therapies, including basal insulins. Since T1D is characterized by absolute
insulin deficiency, the current gold standard of care is insulin therapy involving multiple daily
injections of bolus and basal insulin or continuous subcutaneous insulin infusion %25,

Insulin is highly effective in lowering blood glucose, and different insulin formulations are
currently approved for the treatment of T2D and T1D. Hypoglycemia is an inherent risk of all
insulins and the choice of insulin should be balanced against the benefits for each individual person.
In addition, the complicated treatment requirements are considered by both people living with
diabetes and physicians to be a barrier to insulin therapy initiation and adherence, as insulin therapy
may require frequent injections to maintain glycemic control.”£ Importantly, the degree of
adherence to insulin treatment has been shown to be a significant predictor of reductions in HbA;c%
10°and decreased adherence is associated with the development of microvascular disorders.

In current practice, clinicians and people living with diabetes can choose from a range of insulins
that can be employed in various regimens to suit an individual’s needs, based on the pathology,
individual requirements, lifestyle, and personal preferences.! Insulin icodec, as a once-weekly
basal insulin, would represent an alternative option for people with T2D or T1D, conferring the
additional benefit of a simplified and more convenient basal insulin treatment.
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1.2 Product description and molecular mechanism (Section 4)

Insulin icodec is a novel long-acting human insulin analogue, which has been designed to retain the
same, well-established biological/metabolic effects of human insulin while extending the half-life to
cover the basal insulin requirements for a full week allowing for a once-weekly subcutaneous
injection.

The insulin icodec molecule consists of a modified insulin peptide backbone and a fatty acid-
containing sidechain. The addition of the C20 fatty-diacid-containing chain imparts a strong but
reversible binding to albumin which leads to the formation of a depot of essentially inactive insulin
icodec, from which insulin icodec is slowly and continuously released. In addition, three amino acid
substitutions in the peptide backbone of insulin icodec provide molecular stability and contribute to
attenuating insulin receptor binding and clearance, resulting in a considerably extended half-life

(Figure 4-1).
1.3  Clinical pharmacology (Section 6)

Pharmacokinetic assessments demonstrated that steady state for insulin icodec was reached after
2-4 weeks of once-weekly administration. At steady state, the concentration-time profile showed
that insulin icodec exposure covered the one-week dosing interval (Figure 6-1). The terminal
half-life of insulin icodec at steady state was approximately 1 week. Total exposure and maximum
concentration increased proportionally with increasing dose. The within-subject variability in
insulin icodec exposure from week to week at steady state was found to be low (Section 6.2).

Pharmacodynamic assessments demonstrated that, at steady state, the glucose-lowering effect of
insulin icodec covered the full weekly dosing interval both in T2D and T1D, with the greatest
glucose lowering- effect occurring on Days 2-4 after the weekly administration (Figure 6-2 and
Figure 6-3). The day-to-day differences in glucose-lowering effect over the weekly dosing interval
were larger in T1D than in T2D, similar to what has been shown over the daily dosing interval for
daily basal insulin products (Section 6.3).

Population pharmacokinetic analysis showed that insulin icodec exposure was comparable across
age, sex, race (White, Black, Japanese, Chinese, Other Asian), ethnicity, anti-insulin icodec
antibody level, albumin level, and diabetes population (T2D versus T1D) (Figure 6-4). Increased
body weight was associated with reduced insulin icodec exposure, which was expected because
clearance and volume of distribution generally scale with body size. In practice, this effect of body
weight is mitigated by individual dose titration. The pharmacokinetic properties of insulin icodec
were not affected to any clinically meaningful extent by renal or hepatic impairment (Section 6.4).

1.4 Overview of phase 3 program (Section 8)

The clinical development program of insulin icodec consisted of 18 clinical trials in total (six phase
3a, three phase 2, and nine clinical pharmacology trials), including trials in both T1D and T2D
populations. Phase 3a trials were referred to as ‘ONWARDS?’ trials and their key features are
summarized in Figure 1-1.
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Figure 1-1 Schematic overview of ONWARDS trials
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Abbreviations: N= number of participants; QD = quaque die (once daily); vs = versus

ONWARDS 3 was double-blind while all other trials were open-label. See Section 8 for further
details on trial design.

The eligibility criteria for the trials were set to ensure that the enrolled participants represented the
intended target population for insulin icodec. Most inclusion and exclusion criteria were common
for ONWARDS 1-4 and 6, while less restrictive criteria were applied for ONWARDS 5 (Table 8-1
and Table 8-2). ONWARDS 1 and ONWARDS 6 had a main phase for efficacy and safety
evaluation and an extension for long-term safety evaluation.

Results from each clinical trial in the ONWARDS program have been published 121314121617

1.5 Endpoints and assessments (Section 8)

The primary objective for all ONWARDS trials was to demonstrate the effect of once-weekly
msulin icodec on glycemic control. In all ONWARDS trials, the primary endpoint was the change
in HbA . from baseline to the landmark visit (week 26 for ONWARDS 2, 3, 4 and 6 or week 52 for
ONWARDS 1 and 5). The primary hypothesis was that the change in HbA . with insulin icodec
was non-inferior to daily basal insulin, with a non-inferiority margin pre-specified at 0.3%.
Satisfying this margin would demonstrate imputed superiority of insulin icodec versus placebo. In
ONWARDS 1, 2, 3 and 5, additional confirmatory hypotheses were tested (Figure 8-2).

Efficacy assessments are listed in Table 8-3.

All ONWARDS trials included prespecified safety evaluations, including the frequency and
severity of hypoglycemic events. Safety assessments are listed in Section 8.2.

Hypoglycemia is a known risk for all insulins and was carefully analyzed in the insulin icodec
development program. Hypoglycemic episodes were classified by severity in accordance with
iternational guidelines (Figure 1-2). Hypoglycemia data are reported as the percentage of
participants who experienced one or more episodes, as well as the event rate which reflects the total
number of episodes per exposure time. Thus, the event rate reflects the total hypoglycemia event
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burden. However, the overall event rate may not be reflective of the experience of individual
participants, as some individuals experience a large number of episodes.

Figure 1-2  Classification of hypoglycemia

Level Glycemic criteria Description

Hypoglycemia alert value | < 3.9 mmol/L (70 mg/dL) and | Sufficiently low for treatment with fast-acting

(level 1) > 3.0 mmol/L (54 mg/dL) carbohydrate and dose adjustment of glucose-lowering
therapy

Clinically significant < 3.0 mmol/L (54 mg/dL) Sufficiently low to indicate serious, clinically

hypoglycemia (level 2) important hypoglycemia

Severe hypoglycemia No specific glucose threshold | Hypoglycemia associated with severe cognitive

(level 3) impairment requiring external assistance for recovery

Notes: The Novo Nordisk terms are adapted from IHSG8, ADA, ISPADZ, type 1 diabetes outcomes programZ,
ATTD? Severe hypoglycemia as defined by Seaquist?® and ISPAD2

Continuous glucose monitoring (CGM) was utilized at pre-specified time periods in selected
ONWARDS trials. As a post-hoc analysis, hypoglycemia has also been evaluated using CGM-based
data. CGM-based hypoglycemia detection and reporting is well established in current clinical
guidelines?* and regulatory guidance®>-2%, The method is based on extensive data with 5-minute
interval glucose values and, contrary to the self-measured blood glucose (SMBG)-based approach,
is not dependent on the frequency of measuring and manual reporting by the patient, thereby giving
a more unbiased assessment of hypoglycemia. The analysis of hypoglycemia based on CGM data is
intended to be complementary to SMBG-based analysis, in order to provide the most accurate
evaluation of hypoglycemia.

Mirroring the parameters defining hypoglycemic levels based on SMBG, CGM-based
hypoglycemic episodes are classified as “clinically significant” or “level 2, when interstitial
glucose (IG) was <54 mg/dL for at least 15 consecutive minutes at any time during the episode. The
episodes are considered resolved when IG is maintained >70 mg/dL for at least 15 consecutive
minutes.

It should be noted that severe (level 3) hypoglycemic episodes are defined as episodes associated
with severe cognitive impairment requiring external assistance for recovery, and not by a specific
threshold of glycemia. Therefore, severe (level 3) hypoglycemic episodes are not defined based on
CGM data or SMBG data, but on symptoms and management only.

1.6 Clinical results in participants with T2D (Section 9)

16.1 Efficacy in participants with T2D (Section 9.2)

In all T2D populations (ONWARDS 1 to 5), insulin icodec was demonstrated to be non-inferior to
daily basal insulin in terms of change from baseline in HbA1c. In addition, in T2D insulin naive
participants and in participants on basal only prior to trial, once-weekly injection with insulin
icodec provided statistically superior reductions in HbA1. compared to daily basal insulin, in a
secondary pre-specified multiplicity adjusted analysis (Figure 1-3). Although statistical superiority
was achieved, the clinical relevance of the difference between treatments has not been established.
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Figure 1-3 T2D — Change from baseline in HbAic

Insulin Naive Basal Switch Basal-Bolus
0.0 —
N =492 =29 N =263 N=291
-0.5
Estimated
Change from -0.7
Baseline 1.0
in HbA,_
(%-point) -1.2 1.2
A5 1.4 1.4 1.3
1.6
1.7
20 M icodec [] Glargine [[] Degludec [l QD Basal Insulin
T2D Studies ONWARDS 1 ONWARDS 3 ONWARDS 5 ONWARDS 2 ONWARDS 4
Baseline HbA,, (%) 8.47 8.52 8.92 8.13 8.30
Difference [95% ClI| -0.19[-0.36,-0.03]  -0.21 [-0.34, -0.08] -0.38 [-0.66, -0.09] -0.22 [-0.37, -0.08] 0.02[-0.11, 0.15]
p-value Non-Inferiority <0.0001 <0.0001 <0.0001 <0.0001 <0.0001
p-value Superiority 0.0210 0.0016 0.0092 0.0028 NA

Abbreviations: CI = confidence interval; ETD = estimated treatment difference; NA = Not assessed
Note: ONWARDS 1 data were only from the main phase of the trial

In all T2D-ONWARDS trials, HbAic levels decreased from baseline to week 26 (landmark visit for
ONWARDS 2, 3 and 4), and remained stable until week 52 (landmark visit for ONWARDS 5 and
ONWARDS 1).

The time course of glycemic improvement in the insulin icodec-treated participants was similar to
that in daily basal insulin-treated participants, as measured by HbA . levels (Figure 9-2) and SMBG

measurements (Figure 9-5).

CGM data were collected in the T2D insulin naive population (ONWARDS 1), and in T2D
populations previously on basal only (ONWARDS 2) or on basal-bolus regimen (ONWARDS 4)
during the last 4 weeks of treatment. Time in range (TIR) 1s defined as the percentage of time when
mterstitial glucose is between 70 and 180 mg/dL. TIR was a pre-specified confirmatory endpoint to
assess insulin icodec efficacy in ONWARDS 1, where insulin icodec was statistically superior to
msulin glargine for this parameter. In ONWARDS 1, time above and below range (TAR and TBR)
were not statistically different between the 2 treatment arms.

In ONWARDS 2 (T2D previously on basal only) and ONWARDS 4 (previously on basal-bolus),
TIR, TAR and TBR were not statistically different between the 2 treatment arms.

In all T2D trials where CGM was evaluated, TIR, TAR and TBR in the insulin icodec arm were
within the window recommended by the international guidelines (Figure 1-4).
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Figure 1-4 T2D — CGM - percentage time above, below, and in range

Insulin Naive Basal Switch Basal-Bolus
100% -
- Target Time
80% - Sl 36% || 40% S D in Range’
[ ] TAR> 180 mgidL  <25%
com 0%
- 0,
Ranges . I:I TIR70 -180 mg/dL >70%
(%) ° 1l 72% 9
67% 63% || eo% 67% || 6% | [T] TBR 54 - 69 mg/dL
20% - }» <4%
0o, o, 0,
0.9% || 0.6% 1.0% || 0.6% ;‘3;’ ;‘;,Z Bl TBR<samgiL  <1%
0% J=0:3% || 02% 0.3% || 0.2% A |
m Glargine mnegludee m Glargine
T2D Studies ONWARDS 1 ONWARDS 2 ONWARDS 4
(Weeks 48-52) (Weeks 22-26) (Weeks 22-26)
ETD;r[95% CI] 4.27%-point [1.92,6.62]  2.41%-point [-0.84, 5.65]  0.29%-point [-2.52, 3.09]
p-value 0.0004

Abbreviations: CGM = continuous glucose monitoring; ETD = estimated treatment difference; CI = confidence
interval; T2D = type 2 diabetes; TAR = time spent above range; TIR = time spent in range; TBR = time spent below
range

Notes: observed data; Time spent is defined as 100 times the number of recorded measurements in a given range,

divided by the total number of recorded measurements; ONWARDS 1 data were only from the main phase of the trial;
* 24

1.6.2 Hypoglycemia in participants with T2D (Section 9.3)

A high proportion (85.9-90.2%) of the participants with T2D treated with insulin icodec who were
msulin naive or on basal insulin only prior to trial, did not experience any clinically significant or
severe (level 2 or level 3) hypoglycemic episode during the trials. In line with what is expected in
participants with T2D on a basal-bolus regimen, the proportion of participants on basal-bolus
therapy who did not experience a clinically significant or severe (level 2 or level 3) hypoglycemic
episode was lower than in the other T2D trials, but similar between treatment arms (48.5% vs.
44.3% 1n msulin icodec vs. daily basal insulin). Overall, the proportion of participants experiencing
a level 2 or level 3 hypoglycemic episode was similar between treatment arms across all T2D-
ONWARDS trials (Table 1-1).

Across all T2D populations, the risk of severe (level 3) hypoglycemia was similar between
treatment arms, and ranging between 0.002 to 0.04 per patient year in the insulin icodec arm and
between 0.006 and 0.02 per patient year in the daily basal insulin arm. In total, 4 episodes of level 3
hypoglycemia in 3 participants with T2D were nocturnal, and none occurred in the insulin icodec
treatment arm. The level 3 episodes were of similar duration between treatment arms, and were
managed and resolved using the same means (Table 1-1).

The number of episodes that were reported as SAEs were similar in the 2 treatment arms (3 in
msulin icodec arm and 4 in daily basal insulin). Importantly, in insulin icodec-treated participants
all SAEs associated with hypoglycemia were resolved and none led to permanent treatment
discontinuation.
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Table 1-1  T2D — Level 2 and level 3 hypoglycemic episodes

Insulin icodec Daily basal insulin
(N =1880) (N =1878)
Trial Classification % E R % E R
Insulin naive
ONWARDS 1 Level 2 9.8 143 0.29 10.0 75 0.15
Level 3 0.2 1 0.002 0.6 3 0.006
ONWARDS 3 Level 2 8.9 53 0.31 5.8 23 0.13
Level 3 0 0 0.7 2 0.01
ONWARDS 5§ Level 2 11.8 104 0.19 7.8 76 0.14
Level 3 0 0 0.7 5 0.009
Basal switch
ONWARDS 2 Level 2 14.1 113 0.73 7.2 41 0.27
Level 3 0 0 04 1 0.007
Basal-bolus
ONWARDS 4 Level 2 50.9 937 5.60 55.0 935 5.60
Level 3 1.4 7 0.04 0.7 3 0.02

Abbreviations: % = percentage of participants with one or more episodes; E = number of episodes; N = number of
participants; R = Rate (number of events per 1 PYE): PYE = Patient years of exposure (1 PYE = 365.25 days): T2D =
type 2 diabetes

According to international recommendations, the achievement of HbA 1. levels below 7.0% and
preferably below 6.5% are considered clinically meaningful, as they are associated with reduced
risks of diabetes complications.22 Combining the achievement of these glycemic targets with the
absence of clinically significant or severe hypoglycemic episodes (level 2 or level 3) enables a
meaningful evaluation of the balance between HbA . reduction and risk of hypoglycemia. In T2D
populations, the proportion of participants that reached HbA . levels <7.0% or <6.5% at landmark
visit without hypoglycemic episodes (level 2 or level 3) in the prior 12 weeks was higher in the
msulin icodec arm than in the daily basal insulin arm in both insulin naive participants and
participants previously on basal only therapy, while similar between treatment arms for participants
on prior basal-bolus therapy. Thus, insulin icodec achieved target glycemic control without
unacceptable increases in hypoglycemia when compared with daily insulin therapy.

1.7  Clinical results in participants with T1D (Section 10)

1.7.1 Efficacy in participants with T1D (Section 10.2)

In the T1D population (ONWARDS 6), insulin icodec was demonstrated to be non-inferior to daily
basal insulin in terms of change in HbA . (Figure 1-5 left).
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Figure 1-5 TI1D — Change of HbAic from baseline to week 26

Basal-Bolus ONWARDS 6 (Basal-Bolus)
0.0% A 0.0%
Icodec
Estimated 0-5% | 47 051 -0.5% 1
Change from -
Baseline Degludec
in HbA,_
(%-point) .1,0% - “1.0% -
'1 .5% = ICOdec DegIUdec '1 -5% T T T T T T T T T T T T T
T1D Study ONWARDS 6 0 10 18 26
Baseline HbA. (%) 7.6 Time Since Randomization (Weeks)
Difference [95% ClI] 0.05[-0.13, 0.23]
p-value Non-Inferiority 0.0065

Abbreviations: CI = confidence interval: ETD = estimated treatment difference; HbA . = glycosylated hemoglobin:
T1D = type 1 diabetes
Note: data were only from the main phase of the trial.

In the T1D population, HbA . decreased rapidly from baseline to week 10 and then remained stable
until week 26 (Figure 1-5 right). The time course of glycemic improvement in insulin icodec-treated
participants was similar to that in daily basal insulin-treated participants, as measured by HbA .
levels (Figure 1-5 right) and SMBG measurements (Figure 10-5).

CGM measurements, defining the percentage of time spent above, below or in range (TAR, TBR
and TIR, respectively) were evaluated in the T1D population. In ONWARDS 6, TAR, TIR and
TBR were comparable between the 2 treatment arms. In the insulin icodec arm, time spent below
70 mg/dL was within the recommended window, while time spent below 54 mg/dL was 1% which
corresponds to the threshold recommended by international consensus guidelines (Figure 1-6).
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Figure 1-6 T1D — CGM ranges at landmark visit
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Abbreviations: CGM = continuous glucose monitoring: CI = confidence interval; ETD = estimated treatment
difference; T1D = type 1 diabetes; TAR = time spent above range; TIR = time spent in range; TBR = time spent below
range

Notes: observed data; Time spent is defined as 100 times the number of recorded measurements in a given range,
divided by the total number of recorded measurements; * 2

1.7.2 Hypoglycemia in participants with T1D (Section 10.3)

In the T1D population, a higher risk of clinically significant (level 2) or severe (level 3)
hypoglycemic episodes was observed in the insulin icodec treatment arm compared to insulin
degludec. Therefore, it is central to assess the risk of hypoglycemia in participants with T1D, how
the data from the clinical trial will translate in real clinical practice, and how hypoglycemic
episodes will be managed by people with T1D treated with insulin icodec. To this purpose,
extensive pre-specified as well as post-hoc analyses have been conducted in order to identify the
root cause of higher rates of hypoglycemia for insulin icodec and how to mitigate them.

In T1D, the proportion of participants reporting one or more episodes of severe (level 3)
hypoglycemia was 3.1% in both treatment arms. In the insulin icodec arm, one patient accounted for
33 out of the 47 severe hypoglycemic episodes (70%). Despite the many level 3 episodes, the
mvestigator considered it safe and beneficial to keep this participant in the trial. Furthermore, the
participant completed the trial and did not discontinue treatment. In the insulin degludec arm, one
patient accounted for 7 out of the 17 severe (level 3) hypoglycemic episodes (41%). The clinical
presentation of severe (level 3) hypoglycemic episodes in participants with T1D was similar
between treatment arms in terms of duration, management, and recovery. In the insulin icodec arm,
80.9% of the level 3 hypoglycemic episodes did not require medical assistance and 83.0% were
resolved with oral carbohydrates only. In all insulin icodec cases, participants recovered after
treatment.
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Hypoglycemia in the participant with 33 severe (level 3) episodes has been carefully analyzed and
1s presented in more details in Section 10.3.3.1.

Severe (level 3) nocturnal hypoglycemia occurred in 2 participants (0.7%) in the insulin icodec arm
and 3 participants (1.0%) in the insulin degludec arm.

Both the proportion of participants experiencing a clinically significant or severe hypoglycemic
episode (level 2 or level 3) and the rates of these episodes were higher in the insulin icodec arm
compared to msulin degludec. Analysis of combined level 2 or level 3 hypoglycemia was a
pre-specified safety endpoint, however, the higher rates and proportion of participants were driven

by level 2 episodes (Table 1-2).

Table 1-2  T1D - Level 2 and level 3 hypoglycemic episodes

Insulin icodec Insulin degludec
Trial IClassification % E R % E R
ONWARDS 6 ILevel 2 84.8 2789 19.60 76.4 1478 10.26
ILevel 3 3.1 47 0.33 3.1 17 0.12

Abbreviations: % = Percentage of participants with one or more events; E = number of events; R = Rate (number of
events per 1 PYE); PYE = Patient years of exposure (1 PYE = 365.25 days): T1D = type 1 diabetes

The characterization of the distribution of the risk of hypoglycemia across the week showed that the
risk of experiencing a level 2 hypoglycemia episode was higher on Days 2-4 after the weekly
injection, when plasma icodec exposure and pharmacodynamic effects are greatest, as per the PD
profile.

Similarly to level 3 episodes, the duration of level 2 episodes was comparable between treatment
arms, indicating that the clinical presentation of hypoglycemia does not differ between insulins.

The risk of level 2 and level 3 hypoglycemic episodes did not increase over time in the 2 treatment
arms. The number of hypoglycemic episodes reported as SAEs was higher in insulin icodec (7
events) than in the insulin degludec arm (1 event). All SAEs in insulin icodec-treated participants
reported in relation to hypoglycemia were resolved and did not lead to treatment discontinuation.

In order to identify potential factors associated with a higher risk of hypoglycemia for insulin
icodec, several baseline and demographic characteristics of participants experiencing level 2 or
level 3 hypoglycemic episodes have been analyzed. No unique risk factor was identified for insulin
icodec. Rather, in both treatment arms the same characteristics were found associated with a higher
risk of hypoglycemia, and were consistent with what is reported in the literature for other basal
msulins. To gain more insights on how these risk factors may impact the efficacy and safety profile
of msulin icodec, an in-depth analysis has been conducted on subgroups of people with T1D having
glycemic variability above or below 36%. Glycemic variability is a well-established risk factor for
hypoglycemia and a clear cut off of <36% has been identified as associated with a lower risk of
hypoglycemia.2-2-28 Ag expected, a lower risk of level 2 and level 3 hypoglycemia was observed in
both treatment arms for people with CV<36% compared to total population, while efficacy
parameters were similar to those of the total population. This finding indicates that these
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characteristics can be used by the healthcare practitioners to assess hypoglycemia risk at the
individual level, similarly to what they already do in clinical practice for daily basal insulins.

1.8 General clinical safety (Section 11)

The secondary objective of all ONWARDS trials was to evaluate the safety of insulin icodec in
comparison with a daily basal insulin. In the ONWARDS trials the safety profile of insulin icodec
has been evaluated in 2170 participants with T1D or T2D, with a total exposure of 2119 patient-
years. The ONWARDS program demonstrated that insulin icodec had a safety profile similar to the
well-established profile of daily basal insulin, and no unexpected findings or unacceptable risks
were identified.

1.9  Benefit-risk assessment (Section 12)

Novo Nordisk considers the overall benefit-risk profile of insulin icodec to be favorable in people
living with diabetes mellitus.

Once-weekly insulin icodec represents a valuable option for people with diabetes who need basal
insulin as part of their therapy and can benefit by a reduced treatment burden. With the once-weekly
dosing regimen, insulin icodec has the potential to reduce time to insulin initiation and improve
treatment adherence. It is well established that on time and sustained glycemic control leads to
greatest reduction in long term micro- and macrovascular complications, 22:30:31:32,33.9.10

For people with T2D the absolute risk of hypoglycemia (level 2 or level 3) was low and within the
same range as reported for other marketed basal insulins. With an overall similar safety profile, a
comparable reduction of HbA1c, a higher proportion of patients reaching relevant HbA1. targets
without hypoglycemia, and a greater TIR compared to daily basal insulins, the benefit-risk profile
of insulin icodec is favorable.

For people with T1D, Novo Nordisk acknowledges that the higher risk of hypoglycemia needs to be
balanced in an individualized manner while considering other potential benefits of a weekly insulin.

Insulin icodec demonstrated non-inferiority to insulin degludec in terms of improvement in
glycemic control from baseline in participants with T1D, as assessed by HbA1. reduction.

The safety profile was similar between treatment arms except for hypoglycemia, where a higher risk
was identified for insulin icodec compared to insulin degludec. Hypoglycemia is the main risk for
all insulins and extensive analyses have been performed to characterize the nature and root cause of
the excess risk of hypoglycemia in participants with T1D. Severe hypoglycemic episodes (level 3)
occurred in similar proportion of participants between the two treatment arms and the higher rates
in the insulin icodec arm are mostly due to 1 participant experiencing 70% of the episodes. In both
treatment arms the severe hypoglycemia episodes were of similar duration and managed and
resolved in the same way. Clinically significant (level 2) episodes were more frequent among
participants treated with insulin icodec compared to insulin degludec. Several baseline and
demographic characteristics were analyzed and no factor associated with a higher risk of
hypoglycemia has been identified as unique for insulin icodec. In fact, the risk factors identified
were the same for both insulin icodec and insulin degludec and consistent with those described in
literature for daily basal insulins. Taken together, these analyses indicate that healthcare
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practitioners can use the same risk factors as for daily basal insulins to evaluate the risks and
balance them against the benefit that a once-weekly posology can infer. Similarly, people living
with T1D can use the same means to manage hypoglycemic episodes as for other daily basal
insulins with which they are already familiar. In summary, while the risk of hypoglycemia can be
effectively managed by guidance provided from physicians considering the individual clinical
situation, the availability of a weekly insulin could provide an important and unique alternative
treatment option for some people living with T1D.

Page 13 of 130



Novo Nordisk
BLA 761326 Insulin Icodec
Endocrinologic and Metabolic Drugs Advisory Committee, May 24, 2024

List of abbreviations

ADA American diabetes association
AE Adverse event
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AUC Area under the curve

BLA Biologic License Application

BMI Body mass index

CGM Continuous glucose monitoring

CHMP Committee for Medicinal Products for Human Use
Cl Confidence interval

csll Continuous subcutaneous insulin infusion

Cv Cardiovascular

DKA Diabetic ketoacidosis

DPP-4i Dipeptidyl peptidase-4 inhibitor
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ECG Electrocardiogram

EMA European Medicines Agency
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ERR Estimated rate ratio

ETD Estimated treatment difference
ETR Estimated treatment ratio

EU European Union

FAS Full analysis set

FDA Food and drug administration

FPG Fasting plasma glucose

eGFR Estimated glomerular filtration rate
GIR Glucose infusion rate

GLP-1 Glucagon-like peptide 1
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ICH International council for harmonisation
IG Interstitial glucose

IND Investigational New Drug

v Intravenously

MACE Major adverse cardiovascular event
MDI Multiple daily injections

NPH Neutral protamine Hagedorn

OAD Oral antidiabetic drug

PD Pharmacodynamics

PG Plasma glucose

PRO Patient reported outcome

PT Preferred term

PK Pharmacokinetics

PYE Patient years of exposure

QD Quaque die

SAE Serious adverse event

SAS Safety analysis set

SD Standard deviation

SGLT-2i Sodium-glucose cotransporter-2 inhibitor

SMBG Self-measured blood glucose

T1D Type 1 diabetes mellitus
T2D Type 2 diabetes mellitus
TAR Time above range

TBR Time below range

TIR Time in range

us United States

WHO World Health Organization
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2 Diabetes overview
4 )
Summary
e Diabetes mellitus is a metabolic disorder characterized by the presence of
hyperglycemia due to defective insulin secretion, insulin action or both
e The number of people with diabetes is predicted to be 783 million by 2045 (as
estimated by “The International Diabetes Federation’s Diabetes Atlas” in 2021)
e In advanced T2D and in T1D, insulin treatment is required to manage glucose control,
in a spectrum of regimens, requiring one or multiple daily injections
e Daily and multiple daily insulin injections are frequently barriers to the initiation of
insulin therapy and can negatively affect adherence to therapy
e The choice of mnsulin is based on individual needs, including pathology characteristics,

lifestyle and personal preferences
\ J

2.1 Disease background

Diabetes mellitus is a metabolic disorder characterized by the presence of hyperglycemia due to
defective insulin secretion, msulin action or both. Diabetes mellitus is generally classified according
to etiological factors, where type 1 diabetes (T1D) and type 2 diabetes (T2D) constitute the vast
majority of cases. In the latest edition of the International Diabetes Federation’s Diabetes Atlas
(2021), the estimated worldwide diabetes prevalence was 537 million, with a prediction that the
number of people with diabetes will increase to 783 million by 2045. In the United States,

37.3 million people (11.3% of the population) are affected by diabetes (28.7 million people
diagnosed and 8.5 million undiagnosed - based on FPG and HbA . levels among people
self-reporting no diabetes), representing a significant medical, social, and economic burden.t2

T1D is a heterogeneous disorder characterized by T cell-mediated autoimmune destruction of
msulin-producing beta cells in the pancreas, eventually resulting in a complete deficiency of insulin
secretion.2* T1D is the major type of diabetes in youth, and people with T1D require lifelong
administration of exogenous insulin. T1D is a heritable polygenic disease, although how the disease
is triggered and how the haplotypes interact and alter the risk is not completely clear.2>

T2D, which accounts for more than 90% of diabetes cases, 1s a progressive disorder characterized
by a combination of insulin resistance and defective insulin secretion that is mnsufficient to
compensate for that resistance.2¢ The pathogenesis of T2D is not fully understood but seems to be

heterogeneous, involving environmental, lifestyle, and genetic factors.?’

The chronic hyperglycemia of diabetes mellitus (both T2D and T1D) is associated with clinically
significant long-term complications that entail macrovascular and microvascular disorders and may
greatly affect people’s quality of life. On the basis of cohort studies from developed countries, the
relative risk of macrovascular and microvascular disorders among people with diabetes mellitus was
estimated to be at least 2—4 times higher and 10-20 times higher, respectively, than in people
without diabetes mellitus 2 Macrovascular complications include cardiovascular disease (e.g. stroke
and coronary heart disease) which is the major cause of death in diabetes, accounting in most
populations for >50% of all diabetes fatalities, and much disability. The microvascular disorders
associated with diabetes are typically retinopathy, nephropathy, and neuropathy. In particular,
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diabetic neuropathy results in significant morbidity and mortality>%-42 and is the leading cause for
non-traumatic amputations secondary to foot ulceration.*: Especially in people with T1D, insulin
deficiency can cause hyperglycemia and metabolic acidosis leading to the development of diabetic
ketoacidosis (DKA), an acute and potentially life-threatening complication.®*

2.2 Current therapies

Type 1 diabetes

Since T1D is characterized by absolute insulin deficiency, insulin therapy is a life-saving treatment.
In the U.S., approximately 1.7 million people live with T1D and use insulin.? The current gold
standard of care is based on intensive insulin therapy with multiple daily injections of bolus and
basal insulin or continuous subcutaneous insulin infusion via an insulin pump. 2 Based on
individual needs, several treatment regimens exist using either human insulin or insulin-analog
products. These include:

e Continuous subcutaneous insulin infusion (CSII) via pump with a rapid acting insulin analog,
whereby a fixed or variable basal rate is infused 24 hours a day and bolus doses are delivered at
mealtimes by insulin pump. Approximately 1 million people with T1D in the US are treated
with CSII regimen. 243

e Basal-bolus therapy — also referred to as MDI (multiple daily injections), in which basal
(intermediate- or long-acting) insulin is injected once or twice daily to cover the basal insulin
requirements, and bolus (short-acting) insulin is administered at meals to cover postprandial
glucose excursions. Approximately 350,000-700,000 people with T1D in the US are treated
with MDI regimen. 243

e Administration of mixed insulin products, which contain both intermediate or long-acting
insulin and short-acting insulin to cover both basal and meal-related requirements with a
reduced number of injections.

For many people, insulin delivery by infusion pump has radically improved the clinical
management of their diabetes. Nonetheless, more than a third of people living with T1D in the US
(across races and ethnicities) still require multiple injections of insulin and use a basal insulin as the
foundation of their therapy. 4344

Hypoglycemia with daily basal insulins

All insulins carry an inherent risk of hypoglycemia, including long-acting insulins which are
commonly used by people living with T1D. The risk of clinically significant (level 2) hypoglycemia
reported for the most recently approved long-acting insulins (insulin glargine U300 and insulin
degludec) in people with T1D was approximately 18 to 43 episodes per patient year of exposure
(PYE) in the phase 3a pre-approval clinical trials, and 22 to 30 episodes per PYE in post-approval
clinical trials. #>454748 |t js important to note that these trials were conducted with both glucose
targets and definitions of “clinically significant hypoglycemia” that were slightly different from
what has been used in the clinical development program of insulin icodec. Therefore, comparisons
should be made with caution.

Type 2 diabetes
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For T2D, the current treatment cascade follows a stepwise approach. In asymptomatic individuals,
the first line of treatment is always lifestyle modifications, such as healthier eating patterns and
increased physical activity with the aim of reducing weight and improving insulin sensitivity®>-42,
which may also have a beneficial effect on lipids and blood pressure.

When lifestyle changes become insufficient to control glycemia, glucose-lowering agent
monotherapy is generally recommended as the initial pharmacology therapy. As the disease
progresses, single agent therapy is followed by a combination therapy with other oral antidiabetic
drugs (OADs),* glucagon-like peptide 1 (GLP-1) receptor agonists®*->2 and eventually insulin,
based on basal insulins and even basal-bolus insulin therapies in the most advanced cases.>®
Currently, in the U.S. approximately one third of people living with T2D are treated with insulin,
corresponding to about 7.4 million people.>*=>2

2.3  Unmet need

The recognized core objective of diabetes treatment is to prevent or forestall the complications
associated with hyperglycemia, both short term (diabetic ketoacidosis, hyperosmolar coma) and
long-term (micro- and macro-vascular). It has been shown that maintaining tight glycemic control
with HbA1c<7% reduces the risk of long-term complications. However, in real-world practice
approximately almost a half of people with diabetes do not reach this target, indicating that
optimizing glycemic control remains a challenge for many 2262

Insulin therapy is highly effective in lowering blood glucose and different insulin formulations are
currently approved for the treatment of T2D and T1D. As presented in the section above, currently
in US more than 30% of people living with diabetes are on insulin therapy.>

Insulin therapy is associated with a significant treatment burden, since it requires at least one or
more daily injections for people with T2D on a basal-only therapy and typically four injections (at
least one basal and at least three bolus) for people with T2D on basal-bolus treatment and people
with T1D not using an insulin pump. The burden of multiple daily injections is considered by both
patients and physicians to be a barrier to insulin therapy initiation and adherence.”2 This is also
highlighted by a high rate of non-adherence in both people with T2D and T1D, spanning from
33-88%.2-838 Delay in insulin therapy initiation and low adherence contribute to triggering a spiral
of negative consequences such as poor clinical outcomes, comorbidities, increased hospitalization,
and mortality.®%%-6051 Therefore, an unmet medical need remains for an efficacious and simpler
insulin treatment of diabetes mellitus. Due to the intrinsic needs of a clinical trial design, treatment
adherence cannot be measured in a clinical trial setting. However, real-world evidence
demonstrated that once-weekly GLP-1 receptor agonists (GLP-1 RA) have higher therapy
persistence and adherence, compared to once-daily GLP1-RA.52%2 Similar results showing that
reduced treatment frequency improves adherence were published from across a range of therapeutic
areas including growth hormone deficiency, multiple sclerosis, and osteoporosis. 846666768
Therefore, based on experience with other medications, it can be reasonably expected that once-
weekly insulin icodec will improve adherence to insulin therapy in select individuals with diabetes.

In current practice, clinicians and patients can choose from a range of insulins that can be employed
in various regimens to suit an individual’s needs, based on the pathophysiology, individual
requirements, lifestyle, and personal preferences.t1%> Once-weekly insulin icodec would represent
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an alternative basal insulin option for people living with T2D or T1D, with the additional benefit of
a simplified and more convenient treatment regimen.

Type 2 diabetes

In real world practice, glucose control is inadequate among insulin-treated patients, in part
attributable to insulin omission/non-adherence and lack of dose adjustment. & Indeed, almost a half
of people leaving with diabetes is not reaching target HbA. as defined per guidelines 2, whereas 33-
88% is reporting non adherence. 2828 This highlights that improved adherence has the potential to
achieve better glycemic control. It is well established that early and sustained glycemic control
leads to greater reductions in microvascular and macrovascular complications and mortality.

In patient and physician studies, 93% of people on insulin would like to have good blood sugar
control without daily injections and 59% of physicians identified the number of daily injections as a
difficulty for people living with T2D.8%-1 A comprehensive systematic literature review identified
real-world factors affecting adherence to insulin therapy in people with diabetes, where ‘real-world’
refers to factors encountered by the average person using insulin outside a controlled clinical setting
such as a clinical trial. One of the barriers identified by patients is a concern regarding injections
and the need to fit them into their daily life.2-"2 A once-weekly dosing regimen would reduce the
number of basal insulin injections from at least 365 per year to approximately 52 leading to a
simplified and more convenient insulin treatment, especially for people with T2D who are on basal-
only insulin therapy. Beside the impact on their everyday life, this would have the potential to
translate to better persistence and adherence to therapy. This in turn could lead to better glycemic
control and reduced long-term diabetes-related complications, such as microvascular diseases,
hospitalization rates, and mortality.”2-™

Type 1 diabetes

Due to the complete absence of endogenous insulin, exogenous insulin is indispensable for people
living with T1D. Therefore, all people with T1D need to follow a therapeutic regimen based on
utilization of insulin, for which there is a limited number of options. When adding a new basal
insulin option, it is reasonable to consider the types of patients who might use the new treatment in
clinical practice. While a weekly basal insulin may not be the preferred approach for all people with
T1D, it has the potential to be helpful for some. Those who might prefer or benefit from weekly
basal insulin could include individuals who struggle to use daily basal insulin consistently (due for
example to work schedules or forgetfulness), those who rely on caregivers, those with recurrent
DKA due to erratic insulin use, or those who simply want to take fewer injections. Some of these
hypothetical situations, which were not explicitly called out in the clinical trials, are discussed
below.

Despite insulin treatment, only a third of patients with T1D reach clinically meaningful targets of
HbA1..”> Consequently, many people with T1D on a basal-bolus therapy do not have optimal
glycemic control, resulting in a higher risk of developing microvascular or macrovascular
complications. This seems to be at least partially due to lack of consistency with daily basal insulin
administration and suggests that alternative insulin options may be beneficial to reduce treatment
burden and improve adherence. Based on real-world data, it has been estimated that the probability
of missing at least one basal insulin dose over any given 14-day period was 22%, and that lack of
adherence to basal insulin is associated with a decreased glycemic control as evaluated by time-in-
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range measured by CGM, and is in alignment with other findings reported in the literature.’®
Missed injections of basal insulin could be potentially compensated by adjusting the bolus dose, but
this requires careful monitoring by the individual and would only be possible during daytime.

Lack of consistency with daily basal insulin administration is also linked to increased rates of
diabetic ketoacidosis (DKA) in people with T1D who have recurrent DKA, including young adults
(18-25 years old).”® These patients, who were not specifically studied in ONWARDS 6, could also
benefit from a once-weekly basal insulin option, reducing the risk of DKA linked to a missed basal
insulin dose and preventing DKA-related hospitalization. %

A simplified treatment could therefore lead to better glycemic control and better clinical outcomes,
especially for patients with T1D who struggle to adhere to therapy.
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3 Regulatory history

The insulin icodec IND was submitted to the FDA on August 6, 2018 and cleared on September 5,
2018. A Type C Guidance meeting on May 18, 2020 and a Type B End-of-Phase 2 (EOP2) meeting
on December 11, 2020 were held with the Agency to discuss the clinical phase 3 programs in
participants with type 2 diabetes and participants with type 1 diabetes, respectively. During these
meetings the FDA provided feedback on the overall clinical program proposed by Novo Nordisk to
support the insulin icodec BLA submission for the indication of treatment of diabetes mellitus.

During the conduct of the clinical phase 3, two Type C meeting Written Responses were received
from the Agency where FDA agreed with the Novo Nordisk proposed pooling strategy for clinical
safety data, the presentation of safety and efficacy data in the BLA and the proposed strategy for
assessing neutralizing effect of anti-insulin icodec antibodies in the phase 3 trials.

The Type B pre-BLA meeting was held on November 29, 2022 where the Agency agreed to the
overall content and format of the BLA submission.

At the time of the finalization of this document, insulin icodec has been submitted for regulatory
approval in several countries worldwide in addition to US. These included, but are not limited to,
EU, Canada, Switzerland, Australia, Brazil, Japan and China.

At this time, insulin icodec has been approved in Canada and Switzerland, and the Committee for
Medicinal Products for Human Use (CHMP) issued a positive opinion to EMA with the
recommendation of approval of insulin icodec in Europe for the treatment of diabetes mellitus in
adults.

Page 28 of 130



Novo Nordisk Novo Nordisk
BLA 761326 Insulin Icodec
Endocrinologic and Metabolic Drugs Advisory Committee, May 24, 2024

4 Product background, mode of action and mechanism of
protraction

Summary
e Insulin icodec is intended for the treatment of adults with type 2 and type 1 diabetes
mellitus
e Insulin icodec was engineered to:
o retain the same, well-established biological/metabolic effects of human insulin
o have a very strong but reversible binding to albumin leading to the formation of an
nactive depot, from which insulin icodec is slowly and continuously released
o be more stable and have a low affinity for the insulin receptor, leading to reduced
clearance and an extended half-life
e Insulin icodec was designed to simplify insulin therapy, leading to improved initiation

and adherence
\_ J

Insulin icodec 1s a novel long-acting human insulin analogue, designed to retain the same well-
established biological/metabolic effects as human insulin while extending the half-life to cover the
basal insulin requirements for a full week with a once-weekly subcutaneous (s.c.) injection.”2

The proposed indication of msulin icodec is to achieve glycemic control in adults with T2D or T1D
with once weekly injection of basal insulin.

The molecule consists of a modified human insulin backbone and a fatty acid-containing sidechain
(see Figure 4-1). Insulin icodec was engineered not only to have a very long half-life, but also to
ensure that there is effective glucose-lowering throughout the week. These characteristics were
achieved by designing an insulin with high affinity to albumin, improved stability, low binding
affinity to the insulin receptor, and high solubility.” The addition of the C20 fatty-diacid-containing
sidechain imparts a strong but reversible binding to albumin which leads to the formation of a depot
of essentially inactive insulin icodec in the interstitial compartment and throughout the circulation.
From these sites, insulin icodec is slowly and continuously released as unbound insulin icodec, free
to activate insulin receptors and subsequently cleared. In addition, three amino acid substitutions
(shown in red in Figure 4-1) in the peptide backbone provide molecular stability and contribute to
attenuating insulin receptor binding. As insulin is primarily cleared by internalization only after
binding and activating its receptors, a reduction in the insulin receptor binding affinity does not give
rise to a reduced metabolic effect since every molecule dosed will eventually activate the receptor,
triggering a response before being cleared. In this way, insulin icodec, with its very low insulin
receptor binding affinity has the same glucose lowering potency as native human insulin, but the
effect occurs over a much longer time period, due to insulin icodec’s slow clearance. Overall, the
slow and steady glucose-lowering effect of insulin icodec is driven by reversible albumin binding,
mcreased molecular stability as well as reduced insulin receptor binding and receptor-mediated
clearance from the circulating insulin icodec depot. Despite the introduction of these modifications
that confer insulin icodec with a very long half-life, it has been demonstrated that icodec maintains
the same biological and metabolic actions as human insulin. 2
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The molecular modifications described also lead to increased solubility. This allows for a 7-fold
more concentrated formulation of insulin icodec (U700).£%% The net result is a per dose injection
volume that is the same as for once-daily basal insulins.

The insulin icodec 700 U/mL formulation, which contains 4200 nmol/mL of insulin icodec, has
been used for all clinical trials and is intended for the market.

Figure 4-1 Molecular structure of insulin icodec

Three amino acid substitutions
» Increases molecular stability
* Reduces enzymatic degradation
* Lowers receptor binding affinity
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Note: The human insulin molecule is shown in light blue (A-chain) and dark blue (insulin B-chain), with the 3 amino
acids substituted in insulin icodec shown in red. The spacer and fatty diacid side chain are attached to the lysine (B29)
on the C-terminus of the insulin B-chain (B1).
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5 Overview of clinical development program

The development program supporting the efficacy and safety of insulin icodec consisted of a total
of 18 clinical trials in T1D and T2D populations. the insulin icodec clinical development program is
summarized in Figure 5-1 and includes:

e 9 clinical pharmacology trials

e 3 phase 2 exploratory trials
e 6 phase 3 confirmatory efficacy and safety trials

Figure 5-1 Overview of insulin icodec clinical development

4 Y4 )
- Phase 3a
Clinical pharmacology ONWARDS 1 (4477): T2D, insulin naive
4314:PK/PDatSSinT2D ONWARDS 2 (4478): T2D, basal only
4226: PK in subjects with renal impairment ONWARDS 3 (4479): T2D, insulin naive

4225: PK/PDat SSin T1D ONWARDS 4 (4480): T2D, basal-bolus

4422: PK/PD at SSin Japanese T1D ONWARDS 5 (4481): T2D, insulin naive
4462: Hypoglycemicfrequency and response to ONWARDS 6 (4625): T1D, basal-bolus
double/triple dose at SS in T2D \_ !

4569: PK/PDatSSinT2D

4570: PK in subjects with hepaticimpairment o thase 2

4571: PK at SS in Chinese T2D 4383: T2D, insulin naive

4572: Injection region trial in T2D 4465: T2D, insulin naive, titration algorithms
\_ ) 4466: T2D, basal insulin switch

Clinical pharmacology trials are summarized in Section 6.

Phase 3a trials were referred to as ONWARDS and represent the main source of data for the
evaluation of insulin icodec efficacy and safety in T1D and T2D populations. The ONWARDS
development program was designed to evaluate insulin icodec for the treatment of adult patients
with diabetes mellitus. Details of ONWARDS trial design are provided in Section 8.
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6 Clinical pharmacology

/ Summary \

e Steady state for insulin icodec was reached after 2-4 weeks of once-weekly
administration

e The terminal half-life of insulin icodec at steady state was approximately 1 week

e Total exposure and maximum concentration of insulin icodec increased proportionally
with increasing dose within the therapeutic dose range

e The within-subject variability in insulin icodec exposure from week to week at steady
state was found to be low (CV% for total exposure: 5.9%)

e The duration of glucose-lowering effect of insulin icodec covered the one-week dosing
mterval both in T2D and T1D
o The glucose-lowering effect was greatest on Days 2-4 after administration
o As expected, the differences in glucose-lowering effect between separate days

were larger in T1D than in T2D

e Total exposure of insulin icodec was comparable across age, sex, race and ethnicity,
anti-insulin icodec antibodies, albumin level and diabetes population (T2D vs T1D)

e As expected, total exposure of insulin icodec decreased with increasing body weight

e The pharmacokinetic properties of insulin icodec were not affected to any clinically
meaningful extent by renal or hepatic impairment

e Double or triple doses of insulin icodec were shown not to lead to an increased risk of
hypoglycemia compared to double or triple doses of insulin glargine, and the
management of the recovery from hypoglycemia induced by double or triple doses was

k shown to be similar between treatments /

The clinical pharmacology program consisted of a total of 9 dedicated trials providing a detailed
evaluation of the pharmacokinetic and pharmacodynamic properties of insulin icodec in people with
T2D and T1D. In addition, one exploratory phase 2 trial (Trial 4383) and four confirmatory phase 3
trials (ONWARDS 2, 3, 4 and 6) were included in a population pharmacokinetic analysis to
evaluate the effect of intrinsic factors on the pharmacokinetic properties of insulin icodec. All trials
used the same formulation of msulin icodec and were conducted in accordance with ICH Good
Clinical Practice £

6.1  Methodology

The concentration of insulin icodec in serum was analyzed using a validated immunoassay. Insulin
icodec binds reversibly to serum albumin and the assay measures the total amount of insulin icodec
(both albumin-bound and free).

The glucose-lowering effect of insulin icodec was evaluated in multiple-dose trials where
participants received optimized, individualized and clinically relevant doses of insulin icodec. The
glucose-lowering effect was assessed using euglycemic clamps. Since it would be too burdensome
for the participants if the dosing interval of one week for insulin icodec was covered fully with
glucose clamps, partial glucose clamps were conducted and the full weekly pharmacodynamic
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effect was assessed using pharmacokinetic-pharmacodynamic modelling based on the observed
pharmacokinetic data and clamp data.

The pharmacokinetic and pharmacodynamic properties of insulin icodec were investigated in
relevant populations including participants with T2D or T1D, and both men and women were
included in all the trials. Standardized inclusion and exclusion criteria were applied to facilitate
comparisons across trials. As people with diabetes often suffer from renal and/or hepatic
impairment,2-83 two trials were designed to include participants without diabetes and with various
degrees of renal or hepatic impairment. The control groups in these trials were healthy participants.

6.2  Pharmacokinetic properties

6.2.1 Absorption and dose-concentration relationship

The steady-state concentration-time profiles for insulin icodec showed that insulin icodec exposure
covered the one-week dosing interval both in participants with T2D and T1D (Figure 6-1). The
median time to maximum concentration was comparable across all clinical pharmacology trials and
was generally between 15 and 18 hours after dosing at steady state.

Figure 6-1 T2D and T1D — Mean insulin icodec concentration-time profiles across one week
at steady state
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Abbreviations: N = number of individuals; T1D = type 1 diabetes; T2D = type 2 diabetes; U = units

Notes: T2D (Trial 4569): One-week pharmacokinetic profile at steady state after minimum 8 weeks of insulin icodec
treatment at an individualized dose (1.5-5.64 U/kg body weight) (N=42). T1D (Trial 4225): One-week pharmacokinetic
profile at steady state after 8 weeks of insulin icodec treatment at an individualized dose (1.09-3.33 U/kg body weight)
(N=65).

The total exposure and maximum concentration of insulin icodec increased proportionally with
increasing dose both in T2D and T1D.

6.2.2 Distribution and elimination

The fatty acid moiety of insulin icodec allows it to bind strongly but reversibly to albumin in the
bloodstream corresponding to a plasma protein binding of >99%. As a result, distribution of insulin
icodec is likely limited to tissues where albumin distributes, i.e. the vascular and extravascular
space. VVolume of distribution (Vg) for insulin icodec is small and around V¢ for albumin (0.1 L/kg).

As for all other insulin products, elimination of insulin icodec is primarily mediated by the insulin
receptor with non-specific degradation as a minor pathway. The initial peptide cleavage of insulin
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icodec is the same as seen for human insulin. Results in participants with and without renal
impairment demonstrated negligible renal clearance of intact insulin icodec.

6.2.3 Terminal half-life

The terminal half-life of insulin icodec at steady state was approximately 1 week, independent of
dose, supporting once-weekly dosing in both T2D and T1D populations.

6.2.4 Time to steady state

Based on Trial 4569 in participants with T2D, clinical steady state — defined as 90% of the final
plateau exposure level & — was reached after 3-4 weeks when the administered insulin icodec
starting dose was equal to 7 times the daily basal insulin dose prior to the trial, i.e. when initiating
insulin icodec without a one-time additional dose. When adding a one-time additional dose of 50%
with the first insulin icodec dose (i.e. when the first dose of insulin icodec was 10.5 times the usual
daily basal insulin dose), the time to steady state was shortened to 2-3 weeks.

Based on Trial 4225 in participants with T1D, clinical steady state was reached after 2-3 weeks
without a one-time additional dose, and 1 week faster when adding a one-time additional dose of
50% with the first insulin icodec dose.

For details about the starting dose, please refer to Section 7.

6.2.5 Within-individual variability

Within-individual variability in insulin icodec exposure from week to week was evaluated in Trial
4569 in individuals with T2D based on observed serum icodec concentrations during three
consecutive weeks at steady state. The within-individual variability in total exposure and maximum
concentration at steady state (measured as CV%) was found to be low (5.9% and 8.3%,
respectively).

6.3 Pharmacodynamic properties

Part of the protraction of insulin icodec occurs at the insulin receptor level (Section 4). The action
of insulin icodec may therefore be better reflected by its pharmacodynamic rather than by its
pharmacokinetic properties. This is particularly so in situations of increased or decreased insulin
icodec absorption, where the depot of albumin-bound insulin icodec can serve as a buffer.

6.3.1 Glucose-lowering effect at steady state in individuals with T2D

At steady state, the glucose-lowering effect of insulin icodec in individuals with T2D was close to
evenly distributed across the one-week dosing interval, and the duration of glucose-lowering effect
covered one week at clinically relevant doses (Figure 6-2). The mean daily proportions of
glucose-lowering effect during the one-week dosing interval ranged from 12.0% (on Day 7) to
16.1% (on Day 2) of the total weekly effect (Figure 6-2).
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Figure 6-2 T2D - Glucose-lowering effect profile and distribution of model-predicted
glucose-lowering effect across one week at steady state
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Abbreviations: AUC = area under the curve; GIR = glucose infusion rate; Max = maximum: Min = minimum;

N = number of individuals; U = units

Notes: Left: Observed and model-predicted glucose-lowering effect at steady state after minimum 6 weeks of insulin
icodec treatment at an individualized dose (1.53-5.64 U/kg body weight) (Trial 4569; N=42). Dots show observed
clamp data with standard error of the mean from glucose clamps during three consecutive weeks, respectively

(0-36 hours, 40-64 hours and 144-168 hours after dosing). Continuous line shows model-predicted data.

Right: Distribution of model-predicted glucose-lowering effect across one week at steady state. Dotted line shows equal
distribution of glucose-lowering effect per day across the week. Numbers on and below each bar show the mean and
range.

6.3.2 Glucose-lowering effect at steady state in individuals with T1D

The glucose-lowering effect profile of insulin icodec in individuals with T1D across the one-week
dosing interval at steady state is shown in Figure 6-3. The duration of glucose-lowering effect
covered one week at clinically relevant doses. The mean daily proportions of glucose-lowering
effect during the one-week dosing interval ranged from 8.4% (on Day 7) to 19.6% (on Day 2) of the
total weekly effect, and the greatest glucose-lowering effect was observed on Days 2-4 (Figure 6-3).
Thus, the differences in glucose-lowering effect between separate days were larger in T1D than
observed for T2D. The same has previously been shown over the daily dosing interval for daily
basal insulin products®3-£2-£6 and is considered to originate mainly from the greater insulin
sensitivity in T1D versus T2D and the residual beta-cell function in T2D.
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Figure 6-3 T1D - Glucose-lowering effect profile and distribution of model-predicted
glucose-lowering effect across one week at steady state
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Notes: Left: Observed and model-predicted glucose-lowering effect at steady state after 8 weeks of insulin icodec
treatment at an individualized dose (1.21-3.33 U/kg body weight) (Trial 4225; N=49). Dots show observed clamp data
with standard error of the mean from glucose clamps 16-52 hours and 138-168 hours after the last dose. Continuous line
shows model-predicted data. Right: Distribution of model-predicted glucose-lowering effect across one week at steady
state. Dashed dotted line shows equal distribution of glucose-lowering effect per day across the week. Numbers on and
below each bar show the mean and range.

6.3.3 Mbolar dose ratio

The molar dose ratio for insulin icodec was estimated versus once-daily insulin degludec in
individuals with T2D in Trial 4314 and versus once-daily insulin glargine U100 in individuals with
T1D in Trial 4225. For insulin icodec, the full one-week glucose-lowering effect was derived by
pharmacokinetic-pharmacodynamic modelling based on the observed pharmacokinetic data and
partial glucose-lowering effect assessed in glucose clamps. For once-daily insulin, the 24-hour
glucose-lowering effect was fully assessed in a glucose clamp. The molar dose ratio was calculated
based on the one-week glucose-lowering effect for each insulin assuming that identical molar doses
were administered per week.

In T2D, the estimated molar dose ratio for insulin icodec versus insulin degludec was 1.03, 95% CI:
[0.74; 1.44]. In T1D, the estimated molar dose ratio for insulin icodec versus insulin glargine U100
was 1.19, 95% CI: [1.00; 1.43]. Thus, insulin icodec is considered equipotent to insulin degludec
and msulin glargine U100 (i.e. 1 U of insulin icodec can be compared to 1 U of daily basal insulin),
and by extrapolation also to insulin detemir and NPH insulin.

6.4 Intrinsic factors

Overall, the population pharmacokinetic analysis based on phase 2 Trial 4383 and phase 3 trials
ONWARDS 2, 3, 4 and 6 showed that insulin icodec exposure was comparable across age, sex, race
(White, Black, Japanese, Chinese, Other Asian), ethnicity, anti-insulin icodec antibody level,
albumin level, and diabetes population (T2D versus T1D) (Figure 6-4). Insulin icodec exposure
decreased with increasing body weight, an effect that was expected because clearance and volume
of distribution generally scale with body size. Note that as insulin icodec dose is individually
titrated, small differences in exposure are unlikely to be clinically relevant.
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Figure 6-4  Forest plot of covariates included in the population pharmacokinetic analysis
and their effect on dose-normalized insulin icodec exposure at steady state

Covariate Test category Reference Relative Exposure (C,,) Ratio [90% CI]
65-74 years H : 1.05[1.02;1.07]
Age 275 years 18-64 years e 1.11[1.07;1.14]
55.8 kg _ i » 1.34 [1.31;1.37]
Bod ht 83 k - '
ody weig 116.2 kg g . ! 0.78 [0.77:0.80]
Ethnicity Hispanic Non-Hispanic i l{ﬁ 0.98 [0.95;1.01]
Black - 1.08 [1.02;1.15]
Chinese ) re 0.99 [0.96;1.03]
R Whit
ace Japanese e e 1.01 [0.99:1.05]
Other Asian = |-o- 1.07 [1.02;1.12]
Sex Male Female L 1.00[0.98;1.02]
1st quartile rs 0.99[0.97:1.02]
. 2nd quartile . ® 1.00 [0.97;1.03]
Antibody level 3rd quartile Negative AB : i - 1.06 [1.03:1.10]
4th quartile : o 1.21[1.16;1.25)
i ] i
‘ 4 g/dL i s : 1.03 [1.01;1.05]
Alb 4.5 g/dL : ' i
umin 5 g/dL 8 o ; 0.97 [0.96:0.99]
Population Type 1 diabetes Type 2 diabetes : i L J] 1.16 [1.13;1.20]
I | I
0.50 0.80 1.00 1.25 1.50 2.00

Abbreviations: Cayg = dose-normalized average exposure; Cl = confidence interval; N = number of individuals

Notes: The population pharmacokinetic analysis included phase 2 Trial 4383 and phase 3 trials ONWARDS 2, 3, 4 and
6 (N=1244). Each covariate is presented with test categories compared to a reference category. Body weight and
albumin test categories represent the 5 and 95 percentiles in the data. The exposure ratio for each test category
relative to the reference category is plotted as blue dots with 90% CI (and also listed to the right). Vertical lines
corresponding to equal exposure (dashed line) and the typical pharmacokinetic equivalence interval from 0.8 to 1.25
(dotted lines) are included for comparison.

A large fraction of insulin icodec in the circulation is present as an essentially inactive form bound
to albumin. In the circulation on average, albumin is roughly 2000 times more abundant than insulin
icodec, which occupies less than 0.05% of the total aloumin pool. Thus, it is unlikely that low levels
of serum albumin could have an impact on insulin icodec effect or mode of action. This was
confirmed in Trials 4226 and 4570, conducted to evaluate the pharmacokinetic properties of insulin
icodec in participants with different degrees of renal or hepatic impairment, respectively,
representing a range of serum albumin levels between 2.7 g/dL and 5.1 g/dL. There was no
clinically meaningful impact of renal or hepatic impairment on the exposure of insulin icodec.
Furthermore, results from both trials did not indicate any association between observed baseline
albumin concentration and total exposure of insulin icodec (Appendix A, Figure 14-1).

6.5 Hypoglycemia frequency and physiological response to double or triple doses of insulin
icodec

Given the unique pharmacokinetic and pharmacodynamic properties of insulin icodec, attention to
potential hypoglycemic risk was a focus throughout development. As part of this focus, a clinical
pharmacology trial investigated the physiological response to double or triple doses of insulin
icodec compared to double or triple doses of insulin glargine U100 in a controlled, clinical setting
in participants with T2D. Individuals in the trial were also monitored by CGM following the
intentional insulin over-exposure. Results are summarized below and have been published in
detail®’.
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In a crossover design, participants were treated with once-weekly insulin icodec (for 6 weeks) and
once-daily insulin glargine U100 (for 11 days) at equimolar total weekly doses based on each
participants’ usual basal insulin dose. At steady state, double and triple doses of insulin icodec and
insulin glargine U100 were administered followed by hypoglycemia induction starting at the
expected time of maximum glucose-lowering effect for each insulin product. During the
hypoglycemia induction experiments, plasma glucose was allowed to decrease to no less than

45 mg/dL (PGnadir). Thereafter, euglycemia was restored by constant IV glucose infusion

(5.5 mg/kg/min) and maintained by variable glucose infusion.

Following the double and triple insulin doses, comparable proportions of participants experienced
clinically significant hypoglycemia (level 2, PGnadir<54 mg/dL) during the hypoglycemia induction
experiments for insulin icodec versus insulin glargine U100 (Figure 6-5).

Figure 6-5 Proportion of individuals with T2D with clinically significant hypoglycemia after
double and triple dose
PGhpagir <54 mg/dL

100 - OR [95%ClI]
3 0.48 [0.18; 1.28]
Py p=0.14 -
« 80
3 OR [95%Cl] 70.0%
= 1.28 [0.46; 3.52] Insulin icodec
s 8 =i 52.6% -
= ‘l [ Insulin glargine U100
2 39.5% .
S 40 - 35.7%
2
2
o 20 f§
o
0 m
Double dose Triple dose

Abbreviations: CI = confidence interval; N = number of individuals; OR = odds ratio; PG = plasma glucose.

Note: Trial 4462: Crossover trial in individuals with T2D receiving double and triple doses of insulin icodec and insulin
glargine U100 during insulin icodec treatment (for 6 weeks) and insulin glargine U100 treatment (for 11 days) at
equimolar total weekly doses based on each participants’ usual basal insulin dose. Double dose: N=43 for insulin icodec
and N=42 for insulin glargine U100; Triple dose: N=38 for insulin icodec and N=40 for insulin glargine U100.

Full recovery from level 2 hypoglycemia (<54 mg/dL) to a plasma glucose level of 100 mg/dL was
achieved within 30 minutes for both insulin icodec and insulin glargine U100 when a constant 1V
glucose infusion of 5.5 mg/kg/min was applied. The amount of glucose needed to restore and
maintain euglycemia was similar for insulin icodec and insulin glargine U100 (Appendix A,

Figure 14-2).

Overall, these data suggest that a double or triple dose of insulin icodec did not lead to an increased
risk of hypoglycemia compared to a double or triple dose of insulin glargine U100, and that the
management of the immediate recovery from hypoglycemia was similar between treatments.

CGM data showed that mean percentage time spent below range from the end of the hypoglycemia
induction until 14 days after the double insulin icodec dose and until 7 days after the triple insulin
icodec dose was well below the consensus guidance clinical targets for CGM data.2® Importantly,
for participants who experienced a clinically significant (level 2) hypoglycemic episode during the
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hypoglycemia induction experiment, the percentage of time spent below range was within the
recommended threshold. As the next dose of insulin after the double or triple dose was skipped in
this trial, it reflects the clinical situation when administration of a higher-than-normal dose is
discovered and mitigated prior to the next planned dose. Importantly, no severe (level 3)
hypoglycemic episodes were observed for either of the two treatments.

Based on this trial, the physiological response to hypoglycemia induced by insulin icodec was
considered appropriate. Concentrations of the counterregulatory hormones adrenaline,
noradrenaline, glucagon, cortisol, and growth hormone increased during hypoglycemia induction
for both insulin icodec and insulin glargine U100 following double and triple doses. During
hypoglycemia induced by double or triple insulin doses, comparable symptomatic and moderately
greater endocrine responses were elicited by insulin icodec versus insulin glargine U100. No
differences in subjective clinical responses to the hypoglycemia were noted between treatments.
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7 Starting dose and titration

~
Summary
e The dosing algorithm used in ONWARDS trials was based on insulin icodec’s long
half-life, PK data and PD modelling
¢ Insulin naive participants with T2D received a 70 U starting dose, allowing a rapid
achievement of glycemic targets (similar to the 10 U starting dose used with daily basal
msulin)
e Participants with T1D or T2D on daily basal insulin received a higher single starting
dose, allowing a smooth transition to insulin icodec and a rapid achievement of
glycemic targets
e Insulin icodec was titrated once weekly based on SMBG measurements, allowing a
sustained glycemic improvement, designed to minimize the risk of hypoglycemia
e The investigator could overrule the titration algorithm based on relevant clinical
information
N\ J

The dosing and titration of insulin icodec used in the ONWARDS trials are described in this
section.

The starting dose and the titration of insulin icodec were based on the results from the clinical
pharmacology trials and PD modelling. In addition, two phase 2 clinical trials in T2D population
were conducted to define the starting dose and the final titration algorithm, based on safety and
efficacy outcomes.

Starting dose in insulin naive participants

For insulin naive participants with T2D, the starting weekly dose of insulin icodec was 70 U, which
corresponds to the recommended starting dose when initiating a marketed daily basal insulin
(insulin glargine U100 or insulin degludec), multiplied by 7. As is common for other marketed
msulins the same starting dose 1s recommended for all naive participants with T2D, regardless of
their baseline characteristics.

Starting dose in participants prior on basal insulin

For all participants with T1D or T2D previously on daily basal insulin (basal only or basal-bolus),
transition to insulin icodec dose began with a single starting dose that was higher than their daily
basal insulin dose prior trial multiplied by 7, in order to avoid a glycemic slip during the first week
of treatment. The dose initiation algorithm is summarized in Table 7-1.
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Table 7-1  Dose initiation algorithm

1%t dose 2" dose
T2D
Insulin naive 70U (follow titration algorithm)
Basal only . )
Basal bolUs 1.5 x daily basal x 7 Daily basal x 7
TiD
HbA1c <8%
Insulin glargine U300 1.5 x daily basal x 7 Daily basal x 7
Twice daily basal insulin
HbA1c >8% 2 x daily basal x 7 Daily basal x 7

Abbreviations: HbA. = glycosylated hemoglobin; T1D = type 1 diabetes; T2D = type 2 diabetes; U = units

In all cases with a higher single starting dose, it was received one time only and as a single
injection.

It is important to note that, due to insulin icodec’s molecular properties, the higher first dose did not
lead to an increased risk of hypoglycemia. This is shown by the fact that across all trials
hypoglycemia rates in the insulin icodec arm are not higher during the first month of treatment
compared to subsequent months (Figure 10-11) for participants with T1D, not shown for
participants with T2D). This was expected since the vast majority of the injected insulin icodec
becomes bound to albumin forming an inactive depot, as described in Section 4.

Titration

The subsequent doses (second dose for insulin naive participants and third dose for participants
previously on basal insulin) were calculated based on the self-monitored blood glucose (SMBG).
Titration followed a “treat-to-target” approach with the aim of maintaining fasting glucose levels
between 80 and 130 mg/dL. The doses of insulin icodec were adjusted once weekly by the
investigator in connection with the scheduled visit or phone contacts.

In the clinical trials, the dose adjustment was based on the three pre-breakfast SMBG values
measured on the day of titration and on the two preceding days. For both insulin icodec and daily
basal insulins used as comparators, the same algorithms were used by the investigators, except for
ONWARDS 5 for which insulin icodec dose recommendations were integrated into a dose guidance
application (DoseGuide System). Insulin icodec was adjusted by increments of +/- 20 units, while
the daily basal insulin by increments of +/- 3 units.

For participants with T2D, the following algorithm was applied:
o if the lowest of the three SMBG values was below 80 mg/dL insulin would be down-titrated,
regardless of the mean value.
o ifall three SMBG values were above 80 mg/dL, the mean of all three measurement was
calculated:
o if the mean was between 80 and 130 mg/dL, no dose adjustment would be required,
o ifabove 130 mg/dL insulin would be up-titrated.
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For participants with T1D, the algorithm was based on the lowest SMBG value only, regardless of
the mean. If the lowest of the three SMBG values was below 80 mg/dL insulin would be down-
titrated, if between 80 and 130 mg/dL no dose adjustment would be required, and if above

130 mg/dL insulin would be up-titrated.

In the ONWARDS trials, for both populations the titration guideline in the protocol emphasized that
information such as symptoms of hypoglycemia, hyperglycemia, previous response to dose
adjustments, additional glucose measurements and other indicators of the patient’s level of
glycemic control, were to be taken into consideration when decisions on dosing were made. Thus,
the investigator could overrule the titration algorithm based on relevant clinical situations. This is in
line with normal clinical practice and aligned with the recommendation to individualize treatment
with insulin.%
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8 Overview of phase 3 program

/ Summary \

e The icodec clinical program was global and included participants from all major regions
of the world in order to represent participants across various race and ethnic groups
e The primary objective for all ONWARDS trials was to demonstrate the effect of
glycemic control of once-weekly insulin icodec in both T2D and T1D patient
populations
e In all ONWARDS trials, the primary endpoint was the change in HbA . from baseline to
the planned end of trial.
e All phase 3 (ONWARDS) trials were randomized, parallel-group, multicenter,
multinational trials comparing the efficacy and safety of insulin icodec versus an active
control, and included:
o People living with T2D:
= ONWARDS 1 (insulin naive)
= ONWARDS 2 (prior basal only)
= ONWARDS 3 (insulin naive; double blind)
= ONWARDS 4 (prior basal - bolus)
= ONWARDS 5 (insulin naive)
o People living with T1D
= ONWARDS 6 (prior basal - bolus)
e ONWARDS 5 had pragmatic elements implemented into the study design that were
less restrictive as compared to the other trials
e In all ONWARDS trials, the secondary objective was to evaluate parameters of safety
with once weekly insulin icodec versus a daily basal insulin /

=

The six phase 3 trials, which were referred to as ONWARDS trials and numbered from 1 to 6,
provided the primary evidence for evaluating the efficacy and safety of insulin icodec, as they
mvestigated insulin icodec in the intended target population and contribute to the majority of the
total exposure to insulin icodec.

Results from each clinical trial in the ONWARDS program have been published 12:13-14.15.16.17

The populations studied comprised participants with T2D insulin-naive, on a basal only insulin
regimen, and participants with T2D and T1D on a basal-bolus insulin regimen prior to trial.

Key trial design characteristics of the ONWARDS trials main features are given in Figure 8-1.
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Figure 8-1 Key features of ONWARDS trials

Type 2 Diabetes Type 1 Diabetes
! ( ONWARDS1 | ONWARDS3 |( ONWARDS5 | '
| Naive Naive Naive w/Dose Guide| !
' Insulin 52 Weeks 26 Weeks 52 Weeks E
: Naive +26 Week Extension :
: vs. insulin glargine vs. insulin degludec vs. QD basal insulin |
! N = 984 N =588 N =1085 i
e S I /.
: ( ONWARDS2 |( ONWARDS4 | ( ONWARDS6 | !
! Prior Basal switch Basal-Bolus Basal-Bolus :
| Basal 26 Weeks 26 Weeks 26 Weeks !
i Insulin vs. insulin glargine +26 Week Extension )
i Therapy vs. insulin degludec + insulin aspart vs. insulin degludec | |
! N =526 N = 582 + insulin aspart 1
! S J U Y, S N =582 J

_______________________________________________________________________________________

Note: QD basal insulins in ONWARDS 5 included insulin degludec and insulin glargine (U100 or U300).

Abbreviation: QD=quaque die; in ONWARDS 5 participants in the comparator arms were assigned to different daily
basal insulins (insulin glargine U100, insulin glargine U300 or insulin degludec). at the discretion of the investigator.

All ONWARDS trials were randomized 1:1, parallel-arm, multicenter and multinational trials
comparing the efficacy and safety of insulin icodec versus an active control. Insulin glargine (U100
or U300) and insulin degludec represent the standard of care treatment options for individuals with
diabetes.

The ONWARDS trials had a duration spanning from 26 weeks to 78 weeks. ONWARDS 1 and
ONWARDS 6 trials had a main phase (of 52 weeks and 26 weeks, respectively) and an extension
phase (of 26 weeks in each trial) to evaluate long-term safety, leading to a total duration of

78 weeks for ONWARDS 1 (T2D, insulin naive) and 52 weeks for ONWARDS 6 (T1D). The
ONWARDS 1 and ONWARDS 6 results presented in this document are based primarily on data
from main phase, as this was where the primary objective was evaluated. In addition, extension data
are presented for the most relevant efficacy assessments, safety assessment and hypoglycemia.

Safety evaluation, including general safety and hypoglycemia, included a follow-up period of 5
weeks after last dosing interval (except for ONWARDS 1 and ONWARDS 6 when presented at the
end of main phase). Efficacy endpoints were evaluated at the end of the last dosing interval (one
week after last administration for insulin icodec and last day of daily basal insulin administration).

After the end of treatment, participants were transferred to a marketed product at the discretion of
the investigator.

As in the standard design of clinical trial for insulins, all ONWARDS trials were open label except
ONWARDS 3 which incorporated a double-dummy, double-blind design. The rationale for having
open label mnsulin icodec clinical trials was based on keeping the burden for the participants as low
as possible, given the high number of injections required in a double-blind, double-dummy trial.
Importantly, the efficacy and safety profiles of insulin icodec from ONWARDS 3 were consistent
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with the results obtained in the other ONWARDS trials, suggesting that the open-label approach did
not affect the outcomes.

8.1  Eligibility criteria

The eligibility criteria for the trials were set to ensure that the enrolled participants represented the
intended target population for insulin icodec.

Both male and female participants were enrolled to obtain information on efficacy and safety of
insulin icodec treatment in both sexes, and there was no upper age limit, so that efficacy and safety
in elderly participants could be evaluated.

The exclusion criteria precluded enrolment of participants with concomitant conditions which could
jeopardize the safety of the participants or compliance with the protocol. This was to safeguard
participants, and to avoid compromising trial validity and confounding of trial results.

Most inclusion and exclusion criteria were common for ONWARDS 1-4 and 6, while a more
minimal set applied to ONWARDS 5 allowing for a broader T2D population. Inclusion and
exclusion criteria are presented in Table 8-1 and Table 8-2.
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Table 8-1 Inclusion criteria

Novo Nordisk

T2D

TiD

Oow1

ow2

OwW3

Oow4

OW5

OwW6

General

Informed consent obtained before any trial-related activities

Male or female of at least 18 years of age?

HbAc limits

7.0-10.0% (53-85.8 mmol/mol)

7.0-11.0% (53—96.7 mmol/mol)

Above 7.0% (53 mmol/mol)

Below 10% (85.8 mmol/mol)

Diabetes history at screening

Diagnosed with T1D > 1 year

Diagnosed with T2D > 180 days

Intensification with insulin is indicated to achieve glycemic
target (4.4-7.2 mmol/L [80-130 mg/dL]) at the discretion of
the treating investigator

Anti-diabetic treatment at screening

Insulin naive

Once or twice daily basal insulin > 90 days

Basal’-bolus insulin regimen

XC

Xd

Stable dose(s) for > 90 days of OAD monotherapy, OAD
combination therapy, or injectable GLP-1 RA

XE

Xe

Body mass index (BMI)

BMI < 40.0 kg/m?

X

X

X

X

Abbreviations: GLP-1 = glucagon like peptide-1; HbA: = glycated hemoglobin; OAD = oral anti-diabetic drug; OW =

ONWARDS; RA = receptor agonist; T1D = type 1 diabetes; T2D = type 2 diabetes

Notes: @ Japanese subjects (in ONWARDS 1, 2, 4 and 6) had to be >20 years at the time of signing informed consent.
b hasal insulin analogues or neutral protamine hagedorn insulin in ONWARDS 4, in ONWARDS 6 only basal insulin
analogues. ¢ For >90 days prior to screening, dFor>1 year prior to screening, © Only for subjects on non-insulin.
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Novo Nordisk

anti-diabetic treatment (which they were to continue during the trial), subjects were not required to be on non-insulin

anti-diabetic treatment to be in the trial.

Table 8-2 Exclusion criteria

T2D

TiD

ow1l

ow2

ows3

ow4

Ow5

OwW6

Known or suspected hypersensitivity to trial product(s) or related
products.

Previous participation in the trial. Participation is defined as
signed informed consent.

Female who is pregnant, breast-feeding or intends to become
pregnant or is of child-bearing potential and not using an
adequate contraceptive method (adequate contraceptive measures
as required by local regulation or practice).

Participation in any clinical trial of an approved or non-approved
investigational medicinal product within 90 days before
screening.?

Any disorder, except for conditions associated with type 2
diabetes mellitus®, which in the investigator’s opinion might
jeopardise subject’s safety or compliance with the protocol.®

Myocardial infarction, stroke, hospitalisation for unstable angina
pectoris or transient ischaemic attack within 180 days prior to the
day of screening.

Chronic heart failure classified as being in New York Heart
Association (NYHA) Class IV at screening.

Planned coronary, carotid or peripheral artery revascularisation.

Renal impairment with estimated glomerular filtration rate
(eGFR) value of eGFR < 30 ml/min/1.73m? at screening by
central laboratory analysis.

Impaired liver function, defined as alanine aminotransferase
(ALT) > 2.5 times or bilirubin >1.5 times upper normal limit at
screening by central laboratory analysis.

Inadequately treated blood pressure defined as systolic
>180 mmHg or diastolic >110 mmHg at screening.

Treatment with any medication for the indication of diabetes or
obesity other than stated in the inclusion criteria within 90 days
prior to the day of screening.

Anticipated initiation or change in concomitant medications (for
more than 14 consecutive days) known to affect weight or
glucose metabolism (e.g. treatment with orlistat, thyroid
hormones, or corticosteroids).

Uncontrolled and potentially unstable diabetic retinopathy or
maculopathy. Verified by a fundus examination performed within
the past 90 days prior to screening or in the period between
screening and randomization. Pharmacological pupil-dilation is a
requirement unless using a digital fundus photography camera
specified for non-dilated examination.

Presence or history of malignant neoplasm (other than basal or
squamous cell skin cancer, in-situ carcinomas of the cervix, or in
situ prostate cancer) within 5 years prior to the day of screening.
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T2D T1iD

Owl | OW2 | OW3 | OW4 | OW5 | OW6
Any episodes of diabetic ketoacidosis according to medical X X X X
records within 90 days prior to screening
Anticipated change in lifestyle affecting glucose control X X X X
Known hypoglycaemic unawareness as indicated by the X X X
investigator according to Clarke’s questionnaire question
Recurrent severe hypoglycemic episodes within the last year as X X X
judged by the investigator

Abbreviations: eGFR = estimated glomerular filtration rate; OW = ONWARDS; T1D = type 1 diabetes; T2D = type 2
diabetes

Notes: # Simultaneous participation in a trial with the primary objective of evaluating an approved or non-approved IMP
for prevention or treatment of COVID-19 disease or postinfectious conditions was allowed if the last IMP dose was
received more than 30 days before screening. ® For ONWARDS 6: type 1 diabetes mellitus. ¢ In ONWARDS 5 the
criterion was: “Any disorder which in the investigator’s opinion might jeopardize subject’s safety”.

Stratification was conducted in 2 trials:
e In ONWARDS 3, randomization was stratified by region (Asia, North America, South
America, Europe) and treatment with sulfonylureas or glinides (yes/no).
e In ONWARDS 6, randomization was stratified by pre-trial basal insulin regimen (either
twice daily/insulin glargine U300 or once daily) and HbA1. at screening (either <8% or
>8%).

To minimize the risk of hypoglycemia, treatment with glinides or sulfonylureas was to be
discontinued (ONWARDS 1, 2 and 4) or reduced by approximately 50% (ONWARDS 3 and 5) at
randomization, in line with clinical practice.

8.2  Endpoints and assessments

For trials with an extension phase (ONWARD 1 and ONWARDS 6), please note that:

o efficacy and hypoglycemia were evaluated considering main phase only, as per trial design.
However, results for the main efficacy and hypoglycemia-related endpoints (change in
HbA., CGM-metrics and rate of hypoglycemia) considering the complete trial
(main+extension) are also included.

e safety evaluation of all parameters, is presented for main+extension phase data, since the
main purpose of extension phases was to assess safety after a longer period of insulin icodec
treatment.

The primary objective of the phase 3 program was to demonstrate the effect on glycemic control of
once weekly insulin icodec. The secondary objective of all ONWARDS trials was to compare the
safety of insulin icodec with daily basal insulin.

8.2.1 Efficacy evaluation

In all ONWARDS trials, the primary endpoint was the change in HbA1c from baseline to the
landmark visit. To further evaluate glycemic control, time in range was a pre-specified confirmatory
primary endpoint in ONWARDS 1.
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Efficacy assessments are presented in Table 8-3 and described below.

Table 8-3  Efficacy assessments

T2D TiD
Insulin naive Basal switch | Basal-bolus | Basal-bolus
ow1 OoWs3 OW5 OoW?2 Oow4 OWe6

Primary objective — efficacy parameters

Primary endpoint
Change in HbA;. X X X X X X

Confirmatory secondary endpoint

Time spent in range (70-180 X

mg/dL)?

Supportive secondary endpoints

Change in FPG X X X X X
CGM metrics? X X X X X
Patient reported outcome X X X
Mean weekly insulin dose® X X X X X

Abbreviations: CGM = continuous glucose monitoring; FPG = fasting plasma glucose; HbA1c = glycosylated
hemoglobin; OW = ONWARDS; T1D = type 1 diabetes; T2D = type 2 diabetes

Notes: 2 in the last 4 weeks of treatment; ®in the last 2 weeks of treatment.

Achievement of HbAu. targets without hypoglycemia — prespecified analysis

According to international recommendations, a clinical meaningful target achievement is reached
when HbA. is below 7.0% for T2D and T1D, and below 6.5% for some T2D, as these levels are
associated with reduced risks of diabetes complications. Combining the achievement of these
glycemic targets with not having experienced any clinically significant or severe hypoglycemic
episodes (level 2 or level 3) enables a meaningful evaluation of the balance between HbA ¢
reduction and risk of hypoglycemia, which is a key consideration in clinical practice. Classification
of hypoglycemia is provided in Table 8-5.

CGM metrics - prespecified analyses

Key CGM measurements comprise the percentage of readings within a target glucose range (TIR),
below target glucose range (TBR) and above target glucose range (TAR). The primary goal for
effective and safe glucose control is to increase the TIR while reducing the TBR. The target range is
defined when interstitial glucose is between 70 and 180 mg/dL. Additional targets and clinical
recommendation to achieve optimal glycemic control are provided in Table 8-4.

Dexcom G6® CGM system has been used consistently across all trials.
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Table 8-4  Guidance on CGM targets for assessment of glycemic control for adults with
T1D or T2D
TBR TIR TAR
% of readings Below target % of readings Target range % of readings Above target
range range
<4 <70 mg/dL >70 70-180 mg/dL <25 >180 mg/dL
<1 <54 mg/dL

Abbreviation: CGM = continuous glucose monitoring; TBR = target below range; TIR = target in range; TAR = target
above range; T1D = type 1 diabetes; T2D = type 2 diabetes

Note: Adapted from 2,

8.2.2 Safety evaluation

A general evaluation of safety, incorporating knowledge of the therapeutic area and interactions
with the Agency, included, but were not limited to, the following assessments:

e Number and nature of adverse events
e Safety focus areas, including

o Cardiovascular disorders

o Injection site reactions

o Immunogenicity

Pre-specified secondary safety endpoints for all ONWARDS trials were:

e Number of severe (level 3) hypoglycemic episodes

e Number of clinically significant (level 2) hypoglycemic episodes, confirmed by SMBG

e Number of severe (level 3) or clinically significant (level 2) hypoglycemic episodes
confirmed by SMBG

e Change in body weight

In addition to the above, post-hoc analyses of hypoglycemic episodes have been performed based
on CGM data. Details about how hypoglycemia was analyzed are provided below.

8.2.2.1 Analysis of hypoglycemia

Hypoglycemia is a known risk associated with all insulins. Hypoglycemic episodes have been
carefully analyzed as part of the overall safety evaluation in the insulin icodec development
program.

Hypoglycemia data are reported as the percentage of participants who experienced one or more
episodes, as well as the event rate which reflects the total number of episodes per exposure time.
Thus, the event rate reflects the total hypoglycemia event burden. However, the overall event rate
may not be reflective of the experience of individual participants, as some individuals experience a
large number of episodes.

In the ONWARDS trials, participants were asked to measure their pre-breakfast SMBG daily and as
needed (i.e. in case of symptoms of hypoglycemia), from week 0 to end of trial. Based on the
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SMBG value and/or on the management of the symptoms, the hypoglycemic episode was registered
as level 1, 2 or 3, according to the international guidelines (Table 8-5).

Please note that level 2 episodes (clinically significant) are defined by the level of SMBG

(<54 mg/dL), regardless of the symptoms or the management for recovery. Symptoms of a level 2
hypoglycemic episode can be very broad, ranging from no symptoms to various levels of
discomfort, but that do not require external assistance.

Table 8-5  Classification of hypoglycemia

Level Glycemic criteria Description

Hypoglycemia alert value |<3.9 mmol/L (70 mg/dL) and | Sufficiently low for treatment with fast-acting

(level 1) >3.0 mmol/L (54 mg/dL) carbohydrate and dose adjustment of glucose-lowering
therapy

Clinically significant <3.0 mmol/L (54 mg/dL) Sufficiently low to indicate serious, clinically

hypoglycemia (level 2) important hypoglycemia

Severe hypoglycemia No specific glucose threshold | Hypoglycemia associated with severe cognitive

(level 3) impairment requiring external assistance for recovery

Notes: The Novo Nordisk terms are adapted from IHSG8, ADAS, ISPADZ, type 1 diabetes outcomes program?,
ATTD?% Severe hypoglycemia as defined by Seaquist2 and ISPADZ,

At the discretion of the investigator, a hypoglycemic episode could also be reported as an AE. If
reported as an AE, any hypoglycemic episode, irrespective of the classification, could be reported
as an SAE if it fulfilled the following criteria (as for any other AE):

e Results in death

e Is life-threatening

e Requires inpatient hospitalization or prolongation of hospitalization
e Results in persistent or significant disability/incapacity

e Is acongenital anomaly/defect

e Important medical event

Please note that there is no direct correlation between a level 3 (severe) or level 2 (clinically
significant) hypoglycemic episode and an SAE (serious adverse event). As a consequence, a level 3
hypoglycemic episode is not necessarily classified as an SAE, as it may not fulfil any of the above
conditions.

CGM-based hypoglycemia

As a post-hoc analysis, hypoglycemia has also been evaluated using continuous glucose monitoring
(CGM)-based data. CGM-based hypoglycemia detection and reporting is well established in current
clinical guidelines?* and regulatory guidance®>2%. The method is based on extensive data with 5-
minute interval glucose values and, contrary to the self-measured blood glucose (SMBG)-based
approach, is not impacted by the frequency of measuring and manual reporting by the patient,
thereby giving a more objective assessment of hypoglycemia. CGM-based hypoglycemia detection
has been shown to capture hypoglycemic episodes to a significantly larger extent than traditional
SMBG-based hypoglycemia 2“€ and — as stated in the FDA 2023 draft guidance? on efficacy
endpoints in diabetes clinical trials — CGM-based hypoglycemia collection has certain advantages
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over SMBG-based hypoglycemia measurements. Since CGM-based hypoglycemia is independent
on the participant measuring and reporting hypoglycemia, it is particularly relevant for the
evaluation of nocturnal hypoglycemia. As a result of the different methodologies, the hypoglycemia
rates may differ between CGM-based and SMBG-based hypoglycemia reporting.

CGM-based hypoglycemic episodes are defined as an interstitial glucose (1G) <70 mg/dL for at
least 15 consecutive minutes and are considered resolved when IG has been >70 mg/dL for at least
15 consecutive minutes.?22* Mirroring the parameters defining hypoglycemic level based on
SMBG, CGM-based hypoglycemic episodes are classified as follows:

e Clinically significant (level 2) hypoglycemic episode: 1G <54 mg/dL for at least 15
consecutive minutes at any time during the episode

e Hypoglycemia alert value (level 1) episode: all other CGM-based hypoglycemic episodes
not meeting the criterion for being a level 2 hypoglycemic episode.

It should be noted that severe (level 3) hypoglycemic episodes are defined as occurring when
associated with severe cognitive impairment requiring external assistance for recovery, and not by a
specific threshold of glycemia, therefore, severe (level 3) hypoglycemic episodes cannot be defined
based on CGM data or SMBG data, but on symptoms and management only.

8.3  Statistical considerations

8.3.1 Statistical methods

The sample size for each clinical trial provided adequate power with respect to the primary
hypothesis for the primary endpoint of testing non-inferiority for HbA1.. ONWARDS 1 was also
powered with respect to confirming statistical superiority of icodec in terms of Time in Range and
change in HbAc.

The statistical evaluations were based on pre-specified analyses for each trial individually, using
common statistical principles and analysis methods across the phase 3a program. In addition, a
meta-analysis of cardiovascular safety was prospectively planned. The pre-specified primary
statistical evaluation of efficacy was based on the full analysis set (FAS) adhering to the intention-
to-treat principle. 2 Safety evaluations were presented descriptively based on the safety analysis set
(SAS) with statistical analyses being based on the FAS.

8.3.2 Estimand

In all trials, the treatment policy estimand was assessed. As such, the estimand was defined as the
treatment difference between insulin icodec and once daily basal insulin comparator of the change
in HbA1c from baseline to the landmark visit (week 26 for ONWARDS 2, 3, 4 and 6 or week 52 for
ONWARDS 1 and 5) for all randomized participants, irrespective of adherence to randomized
treatment and changes to anti-diabetic background medication. Hence, the treatment policy strategy
was applied to the following intercurrent events:

e treatment discontinuation or

¢ initiation of bolus treatment lasting for more than 2 weeks in bolus-naive participants

(ONWARDS 1, 3, and 5).
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This estimand intends to give an estimation of the population-level treatment effect, 1.e., an
‘intention-to-treat’ analysis.

8.3.3 Primary and confirmatory statistical testing strategy

The primary hypothesis was that insulin icodec was non-inferior to daily insulin comparator in
terms of change from baseline to the landmark visit. The non-inferiority margin was pre-specified at
0.3%-point based on the recommendation in the US Food and Drug Administration guidance for
industry on developing drugs for treatment of diabetes £ as well as what was considered to preserve
sufficient effect of the comparators effect over placebo.

In ONWARDS 1, 2, 3 and 5, additional clinically-relevant confirmatory hypotheses were tested to
assess additional benefits of once weekly insulin icodec treatment. Evaluations of these
confirmatory hypotheses were adjusted for multiplicity via a hierarchical testing approach.
Operationally the hypotheses were evaluated by a 2-sided test with a 5% significance level.
However, conclusions of non-inferiority or superiority respectively were only made in case the
point estimate was in the appropriate 1-sided direction. An overview of the hierarchical
confirmatory statistical testing set-up is illustrated in Figure 8-2.

Figure 8-2 Overview of hierarchical confirmatory statistical set-up

Type 2 Diabetes Type 1 Diabetes

ONWARDS 1 ONWARDS 2, 3,5 ONWARDS 4 ONWARDS 6

4 ) 'a )
HbA,, HbA,, HbA,, HbA,,
L Non-inferiority* J L Non-inferiority* ) Non-inferiority* Non-inferiority*
| |

4 A 4 )

Time in Range HbA,.

Superiority ) L Superiority

HbA,.
Superiority

Note: * Prespecified non-inferiority margin of 0.3%

834 Missing data

Missing values for the primary endpoint, confirmatory secondary endpoints and body weight were
imputed by multiple imputation from trial participants experiencing an intercurrent event and
having a measurement at the landmark visit. In case the amount of data for the imputation model
was nsufficient for meaningful imputation, the imputation model was either simplified or replaced
by a return-to-baseline imputation approach.

Missing values for other continuous assessments were imputed by a return-to-baseline multiple
imputation approach if there was planned data collection at baseline. Otherwise, the imputation was
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based on trial participants in the comparator arm who had completed the trial and had a
measurement at the landmark visit.

Missing data for the achievement of HbA1 targets were imputed by applying the threshold to the
imputed HbA1¢ values. Participants who discontinued randomized treatment prematurely had the
dichotomous outcome also evaluating hypoglycemia set to ‘no’.

For participants who discontinued their randomized treatment, the number of SMBG-based
hypoglycemic episodes in the missing period was imputed using a multiple imputation technique
assuming the event rate during the missing period followed that of the once daily insulin
comparator.

Further details on missing data imputation can be found in Appendix B, Section 15.1.

8.35 Statistical considerations

Continuous endpoints (including the primary endpoint of change in HbA1c) except time below
glycemic range (TBR) were analyzed using a standard analysis of covariance (ANCOVA) including
treatment, stratification factor (ONWARDS 3 and 6), personal CGM device use (y/n) (ONWARDS
2 and 4) and region as fixed effects and the baseline value of the response as covariate (where
relevant). Log-transformation was applied for analyses of mean insulin dose during the last two
weeks of treatment. Binary assessments were analyzed using a logistic regression model. TBR and
number of hypoglycemic episodes were analyzed using a negative binomial regression model with a
log-link function, and the logarithm of the observation period as offset. The observation period used
as offset for TBR and CGM-based hypoglycemia was the CGM wear period. Both models included
the same fixed factors as specified for the ANCOVA model. The logistic regression model also
included baseline as covariate (when applicable).

Post-hoc analyses to evaluate treatment effect in subgroups were done by applying similar models
as in the full study evaluation but with the addition of subgroup and treatment by subgroup
interaction as fixed effects. Missing data was imputed the same way as in the full study evaluation
of the respective assessments.

Data were pooled for the purpose of evaluating adverse events. To minimize the potential risk of
confounding by trial (Simpson's Paradox) caused by any differences in trial population, adjustments
were made for the proportion of participants with events and the event rates for the phase 3a and the
T2D pool respectively by using Cochran-Mantel-Haenszel weights.>

While safety assessments were generally pooled across studies, certain safety parameters, like e.g.
hypoglycemia, body weight and immunogenicity, are expected to be quite different between trial
populations of insulin naive, previous insulin users, T1D and T2D. Hence, by-trial evaluation has
been made for these assessments.

For details on statistical considerations for other assessments see Appendix B, Section 15.
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9 C(linical results in T2D

(" Summary I

Trial population
e A total of 3765 people with T2D were randomized 1:1 in the T2D-ONWARDS trials

e In the T2D pool, more than 94% of enrolled participants completed the trial, with similar
proportions in both treatment arms and across trials

Efficacy

In all T2D-ONWARDS ftrials, once-weekly insulin icodec met the primary endpoint,
demonstrating non-inferiority to daily basal insulin for change in HbAc

To further support insulin icodec efficacy on glycemic control in participants with T2D, it was
demonstrated that:
e Glucose time in range was comparable to insulin degludec
e Time course of glycemic improvement was similar to daily basal insulin
e HbA|c reduction was sustained until the end of the trials (up to 52 weeks)
e Insulin icodec provided a statistically superior reduction of HbA . in insulin naive
patients and in patients with T2D previously on a daily basal insulin only (no bolus)

Hypoglycemia

In all T2D-ONWARDS ftrials, hypoglycemic episodes were manageable and were

resolved using the same methods as daily basal insulins

o 85.9-93.9% of insulin naive participants or those on daily basal prior to trial did not
experience any severe (level 3) or clinically significant (level 2) hypoglycemic episodes

e Overall, the numbers of severe (level 3) hypoglycemic episodes were similar between
treatment arms

e Clinically significant (level 2) hypoglycemia in the insulin icodec arm were reported by a
few patients accounting for many episodes

e The duration of level 2 hypoglycemic episodes was similar between treatment arms

The proportion of patients in the insulin icodec arm achieving clinically meaningful HbA .
targets without hypoglycemia was higher than or comparable to the daily basal insulin arm.

Conclusion
The T2D-ONWARDS program demonstrated that insulin icodec can be used safely and
k effectively for glycemic control by people with T2D. /

9.1  Trial population in T2D

The participants enrolled in the T2D-ONWARDS program represent a global population from
33 countries. The populations in the T2D clinical trials are considered representative of the intended
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T2D treatment population. Overall, a broad, diverse population of participants with varying degrees
of T2D has been studied in the clinical development program.

9.11 Baseline and demographic characteristics

Key baseline and demographic characteristics of the participants enrolled in the insulin icodec arms
in T2D trials (ONWARDS 1 to 5) are presented by trial, since they are dependent on specific trial
design and can affect the efficacy results (Table 9-1 and Table 9-2).

The overall disease-related baseline characteristics of the trial populations were representative of a
broad T2D population as seen in clinical practice in terms of treatment regimen, BMI, renal
impairment, diabetes duration, HbA1c and FPG levels. The overall demographic characteristics were
also representative of typical T2D population with regards to age, race, ethnicity and country of
origin.

Please note that demographic and baseline characteristics were similar between participants in the
insulin icodec and daily basal insulin arms within each trial.
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Table9-1  T2D - Key demographic characteristics — by trial
T2D
(N=3765)
Insulin Naive Basal Switch | Basal-bolus
(N=2657)
ONWARDS 1 |ONWARDS3 |ONWARDS5 |ONWARDS2 |ONWARDS 4
N=984 N=588 N=1085 N=526 N=582
Sex, N (%)
Male 558 (56.7) 369 (62.8) 622 (57.3) 302 (57.4) 304 (52.2)
Female 426 (43.3) 219 (37.2) 463 (42.7) 224 (42.6) 278 (47.8)
Age (years)
Mean (SD) 59.0 (9.9) 58.1 (10.0) 59.3 (10.5) 62.5(9.1) 59.8 (10.0)
Age group, N (%)
>18 - <65 years 665 (67.6) 411 (69.9) 722 (66.5) 294 (55.9) 373 (64.1)
>65 - <75 years 278 (28.3) 158 (26.9) 304 (28.0) 198 (37.6) 188 (32.3)
>65 years 319 (32.4) 177 (30.1) 363 (33.5) 232 (44.1) 209 (35.9)
>75 years 41 (4.2) 19 (3.2) 59 (5.4) 34 (6.5) 21 (3.6)
Race, N (%)
White 650 (66.1) 354 (60.2) 971 (89.5) 298 (56.7) 370 (63.6)
Black or African American 27 (2.7) 15 (2.6) 52 (4.8) 23 (4.4) 21 (3.6)
Asian 274 (27.8) 165 (28.1) 47 (4.3) 196 (37.3) 188 (32.3)
Other 33 (3.4) 23 (3.9) 14 (1.3) 9(1.7) 2(0.3)
Missing 0 31 (5.3) 1(0.2) 0 1(0.2)
Ethnicity, N (%0)
Not Hispanic or Latino 878 (89.2) 393 (66.8) 989 (91.2) 494 (93.9) 476 (81.8)
Hispanic or Latino 106 (10.8) 164 (27.9) 95 (8.8) 32 (6.1) 105 (18.0)
Missing 0 31 (5.3) 1(0.2) 0 1(0.2)
Region
Europe 471 (47.9) 142 (24.1) 557 (51.3) 167 (31.7) 205 (35.2)
North America 220 (22.4) 149 (25.3) 528 (48.7) | 1393(26.4) | 133(22.9)
South America 41 (4.2) 152 (25.9) 0 0 66 (11.3)
Africa 0 0 0 50 (9.5) 0
Asia 252 (25.6) 145 (24.7) 0 170 (32.3) 178 (30.6)

Abbreviations: % = Percentage of participants, BMI = Body mass index; N = Number of participants; SD = standard

deviation; T2D = type 2 diabetes

Notes: “Other race” includes American Indian or Alaska Native, and Native Hawaiian or other Pacific Islander.
Participants from France did not report race and ethnicity and are included in the row ‘Missing’.
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Table9-2  T2D - Key baseline diabetes characteristics — by trial
T2D (N=3765)
Insulin Naive (N=2657) Basal Switch | Basal-bolus
ONWARDS 1 | ONWARDS 3 | ONWARDS 5 | ONWARDS 2 | ONWARDS 4
N=984 N=588 N=1085 N=526 N=582
BMI (kg/m?)
Mean (SD) 30.1(4.9) 29.6 (5.1) 32.8(7.0) 29.3(5.0) 30.3(5.0)
Renal function (eGFR, mL/min/1.73m?)
Normal (>90) 446 (45.3) | 358(60.9) | 618(57.0) | 203(38.6) | 250 (43.0)
Mild impairment (>60 -<90) 436 (44.3) | 185(315) | 345(31.8) | 243(46.2) | 241 (41.4)
Moderate impairment (>30 - <60) 101 (10.3) 44 (7.5) 113 (10.4) 80 (15.2) 91 (15.6)
Severe impairment (<30) 1(0.1) 0 8 (0.7) 0 0
Missing 0 1(0.2) 1(0.1) 0 0
Duration of diabetes
<10 years 441 (44.8) 274 (46.6) | 471 (43.4) 102 (19.4) 117 (20.1)
>10 years 543 (55.2) | 314(53.4) | 614(56.6) | 424(80.6) | 465 (79.9)
HbAc (%)
Mean (SD) 8.5(1.0) 8.5(1.1) 8.9 (1.6) 8.1(0.8) 8.3(0.9)
<8%, N 358 (36.4) 217 (36.9) 346 (31.9) 251 (47.7) 237 (40.7)
>8%, N 626 (63.6) | 371(63.1) | 738(68.0) | 275(52.3) | 345(59.3)
FPG (mg/dL)
Mean (SD) 185.5 (50.3) | 181.4 (50.4) N/A 151.5 (44.3) | 169.8 (59.0)
History of cardiovascular disease
Yes, N (%) 232 (23.6) 140 (23.9) | 261(24.2) | 183(34.9) 188 (32.3)
No, N (%) 752 (76.4) | 447(76.1) | 819(75.8) | 342(65.1) | 394 (67.7)

Abbreviations: % = Percentage of participants; eGFR = estimated glomerular filtration rate; FPG = fasting plasma
glucose; N = number of participants; BMI = body mass index; SD = standard deviation; T2D = type 2 diabetes
Notes: FPG was not collected in ONWARDS 5. Data from ONWARDS 1-5, only main phase of ONWARDS 1.
Baseline refers to week 0 except for renal function, which was evaluated at screening. Renal function categories are
based on eGFR derived using the 2009 Chronic Kidney Disease Epidemiology Collaboration (CKD-EPI) creatinine

equation.

Most participants in the T2D-ONWARDS trials were from Europe, Asia and North America, and
most were White. In total, 174 participants >75 years were included in the T2D-ONWARDS trials.
The percentage of participants from North America was between 24% and 51% across trials, with a
good representation across race and ethnicity that aligns with US demographics, including

138 (3.7%) Black or African American participants.

Trial populations across ONWARDS 1 to 5 included people with T2D in need of insulin initiation
(ONWARDS 1, 3 and 5, with mean diabetes duration of 11-12 years) and people with T2D
previously on a basal only insulin regimen (ONWARDS 2 with a mean diabetes duration

16.7 years) or on basal-bolus regimen (ONWARDS 4 with a mean diabetes duration of 16.9 years).
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The mean baseline HbA1. ranged from 8.1% to 8.9% and mean FPG from 151.5 to 185.5 mg/dL.
Fasting plasma glucose was not measured as part of the clinical laboratory assessments in
ONWARDS 5 to mimic a clinical practice setting and optimize patient retention by not including
fasting visits.

All T2D trials included participants with various degrees of renal impairment; across trials, 7.5% to
15.6% of participants had moderate renal impairment. In ONWARDS 5, 8 participants with severe
renal impairment were included, as specific eGFR values were not an exclusion criterion for this
trial.

The anti-diabetic background medication that participants were receiving at screening (and
continued during the ONWARDS T2D trials, with pre-specified dose adjustments) covered a range
of non-insulin, anti-diabetic treatments, reflecting the wide range of treatments employed in T2D
(Table 9-3).

Table 9-3  T2D - Anti-diabetic non-insulin background medication at screening

Insulin naive Basal Switch Basal-bolus
ONWARDS 1 | ONWARDS 3 ONWARDS 5 ONWARDS 2 ONWARDS 4
N (%0) N=984 N=588 N=1085 N=526 N=582
Metformin 885 (89.9) 530 (90.1) 998 (92.0) 440 (83.7) 385 (66.2)
SGLT-2i 359 (36.5) 214 (36.4) 474 (43.7) 173 (32.9) 168 (28.9)
GLP-1RA 175 (17.8) 112 (19.0) 306 (28.2) 137 (26.0) 71 (12.2)
DPP-4i 347 (35.3) 156 (26.5) 306 (28.2) 128 (24.3) 83 (14.3)
SuU 446 (45.3) 260 (44.2) 439 (40.5) 114 (21.7) 44 (7.6)
Alpha-glucosidase inhibitor 45 (4.6) 38 (6.5) 6 (0.6) 28 (5.3) 18 (3.1)
Thiazolidinediones 49 (5.0) 45 (7.7) 45 (4.1) 21 (4.0) 18 (3.1)
Glinides 26 (2.6) 11 (1.9) 13 (1.2) 19 (3.6) 2(0.3)

Abbreviations: % = percentage of participants; DPP-4i = dipeptidyl peptidase-4 inhibitor; GLP-1 RA = glucagon-like
peptide-1 receptor agonist; N = number of subjects; SU = sulfonylureas; SGLT-2i = sodium-glucose cotransporter 2
inhibitor; T2D = type 2 diabetes

9.1.2 Participant disposition

Participant disposition was similar between treatment arms for the main phase (Table 9-4).
Corresponding tables including data from extension phase of ONWARDS 1 are presented in
Appendix A, Table 14-1. Across the T2D-ONWARDS trials and across treatment arms, the
proportions of participants completing the scheduled end-of-treatment visit at the end of main phase
were high (ranging from 91.3% to 98.7%). Hence, retention rates were adequate to preserve trial
integrity with limited need for endpoint imputation. As expected, the lowest proportion of
completers was in ONWARDS 5, where a sparse visit schedule more consistent with clinical
practice led to lower retention in both treatment arms. The proportion of participants completing the
scheduled end-of-treatment visit without discontinuation of insulin icodec treatment was also high,
ranging from 89.1% in ONWARDS 5 to 97.3% in ONWARDS 2. The proportion of participants
who discontinued the trial product was comparable between treatment arms across the trials.
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Table 9-4  T2D pool (ONWARDS 1 to 5) - Participant disposition

Insulin icodec Daily basal insulin
N | % N %

Randomized 1882 | 100.0 1883 100
Exposed 1880 I 99.9 1878 99.7
Permanent treatment discontinuation of trial product 113 | 6.0 105 5.6

Adverse event 29 | 1.5 23 1.2

Hypoglycemic episode 3 | 0.2 1 0.1

Protocol deviation 3 | 0.2 3 0.2

Lack of efficacy ® 1 | 0.1 0

Intensification to a basal bolus regime or continuous 2 0.1 0

use of bolus insulin ®

Lost to follow up 14 | 0.7 21 1.1

Withdrawal of consent 30 | 1.6 35 1.9

Pregnancy 1 | 0.1 0

Site closure 1 | 0.1 0

Other 29 | 15 22 1.2
Withdrawn from trial 80 | 43 88 4.7

Patient’s withdrawal consent 40 | 2.1 42 22

Lost to follow up 19 | 1.0 26 14

Investigator decision 8 | 0.4 8 0.4

Death 11 | 0.6 12 0.6

Site closure 2 | 0.1 0 0
Completed trial 1804 | 95.9 1798 95.5

Without permanent discontinuation of trial product 1796 | 94.0 1777 94.4

After permanent discontinuation of trial product 35 | 1.9 21 1.1

Abbreviations: N = number of participants; % percentage of participants; T2D = type 2 diabetes

Note: *Lack of efficacy criterion applies to all trials except ONWARDS 5: ®: intensification to a basal bolus regime or
continuous use of bolus insulin only applies to ONWARDS 5

9.2  Efficacy in people with T2D

9.21 Change in HbA.

In all T2D ONWARDS trials, insulin icodec was demonstrated to be non-inferior to daily basal
msulin in terms of change of HbA .. Furthermore, in T2D insulin-naive participants (ONWARDS
1, 3, and 5) in participants with T2D previously on basal-only regimen (ONWARDS 2) insulin
icodec was confirmed to be statistically superior to the daily basal insulins in reducing HbA . from
baseline to planned end of treatment. Although statistical superiority was achieved, the clinical
relevance of the difference between treatments has not been established. Change from baseline and
statistical analysis results are presented in Figure 9-1.
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Figure 9-1 T2D - Change from baseline in HbAi.

Insulin Naive Basal Switch  Basal-Bolus
0.0
N= 492 492
-0.5
Estimated
Change from
Baseline -1.0
in HbA,,
(%-point)
R -1.4 .
15 1.4
-1.6 -1.6
-2.0
T2D Studies ONWARDS 1 ONWARDS 1Ext ONWARDS 3 ONWARDS 5 ONWARDS 2 ONWARDS 4
Baseline HbA,_ (%) 8.47 8.47 8.52 8.92 8.13 8.30
Difference [95% CI] -0.19 [-0.36,-0.03] -0.11[-0.22,0.00] -0.21[-0.34,-0.08] -0.38 [-0.66,-0.09] -0.22[-0.37,-0.08] 0.02[-0.11,0.15]
p-value Non-Inferiority <0.0001 < 0.0001 <0.0001 <0.0001 < 0.0001 <0.0001
p-value No treatment diff 0.0210 0.0506 0.0016 0.0092 0.0028 NA

Notes: ONWARDS 5 participants receiving insulin icodec used an electronic dosing guide to optimize therapy. In the
other trials, the dose of insulin icodec was adjusted once weekly by the investigator in connection with the scheduled
visit or phone contacts.

Superiority testing was pre-specified as part of a hierarchical testing strategy after confirmation of non-inferiority in
ONWARDS 1.2.3 and 5.

Abbreviations: CI = confidence interval; Difference = estimated treatment difference; Ext = extension phase; NA =
Not assessed

In all T2D populations, HbA . decrease by week followed comparable curves between treatment
arms, suggesting a similar time course to achieve glycemic benefit, as measured by HbA .

(Figure 9-2).

Figure 9-2 T2D — Mean HbAi. by treatment week — Change from baseline
ONWARDS 3 (Insulin Naive)

ONWARDS 1 (Insulin Naive)

ONWARDS 5 (Insulin Naive)

0,0
Main
0,5 .
Change
inHbA,. -1,0 - g Degludec
(%)
1,5 |
lcodec Icodec
2,0 — _— — —_
0 10 18 26 36 44 52 0 10 18 26
0.0 ONWARDS 1 (Insulin Naive) ONWARDS 2 (Basal Switch)
’ Main+Extension
05 05 - Degludec
Change
in HbA,. -1,0 - -1,0 Icodec ! Icodec
(%) R—
1,5 1,5 1 Glargine
.2,0 '2,0 - - — — =
0 10 18 26 36 44 52 62 70 78 0 10 18 26 0 10 18 26

Time Since Randomization (Weeks)

Abbreviations: HbA . = glycosylated hemoglobin; T2D = type 2 diabetes
Notes: Observed data including data obtained after premature discontinuation.
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Change in HbA1c from baseline to the end of ONWARDS 1 complete trial (including the 26-week
extension) confirmed the results at the end of the main phase, demonstrating that glycemic benefit
was sustained for up to 78 weeks.

9.2.2 CGM metrics

CGM metrics were evaluated during the first 4 weeks and the last 4 weeks in 3 T2D trials:
ONWARDS 1 (insulin naive), ONWARDS 2 (previously on daily basal insulin as the only insulin
therapy) and ONWARDS 4 (on a basal-bolus insulin regimen) (Figure 9-3). Both participants and
investigators were blinded to the measurements. CGM data were not collected before
randomization.

In ONWARDS 1 (insulin naive population), time in range was a pre-specified confirmatory
endpoint to assess the efficacy of insulin icodec and was tested in a hierarchical approach for
superiority (see Figure 8-2). Percentage time in range for insulin icodec was statistically superior to
insulin glargine, further confirming the efficacy of insulin icodec on glycemic control. Importantly,
the estimated treatment difference for time in range between insulin icodec and insulin glargine arm
can be considered clinically meaningful, as it was above the threshold of 3% defined by
international guidelines.? In this population, time above range was lower in the insulin icodec arm
compared to insulin glargine, while time below range was similar between the 2 treatment arms.

In ONWARDS 2 and ONWARDS 4, the average percentage of time spent in range, below or above
range showed a similar pattern between the 2 treatment arms.

In all T2D populations where CGM was evaluated, the average percentage of time spent below
range is well within the recommended window (Table 8-4), indicating that insulin icodec met the
international consensus guidelines and did not lead to safety concerns based on these parameters.

CGM metrics collected during the last 4 weeks of the ONWARDS 1 complete trial (Weeks 74-78)
supported the results observed in the main phase at Weeks 48-52 (Figure 9-3).
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Figure 9-3 T2D — CGM percentage time above, below and in range

Insulin Naive Insulin Naive Basal Switch Basal-Bolus
100%
2% 29%
32% 30% 31%
80% - Ben 36% || 40% Target Time
in Range*
cem 0% 1 []TaR > 180 mgiaL  <25%
Ranges
%) 4 - >709
%) 40% 1l 7254 || 670, 10% || oome o35 || e 67% || 6% [[]TrR70-180 mgiaL >70%
205 [] ™8R 54 - 69 mgraL
1 <4%
0 o 1.0% || 0.6% 19% || 1.7%
0.9% || 0.6% 1.1% (| 0.8% TBR < 54 mg/dL <1%
oo L0 ]| 02% 0:3% || 02% 0.3% || 02% 0% || 06% | | o/
Eoeow [ owor  oww [0 oo
ONWARDS 1 ONWARDS 1 ONWARDS 2 ONWARDS 4
T2D Studies Weeks 48-52 Weeks 74-78
ETDy [95% CI] 4.27%-point [1.92, 6.62] 4.41%-point [1.92, 6.90] 2.41%point [-0.84, 5.65] 0.29%point [-2.52, 3.09]
p-value
Superiori 0.0004

Abbreviations: CGM = continuous glucose monitoring; CI = confidence interval; ETD = estimated treatment
difference; T2D = type 2 diabetes; TAR = time spent above range; TIR = time spent in range; TBR = time spent below
range

Notes: observed data; Time spent is defined as 100 times the number of recorded measurements in a given range,
divided by the total number of recorded measurements; *According to international consensus 2

9.2.3 Mean glucose fluctuations over the week

In the ONWARDS 1 T2D population treated with insulin icodec, mean glucose values remained
within the CGM target range of 70 to 180 mg/dL throughout the week, with glucose excursions that
were generally small and consistent throughout each day and across the week. This result indicates
that the glucose lowering effect of insulin icodec is maintained across the week and 1s similar each
day as expected based on the insulin icodec PD profile, as assessed by GIR (Figure 6-2). Overall,
these data indicate that weekly insulin icodec provided consistent and predictable daily glycemic
patterns over the week after dosing (Figure 9-4).
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Figure 9-4 T2D — Mean glucose fluctuations across the week based on CGM
data-ONWARDS 1 (weeks 48 to 52)
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Weekly icodec dose f

Daily Basal dose

Abbreviations: CGM = continuous glucose monitoring; T2D = type 2 diabetes

9.24 Other efficacy assessments

The following observations further support insulin icodec efficacy in providing glycemic control:

e Fasting plasma glucose (FPG) was a supportive secondary endpoint in all ONWARDS
trials, except ONWARDS 5. In T2D populations (ONWARDS 1-4), treatment with insulin
icodec provided at least as much reduction in FPG as daily basal insulin.

e Participants with T2D treated with insulin icodec or daily basal insulin achieved a
comparable glycemic control as measured by SMBG, supporting the results of the primary
endpoint (change in HbA.). Mean pre-breakfast SMBG measurements over the course of a
week also support the effectiveness of the titration algorithm used in the insulin icodec
program (Figure 9-5).

o The differences in mean weekly doses of basal insulins between treatment arms were overall
small and not consistently observed across all trials. This is consistent with the unit-vs-unit
equivalence of insulin icodec vs daily basal insulins as predicted based on pre-clinical and
phase 1 studies.
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Figure 9-5 T2D — Mean fasting SMBG by treatment week
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Abbreviations: SMBG = self-measured plasma glucose; T2D = type 2 diabetes

9.3 Hypoglycemia in people with T2D

Evaluation of hypoglycemia was a pre-specified assessment at the end of the main phase of the trial,
therefore, the results presented in this section refer to the main phase unless otherwise specified.
Most of the evaluation of hypoglycemia is based on data collected from the eDiary (SMBG-based),
as pre-specified in the protocol. However, for some endpoints CGM-based data are also shown,
providing an additional, complementary evaluation (for more details about analysis of
hypoglycemia, please see Section 8.2.2.1).

Severe (level 3) or clinically significant (level 2) hypoglycemic episodes in ONWARDS T2D
populations are presented in Table 9-5. Most of the hypoglycemic episodes occurred during the day.
Nocturnal hypoglycemic episodes in participants with T2D are presented in Appendix A,

Table 14-3.

Hypoglycemic episodes were defined as severe (level 3) when there was cognitive impairment, and
the assistance of another person was needed for recovery. In the T2D populations either insulin
naive (ONWARDS 1, ONWARDS 3 and ONWARDS 5) or previously on basal-only
(ONWARDS 2), 1 episode of severe hypoglycemia in 1589 participants was reported in the insulin
icodec arm vs. 11 episodes in the daily basal insulin arm. In the basal-bolus trial (ONWARDS 4),
7 episodes of severe hypoglycemia were reported in 4 participants in the insulin icodec arm vs.

3 episodes in 2 participants in the daily basal insulin arm. In total, 4 episodes of level 3
hypoglycemia in 3 participants with T2D were nocturnal, and none occurred in the insulin icodec
treatment arm. During the 26-week extension phase of the ONWARDS 1 trial, no additional severe
hypoglycemic episodes occurred in the insulin icodec arm, while 3 severe episodes occurred in the
daily basal insulin arm. Therefore, across all T2D populations, the risk of severe hypoglycemia
(level 3) was very low, and similar between treatment arms.

Page 65 of 130



Novo Nordisk Novo Nordisk
BLA 761326 Insulin Icodec
Endocrinologic and Metabolic Drugs Advisory Committee, May 24, 2024

Table 9-5  T2D — Hypoglycemic episodes by trial and classification

Insulin Icodec Daily Basal insulin
(N =1880) (N =1878)
Trial Classification % E R % E R
Insulin naive
ONWARDS 1 |Level2 9.8 143 0.29 10.0 75 0.15
Level 3 0.2 1 0.002 0.6 3 0.006
ONWARDS 3 |Level 2 8.9 53 0.31 5.8 23 0.13
Level 3 0 0 0.7 2 0.01
ONWARDS 5 |Level 2 11.8 104 0.19 7.8 76 0.14
Level 3 0 0 0.7 5 0.009
Basal switch
ONWARDS 2 |Level 2 14.1 113 0.73 7.2 41 0.27
Level 3 0 0 04 1 0.007
Basal-bolus
ONWARDS 4 |Level 2 50.9 937 5.60 55.0 935 5.60
Level 3 14 7 0.04 0.7 3 0.02

Abbreviations: % = percentage of participants with one or more episodes; E = number of episodes: R = rate (number of
events per 1 PYE): PYE = Patient years of exposure (1 PYE = 365.25 days): T2D = type 2 diabetes

In ONWARDS 1, 3 and 5 (insulin naive) and ONWARDS 2 (basal-only), most participants with
T2D did not experience any clinically significant or severe (level 2 or level 3) hypoglycemic
episode during the trials (85.9-90.2%). Overall, the proportion of participants experiencing a level 2
or level 3 hypoglycemic episode was similar between treatment arms. In line with what is expected
in participants with T2D on a basal-bolus regimen, the proportion of participants in ONWARDS 4
(T2D basal-bolus) who did not experience a clinically significant or severe (level 2 or level 3)
hypoglycemic episode was lower than in the other T2D trials, but still similar between treatment
arms (48.5% vs. 44.3% in insulin icodec vs. daily basal insulin).

Although the risk of severe hypoglycemia in participants treated with insulin icodec was similar to
the risk in participants treated with daily basal insulin, the occurrence of clinically significant
(level 2) hypoglycemic episodes was higher with insulin icodec than daily basal insulin in
ONWARDS 1, 2, 3 and 5. The rates of severe (level 3) or clinically significant (level 2)
hypoglycemia in participants with T2D under a basal-bolus regimen (ONWARDS 4) were similar
between insulin icodec and daily basal insulin. During the 26-week extension phase of
ONWARDS 1, no increase in the rate of clinically significant (level 2) hypoglycemic episodes was
observed in both treatment arms compared to main phase (from baseline to week 52). When
considering the complete trial (from baseline to week 83), the rate of clinically significant
hypoglycemic episodes remained higher in the insulin icodec arm compared to insulin glargine.

The estimated rate ratios of combined severe and clinically significant (level 2 + level 3)
hypoglycemic episodes, as pre-specified endpoints of the ONWARDS program, are presented
below. Given that in the insulin icodec arm only 1 episode of severe (level 3) occurred across
insulin naive and basal only ONWARDS ftrials, the higher rates observed in the msulin icodec arm
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compared to daily basal insulin are driven by clinically significant (level 2) hypoglycemia
(Table 9-6).

Table 9-6  T2D — Level 3* (severe) or level 2 (clinically significant) hypoglycemic episodes
estimated rate ratio

Trial Estimated Rate Ratio [95% CI]
Insulin icodec/Daily basal insulin

Insulin naive

ONWARDS 1 (Main) 1.64 [0.98; 2.75]

ONWARDS 1 (Main + Extension) 1.63[1.02; 2.61]

ONWARDS 3 1.82[0.87; 3.80]

ONWARDS 5 1.17[0.73; 1.86]

Basal switch

ONWARDS 2 1.93[0.93; 4.02]

Basal-bolus

ONWARDS 4 0.99[0.73; 1.33]

Abbreviations: Cl = confidence interval; T2D = type 2 diabetes

Note: *Across all T2D trials, 8 severe hypoglycemic episodes (1 episode in ONWARDS 1 and 7 episodes in 4 subjects
in ONWARDS 4) in the insulin icodec arm, and 14 in the daily basal insulin arm were reported.

When put into context, the rates calculated for ONWARDS 1 and 3 can be translated into the fact
that a single insulin naive T2D patient who starts treatment with insulin icodec would experience 1
additional clinically significant (level 2) hypoglycemic episode within the next 6-7 years compared
to if started with daily insulin. When considering the rates observed in ONWARDS 5, 1 additional
clinically significant hypoglycemic episode would occur within 24 years after starting treatment
with insulin icodec instead of another daily basal insulin.

Level 2 hypoglycemic episodes in the insulin icodec arm were reported by a few individuals, some
of whom experienced many episodes. For example:
e In ONWARDS 1 (main phase), 3 participants (0.6%) accounted for 61 of 143 (43%) level 2
episodes reported in the insulin icodec arm.
e In ONWARDS 3, 2 participants (0.7%) accounted for 15 of the total 53 (28%) level 2
episodes in the insulin icodec arm. No other participants in the insulin icodec arm had more
than 4 episodes.

In the basal-bolus trial (ONWARDS 4), the proportion of participants with high frequency of
hypoglycemic episodes was similar between treatment arms.

A post-hoc analysis of hypoglycemia has been performed using CGM data from ONWARDS 1,
ONWARDS 2 and ONWARDS 4. As described in Section 8.2.2.1, by assessing hypoglycemia via
CGM data, the reporting of hypoglycemia is independent of the frequency of SMBG measurements.
The estimated rate ratios between insulin icodec and daily basal insulin for level 2 hypoglycemia
are presented below, including nocturnal hypoglycemia (Table 9-7). The level 2 hypoglycemia rate
ratios are lower with CGM data than with SMBG data, suggesting a smaller difference between
treatments.
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Table 9-7  Level 2 (clinically significant) hypoglycemic episodes estimated rate ratios —

CGM-based
Trial Estimated Rate Ratio (95% CI)
Insulin naive
ONWARDS 1 (Main)
Total 1.23 [1.04; 1.45]
Nocturnal 1.02 [0.83; 1.26]
ONWARDS 1 (Main + Extension)
Total 1.27 [1.08; 1.48]
Nocturnal 1.08 [0.89; 1.31]
ONWARDS 2
Total 1.25[0.97; 1.62]
Nocturnal 1.01[0.72; 1.40]
Basal-bolus
ONWARDS 4
Total 1.20 [0.97; 1.47]
Nocturnal 0.87[0.68; 1.11]

Abbreviations: CGM = continuous glucose monitoring; CI = confidence interval

Notes: Clinically significant hypoglycemia (level 2): interstitial glucose value of < 54 mg/dL for at least 15 minutes
confirmed by CGM. The number of events was analyzed using a negative binomial regression model (log link) with
treatment, region and personal CGM device use as fixed factors, and the logarithm of the time period for which the
events are considered as an offset (derived based on number of recorded measurements). Nocturnal: The period between
00:01 and 05:59 (both included).

ONWARDS 1 (Main) based on weeks 0-4, 22-26, and 48-52, (Extension) based on weeks 0-4, 22-26, 48-52 and 74-78
ONWARDS 2 and 4 based on weeks 0-4 and 22-26.

Although the overall rates of hypoglycemic episodes across ONWARDS 1 to 5 were higher in the
insulin icodec arm, the number of episodes that were reported as SAEs was similar in the

2 treatment arms (3 in insulin icodec arm and 4 in daily basal insulin). Importantly, in insulin
icodec-treated participants all SAEs associated with hypoglycemia were resolved and none led to
permanent treatment discontinuation.

Duration of clinically significant or severe (level 2 or level 3) hypoglycemic episodes was similar
between treatment arms. All episodes were manageable and resolved using the same methods as
with daily basal insulins (data not shown).

9.4  Composite efficacy and safety assessments

To investigate whether glycemic control came at the cost of increased hypoglycemia, an analysis
was performed to estimate the proportion of participants who achieved the HbA. targets (<7.0% or
<6.5%) without experiencing any level 2 and level 3 hypoglycemic events in the previous 12 weeks.
This analysis showed similar proportions of participants achieving HbA. targets without level 2 or
level 3 hypoglycemia between treatment arms (Figure 9-6), suggesting that the glycemic control
with insulin icodec was achieved without an increased risk of hypoglycemic episodes.

Page 68 of 130



Novo Nordisk Novo Nordisk
BLA 761326 Insulin Icodec
Endocrinologic and Metabolic Drugs Advisory Committee, May 24, 2024

Figure 9-6 T2D — Estimated proportion of participants achieving HbAi. targets without
level 2 or level 3 hypoglycemia in the past 12 weeks

Insulin Naive Basal Switch Basal-Bolus
100
Participants 80 M icodec [] Glargine [0 Degludec [l QD Basal Insulinl
Achieving 60 | 52.6 52.1
HbA,; <7.0% - -
without 0 426 39.9 405 36.7
Level 2 or 3 1.6 26.8 265 252
Hypoglycemia 2
(%) 0 N = 492 N =294 N =263 |N=263 N = 291
100 -
Participants
Achieving 1
HbA, <6.5% g |
without
Level20r3 40 { 297 28.3
Hypoglycemia 22.7 18.7 20.4
(%) 20 _ . 14.7 125 .4 1.2 126
o I e - s
ONWARDS 1 ONWARDS 3 ONWARDS 5 ONWARDS 2 ONWARDS 4
(52 Weeks) (26 Weeks) (52 Weeks) (26 Weeks) (26 Weeks)

Abbreviations: % = estimated percentage of participants; HbA . = glycosylated hemoglobin; N = number of
participants; T2D = type 2 diabetes
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10 Clinical results in T1D

/ Summary

Trial population
e A total of 582 participants with T1D were randomized 1:1 in ONWARDS 6

with similar proportion in both treatment arms
Efficacy

In ONWARDS 6, once-weekly insulin icodec met the primary endpoint,
demonstrating non-inferiority to insulin degludec for change in HbA1c

was demonstrated that in the insulin icodec treatment group:
e Glucose time in range was comparable to daily basal insulin arm

Hypoglycemia

e In the T1D population, more than 95% of enrolled participants completed the trial,

To further support insulin icodec efficacy on glycemic control in participants with T1D, it

e Time course to achieve glycemic improvement was similar to daily basal insulin arm

In ONWARDS 6, hypoglycemic episodes were manageable and were resolved using
the same methods as in current clinical practice for daily basal insulins

97% of participants with T1D did not experience any severe (level 3) hypoglycemic
episode in either two treatment arms

A higher rate of severe (level 3) was observed in the insulin icodec arm compared to
msulin degludec and was partially driven by a few patients who reported many episodes
The management and duration of the level 3 hypoglycemic episodes were comparable
between treatment arms

The rates for Level 2 or Level 3 hypoglycemic episodes were higher among patients
receiving insulin icodec compared to insulin degludec, and were driven by level 2
episodes

The duration of level 2 hypoglycemic episodes was similar between treatment arms
Risk factors for level 2 or level 3 hypoglycemia are the same for icodec and insulin
degludec, and in line with those reported for other daily basal insulins.

~

/

10.1 Trial population in ONWARDS 6

The participants enrolled in ONWARDS 6 represent a global population with T1D from
12 countries across North America, Europe, and Asia. Based on the data shown below, the

population in ONWARDS 6 is considered representative of the intended T1D treatment population.
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10.1.1  Baseline and demographic characteristics

Novo Nordisk

Key baseline and demographic characteristics of the participants enrolled in the insulin icodec arm

in ONWARDS 6 are presented in Table 10-1 and Table 10-2.

The overall disease-related baseline characteristics of the insulin icodec treated population were

representative of a broad T1D population as seen in clinical practice in terms of treatment regimen,

BMI, renal impairment, diabetes duration, HbA1c and FPG levels. The overall demographic
characteristics were also representative of typical T1D with regards to age, race, ethnicity, and

country of origin.

Demographic and baseline characteristics were similar between participants in the insulin icodec

and insulin degludec arms.

Table 10-1 T1D - Key demographic characteristics (ONWARDS 6)

ONWARDS 6
N=582

Sex, N (%)

Male 337 (57.9)

Female 245 (42.1)
Age (years)

Mean (SD) 44.2 (14.1)
Age group, N (%)

>18 - <65 years 538 (92.4)

>65 - <75 years 38 (6.5)

>65 years 44 (7.6)

>75 years 6 (1.0)
Race, N (%)

White 448 (77.0)

Black or African American 11 (1.9)

Asian 123 (21.1)
Ethnicity, N (%)

Not Hispanic or Latino 562 (96.6)

Hispanic or Latino 20 (3.4)
Region

Europe 275 (47.3)

North America 191 (32.8)

Asia 116 (19.9)

Abbreviations: % = percentage of participants; N = number of participants; SD = standard deviation; T1D = type 1

diabetes
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Table 10-2 T1D - Key baseline diabetes characteristics (ONWARDS 6)

ONWARDS 6
N=582

BMI (kg/m?)

Mean (SD) 26.5 (4.8)
Renal function eGFR, N (%)

Normal (90 mL/min/1.73m?) 387 (66.5)

Mild impairment (=60 -<90 mL/min/1.73m?) 181 (31.1)

Moderate impairment (>30 - <60 mL/min/1.73m?) 14 (2.4)
Duration of diabetes, N (%)

<10 years 157 (27.0)

>10 years 425 (73.0)
HbA: (%)

Mean (SD) 7.6 (0.9)

<8%, N (%) 378 (64.9)

>8%, N (%) 204 (35.1)
FPG (mg/dL)

Mean (SD) 175.7 (73.1)
History of cardiovascular disease, N (%)

Yes 48 (8.2)

No 534 (91.8)

Abbreviations: % = percentage of participants; BMI = body mass index; eGFR = estimated glomerular filtration rate;
FPG = fasting plasma glucose; N = number of participants; SD = standard deviation; T1D = type 1 diabetes

Notes: Data from main phase of ONWARDS 6. Baseline refers to week 0 except for renal function, these are evaluated
at screening. Renal function categories are based on eGFR derived using the 2009 Chronic Kidney Disease
Epidemiology Collaboration (CKD-EPI) creatinine equation.

Participants from Europe, North America and Asia were included in the ONWARDS 6 insulin
icodec arm, and the majority were White. The participants with TID (ONWARDS 6) were
generally young, with few participants >75 years included in ONWARDS 6 (n=6). Approximately
one third of participants in ONWARDS 6 were from North America and there was good
representation across race and ethnicity that aligns with US T1D demographics.

When considering only the US population, Black or African Americans enrolled in the US centers
were 4.9% of the total US trial population in ONWARDS 6 (data not shown), which is in line with
the percentage of African Americans living with T1D in US (2.9 — 4.7%).%

ONWARDS 6 covered people with long-standing T1D on basal-bolus regimen with a mean
diabetes duration of 19.5 years in the insulin icodec arm. The mean baseline HbA1c was 7.6% and
mean FPG was 175.7 mg/dL. ONWARDS 6 included insulin icodec treated participants with
various degrees of renal impairment, including 2.4% of participants with moderate renal
impairment.
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10.1.2  Participant disposition

In ONWARDS 6, participant disposition was similar between treatment arms (for main phase, see
Table 10-3. The proportion of participants completing main phase was over 95% in both treatment
arms, over 93% of participants completing the scheduled end-of-treatment visit without
discontinuation of insulin icodec treatment. Hence, retention rates were adequate to preserve trial
integrity and minimize the need for imputation.

The proportion of participants who discontinued the trial product was higher in the insulin icodec
arm than in the insulin degludec arm.

In the ONWARDS 6 trial, a total of 5 participants indicated hypoglycemia or fear for hypoglycemia
as the reason for permanent discontinuation of the trial product in the insulin icodec arm

(1 participant reported “hypoglycemic episode” as the reason for discontinuation, while 4
participants indicated “hypoglycemia” or “fear of hypoglycemia” in the “other reason” category). In
the insulin degludec arm, no one withdrew from the trial reporting a reason related to hypoglycemia
(Table 10-3).

Corresponding tables including data from the extension phase of ONWARDS 6 can be found in
Appendix A, Table 14-2.
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Table 10-3 T1D — Participants disposition — main phase

Novo Nordisk

Insulin icodec | Insulin degludec
N % | N %

Randomized 290 100 | 292 100
Exposed 290 100 I 292 100
Permanent discontinuation of trial product 18 6.2 | 9 .1l

Adverse event 1 0.3 | 1 0.3

Hypoglycemic episode 1 0.3 | 0

Protocol deviation 1 0.3 | 0

Lost to follow up 0 | 1 0.3

Pregnancy 2 0.7 | 0

Withdrawal of consent 4 1.4 | 3 1.0

Other 9 3.1 | 4 1.4
Withdrawn from trial 11 3.8 | 8 2.7

Patient’s withdrawal consent 9 3.1 | 7 24

Lost to follow up 1 0.3 | 1 0.3

Investigator decision 0 0 | 0 0

Death 1 03 | 0 0

Site closure 0 0 | 0 0
Completed trial 277 95.5 | 285 97.6

Without permanent discontinuation 272 93.8 | 283 96.9

After permanent discontinuation 5 1.7 | 2 0.7

Abbreviations: % = percentage of participants; N = number of participants; T1D = type 1 diabetes

10.2 Efficacy in people with T1D

10.2.1

Change in HbAc

In the T1D population, insulin icodec demonstrated non-inferiority to insulin degludec in terms of
change in HbA ., as the pre-specified primary hypothesis (from baseline to week 26). Although a
slight increase in HbA1c was observed in the insulin icodec arm at week 52 (end of the extension
phase) in comparison to week 26 (end of the main trial phase), the reduction in HbA . from baseline
to week 52 was clinically relevant Figure 10-1.
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Figure 10-1 T1D — Change of HbAic from baseline to week 26 and week 52

ONWARDS 6

-0.37

0.0% -

Estimated “0-5% 1 .0.47 .0.51
Change from : -0.54
Baseline
in HbA,.
(%-point) .1.0% -

1.5% 4 Icodec Degludec Icodec Degludec

T1D Study Week 26 Week 52
Baseline HbA,_ (%) 7.6 7.6 7.6 7.6
Difference [95% CI] 0.05[-0.13,0.23] 0.17[0.02, 0.31]
p-value Non-Inferiority 0.0065 -

Abbreviations: CI = confidence interval; Difference = estimated treatment difference: HbA1c = glycosylated
hemoglobin; T1D = type 1 diabetes

In the T1D population, HbA . decreased from baseline to week 10, after which it remained stable
until week 26. Importantly, HbA 1. decrease by week in the insulin icodec treatment arm was
comparable to insulin degludec, suggesting a similar impact on the glycemic effect, as measured by
HbA . Figure 10-2.

Figure 10-2 T1D - HbAic by treatment week — Change from baseline

Baseline to week 26 | Baseline to week 52
0,0% 0,0%
Icodec Icodec
Estimated  -0.5% 1 0,5% A
Change from
Baseline Degludec Degludec
in HbA,_
(%-point) 1,0% - -1,0% -
-1,5% —  -1.5% ++—/r"——rrrrrrr—————————————
0 10 18 26 0 10 18 26 36 44 52
Time Since Randomization (Weeks) Time Since Randomization (Weeks)

Abbreviations: HbA . = glycosylated hemoglobin; T1D = type 1 diabetes Notes: Observed data including data
obtained after premature discontinuation; mean (symbol) and mean =+ standard error to the mean (error bars).

10.2.2 CGM metrics

For the T1D population, CGM metrics were collected throughout the trial, and both participants and
mvestigators were unblinded to the measurements. CGM data were not collected before
randomization.

In ONWARDS 6, on average the percentage of time spent in range or above range was similar
between the 2 treatment arms. In the insulin icodec arm, the mean time spent below 70 mg/dL was
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within the recommended target range, while time spent below 54 mg/dL was 1% which corresponds
to the threshold recommended by international consensus guidelines Figure 10-3. The estimated
treatment difference in TIR between insulin icodec and insulin degludec observed at week 26 was
not clinically meaningful, as it was below the 3%-point threshold defined in the international
consensus guidelines.?*

In general, CGM data collected at the end of the extension phase (weeks 48-52) supports the results
observed in weeks 24-26. TIR results from week 48 to week 52 did not show a clinically
meaningful difference between insulin icodec and insulin degludec although in the insulin icodec
arm, a decrease in TIR was observed at week 52 compared to week 26. TBR <54 mg/dL between
arms was not different during weeks 48-52, while the mean TBR <54 mg/dL in the insulin icodec
arm was higher than in the insulin degludec arm during weeks 22-26. In addition, in the insulin
icodec arm, observed mean TBR <54 mg/dL was on the threshold of the internationally
recommended target (<1%) during weeks 22—26 (1.0%) and below the target during weeks 48-52
(0.8%), while at both time points observed mean TBR <70 mg/dL was below the recommended
target of <4%.

Figure 10-3 T1D - CGM ranges at end of main phase and extension phase

Basal-Bolus
100% -
80% | 37.0% 36.3% 39.3% 37.3% Target Time
in Range
com  80% 1 []TAR>180mg/dL  <25%
Ran
a(o/(g);)es 40% [ JTIR70-180 mg/dL  >70%
59.1% 60.8% 57.3 59.6% e E—
20% - }, 0
2.8% 2.2% 2.6% 2.4% =
1.0% 0.7% 0.8% 0.8% Bl TBR<samgidl  <1%
0%
TIDStudy | Weeks 22-26 Weeks 48-52 |
ETD;r[95% CI]  -2.00%-point [-4.38; 0.38] -2.42%-point [-4.90 ; 0.07]

Abbreviations: CGM = continuous glucose monitoring; Cl = confidence interval; ETD = estimated treatment
difference; T1D = type 1 diabetes; TAR = time spent above range; TIR = time spent in range; TBR = time spent below
range

Notes: observed data; time spent is defined as 100 times the number of recorded measurements in a given range,
divided by the total number of recorded measurements; * %,

10.2.3  Patient reported outcomes (PROs)

DTSQ is a widely used PRO tool in diabetes research and is officially approved by World Health
Organization (WHO) and the International Diabetes Federation (IDF) 2% and was used in
ONWARDS 6 to assess treatment satisfaction from the patients’ perspective. However, the PRO
tool was not assessed per FDA COA Qualification program for use with once-weekly insulin. As
described in Section 8, ONWARDS 6 was unblinded and therefore the results of the PROs may be
biased, and the outcomes should be taken with caution. Participants were defined as responders if
the change in score is >0.5SD in favorable direction, where SD is the standard deviation for all
participants at baseline (using observed baseline data). In both treatment arms, an improvement
from baseline in DTSQs total treatment satisfaction score was reported that can be translated to the
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following proportions: among participants who completed treatment, 44.6% in the insulin icodec
arm and 48.4% in the insulin degludec achieved a clinically meaningful improvement from
baseline >+2> However, the overall improvement in DTSQs total treatment satisfaction score in the
msulin degludec arm, compared to the insulin icodec arm, was statistically significantly higher. This
result may be linked to the complexity of initiating and getting used to a new concept of once-
weekly insulin treatment for people with a mean diabetes duration of 20 years and treated by
multiple daily injections. In addition, the PD profile over the week, implied new ways of adjusting
bolus insulin which probably had an impact on the overall satisfaction of participants with T1D
treated with insulin icodec. Nevertheless, the fact that almost half of participants with T1D treated
with insulin icodec achieved a meaningful improvement of their overall treatment satisfaction
suggests that even highly experienced people who are used to a traditional multi-daily injection
regimen with a daily basal insulin may see weekly insulin icodec as a potential therapeutic option.

10.2.4 FPG and SMBG
Fasting plasma glucose (FPG) was a supportive secondary endpoint in ONWARDS 6.

For participants with T1D, the reduction in FPG at week 26 was larger for insulin degludec than for
msulin icodec Figure 10-4. in contrast to mean SMBG data and HbA . reduction which were both
comparable between the 2 treatment arms. FPG was usually evaluated on the day of titration before
msulin icodec weekly injection, while SMBG was the mean of all SMBG measurements over the
week. Therefore, the smaller observed reduction in FPG with insulin icodec was attributable to the
waning pharmacodynamic effect on Days 5-7 (Section 6.3.2), rather than an overall lower efficacy.

Figure 10-4 T1D - FPG (mg/dL) at planned end of treatment — change from baseline — plot
of estimated differences

Estimated Treatment
Difference
T1D (ONWARDS 6) (95% CI)
- o '
® % ONWARDS 6 . < 18.58 (8.58, 28.58)
@ o :
-10 0 10 20 30

Favors Insulin Icodec < Favors Insulin Degludec

Abbreviation: CI = confidence interval; FPG: fasting plasma glucose; T1D = type 1 diabetes

For participants with T1D (ONWARDS 6), the mean fasting SMBGs did not reach the target of

80 to 130 mg/dL in either treatment arm. Insulin icodec was slower at bringing participants fasting
SMBG towards the target in the initial 8 weeks compared to insulin degludec, whereafter the curves
were comparable and they achieved similar fasting SMBG at steady state, indicating that the
titration dynamics were similar in the insulin icodec and insulin degludec arm Figure 10-5.
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Figure 10-5 T1D — Mean fasting self-measured plasma glucose during the entire week by

treatment week
Basal-Bolus
200
180
Mean fasting
SMBG 160 -
(mg/dL)

Insulin icodec
Insulin degludec

140 -

120 T T ] T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 2
Number of observations Time since randomization (weeks)

Insulinicodec 286 258 267 264 266 259 251 251 250 253 252 253 254 257
Insulin degludec 289 246 254 255 256 254 247 253 249 249 249 250 253 262

Abbreviation: SMBG: self-measured blood glucose

10.2.5 Weekly insulin dose

The mean weekly basal, total and bolus insulin dose during the last two weeks before landmark visit
(weeks 24-26) are presented in Table 10-4.

Overall, the total insulin weekly dose was similar between treatments. However, a higher basal
msulin dose along with a lower bolus insulin dose was observed in the mnsulin icodec arm compared
to insulin degludec. Further discussion about differences between treatments in the relative bolus
and basal doses is taken in Section 10.3.6.

Table 10-4 T1D - Estimated mean weekly insulin dose during the last 2 weeks of planned

treatment
Insulin icodec Insulin degludec ETR (icodec/degludec)
Total 310.52 322.68 0.96 [0.90; 1.03]
Basal 169.96 151.24 1.12[1.07; 1.18]
Basal (U/kg) 2.21 1.97 1.12[1.07; 1.18]
Bolus 131.86 161.42 0.82 [0.74; 0.90]

Abbreviations: ETR= estimated treatment ratio; T1D = type 1 diabetes; U = units
Notes: Values are estimated geometric mean.

10.2.6 Mean CGM fluctuation over the week

Across the week, the majority of CGM glucose values in participants with T1D treated with insulin
icodec were within the target range (70 to 180 mg/dL). Although the weekly variability is more
pronounced for insulin icodec, which is consistent with insulin icodec’s PD profile, it is of a similar
magnitude to the within day fluctuation of insulin degludec and insulin icodec. Being day 1 the day
of insulin icodec weekly injection, the mean glucose in participants treated with insulin icodec was
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lower during days 2 to 4 than on other days, as expected based on the PD profile Figure 10-6.
Overall, these results indicate that the glucose lowering effect of insulin icodec is predictable and
provides glycemic coverage that is maintained across the week.

Figure 10-6 T1D — Mean glucose fluctuations across the week based on CGM data (weeks 22
to 26)
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Abbreviations: CGM = continuous glucose monitoring: T1D = type 1 diabetes
10.3 Hypoglycemia in people with T1D

10.3.1 Introduction

In order to assess the hypoglycemia risk with insulin icodec, statistical analyses of pre-specified
secondary safety endpoints were conducted, including analysis of level 3 and level 2 hypoglycemic
episodes, both separately and combined. These analyses were supported by post-hoc analyses of
level 2 hypoglycemic episodes based on CGM data. Furthermore, to understand the root causes of
hypoglycemia and to assess whether there are any predictors of increased hypoglycemia risk for
msulin icodec, extensive analyses were conducted for participants with level 2 or level 3
hypoglycemic episodes, based on baseline and demographic characteristics.

Since evaluation of hypoglycemia was a pre-specified assessment at the end of the main phase of
the trial (week 26), the results presented in this section are referring to the main phase, unless
otherwise specified. For the same reason, most of the evaluation of hypoglycemia is based on data
collected from the eDiary (SMBG-based), as pre-specified in the protocol. However, for some
endpoints CGM-based data are also shown, providing an additional or more suitable evaluation (for
more details about analysis of hypoglycemia, please see Section 8.2.2.1).

When evaluating hypoglycemia, it is important to keep in mind that participants in the
ONWARDS 6 trial had been diagnosed with T1D at least 1 year prior to screening. They were
therefore experienced users of daily basal insulins and some of them randomized to the insulin
degludec arm may have continued their previous regimen. On the other hand, participants
randomized in the insulin icodec arm needed to change from daily basal insulin to a new weekly
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regimen. Furthermore, in ONWARDS 6 insulin icodec was compared to insulin degludec, which
has a low steady state within subject day-to-day variability in glucose lowering effect and is the
only basal insulin approved with a benefit in hypoglycemia risk reduction. Both a lower incidence
rate (27% lower) and lower event rate (40% lower) in severe (level 3) hypoglycemia have been
demonstrated for insulin degludec compared to insulin glargine U100 while maintaining similar
glycemic control 2

10.3.2  Overview of hypoglycemia

As expected, the majority of participants with T1D experienced clinically significant or severe
(level 2 or level 3) hypoglycemia in both treatment arms, with >98% of the episodes being level 2.
Participants who reported level 3 hypoglycemic episodes were few (3.1%) and proportions similar
between treatment arms (Table 10-5).

In the T1D population, a higher risk of clinically significant (level 2) or severe (level 3)
hypoglycemic episodes was observed in the insulin icodec treatment arm compared to insulin
degludec Figure 10-8. Most of the hypoglycemic episodes occurred during the day. The rates of
nocturnal hypoglycemic episodes at all severity levels were higher in the insulin icodec arm
compared with insulin degludec (Appendix A, Table 14-4). When considering the complete trial,
the risk of hypoglycemia observed from baseline to week 57 did not increase compared to the
period from baseline to week 26 in both treatment arms, with the rates of severe (level 3)
hypoglycemia decreasing in both treatment arms.

Table 10-5 T1D — Hypoglycemic episodes by classification

Insulin icodec Insulin degludec
Phase Classification % E R % E R
Main Level 1 99.3 10799 75.88 98.3 7402 51.36
Level 2 84.8 2789 19.60 76.4 1478 10.26
Level 3 3.1 47 0.33 3.1 17 0.12
Main + Ext |Level 1 99.3 20406 67.98 99.0 14819 47.87
Level 2 90.3 5047 16.81 85.6 2811 9.08
Level 3 4.5 56 0.19 4.1 25 0.08

Abbreviations: % = percentage of participants with one or more events; E = number of events; Ext = extension phase;
Main = main phase; R = rate (number of events per 1 PYE); PYE = Patient years of exposure (1 PYE = 365.25 days):
T1D = type 1 diabetes

While the proportions of participants with T1D experiencing a severe (level 3) hypoglycemic
episodes were similar between treatment arms, a higher proportion of participants reported
clinically significant (level 2) episodes in the insulin icodec than in the insulin degludec arm.

10.3.3  Severe hypoglycemia (level 3)

In ONWARDS 6, 96.9% of participants did not report any severe (level 3) hypoglycemia. The
proportion of participants experiencing a severe (level 3) hypoglycemic episode was the same in
both treatment arms (3.1%), while the number of severe hypoglycemic episodes was higher in the
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insulin icodec arm in comparison with insulin degludec arm (47 vs. 17 in the insulin icodec and
insulin degludec arm, respectively) reflecting that a few participants experienced many severe
(level 3) hypoglycemic episodes. In particular, one participant in the insulin icodec arm reported 33
out of the 47 severe (level 3) hypoglycemic episodes (70%), while one participant in the insulin
degludec arm reported 7 out of the 17 severe (level 3) hypoglycemic episodes (41%).
Hypoglycemia in these participants is described in more details in Section 10.3.3.1.

Severe (level 3) nocturnal hypoglycemia occurred in 2 participants (0.7%) in the insulin icodec arm
and 3 participants (1.0%) in the insulin degludec arm (Appendix A, Table 14-4).

The clinical presentation of severe (level 3) hypoglycemic episodes in participants with T1D was
similar between treatment arms in terms of duration, management, and recovery. Most severe
(level 3) episodes were managed without a visit to the clinic, the emergency room or the hospital
(89.4% and 88.2% in the insulin icodec and insulin degludec arms, respectively), and were treated
with eating or drinking carbohydrates only (83.0% and 76.5% in the insulin icodec and insulin
degludec arm, respectively) (Table 10-6). In all insulin icodec cases, participants recovered after
treatment (Appendix A, Table 14-5, “did the patient feel better after treatment?”). The most
common symptoms for level 3 hypoglycemic episodes reported in the T1D population treated with

2 ¢

insulin icodec were “feeling dizzy”, “impaired balance”, and “sweating”.
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Table 10-6 T1D — Management of level 3 hypoglycemic episodes

Insulin icodec Insulin degludec
N E (%) N | E®)
Total episodes (level 3) 9 47 (100) 9 | 17(100)
Treatment*
Something to eat or drink (carbohydrates) only 6 39 (83.0) 7 | 13 (76.5)
Intensive intervention 5 6 (12.8) 2 | 2(11.8)
IV Glucose (drip) only 3 3(64) 2 | 2 (11.8)
IV glucose and glucagon 1 2(4.3) 0 |
Glucagon only 1 1(2.1) 0 ‘
Medical assistance
No 5 38 (80.9) 6 | 12(706)
Unknown 1 1(2.1) 1 | 2@18)
Yes 6 8 (17.0) 3 | 3076
‘Where did the patient get help
Clinic/Emergency room/Hospital 4 5(10.6) 2 ‘ 2(11.8)
Other 6 42 (89.4) 7 ‘ 15 (88.2)
Convulsions or seizures
No 8 46 (97.9) 7 ‘ 15 (88.2)
Yes 1 1(2.1) 2 | 2319
Loss of consciousness or coma
No 4 37 (78.7) 6 l 14 (82.4)
Yes 5 10 (21.3) 3 | 3376

Abbreviations: % = percentage of events; E = number of events; IV = intravenous; N = number of participants with
one or more episodes; T1D = type 1 diabetes

Note: the same participant could be reported in more than one category if different events from the same patient fell in
different categories. The sum of the participants from each category is not equal to the total number of participants. The
sum of the events from each category is equal to the total number of events. *Treatment not available for 2 episodes in
the insulin icodec group and 2 episodes (1 participant) in the insulin degludec group.

Complete table in Appendix A, Table 14-5

The duration of severe hypoglycemic episodes was evaluated based on the eDiary reported by trial
participants. Based on the available data, the majority of the severe (level 3) hypoglycemic episodes
mn the T1D population were shorter than 30 minutes in both treatment arms (Table 10-7), with
median duration of 13 minutes in the insulin icodec arm and 14 minutes in insulin degludec arm.

To summarize, although in the ONWARDS 6 T1D population the rate of level 3 hypoglycemia was
higher in the insulin icodec arm than in the insulin degludec arm, the number of participants
experiencing a level 3 episode was similar between treatments. Participants and investigators
elected to continue treatment with insulin icodec despite the level 3 episodes. Furthermore, in the
two treatment arms the episodes were managed in the same way and the duration of the episodes
was similar.
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Table 10-7 T1D — Duration of severe (level 3) hypoglycemic episodes in participants with

T1D based on eDiary
Insulin icodec (E) Insulin degludec (E)
Missing duration 3 8
Non missing duration 14 9
<30 minutes 34 6
30-<60 minutes 4 0
60-<90 minutes 2 1
90-<120 minutes 2 0
120-<150 minutes 0 1
180-<210 minutes 1 1
240-<270 minutes 1 0

Abbreviations: E = number of episodes

During the 26-week extension of ONWARDS 6, there were 9 additional severe (level 3)
hypoglycemic episodes in the insulin icodec arm and 8 in the insulin degludec arm.

10.3.3.1 Participant with many severe (level 3) hypoglycemic episodes

In the mnsulin icodec arm, one participant accounted for 33 out of the 47 severe (level 3)
hypoglycemic episodes (70%). The majority of these episodes (32 out of 33) occurred during the
first 12 weeks of treatment (i.e. the titration phase) and none of these episodes were reported as
SAE:s or led to hospitalization. Of note, the participant had life-style changes during the trial and
lost a significant amount of body weight. The participant’s insulin dose was not adjusted based on
occurrence of severe hypoglycemia and on the changes in lifestyle, body weight and SMBG. After
achieving the appropriate individualization of the insulin doses, only one additional severe (level 3)
episode occurred Figure 10-7. Despite the many level 3 episodes, the investigator considered it safe
and beneficial to keep the participant in the trial. The participant did not discontinue treatment with
msulin icodec and remained in the trial until the end of the extension phase, where one additional
severe (level 3) hypoglycemia episode in week 29 was experienced.
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Figure 10-7 T1D - Distribution of level 3 hypoglycemic episodes and total weekly basal
insulin dose in participant with 33 level 3 hypoglycemic episodes
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Abbreviations: T1D = type 1 diabetes; U = units
Note: vertical line = day with level 3 hypoglycemic episode

Similarly, in the insulin degludec arm, one participant accounted for 7 out of the 17 severe (level 3)
hypoglycemic episodes. None of these episodes were reported as SAEs, and the participant did not
discontinue treatment.

10.3.4  Severe (level 3) and clinically significant (level 2) hypoglycemia

As presented 1n section 8.2 and explained in the introduction above, combined severe and clinically
significant hypoglycemia (level 3+level 2) was a pre-specified endpoint to evaluate hypoglycemia
in the ONWARDS program. However, as shown above, level 3 hypoglycemia minimally
contributed to the combined number of level 2 or level 3 episodes. Therefore, the results presented
below are mostly driven by level 2 episodes, while level 3 episodes are described in detail in
Section 10.3.3. The rates for level 2 or level 3 hypoglycemic episodeswere higher in the insulin
icodec arm compared to insulin degludec (Figure 10-8).
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Figure 10-8 T1D — Level 3 (severe) or level 2 (clinically significant) hypoglycemic episodes

Episodes / PYE Estimated
ONWARDS 6 Insulin Insulin Rate Ratio
Hypoglycemia Episodes Icodec Degludec [95% CI]
Basel-Bolus
Level 2 or Level 3 19.9 10.4 O 1.89 [1.54, 2.33]
Level 2 19.6 10.3 O 1.88 [1.53, 2.32]
Level 3 0.33 0.11 ' & 2.08[0.39, 11.0]
0,1 1 10

More hypoglycemia { More hypoglycemia
with insulin degludec with insulin icodec

Abbreviations: CI = confidence interval; PYE = Patient years of exposure (1 PYE = 365.25 days): T1D = type 1
diabetes

As presented in Section 10.3.3, the higher rate of level 3 hypoglycemia can, in large part, be
explained by one participant who experienced multiple episodes and nevertheless decided to stay in
the trial. In order to investigate the root cause of the higher rate of clinically significant (level 2) or
severe (level 3) hypoglycemic episodes and their clinical impact, these episodes have been
characterized in depth. This included the evaluation of the timing, duration of the episodes,
potential association with SAEs, frequency and management and have been performed using both
SMBG-based data, as prespecified in the protocol, and CGM-based data as a post-hoc and
complimentary analysis when possible. These assessments are presented in the sections below.

10.3.5 Frequency of hypoglycemia (level 2 or level 3)

In order to understand the root cause of an excess of hypoglycemia among participants treated with
msulin icodec, the frequency of the episodes was assessed.

In the T1D population, both treatment groups included participants who reported frequent
hypoglycemic episodes Table 10-8. In the insulin icodec arm the proportion of participants with
more than 10 episodes of level 2 or level 3 hypoglycemia was higher than in the insulin degludec
arm. A residual excess of clinically significant or severe hypoglycemia remains in the insulin icodec
arm. None of the participants with >20 severe or clinically significant hypoglycemic episodes
discontinued the trial product.

The fact that the frequency of hypoglycemia is unevenly distributed among people with T1D is
consistent with the literature .2 22
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Table 10-8 T1D — Participants with more frequent hypoglycemia (level 2 or level 3)

Insulin icodec Insulin degludec
N % E N % E
No episodes 43 14.8 0 69 23.6 0
1-9 episodes 139 47.9 539 171 58.6 605
10-19 episodes 65 224 886 35 12.0 436
>20 episodes 43 14.8 1411 17 5.8 454

Abbreviations: % = percentage of participants with one or more episodes, E = number of episodes: N = number of
participants with one or more episodes

10.3.6  Occurrence of hypoglycemia over time (level 2 or level 3)

The majority of severe or clinically significant hypoglycemia (level 3 or level 2) in ONWARDS 6
occurred during days 2 to 4 after insulin icodec weekly administration. This pattern is consistent
with the PD profile of insulin icodec (Figure 6-3) and with the glycemic levels observed by CGM
over the week Figure 10-6, both of which show the greatest effects on days 2-4 after insulin icodec
administration. The average proportion of level 2 or level 3 hypoglycemic episodes per day over the
week 1s shown in Figure 10-9. This pattern is consistent throughout the trial.

Figure 10-9 T1D — Mean proportion of level 2 or level 3 hypoglycemic episodes over the week

ONWARDS 6
40% -
M Insulin icodec [ Insulin degludec
30% -
Level 2 or level 3
hypoglycemic  20% -
episodes
(%)
- H H H I H
0% -l . . . . . l . I .
Number of episodes Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7
Insulin icodec 261 575 623 471 342 252 192
Insulin degludec 225 192 190 185 192 182 152

Note: Day 1 is the day of weekly injection of insulin icodec. Data collected from baseline to week 26.

To better understand the root cause of the observed hypoglycemia pattern over the week, isulin
1codec titration and dosing have been evaluated.

Titration dynamic and mean fasting pre-breakfast SMBG values over the week after the titration
phase were similar between treatments and were associated with similar efficacy in glycemic
control (as demonstrated by non-inferiority in change of HbA . and similar TIR). This suggests that
the titration of insulin icodec was comparable to that of insulin degludec and is appropriate.
Furthermore, the total weekly insulin doses were similar between treatment arms, supporting the
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appropriateness of titration. However, a higher basal insulin dose was observed in the insulin icodec
arm, whereas the bolus insulin dose was lower compared to the insulin degludec arm (Table 10-4).

Interestingly, when looking specifically to the end of the trial (week 24-26), an average reduction of
1 to 2 units in the bolus dose occurred during Days 2-4 compared to the rest of the week among
participants of ONWARSD 6 randomized in the insulin icodec arm (Figure 10-10). It is important
to note that although participants were allowed by protocol to change their bolus insulin dose, no
specific mstruction to take into account of icodec PD profile during the week was given. This
suggests that the reduction in the bolus insulin dose was a reaction of participants and investigators
to their observation of lower glycemia during those days, and an attempt to individualize the bolus
msulin treatment. The observed reduction of the bolus dose on Days 2-4 in the insulin icodec arm
corresponds to approximatively 5-10% of the total daily bolus dose which is likely too small
compared to the PD effect of insulin icodec across the week and therefore not sufficient to change
significantly the hypoglycemia rate.

Figure 10-10 T1D — Average mean bolus insulin dose during weeks 24-26

24 -
22 -
Insulin degludec
Daily total 20 -
bolus « I I
insulin ] ! 1
dose (U) 18 - Insulin icodec
16 -
14 T T T T T T
1 2 3 4 5 6 7

Day of week

Note: Actual daily total bolus insulin dose across an insulin icodec titration interval summed up for last 2 weeks of
planned treatment (week 24-26) in ONWARDS 6

Consistent with literature reports,2? the rate of hypoglycemic episodes was higher during the
titration phase than in the maintenance phase with both treatments. The titration phase was
pre-defined as the time from the administration of the first dose of trial product up until week 12,
while the maintenance phase was defined as the time from week 12 to the planned end of treatment.
There was no indication of an increase in the risk of severe (level 3) or clinically significant

(level 2) hypoglycemic episodes over time in the insulin icodec arm Figure 10-11.
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Figure 10-11 T1D — Rates of level 2 or level 3 hypoglycemic episodes by month
ONWARDS 6 (including extension phase)

25 -

B Insulin icodec [ Insulin degludec

20 A

15 -

Level 2 or level 3
hypoglycemia rate
(episodes per PYE) 10 -

Month

Abbreviations: PYE = Patient years of exposure (1 PYE = 365.25 days): T1D = type 1 diabetes

10.3.7 SAEs related to hypoglycemia

The proportion of participants and the rate of SAEs related to hypoglycemia were higher in the
msulin icodec arm than in the insulin degludec arm for the T1D population (ONWARDS 6). In the
main part of ONWARDS 6, 7 SAEs in the insulin icodec arm and 1 SAE in the insulin degludec
arm were reported in association with hypoglycemia. One (1) SAE was associated with nocturnal
hypoglycemia, it was resolved and did not lead to permanent treatment discontinuation. One (1)
SAE was resolved in 2 days, while all other SAEs associated with hypoglycemia were resolved
within one day, and none led to permanent treatment discontinuation Table 10-9 and Table 10-10.
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Table 10-9 T1D — Hypoglycemic episodes reported as SAEs, by preferred term

Insulin icodec Insulin degludec
N (%) E N (%) E
SAE 5(1.7) 7 1(0.3) 1
PT
Hypoglycemia 4(1.4) 6 0
Hypoglycemic seizure 1(0.3) 1 1(0.3) 1
Severity
Mild 0 0
Moderate 2(0.7) 2 0
Severe 4(1.4) 5 1(0.3) 1
Outcome
Recovered/resolved 5(1.7) 7 1(0.3) 1
Causality (as reported by the investigator)
Unlikely 0 0
Possible 2 (0.7) 2 1(0.3) 1
Probable 4(1.4) 5 0

Abbreviations: % = percentage of participants; E = number of events; N = number of participants; PT = preferred term;
SAE = serious adverse event; T1D = type 1 diabetes

Table 10-10 T1D — Patient level details about SAEs related to hypoglycemia

Trial Patient | Preferred term | Onset SAE Action on Outcome Treatments
product | Age/Sex day Duration dosing
(Days)
Insulin 61 /M | Hypoglycemia 17 1 No change Resolved IV glucose
icod .
tcodec Hypoglycemia 100 1 Reduced Resolved Oral carbs
Hypoglycemia 108 1 Reduced Resolved Oral carbs
27/F | Hypoglycemia 129 1 Reduced Resolved | Oral carbs, IM glucagon
24/M | Hypoglycemic 164 1 Reduced Resolved IV glucose
seizure
34/M | Hypoglycemia 99 2 No change Resolved | Oral carbs, IV glucose,
glucagon
19/M | Hypoglycemia 164 1 Reduced Resolved Oral carbs
Insulin 36 /F | Hypoglycemic 55 4 Interrupted Resolved IV glucose
degludec seizure

Abbreviations: IV = intravenous; IM = intramuscular; Oral carbs = oral carbohydrates (drinking or eating); SAE =
serious adverse event; T1D = type 1 diabetes

During the extension phase of ONWARDS 6, additional SAEs associated to hypoglycemia occurred
in both treatment arms. In the insulin icodec arm, 7 additional events were reported by 5
participants. Of these, 1 event was reported during the follow-up period (31 days after the end of
treatment visit). In the insulin degludec arm, 2 additional events were reported by 2 participants.
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In summary, in the insulin icodec arm, all SAEs associated with hypoglycemic episodes reported
from baseline to week 57 were resolved in 1 or 2 days and none of these SAEs led to trial product
discontinuation. Five (5) of the 14 SAEs associated with hypoglycemia were treated at a hospital.
Four (4) of the SAEs associated with hypoglycemia were linked to physical activity, 4 were linked
to skipped meals or reduced meal size and 1 was linked to a stomach infection.

10.3.8 CGM-based hypoglycemia (level 2)
Hypoglycemia analysis based on CGM data 1s described in Section 8.2.2.1.

A post-hoc analysis of level 2 hypoglycemia has been performed using CGM data that were
collected throughout the ONWARDS 6 trial. The estimated rate ratios between insulin icodec and
msulin degludec of level 2 hypoglycemia are presented below, include nocturnal episodes. As
described in Section 8.2.2.1, CGM captures glycemia every 5 minutes throughout day and night
thus providing objective and extensive data, whereas SMBG relies on the participant’s decision to
measure glycemia. Therefore, a difference in the hypoglycemia results when evaluated by CGM
compared to SMBG was expected, and CGM-based hypoglycemia results should be considered
complimentary to SMBG-based results. The estimated rate ratio between insulin icodec and insulin
degludec of CGM-based level 2 hypoglycemia is closer to 1, than that SMBG-based (1.38 vs 1.88
with CGM- vs SMBG-based data) (Table 10-11).

Table 10-11 T1D - Level 2 hypoglycemic episodes estimated rate ratio —- CGM-based

Trial Estimated Rate Ratio [95% CI]
ONWARDS 6 Main

e  Overall 1.38[1.17:1.62]

e Nocturnal 1.28[1.06;1.56]
ONWARDS 6 Main + Extension

e Overall 1.28[1.09:1.51]

e Nocturnal 1.20[1.00;1.45]

Abbreviations: CI = confidence interval; CGM = continuous glucose monitoring; T1D = type 1 diabetes.
Note: Nocturnal: The period between 00:01 and 05:59 (both included).

In ONWARDS 6, the duration of hypoglycemic episodes derived from CGM data was similar
between the two treatment arms with a median duration of 60 minutes in both treatment arms,

(Table 10-12).

Table 10-12 T1D — Duration of level 2 CGM-based hypoglycemia

Insulin icodec Insulin degludec
Median P25; P75 Median P25; P75
Duration (minutes) 60.0 40.0; 100.0 60.0 40.0; 95.0

Abbreviations: CGM = continuous glucose monitoring; T1D = type 1 diabetes

Note: CGM data were collected throughout the trial (from baseline to week 26). Based on 13883 episodes for insulin
icodec and 9965 episodes for insulin degludec.
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10.3.9  Evaluation of characteristics associated with hypoglycemic risk

In order to better characterize the higher risk of hypoglycemia observed among participants treated
with insulin icodec, extensive post-hoc analyses of several intrinsic and extrinsic factors that may
have an impact on the risk of hypoglycemia have been performed. Cut-offs for subgroups were
selected based on guidelines - where available - or on previous experience. Where cut-offs were not
easily identified (e.g., for diabetes duration), additional cut-offs were investigated, even though only
one is presented here.

Since the number of hypoglycemic episodes based on CGM data are higher than those based on
SMBG data, and due to the small number of participants falling in the analyzed subgroups, CGM-
based data were used to estimate the rate ratio of level 2 hypoglycemia between treatments within
subgroups and between subgroups within each treatment arm. However, please note that in some of
the subgroups the number of participants is very low, and therefore the results should be taken with
caution.

The estimated rate ratio of clinically significant (level 2) hypoglycemic episodes between insulin
icodec and insulin degludec was similar across different subgroups, indicating that no unique risk
factor for insulin icodec has been identified (Figure 10-12).
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Figure 10-12 T1D — Treatment rate ratio of hypoglycemia across subgroups

|Pammeter N (Degludec) Level 2 Hypoglycemia (CGM) ERR [95% CI]
Overall 290 291 »L'f 1.38[1.17 ;1,62]
Female 125 120 1.11[0.86 ; 1.42]
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30< to <35 kg/m? 46 41 —O— 1.27[0.83;1.93]
>35 kg/m? 21 14 —— 2.11[1.06 ; 4.20]
Diabetes <10 years 75 82 —Q— 1.52[1.11 ; 2.08]
duration  >10 years 215 209 P 1.34[1.10; 1.61]
<T% 79 70 —O— 1.32[0.95;1.82]
Baseline  7%< to <8% 110 118 O 1.44[1.11;1.88]
HDA,. 8%< to <9% 72 80 O 1.25[0.91;1.71]
29% 29 23 —— | 1.63[0.94;2.82)
comoy 6% 112 140 H@- 1.18[0.94 ; 1.49]
>36% 166 140 - 1.25[1.02;153]
Normal function 197 190 '-" ‘ 1.40[1.15;1.72]
231"3: on  Mild impairment 88 92 O 1.31[0.98;1.77]
Moderate impairment 5 9 —_—O— 1.00 [0.33;3.01]
Unitea  US 85 77 = [12810.94;172)
States Non-US 205 214 R 1.43[1.18;1.73]
Europe 136 138 - [Ma1p11; 179
Region North America 106 85 !-0* 1.16 [0.87 ; 1.55]
Asia 48 68 —O— 1.74[1.20;2.52]
White 230 217 ] 129 1.07; 156]
Race Asian 51 72 —Q— 1.71[1.19; 2.45]
Black or African American 9 2 <> | 416 086 ; 20.02)
Ethnicity Not Hispanic or Latino 280 281 n’c 1.46[1.23;1.72]
Hispanic or Latino 10 10 —O— 0.41[0.17 ; 0.97]

0,1 10 100

1
More hypoglycemia ‘ » More hypoglycemia
with insulin degludec with insulin icodec

2CGM CV was not assessed at baseline, subgroups are based on CGM data from week 0-2.

Abbreviations: BMI = body mass index; CGM = continuous glucose monitoring; CI = confidence interval;
CV = coefficient of variation; eGFR = estimated glomerular filtration rate; ERR = estimated rate ratio; N = number of
participants; T1D = type 1 diabetes; US = United States.

Notes: Renal function based on eGFR (normal function: =90 mL/min/1.73m?, mild impairment: >60 mL/min/1.73m? to
<90 mL/min/1.73m?, moderate impairment: >30 mL/min/1.73m?to <60 mL/min/1.73m?).

Some of these characteristics are well-known risk factors for hypoglycemia and, as expected, were
found associated with a higher rate of hypoglycemia in both treatment arms, such as higher
glycemic variability (CGM CV%), longer duration of diabetes, and lower BMI. 241% These are in
line with the ones reported in the literature for daily basal insulins, supporting that insulin icodec 1s
similar to daily basal insulins in relation to the nature of hypoglycemic episodes (Figure 10-13).
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Figure 10-13 T1D — Hypoglycemia risk by baseline and demographic characteristics

i N in subgrou
Parameter Subgroup 1 Subgroup 2 insulin N n subgroup Level 2 hypoglycemia (CGM) ERR [95% CI]
treatment 1 2
Sex Female Male Icodec 125 165 1.02[0.81;1.29]
Degludec 120 171 O 1.54[1.22;1.95]
Age 265 years 18 10 <65 years Icodec 23 267 0.97 [0.62 ; 1.52]
9 b b Degludec 21 270 0.64 [0.41 ; 1.00]
<25 kg 25510 <30 kgim? Icodec 105 118 1.07 [0.82 ; 1.40]
Degludec 135 101 1.03[0.79;1.34]
BMI 30s to <35 kg/m? 25< to <30 kg/m? Icodec 4 ne S
Degludec 41 101 0.91[063;1.32]
Icodec 21 118 —O— 0.75[0.47 ; 1.20]
235 kg/m? 25= to <30 kg/m?
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Diabetes .o B — Icodec 75 215 —O— 0.80 [0.62 ; 1.04]
duration b 5 Degiudec 82 209 O~ 0.71[0.54; 0.92]
% 0% Icodec 79 29 —P—— 0.76 [0.44 ; 1.31]
Degludec 70 23 0.94[0.53; 1.68]
Baseline Icodec 110 29 0.84 [0.51; 1.40]
7%= to <8% 29%
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£4 >
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Mild impairment Normal function
Renal Degludec 92 190 —O— 0.91[0.70;1.18]
function o ) Icodec 5 197 —_—— 0.58 [0.23; 1.42]
Moderate impairment Normal function
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States Degludec 7 214 H—o— 1.39[0.89; 2.16]
: Icodec 136 106 1.06 [0.82; 1.37]
Europe North America X
Region Degludec 138 85 0.87 [0.66 ; 1.14]
9 ) ) Icodec 48 106 0.98 [0.69 ; 1.38]
Asia North America
Degludec 68 85 »—’—c 0.65 [0.47 ; 0.90]
i i Icodec 51 230 -—’-—1 0.84 [0.38 ; 1.85]
Asian White
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Black or African American White
Degludec 2 217 <> 0.32[0.08;1.34]
Icodec 10 280 —O— 0.62[033;1.1
Ethnicity  Hispanic or Latino Not Hispanic or Latino (033:1.17)
Degludec 10 281 —O—— 2.22[1.17;4.22)
0,1 1 10
. Insulin icodec Less hypoglycemia Less hypoglycemia
. Insulin degludec in subgroup 1 in subgroup 2

3CGM CV was not assessed at baseline, subgroups are based on CGM data from week 0-2.

Abbreviations: BMI = body mass index; CGM = continuous glucose monitoring; CI = confidence interval;

CV = coefficient of variation; eGFR = estimated glomerular filtration rate; ERR = estimated rate ratio; N = number of
participants; T1D = type 1 diabetes; US = United States.

Notes: Renal function based on eGFR (normal function: >90 mL/min/1.73m?, mild impairment: >60 mL/min/1.73m? to
<90 mL/min/1.73m2, moderate impairment: >30 mL/min/1.73m?to <60 mL/min/1.73m?).

Across all factors analyzed, glycemic variability has the most pronounced effect on the risk of
hypoglycemia and is an example of how risk factors can be used to identify individuals with a
reduced risk of hypoglycemia. Glycemic variability is a measure of the dynamic glucose variations
that characterizes the amplitude, frequency, and duration of these fluctuations. Glycemic variability
1s expressed as the coefficient of variation (CV%) and is calculated as 100 x (standard deviation
divided by mean glucose).2* CV is a well-established risk factor for hypoglycemia and a clear cut
off of <36% has been identified as associated with a lower risk of hypoglycemia 242128101
Glycemic variability is measured by CGM device which ensures data robustness and

standardization. Moreover, CV is part of the standardized ambulatory glucose profile (AGP) report
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—i.e. a summary of each patient’s glucose data — which healthcare professionals, including non-
diabetologists, use routinely to evaluate the glycemic control for patients. An extensive analysis of
efficacy and safety parameters has been conducted in participants with T1D having low glycemic
variability (CV) at the beginning of the trial and is presented below.

10.3.9.1 Efficacy and safety in subpopulations with CV % <36%

Glycemic variability is a measure of the dynamic glucose variations that characterizes the
amplitude, frequency, and duration of these fluctuations. Glycemic variability is expressed as the
coefficient of variation (CV%) and is calculated as 100 x (standard deviation divided by mean
glucose).2% CV is a well-established risk factor for hypoglycemia and a clear cut off of <36% has
been identified as associated with a lower risk of hypoglycemia. 2+ 1% Glycemic variability is
measured by CGM device which ensures data robustness and standardization. Moreover, CV is part
of the standardized ambulatory glucose profile (AGP) report 22 —i.e. a summary of each patient’s
glucose data — which healthcare professionals, including non-diabetologists, use routinely to
evaluate the glycemic control for patients.

Below are presented efficacy and safety results in the subgroup of participants with CV <36% or
>36%, for both treatment arms. It is important to note that CGM was not collected prior to
randomization and therefore glycemic variability was not assessed prior to trial. However, average
CV during the first 2 weeks of the trial was deemed to be appropriate to approximate glycemic
variability at baseline and was used for these analyses. To evaluate robustness to the results, the
same analyses have been performed using different cut-offs (CV < and >32%, 34%, 38%, and 40%)
and show that a lower risk of hypoglycemia is consistently associated with lower CV%, in both
treatment arms, as expected.

Hypoglycemia — SMBG-based
There were no statistically significant treatment-by-subgroup interactions for any of the
hypoglycemia endpoints.

The rates and the proportion of participants with level 2 or level 3 hypoglycemia (SMBG-based)
were significantly lower with both insulins in the CV <36% subgroup compared to the rates in the
respective total population, with an estimated rate ratio (insulin icodec vs insulin degludec)
comparable in the CV <36% subgroup and the total ONWARDS 6 population.

By restricting the population to participants with CV <36%, the rate of level 2 or level 3
hypoglycemia is reduced from 19.92 to 9.99 episodes per year for insulin icodec and from 10.37 to
5.73 episodes per year for insulin degludec Table 10-13. The rate observed in the insulin icodec
<36% CV subgroup (~10 episodes per year per patient) is comparable to the rate observed in all
participants treated with insulin degludec, a marketed insulin with a well-known benefit in reducing
hypoglycemia risk compared to other daily basal insulins, including insulin glargine.%

There were few severe (level 3) hypoglycemic episodes reported in the CV <36% subgroup;
3 (2.68%) participants reported a total of 5 episodes in the insulin icodec arm and 1 (0.71%)
participant reported 1 episode in the insulin degludec arm.

In the CV <36% subgroup, there were no nocturnal severe (level 3) hypoglycemic episodes in the
insulin icodec arm and 1 event of nocturnal severe hypoglycemia in the insulin degludec arm, while
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1 SAE of hypoglycemia was reported in the insulin icodec arm and no SAEs related to
hypoglycemia were reported in the insulin degludec arm.

Table 10-13 T1D - Level 2 or level 3 hypoglycemic episodes in total population and CV%

subgroups
Total population CV% subgroup
<36% >36%

Insulin Insulin Insulin Insulin Insulin Insulin

icodec degludec icodec degludec icodec degludec
Participants, N (%0) 247 (85.17) | 223 (76.37) 78 (69.64) 86 (61.43) 158 (95.18) | 127 (90.71)
Number of episodes 2836 1495 550 397 2085 1051
R 19.92 10.37 9.99 5.73 25.41 15.07
E:E(F;esg’g"gﬁjgec 1.89 [1.54; 2.33] 1.76 [1.29; 2.40] 1.64 [1.26; 2.13]

Abbreviations: Cl = confidence interval; CV = coefficient of variation; ERR = estimated rate ratio; N (%) = number
(percentage) of participants; R = rate (number of events per 1 PYE); PYE = Patient years of exposure (1 PYE = 365.25
days); T1D = type 1 diabetes

Note: Participants with insufficient CGM data to categorize to a subgroup (i.e., those with <70% over the 2-week period
[week 0-2]; n = 12 in each treatment arm) are not included in this table but are included in the source tables.

Hypoglycemia CGM-based
Hypoglycemia analysis based on CGM data is described in Section 8.2.2.1.

As observed with SMBG-based hypoglycemia, the rates with both insulins were lower in the CV
<36% subgroup compared to the rates for the respective arms in the total ONWARDS 6 population.
In the subgroup with CV <36%, the estimated rate ratio (insulin icodec vs insulin degludec) for
level 2 hypoglycemic events was 1.18 [0.94; 1.49]es9% ci, indicating a reduction in the hypoglycemic
risk in this subgroup compared to the total population (Table 10-14).

The improved hypoglycemia profile in the insulin icodec CV <36% subgroup is supported by the
TBR results. As shown in Table 10-15, TBR (54 mg/dL and 70 mg/dL) was similar between insulin
icodec and insulin degludec in the CV <36% subgroup, and well within the guideline-recommended
targets (<4% of time below 70 mg/dL and <1% of time below 54 mg/dL).%.
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Table 10-14 T1D — Estimated rate ratio of level 2 hypoglycemic episodes in total population
and CV% subgroups — CGM-based

Total population CV% subgroup
<36% >36%
ERR (95% ClI) 1.38[1.17; 1.62] 1.180.94; 1.49] 1.25[1.02; 1.53]

Abbreviations: CGM = continuous glucose monitoring; Cl = confidence interval; CV = coefficient of variation; ERR =
estimated rate ratio; T1D = type 1 diabetes

Note: Patients with insufficient CGM data to categorize to a subgroup (i.e., those with <70% over the 2-week period
[week 0—2]; n = 12 in each treatment arm) are not included in the subgroup evaluation.

Adverse event profile

The AE profile in the insulin icodec CV <36% subgroup was similar to that in the total insulin
icodec treatment arm, with no notable differences in the proportion of patients reporting AEs or the
rates of AEs between insulin icodec and insulin degludec, and no unexpected clustering of events.

Glycemic control

In order to confirm that a low hypoglycemic risk did not come at the expenses of a less effective
glycemic control, various efficacy parameters were analyzed in this subpopulation. In both
treatment arms, in the CV <36% subgroup HbA1. at week 26 was lower and TIR was higher
compared to the total population. Glycemic control was similar between insulin icodec and insulin
degludec for patients with CV <36% in terms of HbA1c and TIR, with no statistically significant
treatment-by-subgroup interaction for change in HbAic Table 10-15.
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Table 10-15 T1D - Glycemic control in patients with T1D in ONWARDS 6 in the total
population and in the glycemic variability CV% subgroups — full analysis set

Total population CV% subgroup
<36% >36%
Insulin Insulin Insulin Insulin Insulin Insulin
icodec degludec icodec degludec icodec degludec
HbA:c (%)
At week 26 (mean) 7.11 7.08 6.83 6.82 7.29 7.30
Mean change from baseline to -0.48 -0.55 -0.52 -0.62 -0.45 -0.48
week 26
FPG
Mean change from baseline to -19.24 -32.42 -14.65 -33.11 -21.87 -29.07
week 26 (mg/dL)
Mean time in range (week 22—26)
70-180 mg/dL 59.10 60.85 66.24 66.53 54.53 55.57
Mean time above range (week 22-26)
>180 mg/dL 37.03 36.25 31.55 31.44 40.64 40.57
Mean time below range (week 22-26)
<70 mg/dL 3.86 2.90 2.20 2.03 4.83 3.87
<54 mg/dL 1.02 0.68 0.39 0.36 1.37 1.04

Abbreviations: CV = coefficient of variation; FPG = fasting plasma glucose; HbA:. = glycosylated hemoglobin; T1D =
type 1 diabetes

Notes: Time in range is defined as 100 times the number of recorded measurements in glycemic range 70-180 mg/dL,
both inclusive, divided by the total number of recorded measurements. Time spent above or below threshold is defined
as 100 times the number of recorded measurements above/below the threshold, divided by the total number of recorded
measurements.

Patients with insufficient CGM data to categorize to a subgroup (i.e., those with <70% over the 2-week period
[week 0—2]; n = 12 in each treatment arm) are not included in this table but are included in the source tables.

10.4 Composite efficacy and safety assessment

As expected for people living with T1D, the estimated proportion of participants achieving HbAlc
targets without reporting level 3 or 2 hypoglycemia in the last 12 weeks was low in both treatment
arms (9.6% vs 16.7% for target HbAlc <7%, and 5.5% vs 7.6% for target HbAlc <6.5% in insulin
degludec and insulin icodec arm, respectively).

10.5 Applicability of non-US data to US population with T1D

To assess if the results of the ONWARDS 6 trial which included people with T1D across

33 countries were representative of the US people with T1D, the same analyses of the main
endpoints performed for the total population were also performed for the US and non-US
populations and then compared. Details about the methods used for the comparison are given in
Section 8.3.5.

In ONWARDS 6 the baseline and demographic characteristics can be considered comparable
between US and non-US populations. US population did not differ from non-US population in
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terms of efficacy of insulin icodec versus insulin degludec, based on the change of HbA . from
baseline to week 26 (primary endpoint) and TIR 70-180 mg/dL. The exposure to the trial products
was comparable between US and non-US population and participants with T1D did not display
substantially different AE profiles for insulin icodec versus insulin degludec. In general, the rate of
hypoglycemic events was similar between US and non-US populations except for severe (level 3)
hypoglycemic episodes that had a higher rate among the non-US compared to US population in
both treatment arms (Table 10-16). This imbalance was driven by the participants with 33 level 3
episodes in the insulin icodec arm and 17 level 3 episodes in the insulin degludec arm who both
belonged to the non-US population. Thus, the efficacy and the safety profiles, including
hypoglycemia, of insulin icodec based on global data appear to be applicable to a US population.

Table 10-16 T1D — Overview of clinically significant and severe hypoglycemic episodes in US
and non-US populations

Insulin icodec Insulin degludec

Tot (N) | Sbj(N)| % E R |[Tot™)|SbiN)| % E R
Clinically significant
(level 2)
US 85 | 74 87.1 798 19.70 77 66 85.7 467 12.32
Non-US 205 | 172 83.9 1991 19.56 215 157 73.0 1011 9.52
Severe (level 3)
US 85 | 2 24 3 0.07 77 3 310 3 0.08
Non-US 205 | 7 34 44 0.43 215 6 2.8 14 0.13

Abbreviations: Tot (N) = total number of subjects in the safety analysis set of the trial; Sbj (N) = number of subjects
with one or more events; % = percentage of subjects with one or more events; E = number of events; R = rate (number
of events per 1 PYE); PYE = Patient years of exposure (1 PYE = 365.25 days).

10.6 Applicability of non-US data to US population with T2D

The US population represents over 30% of the T2D ONWARDS population, with over 550 patient
years of exposure to insulin icodec. The baseline and demographic characteristics are comparable
between US and non-US populations for the T2D ONWARDS trials (data not shown). In the insulin
icodec treatment arm,11.6% participants in the US population were Black or African American,
which is in line with the proportion of African Americans living with diabetes in the US (12.7%).1%
The US population did not differ from the non-US population in terms of efficacy of insulin icodec
versus daily basal insulin in any of the T2D trials, based on the primary endpoint (change in HbA .
from baseline to landmark visit) and the confirmatory secondary endpoint for ONWARDS 1 (time
in range 70-180 mg/dL). Exposure to insulin icodec was comparable between US and non-US
populations. US and non-US populations did not display substantially different AE profiles for
msulin icodec versus daily basal insulin. In general, the rate of hypoglycemic events was similar
between US and non-US populations. Thus, the efficacy and safety profiles of insulin icodec based
on global T2D data are considered applicable to the US T2D population.
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11 General safety in people with T2D or T1D

Summary

In all ONWARDS trials (IT2D and T1D), once-weekly insulin icodec had a safety
profile similar to the well-established profile of daily basal insulins, with the exception
of hypoglycemia.

e No unexpected findings or unacceptable risks were identified across the clinical
development program

e The incidence of AEs was similar between the two treatment groups and across trials,
and the majority of the events were non-serious and mild

e Fatal outcomes were rare and occurred at similar rates in both treatment arms

e In T2D, the incidence of SAEs was similar between treatment arms

e In T1D, the incidence of SAEs was higher in the insulin icodec arm (mainly accounted
for by participants experiencing hypoglycemia)

- _J

To evaluate the safety of insulin icodec, data from T2D and T1D populations have been pooled, and
data from extension phase of ONWARDS 1 and ONWARDS 6 have been included. Hypoglycemia
1s not reviewed in depth in this section as it is discussed above (Sections 1.6.2 and Section 10.3).

11.1 Exposure

In the ONWARDS trials the safety parameters have been evaluated in a total of 4340 participants,
with a total exposure of 4246.47 patient-years, receiving either insulin icodec or daily basal insulin
(Table 11-1). The exposure between treatment arms was similar within trials.
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Table 11-1 Summary of the exposure by pool and trial

Insulin icodec | Daily basal insulin

N PYE | N PYE
Type 2 diabetes
Insulin naive
ONWARDS 1-ext 492 765.50 | 492 766.76
ONWARDS 3 293 170.90 | 294 171.13
ONWARDS 5 542 559.54 | 538 560.72
Basal switch |
ONWARDS 2 262 155.25 | 263 152.77
Basal-bolus |
ONWARDS 4 291 167.36 | 291 166.80
Type 1 diabetes |
ONWARDS 6-ext 290 300.16 | 292 309.58
Total |
Total 2170 2118.70 | 2170 2127.76

Abbreviations: N = Number of participants, PYE = Patient years of exposure (1 PYE = 365.25 days):
ext = main+extension phase

11.2 Adverse events

The pattern of the reported AEs was generally consistent between trials, with some differences
observed mostly due to differences in trial duration, trial population and trial design.

11.2.1 Overview of AEs and SAEs

In T2D, the proportions of participants reporting AEs, SAEs, and severe AEs, were similar between
those taking insulin icodec and daily basal insulin (Table 11-2). In T1D, AEs were reported by
similar proportions of participants between treatment arms. However, among participants with T1D
the incidences of SAEs and severe AEs were higher in the insulin icodec arm, which was mainly

accounted for by participants experiencing hypoglycemia. SAEs related to hypoglycemic events in
T1D are described in Section 10.3.7.
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Table 11-2 Summary of AEs reported in ONWARDS trials

Novo Nordisk

Total AEs SAEs Severe AEs
Insulin Daily basal Insulin Daily basal Insulin Daily basal
icodec insulin icodec insulin icodec insulin

Type 2 diabetes

Insulin naive

ONWARDS 1-ext [% 80.7 79.1 13.0 144 53 7.3
E 1882 1823 95 119 38 61
R 245.85 237.75 12.41 15.52 4.96 7.96

ONWARDS 3 % 60.4 56.8 5.1 5.1 4.4 14
E 511 424 22 18 14 4
R 299.01 247.76 12.87 10.52 8.19 2.34

ONWARDS 5 % 51.5 50.2 83 10.6 52 7.1
E 819 795 69 85 34 63
R 146.37 141.78 12.33 15.16 6.08 11.24

Basal switch

ONWARDS 2 % 61.5 51.0 84 6.1 42 42
E 466 328 30 20 17 13
R 300.17 214.70 19.32 13.09 10.95 8.51

Basal-bolus

ONWARDS 4 % 58.8 574 7.6 8.6 4.5 4.1
E 455 550 35 33 20 14
R 271.87 329.74 20.91 19.78 11.95 8.39

Type 1 diabetes

ONWARDS 6-ext [% 82.8 80.8 83 6.8 6.9 3.1
E 965 1146 39 25 28 10
R 321.50 370.18 12.99 8.08 9.33 3.23

Abbreviations: AE = adverse event; SAE = serious adverse event; % = percentage of participants with one or more
events; E = number of events; R = rate (number of adverse events per 100 PYE), PYE = patient years of exposure
(1 PYE = 365.25 days): ext = main+extension phase.

The majority of AEs in both T2D and T1D were non-serious and mild. Fatal outcomes were rare in
both T2D and T1D, with similar incidences in the 2 treatment arms. Deaths are discussed in

Section 11.2.4.

The most commonly reported AEs (defined as reported by >5% participants in any trial or treatment
arm) were consistent between treatment arms 1in all trials (Figure 11-1).
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Figure 11-1 T2D and T1D — Adverse events by preferred term and trial — most frequent
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Abbreviations: Adjusted % = percentage of participants with one or more events, calculated using the Cochran-
Mantel-Haenszel method to account for differences between trials; AE = adverse event; N = number of participants in
treatment arm; PT = preferred term; T1D = type 1 diabetes; T2D = type 2 diabetes

In the total ONWARDS trial population, no SAEs were reported by more than 1% of participants in
the insulin icodec arm or daily basal insulin arm. The SAEs reported by more than 0.3% of the
participants in either treatment arm in T2D and/or T1D are presented in Table 11-3. No pattern was
seen with regards to time of onset. Although the incidences of SAEs related to COVID-19
(including COVID-19-related pneumonias) were higher among the insulin icodec-treated
participants, a causal relationship between these events and mnsulin icodec has not been identified.
In the T1D population, hypoglycemia was the only SAE reported in more than 1% of insulin
icodec-treated participants. Hypoglycemic episodes reported as SAEs are defined in Section 8.2.2.1
and described in Section 10.3.7.
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Table 11-3 T2D and T1D - Incidence of most frequently reported (>0.3%) SAEs by
preferred term

T2D pool T1D Total

Insulin Daily basal Insulin Insulin Insulin Daily basal

icodec insulin icodec degludec icodec insulin

% * (N) % * (N) % (N) % (N) % * (N) % * (N)
COVID-19 pneumonia 0.6 (12) 0.4 (7) 0.3 (1) 0 0.6 (13) 0.3(7)
COVID-19 0.6 (11) 0.2 (4) 0.3 (1) 0.3 (1) 0.6 (12) 0.2 (5)
Acute myocardial infarction 0.6(11) 0.5(9) 0.3 (1) 0 0.6 (12) 0.4 (9)
Hypoglycemia 0.2 (3) 0.2 (4) 2.8 (8) 0.3 (1) 0.5(11) 0.2 (5)
Pneumonia 0.4 (8) 0.2(4) 0 0.3 (1) 0.4 (8) 0.2 (5)
Coronary artery disease 0.4 (8) 0.5(9) 0 0 0.4 (8) 0.4 (9)
Angina unstable 024 0.1 (1) 0 0.7 (2) 0.2 4 0.1(2)

Abbreviations: % = percentage of participants with one or more events; * percentage was adjusted using the Cochran-
Mantel-Haenszel method to account for differences between trials; N = number of participants with one or more events;
SAE = serious adverse event; T1D = type 1 diabetes; T2D = type 2 diabetes.

11.2.2  Adverse events in subgroups

Since intrinsic and extrinsic factors may have an impact on the safety profile, various subgroups
have been analyzed. The adverse event profile, including SAEs and severe AEs, in subgroups of
participants based on intrinsic factors (sex, age, race, ethnicity, baseline BMI, baseline HbA .,
diabetes duration, baseline renal function, baseline hepatic function) and extrinsic factors (region,
pre-trial insulin treatment) was explored in both T2D pool and T1D populations. Overall, no
treatment difference was found within each subgroup, indicating that the AE profile was not linked
to intrinsic or extrinsic factors (data not shown).

11.2.3  Adverse events leading to permanent treatment discontinuation

In both T2D and T1D population, the proportions of participants with AEs leading to permanent
treatment discontinuation were similar in the 2 treatment arms (Table 11-4).

Table 11-4 T2D and T1D — Participants experiencing an AE leading to treatment

discontinuation
T2D pool T1D
Insulin icodec Daily basal insulin Insulin icodec Insulin degludec
N % * N % * N % N %

AEs leading to permanent 24 1.3 20 1.1 1 0.3 1 0.3
treatment discontinuation

SAEs leading to permanent 12 0.6 15 0.8 1 0.3 0

treatment discontinuation

Abbreviations: N = number of participants with one or more events, % = percentage of participants with one or more
events; (S)AE = (serious) adverse event; T1D = type 1 diabetes; T2D = type 2 diabetes; * percentage was adjusted using
the Cochran-Mantel-Haenszel method to account for differences between trials
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In the reported AEs leading to permanent treatment discontinuation, no pattern with regards to the
preferred term, the timing or type of AE was observed.

11.24 Deaths

Fatal outcomes were rare and reported for similar proportions of participants in the insulin icodec
and daily basal insulin arms in all ONWARDS trials. The reasons for death were similar between
the two treatment arms, with no clustering of events in any system organ class (Table 11-5). The
total number of participants who had one or more fatal events was 15 (0.7%) in the insulin icodec
arm and 14 (0.6%) in the daily basal insulin arm.

Table 11-5 T2D and T1D — Adverse events with fatal outcome by system organ class

Insulin icodec Daily basal insulin
N (%) N (%)

T2D pool
Infections and infestations 6 (0.3%) 3(0.2%)
Cardiac disorders 3(0.2%) 5(0.3%)
Neoplasms benign, malignant and unspecified (incl cysts and polyps) 3 (0.2%) 3 (0.2%)
Respiratory, thoracic and mediastinal 1 (0.1%) 1 (0.1%)
General disorders and administration site conditions 1 (0.1%) 3 (0.2%)
Renal and urinary disorders 1 (0.1%) 0
Gastrointestinal disorders 1(0.1%) 1(0.1%)
Vascular disorders 1(0.1%) 0
Nervous system disorders 0 1 (0.1%)
Metabolism and nutrition disorders 0 1 (0.1%)
T1D
Nervous system disorders 1(0.1%) 0

Abbreviations: N = number of participants with one or more events; % = percentage of participants with one or more
events; T1D = type 1 diabetes; T2D = type 2 diabetes; for T2D pool, percentages were adjusted using the Cochran-
Mantel-Haenszel method to account for differences between trials

11.3 Safety focus areas

Based on the therapeutic experience with insulins and regulatory feedback and requirements,
several safety focus areas, as well as standard safety focus areas, were pre-defined for evaluation
during the phase 3 program of insulin icodec.

No differences were identified between treatment arms in any of the safety focus areas, in terms of
event rate per 100 PYE or proportion of participants (Table 11-6), with the exception of medication
errors that were more frequent in the insulin icodec arm and are discussed in Section 11.3.2.
Evaluation of cardiovascular disorders is presented in Section 11.3.1.
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Table 11-6 T2D and T1D - Proportion of participants with AEs in the safety focus areas

T2D pool T1D

Insulin icodec Daily basal insulin Insulin icodec Insulin degludec

Safety focus area N@)*| R* | N@)*| R* N (%) R N (%) R
Neoplasm 68(36) | 437 | 6635 | 477 | 15652 | 500 |14@8) | 517
Retinal disorders 128 (6.8)| 1009 |135(7.2)| 11.05 |37(128)| 1566 |35(12.0)| 14.54

Hyperglycemia incl. DKA | 14(0.7) | 088 |22(12) | 132 103) | 033 | 207 | 065

Hypokalemia 2(0.1) 0.13 2(0.1) 0.07 1(0.3) 0.33 0

Other microvascular 14 (0.7) 0.80 22 (1.2) 1.37 2(0.7) 0.67 2 (0.7) 0.65
diabetic complications

Clinically meaningful 26 (1.4) 1.67 24 (1.3) 1.17 3(1.0) 1.00 3(1.0) 0.97
peripheral oedema

Lipodystrophy 1(0.1) 0.03 3(0.2) 0.16 0 0

Localized amyloidosis 0 0 0 0

Injection site reactions® 42 (2.2) 6.67 35(1.9) 4.13 1(0.3) 0.67 2 (0.7) 0.65
Medication errors 23(1.2) 1.93 26 (1.4) 2.52 16 (5.5) 6.00 7 (2.4) 2.58

Hypersensitivity reactions 69 (3.7) 4.52 78 (4.2) 5.38 36(12.4) | 14.66 |[41(14.0)| 15.50

Rare events® 88 (4.7) 5.47 95 (5.1) 6.00 23 (7.9) 7.66 13 (4.5) 4.52

Abbreviations: % = percentage of participants with one or more events; *percentages and rates were adjusted using the
Cochran-Mantel-Haenszel method to account for differences between trials; AE = adverse event: R = rate (number of
adverse events per 100 PYE); PYE = patient years of exposure (1 PYE = 365.25 days); DKA = diabetic ketoacidosis;
T1D = type 1 diabetes; T2D = type 2 diabetes

Notes: 256% of all injection site reactions and 76% of the injection site reactions observed in the insulin icodec arm
were reported in ONWARDS 3 (double-dummy); ®Safety evaluation of rare events did not suggest an increased risk of
any specific rare event in the insulin icodec arm compared to the daily basal insulin arm.

11.3.1 Cardiovascular disorders

The risk of CV disorders was evaluated based on ECG data and adjudicated outcomes of selected,
pre-defined CV events. In addition, a prospectively planned meta-analysis of MACE (CV death,
myocardial infarction (MI) and stroke) has been carried out to further investigate the cardiovascular
profile of insulin icodec. Time to occurrence of first EAC-confirmed MACE was analyzed by a Cox
regression model stratified by trial and with treatment as explanatory variable. The meta-analysis
was considered exploratory due to an anticipated low number of MACE events across the phase 3a
program and no formal statistical hypothesis testing was performed.

Overall, in the ONWARDS trials, there was no indication of an increased risk of CV disorders in

the insulin icodec arms compared to the daily basal insulin arms based on the evaluation of
EAC-confirmed CV events, ECG data and meta-analysis of MACE from the ONWARDS trials.
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Novo Nordisk

Across the ONWARDS trials, 105 events in the insulin icodec arm were sent for adjudication, and
29 were confirmed as MACE by the EAC. In the daily basal insulin arm, 93 events were sent for
adjudication of which 33 were confirmed as MACE by the EAC.

EAC-confirmed CV events were reported in similar proportions of participants in the 2 treatment
arms in T2D trials (ONWARDS 1 to 5) and in T1ID (ONWARDS 6) (Table 11-7).

Table 11-7 T2D and T1D — Proportion of participants with EAC-confirmed cardiovascular

events
T2D pool T1D
Insulin icodec, Daily basal Insulin icodec, Insulin
%* (N) insulin, % (N) degludec,

%* (N) % (N)

Acute coronary syndrome 1.2 (22) 0.8 (15) 0.3 (1) 0.7 (2)
Acute myocardial infarction 1.0 (19) 0.7 (14) 0.3 (1) 0

Hospitalization for unstable angina pectoris 0.2 (3) 0.1(1) 0 0.7 (2)

Cerebrovascular event 0.3 (5) 0.6 (11) 0.7 (2) 0.3 (1)

Stroke 0.3 (5) 0.6 (11) 0.7 (2) 0.3 (1)
Heart failure 0.3 (5) 0.2 (4) 0.3 (1) 0
Heart failure hospitalization 0.3 (5) 0.2(4) 0.3 (1) 0
Urgent heart failure visit 0 0.1(1) 0 0
CV Death 0.1(2) 0.4 (7) 0 0
Undetermined cause of death 0.2 (3) 0.1(2) 0 0

Notes: CV = cardiovascular; EAC = event adjudication committee; N = number of participants with one or more
events, % = percentage of participants with one or more events; T1D = type 1 diabetes; T2D = type 2 diabetes;
*adjusted percentages were calculated using the Cochran-Mantel-Haenszel method to account for differences between

trials

There were no clinically relevant differences between insulin icodec and daily basal insulin in the
improvement or deterioration of ECG categories.

The exploratory meta-analysis of MACE showed that participants treated with insulin icodec had a
similar incidence of major adverse cardiovascular events (3-component MACE consisting of MI,
stroke, or CV death) when compared to those treated with daily basal insulin. The estimated hazard-
rate from the analysis of time to first EAC-confirmed MACE showed that the occurrence in the
ONWARDS trials (pool of ONWARDS 1 to 6) was similar in the insulin icodec arm and daily basal
msulin arm (HR: 0.84; 95% CI [0.48;1.49]) (Figure 11-2).
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Figure 11-2 T2D and T1D — Time to first EAC confirmed MACE - cumulative incidence plot
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Notes: Cumulative incidence estimate for first MACE during in-trial period.

Abbreviations: EAC: event adjudication committee; MACE = major adverse cardiovascular events with adjudication
outcome of either CV death, myocardial infarction (acute myocardial infarction) or stroke (ischemic, hemorrhagic, or
undetermined stroke)

11.3.2 Medication errors

Across phase 3a trials, a MedDRA search for medication errors (including misuse and abuse),
identified 80 events in 72 participants with T2D or T1D across both treatment arms. Most of the
events were mild, non-serious and all except one event in the daily basal insulin arm were reported
as recovered.

The overall number of medication errors was comparable between the insulin icodec and daily basal
msulin arms, with the exception for “accidental overdose” that was more frequent in the insulin
icodec arm (Appendix A, Table 14-6).

In the trials with a higher single starting dose of insulin icodec (ONWARDS 2. 4 and 6), a cluster of
overdose and dosing error events 25 events in 24 participants) was seen in the insulin icodec
treatment arm during the first 9 days on trial product. This period corresponds to the first and
second dose of insulin icodec indicating that these events occurred in relation to the higher single
starting dose (see dosing initiation algorithm in Table 7-1). No similar clusters were seen in the
comparator arm, as well as in the trials without single higher starting dose, where medication errors
were reported at a lower frequency and more evenly distributed in time and across preferred terms.

In the mnsulin icodec arm, none of the overdose events occurring during the first 9 days was
associated with level 3 hypoglycemia or additional adverse events, while one event was associated
to level 2 hypoglycemia, another event to both level 1 and 2 hypoglycemia and six events to level 1
hypoglycemia.

In summary there were no severe clinical consequences from the overdoses reported in relation to
the insulin icodec starting dose. The risk of medication errors for insulin icodec is described in the
proposed label.
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11.3.3 Immunogenicity

As for any protein-based drug, including insulins, treatment with insulin icodec may lead to the
development of anti-insulin icodec antibodies which may affect the insulin icodec clinical effect. 12
Therefore, immunogenicity was assessed throughout the insulin icodec clinical development
program, specifically in T2D populations naive (ONWARDS 3), on basal-only prior to trial
(ONWARDS 2) and on basal-bolus prior to trial (ONWARDS 4), and in people with T1D
(ONWARDS 6).

In all populations, the likelihood that insulin icodec treatment induces anti-insulin icodec antibodies
1s considered high (70.2% to 82.1%) with the large majority cross-reacting with human insulin
(66.7% to 78.5%).

Based on the statistical and descriptive analyses, the effect of anti-insulin icodec antibodies on
pharmacokinetic properties of insulin icodec is considered of no clinical relevance (Figure 6-4), and
the presence of anti-insulin icodec antibodies did not seem to affect either the overall efficacy or
safety profile of insulin icodec. Furthermore, the presence of anti-insulin icodec antibodies did not
appear to correlate with AEs such as injection site reactions or hypersensitivity reactions. The low
number of systemic hypersensitivity events does not allow evaluation of their possible relationship
to the presence of anti-insulin icodec antibodies.

11.4 Body weight

Basal insulin treatment is generally associated with weight gain.1* As expected, body weight

increased across trials and treatment arms, except for ONWARDS 2, where weight was
unexpectedly stable for participants in the daily basal insulin arm. There was a trend of higher
weight gain 1n the insulin icodec arm compared to the daily basal insulin arm (Table 11-8).

The weight increases and differences observed in ONWARDS 1-6 were reflective of the class effect
of insulin treatment.1*

Table 11-8 T2D and T1D — Body weight at end of treatment by trial — change from baseline

Trial Estimated change from baseline (kg) Treatment difference (kg)
Insulin icodec Daily basal insulin Estimate [95% CI]

ONWARDS 1 (week 26) 2.29 1.83 0.46 [-0.12; 1.04]
ONWARDS 1 (week 78) 2.22 1.58 0.64 [-0.02 ; 1.30]
ONWARDS 2 1.40 -0.30 1.70 [0.76 : 2.63]
ONWARDS 3 2.77 233 0.46 [-0.19:1.10]
ONWARDS 4 2.73 2.16 0.57 [-0.39: 1.54]
ONWARDS 5 2.28 1.45 0.83 [-0.37 ;: 2.02]
ONWARDS 6 (week 26) 1.29 1.01 0.28 [-0.37 :0.92]
ONWARDS 6 (week 52) 1275 1.67 -0.42 [-1.20:0.37]

Abbreviations: CI = confidence interval; T1D = type 1 diabetes; T2D = type 2 diabetes
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12 Benefit/risk profile

12.1 Type 2 diabetes

Across all T2D ONWARDS trials, insulin icodec effectively reduced HbA1: of a magnitude that is
known to be associated to a significant reduction of the risk of macro- and microvascular
complications.2>2% Compared to daily basal insulins, insulin icodec was found to be statistically
superior in HbAzc reduction in T2D insulin naive participants and participants switching from
another daily basal insulin, and non-inferior in T2D participants on basal-bolus prior trial. Although
statistical superiority was achieved, the clinical relevance of the difference between treatments has
not been established.

As for all insulins, the main risk with insulin icodec is hypoglycemia. Importantly, in the
ONWARDS program, 85.9-90.2% of participants with T2D treated with insulin icodec on basal
only (either insulin naive or on daily basal only prior to trial) and 48.5% of participants on
basal-bolus did not experience any clinically significant or severe (level 2 or level 3) hypoglycemic
episode. The risk of level 3 hypoglycemia in all T2D phase 3a trials was very low and similar
between treatment arms (8 vs 14 episodes in insulin icodec arm vs daily basal insulin, over a total of
4340 participants with T2D). Novo Nordisk acknowledges that the rate of level 2 hypoglycemia
was higher among participants treated with insulin icodec than with daily basal insulins, with a few
participants contributing with many episodes. To put the rates observed in the clinical trials into
context, they correspond to 1 additional level 2 hypoglycemic episode per person within the next 6
7 years if a person with T2D starts with insulin icodec instead of a daily basal insulin. The overall
level 2 hypoglycemia rates were considered low and comparable to the rates reported in the
literature for daily basal insulins.2%>1%

In addition to providing effective glycemic control, insulin icodec has been designed for once
weekly administration, meaning a reduction from 365 injections to 52 injections of basal insulin per
year, for people living with T2D needing insulin treatment. The literature currently lacks an
evaluation of the comprehensive advantages associated with reducing basal insulin injections from
daily to once weekly, as such option is currently not available for people in the need of insulin
treatment. However, real-world evidence pertaining to once-weekly GLP-1 receptor agonists
(GLP-1 RA) show that inherent benefits linked to this less frequent injection regimen include
heightened treatment persistence and improved therapy adherence.®22 Although per design this has
not been confirmed in the ONWARDS trials, insulin icodec has the potential to prevent delays in
insulin therapy initiation and to improve adherence and persistence, similarly to what was observed
with once-weekly GLP-1 RAs. It is well known that initiation of insulin treatment on time and
therapy adherence are associated with a better glycemic control leading to long-term reduction of
the risk of micro- and macrovascular complications.

In conclusion, Novo Nordisk considers that the benefit risk profile of insulin icodec in T2D is
favorable and supports the approval of insulin icodec in T2D.

12.2 Type 1 diabetes

During the main phase of the ONWARDS 6 clinical trial, insulin icodec demonstrated non-inferior
glycemic improvement from baseline compared to insulin degludec, assessed by change in HbA1c.
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The magnitude of HbA1. reduction observed in the trial is known to be associated with a significant
reduction in the risk of macro- and microvascular complications, including preventing blindness,
kidney failure with need for dialysis, and amputation due to neuropathy. 31-32:23.9.10

As in type 2 diabetes, adherence remains a challenge in individuals with type 1 diabetes. Data
coming from the literature on other drugs - both in the diabetes as well as in other therapeutic areas
- suggest that given its once-weekly administration, insulin icodec has the potential to increase
therapy adherence compared to once-daily insulins. As discussed in Section 2.3, high adherence
directly correlates with better glycemic control and thus with the potential for a reduced risk of
diabetes-related long-term complications. Improved prevention of short-term complications
including symptomatic hyperglycemia and diabetic ketoacidosis is also associated with improved
adherence. Therefore, insulin icodec may represent a valuable treatment alternative for people with
T1D who perceive daily therapy adherence as a burden or who struggle with consistent daily insulin
use for a number of reasons, and thus could greatly benefit from its unique once-weekly
administration. It is important to note that neither these specific populations nor therapy adherence
were specifically investigated in the ONWARDS 6 trial, because of the intrinsic limitations of a
clinical trial setting. Nonetheless, healthcare providers will be able to identify patients for whom
initiation or adherence are challenging, allowing the unique benefits of insulin icodec to be realized
in practice.

The safety profile was similar between treatment arms except for hypoglycemia, where a higher risk
was identified for insulin icodec compared to insulin degludec. When evaluating the risk of
hypoglycemia for insulin icodec, it is important to consider the general limitations of a controlled
clinical trial that may not directly translate into real world, and the unique aspects of ONWARDS 6,
such as the daily insulin used as a comparator. However, since the impact of these factors is not
known, these considerations are intended to provide context, and not to negate the acknowledged
increased risk of hypoglycemia in individuals with type 1 diabetes. In this context, it is important to
note that the comparator was insulin degludec, which is the only basal insulin approved with a
reduced hypoglycemia risk over the commonly used insulin glargine with regards to severe
hypoglycemia. ¢ Moreover, it should be noted that the overall rate of clinically significant or severe
hypoglycemia (level 2 or level 3) as assessed in ONWARDS 6 was not higher than previously
published treat-to-target studies investigating insulin degludec or insulin glargine U300, reaching a
similar glycemic control in T1D. Of note, the rates of clinically significant hypoglycemia or
equivalent were between 18 and 43 hypoglycemic episodes per PYE, although the titration target
and definition of episodes were slightly different, and participants were not wearing a CGM was not
open 2464748 Hence the between trial comparisons should be done with caution.

Hypoglycemia is an inherent risk of all insulins and therefore has been carefully analyzed
throughout ONWARDS 6 by pre-specified as well as post-hoc analyses. The rates of severe

(level 3) hypoglycemic episodes — defined as associated with severe cognitive impairment requiring
external assistance for recovery — were higher in the insulin icodec arm compared to insulin
degludec. The proportion of participants who did not experience any severe (level 3) hypoglycemic
episodes was 97% in both treatment arms. Higher rates of severe hypoglycemia occurring in similar
proportions of participants indicate that a few participants in the insulin icodec arm experienced
multiple episodes, which is in line with what is reported for daily basal insulins in people living
with T1D. In ONWARDS 6, this is illustrated by a single participant in the insulin icodec arm who
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experienced multiple severe (level 3) hypoglycemic episodes. It is important to note that, despite
many episodes, this participant remained in the trial and that the rates of severe hypoglycemia
markedly reduced after appropriate individualization of the insulin doses.

The rates of clinically significant (level 2) hypoglycemic episodes — defined by SMBG value <54
mg/dL, independently of the symptoms — and the proportion of patients reporting them were higher
in the insulin icodec arm compared to insulin degludec. For a comprehensive profiling of the
hypoglycemic risk CGM-based data should be also considered, as providing a more objective
assessment. The estimated rate ratio of level 2 hypoglycemia based on CGM was lower than that
based on SMBG (1.38 vs 1.88). Furthermore, time spent below range (TBR), assessed by CGM, is a
parameter that closely relates to hypoglycemia. Comparing the TBR in participants treated with
insulin icodec to TBR targets as defined by international guidelines is relevant to put insulin icodec
hypoglycemia risk into clinical context. In the insulin icodec arm, TBR was at or below the
threshold of internationally recommended targets.2* Moreover, consistent with the reassuring results
observed on CGM-based hypoglycemia, TBR in participants treated with insulin icodec was only
slightly higher than in participants treated with insulin degludec.

In order to assess whether insulin icodec carries specific hypoglycemia risks or if hypoglycemia in
insulin icodec treated participants with T1D is unique in its clinical presentation, the nature of
hypoglycemic episodes and potential risk factors were analyzed.

In both treatment arms, hypoglycemia was similar in terms of duration, management, and recovery,
indicating that the clinical consequences of the episodes occurring with insulin icodec do not differ
from those occurring with insulin degludec, and that the episodes can be managed in the same way
as people living with T1D manage the hypoglycemia risk with daily basal insulins. Furthermore, an
exhaustive analysis of demographic and baseline characteristics has been performed to identify
specific factors that could be associated with a higher risk of severe or clinically significant
hypoglycemia in the insulin icodec arm. The intrinsic characteristics identified were identical in
both treatment arms and had a similar impact on the risk of hypoglycemia. Importantly, they were
consistent with those already established for daily basal insulins, and therefore well known by
healthcare practitioners, who routinely use them to evaluate the best insulin therapy for individuals
with T1D.% Thus, similar to current clinical practice for daily insulins, these factors can be used by
healthcare practitioners to make an assessment of the hypoglycemia risk on an individual basis and
evaluate if the benefits of once-weekly insulin icodec are likely to outweigh the risks.

A higher risk of hypoglycemia occurred in Days 2-4 of the week consistently across the
ONWARDS 6 trial, reflecting insulin icodec’s glucose lowering profile. This predictable profile
will be communicated to healthcare practitioners and patients, and can guide them to more closely
monitor hypoglycemic risk on those days, as well as to adopt proactive actions to compensate the
expected low glycemia, such as adjustment of bolus dose or careful planning of daily activities.

All data collected in ONWARDS 6 should be used in the context of real-world clinical practice,
which takes into account the needs of people with T1D and how they are currently treated. Because
of the complete absence of endogenous insulin, people with T1D rely on exogenous insulin or
insulin analogs for life. Unfortunately, all currently available basal insulins carry a risk of
hypoglycemia. People living with T1D are experienced users of insulins and have a good
understanding of the risk of hypoglycemia and its management. Similarly, healthcare practitioners
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understand the risk factors for hypoglycemia, both when initiating therapy and during the course of
treatment. In order to identify the best therapy, individuals living with T1D and their healthcare
practitioners currently work together to customize comprehensive treatment programs with the aim
of achieving glycemic control, while minimizing the risk of hypoglycemia. These risks are
continually reassessed, and adjustments can be made to the basal insulin based on the individual’s
changing status. The increasing use of CGM will provide additional information to the healthcare
team allowing any needed dose adjustments to be made in a timely manner. Since both risk factors
and management of hypoglycemia do not differ for insulin icodec vs currently available daily basal
insulins, insulin icodec will be readily integrated into decision making and prescribing by
practitioners.

In summary, the choice of basal insulin for a person living with T1D should be based on an accurate
evaluation of that individual’s characteristics and personal needs, balancing benefits and risks.
Insulin icodec should be used to treat people with T1D when a benefit from a once-weekly
posology can be anticipated and risks can be managed, based on the well characterized risk factors
and weekly profile. As for any other insulin, in clinical practice, people with diabetes experiencing
frequent episodes of severe (level 3) or clinically significant hypoglycemia (level 2) would likely be
guided by their healthcare practitioners to decrease the insulin dose, relax the glycemic target or
even switch to a different insulin.2%” Therefore, Novo Nordisk is of the opinion that the risk of
hypoglycemia with insulin icodec treatment in individuals with T1D can be effectively mitigated by
providing guidance to healthcare practitioners, who will consider the individual clinical situation
and the product characteristics.

Based on the presented clinical data and adequate risk management, once-weekly insulin icodec is
evaluated to be associated with a favorable benefit-risk profile and represents an alternative option
to daily basal insulin for some people living with type 1 diabetes.

12.2.1 Risk mitigation

Data from the ONWARDS 6 clinical trial show that the risk of hypoglycemia is higher for insulin
icodec, compared to insulin degludec in participants with T1D. However, as for daily basal insulins,
hypoglycemia risk can be mitigated by carefully evaluating each individual’s clinical history,
baseline and demographic characteristics, lifestyle, as well as the product characteristics. As
described, the occurrence of hypoglycemia with insulin icodec is characterized by the same well-
known risk factors as daily basal insulins. To aid in appropriate patient selection, Novo Nordisk will
reinforce measures for hypoglycemia mitigation, such as excluding people with T1D with
hypoglycemia unawareness or recurrent severe hypoglycemia. If a patient experiences recurrent
hypoglycemia while using insulin icodec, patients should consult their healthcare provider to
consider treatment adjustments (e.g. adjustment of the titration target and/or dose reduction) or
switch to other treatment options. Furthermore, data from ONWARDS 6 showed that hypoglycemia
occurring with insulin icodec has a predictable pattern over the week, in line with the
pharmacodynamic profile. Novo Nordisk will ensure that the higher hypoglycemia risk observed on
the days with maximum glucose lowering effect (Days 2-4) will be communicated to the healthcare
practitioners and people with T1D wishing to use insulin icodec, allowing for a safe use of insulin
icodec in an individualized manner. The higher risk could also be mitigated by recommending
wearing a CGM device, which will ensure a closer monitoring of glycemic level.
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Novo Nordisk believes that these measures will guide patients and physicians to safely use once-
weekly insulin icodec in people with T1D.
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14 Appendix A: Supporting figures and tables

Figure 14-1 Total insulin icodec exposure versus baseline serum albumin concentration in
individuals with different levels of hepatic or renal function

Individuals With Different Levels of Hepatic Function

300x105 -
250%105 -
4 A
200105 - *4 e . ® Normal hepatic function
AUC,; 5 sp * ° e 4 = Mild hepatic impairment
(pmoleh/L) 150%105 LA o
. A Moderate hepatic impairment
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Serum albumin concentration (g/dL)

Individuals With Different Levels of Renal Function
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Serum albumin concentration (g/dL)

Abbreviations: AUC = area under the curve; CI = confidence interval; U = units

Notes: Top: Single dose of 1.5 U/kg insulin icodec (Trial 4570). Slope of log(AUC .o sp) versus log(baseline serum
albumin) was not statistically significantly different from zero: 0.286, 95% CI [-0.102:0.674]. p = 0.14. Bottom: Single
dose of 1.5 U/kg insulin icodec (Trial 4226). Slope of log(AUC . sp) Versus log(baseline serum albumin) was not
statistically significantly different from zero: -0.483, 95% CI [-1.367:0.401], p=0.28.
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Figure 14-2 Recovery from level 2 hypoglycemic episodes after triple doses of insulin icodec
or insulin glargine U100 in individuals with T2D

Time to recovery Amount of glucose Amount of glucose
(PG from <54 to 100 mg/dL) needed to recover needed to maintain recovery
(PG from <54 to 100 mg/dL) (keep PG at 100 mg/dL

0-6 hours after recovery)
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Abbreviations: AUC = area under the curve; CV = coefficient of variation; GIR = glucose infusion rate; N = number of
participants; PG = plasma glucose; SD = standard deviation; T2D = type 2 diabetes

Note: For time to PG recovery, mean and standard deviation (SD) are shown above the bars. For AUCgr, geometric
mean (CV%) is shown above the bars. Trial 4462 was a crossover trial in individuals with T2D receiving double and
triple doses of insulin icodec and insulin glargine U100 during insulin icodec treatment (for 6 weeks) and insulin
glargine U100 treatment (for 11 days) at equimolar total weekly doses based on each participant’s usual basal insulin
dose. The double and triple doses were followed by hypoglycemia induction experiments, where PG was allowed to
decrease to no less than 45 mg/dL. Thereafter, euglycemia was restored by constant 1V glucose infusion (5.5
mg/kg/min) (left and middle panels) and maintained by variable glucose infusion (right panel).
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Table 14-1 T2D — Participant disposition (including ONWARDS 1 extension)

Novo Nordisk

| Insulin icodec Daily basal insulin
| N % N %

Randomized | 1882 100.0 1883 100
Exposed | 1880 99.9 1878 99.7
Permanent discontinuation of trial product | 122 6.5 113 6.0

Adverse event | 33 1.8 26 1.4

Hypoglycemic episode | 3 0.2 2 0.1

Protocol deviation | 3 0.2 3 0.2

Lack of efficacy® | 1 0.1 0

Intensification to a basal bolus regime or 5 01 0

continuous use of bolus insulin® ’

Lost to follow up | 16 0.9 22 1.2

Withdrawal of consent | 31 1.6 36 1.9

Pregnancy | 1 0.1 0

Site closure | 1 0.1 0

Other | 31 1.6 24 1.3
Withdrawn from trial | 88 4.7 98 5.2

Withdrawal of consent by patient | 43 23 45 24

Lost to follow up | 21 1.1 30 1.6

Investigator decision | 10 0.5 9 0.5

Death | 12 0.6 14 0.7

Site closure | 2 0.1 0 0
Completed trial* | 1798 95.5 1793 95.2

Without permanent discontinuation of trial

product 1760 935 1770 94.0

After permanent discontinuation of trial 38 20 23 12

product ’ ’

Abbreviations: N = number of participants; % = percentage of participants; T2D = type 2 diabetes

Notes: *week 78 visit in ONWARDS 1:; *Lack of efficacy criterion applies to all trials except ONWARDS 5;

®Intensification to a basal bolus regime or continuous use of bolus insulin only applies to ONWARDS 5.
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Table 14-2 T1D — Participant disposition (including extension)

Novo Nordisk

Insulin icodec Daily basal insulin
N % N %
Randomized 290 100 292 100
Exposed 290 100 292 100
Permanent discontinuation of trial product 28 9.7 14 438
Adverse event 2 0.7 1 0.3
Hypoglycemic episode 1 0.3 0
Protocol deviation 1 0.3 0
Lost to follow up 0 1 0.3
Pregnancy 3 1.0 1 0.3
Withdrawal of consent 5 1.7 4 14
Other 16 5.5 7 24
Withdrawn from trial 16 5.5 11 3.8
Withdrawal of consent by patient 13 4.5 9 3.1
Lost to follow up 1 0.3 2 0.7
Investigator decision 1 0.3 0 0
Death 1 0.3 0 0
Completed trial (week 52) 274 94.5 282 96.6
Without permanent discontinuation of trial product 262 90.3 278 95.2
After permanent discontinuation of trial product 12 4.1 4 1.4

Abbreviations: N = number of participants; % = percentage of participants; T1D = type 1 diabetes
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Table 14-3 T2D — Nocturnal hypoglycemic episodes - SMBG based

Insulin icodec Daily basal insulin
(N = 1880) (N =1878)
Trial Classification | % E R % E R
Insulin naive |
ONWARDS 1 |Level 1 | 136 190 39.10 11.8 95 19.59
Level 2 | 18 20 4.12 2.0 14 2.89
Level 3 | 0 0.2 1 0.21
Level 2+Level 3 | 18 20 4.12 2.2 15 3.09
ONWARDS 3 |Level 1 | 82 40 23.41 7.8 37 21.62
Level 2 | 03 2 1.17 1.4 5 2.92
Level 3 | 0 0
Level 2+Level 3 | 03 2 1.17 1.4 5 2.92
ONWARDS 5 |Level 1 | 89 107 19.12 8.6 213 37.99
Level 2 | 20 13 2.32 2.0 18 3.21
Level 3 | 0 0.2 1 0.18
Level 2+Level 3 | 2.0 13 2.32 2.2 19 3.39
Basal switch |
ONWARDS 2 |Level 1 | 229 144 92.76 13.3 102 66.77
Level 2 | 61 32 20.61 34 13 8.51
Level 3 | 0 0
Level 2+Level 3 | 6.1 32 20.61 34 13 8.51
Basal-bolus |
ONWARDS 4 |Level 1 | 371 380 227.05 454 440 263.79
Level 2 | 186 131 78.27 244 171 102.52
Level 3 | 0 0.3 2 1.20
Level 2+Level 3 | 186 131 78.27 24.7 173 103.72

Abbreviations: % = percentage of participants with or more events; N = number of participants; R = rate (number of
adverse events per 100 PYE: 1 PYE = 365.25 days): T2D = type 2 diabetes

Note: Nocturnal hypoglycemic episodes are defined as episodes occurring between 00:01 and 05:59

Table 14-4 T1D — Nocturnal hypoglycemic episodes

Insulin icodec Daily basal insulin
Classification % E R % E R
|Level 1 73.8 980 6.89 58.6 734 5.09
[Level 2 46.6 476 3.34 33.6 224 1.55
[Level 3 0.7 5 0.04 1.0 3 0.02
lLevel 2 +Level 3 46.6 481 3.38 33.6 227 1.58

Abbreviations: % = percentage of participants with one or more events; E = number of events; R = rate (number of
events per PYE: 1 PYE = 365.25 days): T1D = type 1 diabetes
Note: Nocturnal hypoglycemic episodes are defined as episodes occurring between 00:01 and 05:59

Page 125 of 130



Novo Nordisk Novo Nordisk
BLA 761326 Insulin Icodec
Endocrinologic and Metabolic Drugs Advisory Committee, May 24, 2024

Table 14-5 T1D — Management of severe hypoglycemia (level 3)

Ico IDeg
N E (%) N E (%)
Number of severe (level 3) hypoglycaemic episodes 9 47 (100.0) 9 17 (100.0)
Treatment (s) the patient received
Glucagon 2 3 ( 6.4) 0
Iv glucose (drip) 4 5 ( 10.6) 2 2 (11.8)
Something to drink or eat (carbohydrates) 7 42 ( 89.4) 7 13 ( 76.5)
Other 2 2 ( 4.3) 1 2 ( 11.8)
Treatment (s) the patient received, exclusive
Intensive intervention 5 6 (12.8) 2 2 (11.8)
Something to drink or eat (carbohydrates), only 6 39 ( 83.0) 7 13 ( 76.5)
Other 2 2 ( 4.3) 1 2 (11.8)
Did the patient get help by a medical person to
handle the episode?
Yes 6 8 (17.0) 3 3 (17.6)
No 5 38 ( 80.9) 6 12 ( 70.6)
Unknown 1 1 ( 2.1) 1 2 (11.8)
Where did the patient get help?
Clinic/emergency room/hospital 4 5 (10.6) 2 2 (11.8)
Other 6 42 ( 89.4) 7 15 ( 88.2)
Was the patient transported by ambulance?
Yes 3 4 ( 8.5) 1 1 ( 5.9
No 1 1 ( 2.1) 1 1 ( 5.9
Missing 6 42 ( 89.4) 7 15 ( 88.2)
Did the patient experience convulsions or fits
(Seizure) ?
Yes 1 1 ( 2.1) 2 2 (11.8)
No 8 46 (97.9) 7 15 ( 88.2)
Did the patient pass out (Loss of consciousness or
coma) ?
Yes 5 10 (21.3) 3 3 (17.6)
No 4 37 (78.7) 6 14 ( 82.4)
Did the patient feel better after treatment?
Yes 9 47 (100.0) 9 15 ( 88.2)
No 0 1 2 (11.8)

[

%: Percentage of events, E: Number of events, N: Number of subjects with one or more events. On-
treatment: Onset date on or after the first dose of trial product and no later than the first date
of either the follow-up visit (FU2), the last date on trial product + 5 weeks for once daily insulin
and + 6 weeks for once weekly insulin or the end-date for the in-trial period. Main-on-treatment:
Onset date on or after the first dose of trial product and no later than the first date of either
the end-date of the on-treatment period or the last planned visit in the main phase of the trial.
Severe hypoglycaemia (level 3): Hypoglycaemia with severe cognitive impairment requiring external
assistance for recovery. Intensive intervention: Glucagon or iv glucose (drip).
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Table 14-6 Medication errors by preferred term

Novo Nordisk

Insulin icodec

Daily basal insulin

N E N E
TOTAL events 39 42 33 38
Accidental overdose 14 15 5 6
Incorrect dose administered 6 6 5 7
Prescribed overdose 5 5 0
Overdose 4 4 4 4
Medication error 2 2 3 3
Product administration error 2 2 2 2
Underdose 2 2 5 5
Accidental underdose 1 1 0
Product dispensing error 1 1 0
Extra dose administered 1 1 1 1
Wrong product administered 1 2 6 6
Wrong dose 0 2 2
Intentional overdose 0 1 1
Drug abuse* 1 1 0
Drug dependence 0 1 1

Abbreviations: N = number of participants with one or more events; E = number of events

Note: *"abuse" was reported as "dose abuse" in a participant who increased the dose of insulin icodec with 30U due to

confusion and distraction, with no additional hypoglycemic episodes in the following weeks.
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15 Appendix B: Statistical considerations

15.1 Missing data imputation for continuous endpoints

In the primary imputation model, missing values for the primary endpoint (regardless of treatment
completion status) was imputed from trial participants, who had experienced an intercurrent event
prior to the landmark visit and have a measurement at the landmark visit in the following way:
e First, one thousand (1000) copies of the dataset were generated for HbAc.
e Second, for participants who discontinued their randomized treatment or initiated treatment
with bolus insulin for more than 2 weeks at any time prior to the landmark visit and have an
HbA1c. measurement at the landmark visit, the change in HbA1 from last available planned
on-treatment value prior to the intercurrent event (LAOT-WOC) to the landmark visit was
analyzed for each dataset copy using an analysis of covariance (ANCOVA) model with
randomized treatment as fixed factor and LAOT-WOC value and the time point (study day)
of this assessment as covariates. The estimated parameters, and their variances, from the
model was used to impute missing HbA1¢ values for the change from LAOT-WOC to the
landmark visit and subsequently the missing HbA1c value at the landmark visit.

In case the amount of data for the described imputation model (see second step above) was
insufficient for meaningful imputation, the first alternative was the to simplify the imputation model
by removing the following two covariates from the model: LAOT-WOC value and the time point
(study day) of this assessment.

If the amount of data for this reduced model was still insufficient for meaningful imputation, a
return-to-baseline imputation approach where missing values at landmark visit was imputed with
baseline value adding a random error term. The random error term was considered normally
distributed with mean zero and a standard deviation set equal to the estimated residual standard
deviation of an ANCOVA analysis on the LAOT-WOC values. 1000 imputations were made.

Once missing data had been imputed, in each of the complete data sets, the endpoint was analyzed

using the full ANCOVA model as specified in Section 8.3.5. The estimates and SDs for the 1000

data sets will be pooled to one estimate and associated SD using Rubin’s rule®,

The imputation model for primary and first alternative have underlying assumption that subjects
with missing data behave similarly as subjects having an intercurrent event.

The imputation model for the second alternative has underlying assumption that subjects with
missing data return to their baseline level.

An overview of which imputation approach that had to be applied can be found in Table 15-1.
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Table 15-1 Imputation model for primary endpoint

ONWARDS 1| ONWARDS 2 | ONWARDS 3 | ONWARDS 4 | ONWARDS 5 | ONWARDS 6

Including

covariates* X X X

Not including
covariates

Retrun-to-baseline X

Note: *covariates were last available HbA;. value and study day of this assessment.

Missing values for the confirmatory secondary endpoint (TIR) and body weight was imputed in the
same manner as the primary endpoint, whereas other continuous assessments were imputed by a
return-to-baseline multiple imputation approach (if there was planned data collection at baseline) or
based on trial participants in the comparator arm who had completed the trial and had a
measurement at the landmark visit.

Intermediate missing CGM data (gaps in the profile) was not imputed. Following international
consensus criteria, it was required that at least 70% of the planned CGM measurements during the
last four weeks of treatment were available for endpoint data to be derived. Otherwise, the endpoint
was set to being missing and imputed as described above.

15.2  Sensitivity analysis

A two-dimensional tipping point sensitivity analysis was performed on the primary and
confirmatory endpoints to assess the robustness of the conclusions on non-inferiority and
superiority respectively. Here, values, Ai, were added or subtracted to the imputed values (e.g.,
HbA1c) before analyzing the data. A plot was constructed depicting which values of Ai would
change the conclusion.

15.3 Missing data imputation for hypoglycemic episodes endpoints

Missing data for SMBG-based hypoglycemia was imputed in the following way:

For a subject with complete exposure time, L, i.e., no missing data, for any two disjoint time
intervals [0, t0], [tO,L], the number of hypoglycemic episodes in the first interval, Y1, and in the
second interval, Y2, are correlated, and it can be shown that the conditional distribution of Y2 given
Y1 is also negative binomial. This result was used to impute missing data for Y2 when Y2 was
missing.

The imputation steps conducted to impute missing hypoglycemic data based on the above result
were then as follows:

Step 1

A Bayesian log-linear negative binomial model with offset was fitted to the observed data and
independent samples were then drawn from the posterior distribution for the model parameters
created by multiplying a noninformative prior with the likelihood function. The model parameters
were the dispersion, intercept, treatment, region, stratification factors (ONWARDS 3 and 6), and
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own CGM device use (yes/no) (ONWARDS 2 and 4). 1000 random samples of the model
parameters were obtained.

Step 2

The parameters from step 1 were then used to calculate the linear predictors for the two time
periods of observed data and missing data respectively, for subjects with missing data for Y2. This
was done for each random sample of the parameters obtained. For L2, a reference-based approach
was used to mimic an intention-to-treat (ITT) scenario where it was assumed that the event rate
follows that of the comparator arm in the missing data period. 1.e., the treatment effect parameter
used was that of the comparator in this period.

Step 3

Then Y2|Y1 was simulated for subjects with missing data from a negative binomial distribution
with parameters derived from step 1 and step 2 and the simulated value added to the observed value
of Y1 to get an imputed value, Y, for the number of hypoglycemic episodes for the entire duration
of the trial for a subject.

Step 4

For each imputed dataset, the number of hypoglycemic episodes was analyzed by a negative
binomial model with treatment, region, stratification factors (ONWARDS 3 and 6), and own CGM
device use (yes/no) (ONWARDS 2 and 4) as factors and with log of the planned trial duration as

offset, i.e., as if the data were complete. The resulting estimates and their standard errors were then
combined across imputations using Rubin’s rule.

For further details please see reference 1%°
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