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Therapeutic Goods Administration

About the Therapeutic Goods Administration (TGA)

The Therapeutic Goods Administration (TGA) is part of the Australian Government
Department of Health, and is responsible for regulating medicines and medical
devices.

The TGA administers the Therapeutic Goods Act 1989 (the Act), applying a risk
management approach designed to ensure therapeutic goods supplied in Australia
meet acceptable standards of quality, safety and efficacy (performance), when
necessary.

The work of the TGA is based on applying scientific and clinical expertise to decision-
making, to ensure that the benefits to consumers outweigh any risks associated with
the use of medicines and medical devices.

The TGA relies on the public, healthcare professionals and industry to report problems
with medicines or medical devices. TGA investigates reports received by it to
determine any necessary regulatory action.

To report a problem with a medicine or medical device, please see the information on

the TGA website <http://www.tga.gov.au>.

About the Extract from the Clinical Evaluation Report

This document provides a more detailed evaluation of the clinical findings, extracted
from the Clinical Evaluation Report (CER) prepared by the TGA. This extract does not
include sections from the CER regarding product documentation or post market
activities.

The words [Information redacted], where they appear in this document, indicate that
confidential information has been deleted.

For the most recent Product Information (PI), please refer to the TGA website
<http://www.tga.gov.au/hp/information-medicines-pi.htm>.

Copyright

© Commonwealth of Australia 2014

This work is copyright. You may reproduce the whole or part of this work in unaltered form for your own personal
use or, if you are part of an organisation, for internal use within your organisation, but only if you or your
organisation do not use the reproduction for any commercial purpose and retain this copyright notice and all
disclaimer notices as part of that reproduction. Apart from rights to use as permitted by the Copyright Act 1968 or
allowed by this copyright notice, all other rights are reserved and you are not allowed to reproduce the whole or any
part of this work in any way (electronic or otherwise) without first being given specific written permission from the
Commonwealth to do so. Requests and inquiries concerning reproduction and rights are to be sent to the TGA
Copyright Officer, Therapeutic Goods Administration, PO Box 100, Woden ACT 2606 or emailed to
<tga.copyright@tga.gov.au>.
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List of abbreviations

Abbreviation Meaning

ADA American Diabetes Association

AE Adverse event

ALP Alkaline phosphatase

ALT Alanine aminotransferase

ANCOVA Analysis of covariance

AUCo-24 Area under the serum concentration-time curve from time 0 to 24
hours

AUCgr 0-24 Area under the glucose infusion rate curve from time 0 to 24 hours

B/T% Percentage of bound antibodies versus total antibody level

CCDS Core Company Data Sheet

CI Confidence interval

Crnax Maximum concentration

CTR Clinical trial report

DAE Adverse event leading to discontinuation

DBP Diastolic blood pressure

EMA European Medicines Agency

FAS Full analysis set

FASpregnant FAS for pregnant subjects

FFA Free fatty acid

FPG Fasting plasma glucose

GIR Glucose infusion rate

GIRmax Maximum glucose infusion rate

GW Gestation week

h Hour

HbAlc Glycosylated haemoglobin
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Abbreviation Meaning

HDL-C High density lipoprotein cholesterol
HOMA Homeostasis model assessment
HOMA-B HOMA index of beta-cell function
HOMA-IR HOMA index of insulin resistance
IDF International Diabetes Federation
IV/WRS Interactive Voice/Web Response System
LDL-C Low density lipoprotein cholesterol
LOCF Last observation carried forwards
LS Mean Least-square mean

MAA Marketing Authorisation Application
MESI Medical event of special interest
NPH Neutral Protamine Hagedorn

0OAD Oral antidiabetic drug

PD Pharmacodynamic(s)

PG Plasma glucose

PK Pharmacokinetic(s)

PPpregnant Per-protocol data set for pregnant subjects
RPM Repeated-measurement

SAE Serious adverse event

SAS Safety analysis set

SBP Systolic blood pressure

SMPG Self-measured plasma glucose

SOC System organ class

(87 Terminal elimination half-life

TEAE Treatment-emergent adverse event
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Abbreviation Meaning

TG Triglycerides

T1DM Type 1 diabetes mellitus

T2DM Type 2 diabetes mellitus

TGIRmax Time to maximal glucose infusion

tmax Time to maximal serum concentration
U Unit(s)

UNL Upper normal limit

VLDL-C Very low density lipoprotein cholesterol
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1. Clinical rationale

The rationales provided by the Sponsor for each change are:
Change 1:

In T2DM “basal insulin, co-administered with liraglutide, would provide additional glucose-
lowering potency, while the presence of liraglutide may substantially reduce weight gain
associated with insulin, reduce required insulin dose and maintain low risk of hypoglycaemia.
Insulin detemir, a basal insulin analogue shown to provide lower risk of hypoglycaemia and less
weight gain compared to NPH insulin (intermediate-acting insulin), is a promising candidate to
be tested for efficacy and safety in combination with a once-daily human GLP-1 analogue, such
as liraglutide.”

Change 2:

“In connection with the approval of the paediatric indication of insulin detemir by EMA, a new
long-term safety trial (NN304-1689) trial was discussed and agreed with EMA as part of a post-
approval commitment”. The purpose of the application is to update the PI with long-term safety
data from this trial.

Change 3:

“The use of insulin analogues is increasing in Type 1 as well as in Type 2 diabetes. Their use
expands into special populations, such as children, elderly patients and patients with kidney
failure. Use of insulin analogues implies that an increasing number of women conceive during
insulin analogue treatment. Switching their treatment may carry a risk of deteriorated
glycaemic control with an inherent risk of adverse influence on the pregnancy outcome.
Pregnant women with diabetes need optimal glycaemic control with as few hypoglycaemic
episodes as possible to reduce their risk of diabetes complications and to reduce the risk of
adverse pregnancy outcome as described above. Hence, there is a medical need for optimising
diabetic control in this population.”

Change 4:

The Sponsor proposes to align the PI more closely with the CCDS (v.12.0). The Sponsor also has
made some editorial changes to align the PI with the format described in Appendix 8 of the
Australian Regulatory Guidelines for Prescription Medicines.

2. Contents of the clinical dossier

2.1. Scope of the clinical dossier
The submission contained the following clinical information:
There was a separate Module 5 for each of Change 1, Change 2 and Change 3.

Change 1 contained three studies: Study NN2211-3673 (PK/PD), Study NN2211-1842
(efficacy and safety), Study NN2211-1842-extension (long-term safety)

Change 2 contained one study: Study NN304-1690 (long-term open label safety in children)
Change 3 contained one study: Study NN304-1687 (efficacy and safety in pregnancy)
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2.2. Paediatric data

The submission included paediatric safety data.

2.3. Good clinical practice

The studies submitted in the application were stated to have been conducted according to GCP.

3. Pharmacokinetics

3.1 Studies providing pharmacokinetic data

Study NN2211-3673 was an open label, three treatment phase, single sequence, PK and PD
(euglycaemic clamp at 100 mg/dL) study of detemir, liraglutide and the combination of
liraglutide and detemir (Table 1, Appendix 1). The study was conducted at a single centre in the
US from April 2009 to September 2009. The study included male or female subjects = 18 years
of age; insulin naive and diagnosed with T2DM; treated with stable doses of 0AD(s) (one of
which had to be metformin); BMI of < 45 kg/m2, screening HbA1c of 7 to 10% on monotherapy
and 7 to 9.5% on dual therapy; FPG < 250 mg/dL at Visit 2; and FPG = 140 and < 240 mg/dL at
Visit 5 (Study Day 1).

The study treatments were: insulin detemir 0.5 U/kg on Day 1, followed by 24 hour eugycaemic
clamp; liraglutide titrated to 1.8 mg/day from Day 2 to Day 22, with 24 hour euglycaemic clamp
on Day 22; liraglutide 1.8 mg daily from Day 22 to Day 36, and insulin detemir 0.5 U/kg on Day

36, with 24 hour euglycaemic clamp. All subjects were treated with metformin as a background
medication.

There were 33 subjects: 23 (69.7%) male, 10 (30.3%) female, and the age range was 33 to 68
years (Table 2). Twenty subjects were treated with metformin alone and 13 with metformin and
another OAD. There was no effect of liraglutide on exposure to detemir: the mean ratio (90% CI)
detemir + liraglutide / detemir was 1.03 (0.97 to 1.09) for AUCo-z4and 1.05 (0.98 to 1.13) for
Cmax (Table 1, Appendix 1). There was no effect of detemir on exposure to liraglutide: the mean
ratio (90% CI) detemir + liraglutide / liraglutide was 0.97 (0.87 to 1.09) for AUCo-24 and 1.03
(0.93 to 1.13) for Cmax-
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Table 2: Demography of Trial Population

Mono* Dual+*
at Screening at Screening Total
Number of Subjects 20 13 33
Age (yrs)
Mean (SD) 49.60 (9.18) 49.69 (7.65) 49.64 (B8.47)
Min ; Max 33.0 ; 68.0 36.0 ; 61.0 33.0 ; 6€8B.0
Sex (n (%))
Male 12 (60.0) 11 (84.6) 23 (69.7)
Female B (40.0) 2 (15.4) 10 (30.3)
Race (n (%))
white 16 (B0.0) 10 (76.9) 26 (78.8)
Elack Or African American 3 (15.0) 3 {23.1) 6 (18.2)
Asian 1 (5.0) (1] 1 (3.0)
Ethnicity (n (%))
Hispanic Or Latino 12 (80.0) 5 (38.5) 17 (51.5)
Not Hispanic Or Latino B (40.0) B (61.5) 16 (4B.5)
Weight (kg)
Mean (SD) 93.67 (22.12) 105.09 (20.57) 98.17 (21.94)
Min ; Max 59.4 ; 137.9 81.8B ; 143.6 59.4 ; 143.6
Height (cm)
Mean (SD) 167.98 (9.07) 177.00 (7.97) 171,53 (9.63)
Min ; Max 147.0 ; 183.5 158.5 189.0 147.0 ; 185.0
BMI (kg/m"2)
Mean (SD) 33.05 (6.68) 33.55 (6.17) 33.25 (6.39)
Min ; Max 23.1 ; 44.0 26.8 ; 43.4 23.1 ; 44.0
Hbalc (%)
Mean (SD) B.32 (0.98) 8.25 (0.83) 8.29 (0.91)
Min ; Max 7.0 ; 10.0 7:0 3 9.3 7.0 ; 10.0
FPG (mg/dL}
Mean (SD) 175.3 (32.36) 172.1 (23.54) 174.0 (28.84)
Min ; Max 141 ; 230 142 ; 217 141 ; 230
No Subjects withdrew during washout.
* Subjects on Metformin monotherapy at screening.
** Subjects on dual therapy (Metformin + other OAD) at screening

3.2.

Evaluator’s overall conclusions on pharmacokinetics

There was no evidence of a PK interaction between insulin detemir and liraglutide.

4. Pharmacodynamics

4.1.

Studies providing pharmacodynamic data

In Study NN2211-3673 summarised in Table 1 (Appendix 1), from the euglycaemic clamp
studies, the AUC for glucose infusion rate (AUCgr) was greater for detemir and liraglutide in
combination than for detemir alone, and for liraglutide alone compared with detemir alone, but
there was no significant difference between detemir and liraglutide in combination and

liraglutide alone (Table 3).
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Table 3: Summary of Pharmacodynamic Endpoints - Full Analysis Sets

Detemir +
Detemir Liraglutide Liraglutide
Full Analysis Set 33 33 33
AUC (GIR(0-24h)) (mg/kg)
N 32 32 3z
Mean (SD) 1057.6(803.18) 1981.6(1167.60) 2947.0(1460.57)
Median 843 a3 1754.7 2577.0
Min ; Max 14.98 ; 3862.2 342.64 ; 4697.7 1.27 ; 6834.0
GIRmax (mg/ (kg*min) )
N 2 2 3z
Mean (SD) 5.10(2.50) 5.61(2.31) 6.30(2.29)
Median 4.67 4.53 5.78
Min ; Max 1.318 ; 12.12 2.16 ; 11.89 0.05 ; 10.58
tGIRmax (hours)
N 32 32 3z
Mean (SD) 13.38(5.85) 10.13(6.31) 11.76(4.38)
Median 13.26 9.85 11.87
Min ; Max 0.75 ; 22.58 0.22 ; 22.73 0.00 ; 1B.02
SGIRmax (mg/ (kg*min) )
N 32 32 32
Mean (SD) 2.16(1.03) 3.01 {1.25) 3.87(1.68)
Median 1.95 2.79 3.52
Min ; Max 2.13 & 5.33 1.45 ; 5.97 0.07 ; 8.99
t8GIRmax (hours)
N 32 32 2
Mean (SD) 12.48(4.93) 11.85(5.77) 12.60(4.82)
Median 12.28 12.18 12.84
Min ; Max 4,32 ; 23.50 3.50 ; 24.00 0.00 ; 24.00
Detemir+ Detemir+
Liraglutide/ Liraglutide/ Liraglutide/
Detemir+* Liraglutide*+ Detemir=+*
AUC(GIR{0-24h) ) (mg/kg)
Ratio Estimate 2.98 1.42 2.2
5% CI [1.84 , 4.81] [p.82 , 2.314] [1.39 , 3.64]
P-value o000 .2516 .bo13
SGIRmax (mg/ (kg*min) )
tio Estimate 1.78 1.18 1.50
35% CI [1.34 , 2.36] [D.89 , 1.57] [1.13 , 1.99]
D-value .g0oo1 L2360 .0055

*: The Least Sguare Means Estimate (Ratio) {(Detemir+Liraglutide) /Detemir

*4«: The Least Square Means Estimate (Ratio) = (Detemir+Liraglutide) /Liraglutide

*+%: The Least Square Means Estimate (Ratio) = (Liraglutide) /Detemir
The mean AUCqir(o-24) (SD) was 1057.6 (803.18) mg/kg for detemir alone, 1981.6 (1167.60)
mg/kg for liraglutide alone and 2947.0 (1460.57) mg/kg for detemir and liraglutide in
combination. The mean (95% CI) ratio for AUCgir(o-24) was 2.98 (1.84 to 4.81) for
detemir+liraglutide/ detemir, 1.32 (0.82 to 2.14) for detemir+liraglutide/ liraglutide and 2.25
(1.39 to 3.64) for liraglutide/ detemir. Average C-peptide plasma concentrations over 24 hours
were lower for detemir alone compared with detemir and liraglutide in combination, and higher
for liraglutide alone (Table 4).
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Table 4: Summary of AVG(0-24 hour), Cnax, and Cumin for C-peptide - Full Analysis Set

Datemir+
Detemir Liraglutide Liraglutide

AVG (0-24hr)

H a k b 32

Moan (SD) 336.4 (180.73) 950.3 (405.27) 791.9 (438.46)

Median 29€.1 $21.9 604.2

Min ; Max 8%.5 ; 657.1 378.0 ; 1914.9 146.8 ; 1779.48
Cmax

N 32 32 32

Maan (8D) S44.0 (248.9%6) 1348.0 (528.73) 1162.5 (620.44)

Madian 468.5 1342.5 227.0

Min ; Max 167.0 ; 1096.0 £89.0 ; 25%98.0 253.0 ; 2413.0
Cmin

N 32 a2 32

Maan (SD) 165.7 {95.73) S41.6 (303.14) 427.9 (291.31)

Madian 83.0 478 .5 318.0

Min ; Max 83.0 ; 351.0 83.0 ; 1417.0 83.0 ; 1109.0

Detemir+Liraglutide Detemir+Liraglutide

vs Dotomire

¥vs Liraglutidaee

AVG(0-24hr)
Ratio Estimate
958 CI
P-valua

Cmax
Ratio Estimate
9E% CI
P-valua

Cmin
Ratio Estimate
a5y CI
P-valua

2.3%
[1.99%,
<0.0001

2.78]

2,05
[1.76, 2
<0.0001

L38]

2.40
[1.93, 2.
«0.0001

99]

0.78

[0.66,
0.0038

0.92]

0.80
[6.69,
0.0052

0.93]

0.73
[o.59,
0.0052

0.31]

Glucagon concentrations were lower with detemir and liraglutide in combination than with
detemir alone, but there was no significant difference compared with liraglutide alone (Table 5).
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Table 5: Summary of AVG(0-24 hour), Cmax, and Cnin for Glucagon - Full Analysis Set

Detemir+
Detemir Liraglutide Liraglutide

AVG (D-24hr)

N 2 2 2

Mean (8D) 65.1 (22,59} 48.7 (18.13) 43.7 (17.04)

Median 66.2 46.5 apg.2

Min ; Max 28.7 ; 116.5 23.0 : 86.0 23.0 ; 74.4
Cmax

N 32 32 32

Mean (SD) 92.1 (21.84) 74.0 (17.98) 69.5 (21.47)

Median 89.5 74.0 70.0

Min ; Max 54.0 ; 136.0 23.0 ; 111.0 23.0 ; 3110.0
Cmin

N 32 iz2 32

Mean (SD) 42.8 (22.20) 32.5 (16.37) 28.5 (11.97)

Median 35.5 23.0 23.0

Min ; Max 23.0 ; 97.0 23.0 3 T2.0 23.0 ; 66.0

Detemir+Liraglutide
vs Liraglutidew«

Detemir+Liraglutide
vs Detemir=

AVE(0-24hr)

Ratio Estimate 0.87 0.83

95% CI [0.60, 0.74] [D.81, 0.39]

P-value <0.0001 0.0271
Cmax

Ratioc Estimate 0.73 0.9%1

95% CI [0.66, 0.80] [0.83, 1.01]

P-value <0.0001 0.0701
cmin

Ratio Estimate 0.71 0.91

95% CI [0.59, 0.86] [0.75, 1.09]

P-value 0.0006 0.3032
4.2. Evaluator’s overall conclusions on pharmacodynamics

Insulin detemir and liraglutide have a synergistic effect in decreasing plasma glucose. Insulin
detemir when added to liraglutide decreases overall insulin secretion.

5. Dosage selection for the pivotal studies

Dosage selection was based on the approved dosing recommendations.
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6. Clinical efficacy

6.1. Change 1
6.1.1. Pivotal efficacy study
6.1.1.1. Study NN2211-1842
6.1.1.1.1. Study design, objectives, locations and dates

Study NN2211-1842 was a multicentre, randomised, open label, two arm, parallel group trial
with an additional open-label, non-randomised arm carrying subjects who achieved target
glycaemic control after the run-in period (Table 6, Appendix 1). The study design is summarised
in Table 7 (Appendix 1). The study was conducted at 202 centres in nine countries from March
2009 to April 2010.

6.1.1.1.2. Inclusion and exclusion criteria
The inclusion criteria included:

Subjects diagnosed with T2DM, insulin naive and treated with metformin as monotherapy
for = three months prior to screening, at a stable dose of = 1500 mg/day or metformin

(= 1500 mg/day) and a sulphonylurea (< half of the maximum approved dose according to
local label), both at a stable dose for = 3 three months prior to screening.

HbA1c 7.0 to 10.0% inclusive for subjects on metformin monotherapy, HbAlc 7.0 to 8.5%
inclusive for subjects on metformin in combination with a sulphonylurea

Age 18 to 80 years, inclusive
The exclusion criteria included:

Previous treatment with insulin (except for short-term treatment in connection with inter-
current illness at the discretion of the investigator)

Treatment with glucose-lowering agent(s) other than those stated in the inclusion criteria
for a period of three months prior to screening

Impaired liver function, ALT = 2.5 times ULN

Impaired renal function defined as serum-creatinine = 133 umol/L for males and
> 124 pmol/L for females

History of chronic pancreatitis or idiopathic acute pancreatitis

Known history of unstable angina, acute coronary event, other significant cardiac event, or
cerebral stroke within the past six months

Heart failure NYHA Class IV
Known proliferative retinopathy or maculopathy requiring acute treatment

Uncontrolled treated or untreated hypertension (SBP = 180 mmHg and/or
DBP = 110 mmHg)

Cancer (except basal cell skin cancer or squamous cell skin cancer) or any clinically
significant disorder, except for conditions associated with T2DM history, which in the
investigator’s opinion could interfere with the results of the trial

Recurrent major hypoglycaemia or hypoglycaemic unawareness

Use of any drug (except for those stated in the inclusion criteria), which in the investigator’s
opinion could interfere with the glucose level (such as systemic corticosteroids)
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Surgery scheduled during the trial period (excluding minor surgical procedures performed
under local anaesthesia)

Known or suspected abuse of alcohol or narcotics

Females of child bearing potential who were pregnant, breast-feeding or intended to
become pregnant or were not using adequate contraceptive methods

The randomisation criterion was HbA1lc measured at the randomisation visit = 7.0%.
6.1.1.1.3. Study treatments

1. Insulin detemir, starting at 10 U/day and adjusted by SMPG; liraglutide 1.8 mg/day; and
metformin = 1500 mg/day

2. Liraglutide 1.8 mg /day and metformin = 1500 mg/day
6.1.1.1.4. Efficacy variables and outcomes

The primary efficacy outcome measure was the change in HbA1lc from baseline to Week 26. The
secondary outcome measures were:

Proportion of subjects reaching HbA1lc targets: < 7%, < 6.5%
FPG

Seven-point SMPG profiles

Body weight

Waist and hip circumference (and derived waist to hip ratio)

Beta-cell function: fasting insulin; fasting C-peptide; fasting pro-insulin (and derived pro-
insulin to C-peptide ratio), HOMA-B, HOMA-IR

Fasting lipid profile: total cholesterol; HDL-C; LDL-C; VLDL-C; TG; and FFA
SBP and DBP

However, due to cross-reactivity between insulin detemir and the insulin assay used to
determine individual insulin concentrations in this trial, data on fasting insulin and HOMA-B
and HOMA-IR indexes could not be assessed.

The safety endpoints were: AEs, hypoglycaemic episodes, physical examination, pulse,
laboratory safety parameters, calcitonin and formation of liraglutide and insulin detemir
antibodies.

The schedule of study visits is summarised in Table 7 (Appendix 1).
6.1.1.1.5. Randomisation and blinding methods

Subjects were randomised 1:1 using [IV/WRS. There was no blinding, and all treatments were
open label. The Sponsor’s argument in defence of this is that blinded treat-to-target
administration of insulin detemir placebo was not feasible.

6.1.1.1.6. Analysis populations

The FAS included all randomised subjects with at least one efficacy value after the
randomisation visit. The safety analysis set included all exposed subjects.

6.1.1.1.7. Sample size

The sample size calculation was based on a treatment difference (in HbA1c) of 0.5% (based on
the liraglutide Phase III trials), SD of 1.2%, with a two-sided significance level of 0.05, a power of
90%, and a randomisation ratio of 1:1. This determined the sample size to be 123 subjects per
group, and allowing for dropouts the final calculation was 150 subjects per treatment group.
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6.1.1.1.8. Statistical methods

Hypothesis tests were performed using ANCOVA models with treatment, previous OAD and
country as explanatory variables and baseline HbA1c as a covariate. Missing data were imputed
using LOCF. A repeat measures analysis of HbA1lc over the 26 weeks was also performed.

6.1.1.1.9. Participant flow

A total of 1658 subjects were screened; 162 were randomised to the detemir group; 161 to the
control; and 498 were included in the non-randomised group. The most common reason for
screening failure was HbA1c outside of the range required for inclusion. There were 144
(88.9%) subjects in the detemir group, 127 (78.9%) in the control and 470 (94.4%) in the non-
randomised that completed the study (Table 8). There were 162 (100%) subjects in the detemir
group and 157 (97.5%) in the control included in the FAS.

Table 8: Subject Disposition

Lira 1 Detemir + A11
Lira 1.8
i (%) N (%) £)

Screened 16586
Screening failures €70
Run-in lel lg2 458 187
Exposed to Liraglutide 161 ( 100) 162 ( 100) 498 ( 100) 166 ( 100) 987 ( 100)
Randomised 16l ( 100) 162 (1 ( 323 (32.7)

-
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of subjects entering main period wer Wwere non-randomissd

6.1.1.1.10. Major protocol violations/deviations
The most common protocol violation was non-compliance: 30% of protocol deviations.
6.1.1.1.11. Baseline data

In the randomised population there were 177 (54.8%) males, 146 (45.2%) females and the age
range was 31 to 79 years. The treatment groups were similar in demographic characteristics
(Table 9 (Appendix 1). Overall the BMI for the treatment groups was high: mean (SD) 34.4 (6.2)
kg/mz2. The treatment groups were similar in baseline efficacy outcome measures (Table 10
(Appendix 1).

6.1.1.1.12. Results for the primary efficacy outcome
There was a significant decrease in HbAlc to Week 26 in the detemir group compared with
control. The LS mean (SE) change was -0.51 (0.07) % for detemir and 0.02 (0.07) % for control,

LS mean (95% CI) difference -0.52 (-0.68 to -0.36) %, p <0.0001 (Table 11). The repeated
measures ANOVA estimated a mean (95% CI) treatment difference of -0.43 (-0.55 to -0.31) p
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<0.0001 at Week 12 and -0.49 (-0.62 to -0.36) p <0.0001 at Week 26. A subgroup analysis was
not performed for the primary efficacy outcome measure.

Table 11: Summary of Absolute Values and Change in HbA1c (%) - Full Analysis Set

Lira 1.
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6.1.1.1.13.

Results for other efficacy outcomes

At Week 26 the proportion achieving HbAlc < 7% was 71 (44.4%) subjects in the detemir
group and 30 (20.1%) in the control, OR (95% CI) 3.75 (2.19 to 6.45), p <0.0001.

At Week 26 the proportion achieving HbAlc < 6.5% was 31 (19.4%) subjects in the detemir
group and 11 (7.4%) in the control, OR (95% CI) 3.32 (1.58 to 7.00), p = 0.0016.
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FPG decreased in the detemir group compared with control (Table 12). The mean (SD)
change from baseline was -2.13 (2.17) mmol/L for detemir and -0.23 (2.13) mmol/L for
control; LS mean difference (95% CI) -1.73 (-2.16 to -1.30) mmol/L, p <0.0001.

Table 12: Summary of Absolute Values and Change in FPG (mmol/L) - Full Analysis Set

Lira 1.8
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The SMPG profiles were improved in the detemir group compared with control (Table 8).
The LS mean difference (95% CI) in post-prandial PG at breakfast was -1.12 (-1.72 to -0.51)
mmol/L, p = 0.0003; at lunch was -0.60 (-1.12 to -0.08) mmol/L, p = 0.0244; and at dinner
was -0.70 (-1.25 to -0.14) mmol/L, p = 0.0141. There was no significant difference between
the groups in prandial increase in PG at breakfast, lunch or dinner.
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The mean change in body weight to Week 26 was -0.31 (3.36) kg in the detemir group and
-1.13 (3.17) in the control. The LS mean difference (95% CI) in the change in body weight
was 0.79 (0.08 to 1.49) kg, p = 0.0283. This indicates greater weight loss in the control
group. For waist circumference, there was no significant difference between treatments: LS
mean difference (95% CI) detemir-control: -0.12 (-1.17 to 0.93) cm, p = 0.8229. There was
no significant difference in waist circumference or in waist to hip ratio.

Fasting insulin, HOMA-B and HOMA-IR could not be determined due to cross-reactivity
between insulin detemir and the insulin assay.

There was a decrease in proinsulin in the detemir group compared with control: LS mean
difference (95% CI) detemir-control -8.66 (-16.1 to -1.21) pmol/L, p = 0.0230.

There was a decrease in fasting C-peptide in the detemir group compared with control: LS
mean difference (95% CI) detemir-control -0.24 (-0.33 to -0.15) nmol/L, p <0.0001. There
was no difference between the groups in proinsulin to C-peptide ratio.

There was no difference between the groups in the change in total cholesterol: LS mean
difference (95% CI) detemir-control 0.01 (-0.15 to 0.17) mmol/L, p = 0.8600.

There was no difference between the groups in the change in LDL-C: LS mean difference
(95% CI) detemir-control 0.01 (-0.12 to 0.14) mmol/L, p = 0.8354.

There was no difference between the groups in the change in VLDL-C: LS mean difference
(95% CI) detemir-control -0.04 (-0.11 to 0.03) mmol/L, p = 0.3069.

There was no significant difference between the groups in the change in VLDL-C: LS mean
difference (95% CI) detemir-control 0.03 (-0.00 to 0.06) mmol/L, p = 0.0902.

There was no significant difference between the groups in the change in TG: LS mean
difference (95% CI) detemir-control -0.09 (-0.34 to 0.15) mmol/L, p = 0.4577.

FFA decreased to a greater extend in the detemir group: LS mean difference (95% CI)
detemir-control -0.08 (-0.13 to -0.03) mmol/L, p = 0.0017.

There was no significant difference between the groups in the change in SBP: the LS mean
difference (95% CI) detemir-control was -0.70 (-3.48 to 2.07) mmHg, p = 0.6192.

There was no significant difference between the groups in the change in DBP: the LS mean
difference (95% CI) detemir-control was 0.70 (-1.06 to 2.46) mmHg, p = 0.4325.

6.1.2. Other efficacy studies

Study NN2211-1842-extension included 140 subjects from the detemir group and 122 from the
control. Of these, there were 130 subjects in the detemir group and 92 in the control that
completed the 52 weeks of treatment. The mean (SD) change in HbAlc to Week 52 in the
extension study was -1.12 (1.16) % in the detemir group and -0.76 (1.11) % in the control. The
repeat measures ANOVA estimated the treatment difference at Week 56 to be -0.34 (-0.56 to -
0.12) %, p = 0.0023. At Week 52, HbAlc <7% was achieved by 74 (59.2%) subjects in the
detemir group and 27 (30.3%) in the control. HbA1lc <6.5% was achieved by 37 (29.6%)
subjects in the detemir group and ten (11.2%) in the control. The mean (SD) change from
baseline in FPG was -2.18 (2.42) in the detemir group and -0.50 (1.90) in the control. The LS
mean difference (95% CI) in post-prandial PG at breakfast was -1.74 (-2.32 to -1.16) mmol/L, p
<0.0001; at lunch was -0.63 (-1.21 to -0.04) mmol/L, p = 0.0357; and at dinner was -0.44 (-1.04
to 0.16) mmol/L, p = 0.1484. There was no significant difference between the groups in prandial
increase in PG at breakfast, lunch or dinner. The mean (SD) change in body weight was -3.88
(5.49) kg in the detemir group and -5.09 (5.30) kg in the control.
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6.1.3. Evaluator’s conclusions on clinical efficacy for Change 1

Insulin detemir in combination with liraglutide and metformin resulted in an incremental
decrease in mean HbA1lc of 0.51% over 26 weeks. This is a clinically significant improvement in
diabetes control. The improvement was maintained over a 52 week period. There was weight
loss in the group treated with detemir, liraglutide and metformin in combination, but less than
in those treated with liraglutide and metformin alone.

6.2. Change 2
6.2.1.1. Study NN304-1690

Study NN304-1690 was an open label, multicentre, single arm, 52-week extension of Study
NN304-1689 investigating insulin detemir administered once or twice daily to children and
adolescents diagnosed with T1DM (Table 13, Appendix 1). The Study was conducted at 29 sites
in eleven countries from February 2008 to September 2009. The study included subjects who
had completed 52 weeks of treatment in Study NN304-1689 (see Table 14) previously
evaluated in application TGA PM-2010-01598-3-5. Insulin detemir was administered as a
subcutaneous injection in the thigh once or twice daily, with the dose adjusted individually and
aiming for FPG of 4 to 7 mmol/L. In addition, insulin aspart was administered as subcutaneous
injections in the abdomen, pre-prandial, two to four times a day, in connection with main meals.
The study was not primarily designed as an efficacy study, but some efficacy variables were
included as secondary outcome measures. The outcome measures were: insulin detemir-insulin
aspart cross reacting antibodies, insulin detemir specific antibodies, insulin aspart specific
antibodies, HbA1lc, FPG, hypoglycaemic episodes, BMI, weight, AEs, diabetic ketoacidosis,
laboratory safety parameters, and vital signs.

The study included 146 subjects: 37 were aged 2 to 5 years, 59 were aged 6 to 12 years, and 50
were aged 13 to 16 years. A total of 141 (96.6%) subjects completed the study. All the subjects
were included in the efficacy and safety analyses. There were 77 (52.7%) females, 69 (47.3%)
males, and the age range was 3.1 to 17.9 years. The subject demographics are summarised in
Table 14.
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Table 14: Subject Characteristics at Baseline by Age Group, SAS, Extension Period

2-5 Years 6-12 Years 13-16 Years Total

Number of subjects 37 59 50 146
Age (years)

N 37 59 50 146

Mean (SD) 5.3 (1.24) 10.8 (1.84) 15.6 (1.058) 11.1 (4.20)

Median 5.4 10.7 15.6 11.8

Min ; Max 3.1 3 6.9 7.6 ; 13.9 14.2 7y 17.9 3.1 § 47.9
Gender

Female 21 (56.8% ) 33 (55.9% ) 23 (46.0% ) 77 (52.7% )

Male 16 {43.2% ) 26 (44.1% ) 27 (54.0% ) 69 (47.3% )
Race

White 35 (94.6% ) 59 ( 100% ) 50 ( 100% ) 144 (98.6% )

Unknown (*) 2 ([ 5.4% ) 2 ( 1.4% )
Pubertal =status
Tanner Grade 1 a7 ( 100% ) 30 (50.8% ) 1(2.0% ) 68 (46.6%
Tanner Grade 2+ 29 (49.2% ) 49 (98.0% ) 78 (53.4% )
Height (m)

N 37 59 50 148

Mean (SD) 1.10 (0.09) 1.45 (0.13) 1.68 (0.10) 1.44 (0.25)

Median 1.1 1.5 p O 1.5

Min ; Max 0.92 ; 1.30 1.17 ; 1.68 1.47 ; 1.90 0.92 j; 1.90
Body weight (kg)

N 37 59 50 146

Mean (SD) 19.1 (2.64) 40.1 (11.2) 57.9 (11.2) 40.9 (17.8)

Median l19.3 38.3 58.6 40.7

Min ; Max i14.3 3y 24,0 21X ; 66.0 34.5 ; B80.0 14.3 ; 80.0
BMI (kg/m2)

N 37 59 50 146

Mean (SD) 15.68 (1.68) 18.55 (2.58) 20.36 (2.89) 18.44 (3.07)

Median 15.6 18.6 20.2 18.0

Min ; Max 12.31 ; 19.86 13.23 ; 25.81 14.93 ; 26.96 12.31 ; 26.96
Stratification’

2-5 Years 37 ( 100% ) 37 (25.3%

6-16 Years 59 ( 100% ) 50 ( 100% ) 109 (74.7% )
Hbalc (%)

N 7 59 50 146

Mean (SD) B8.15 (1.22) 8.52 (1.28) 8.93 (1.82) 8.57 (1.50)

Median 8.2 8.5 8.6 8.4

Min ; Max 5. 70 ; 10.70 6.10 ; 11.60 6.40 ; 15.10 5.70 3y 15.10
FPG (mmol/L)

N 37 57 50 144

Mean (SD) 7.66 (4.66) 7.52 (3.86) 7.31 (4.10) 7.48 (4.13)

Median 7.1 6.6 5.7 6.4

Min ; Max 1.55 ; 18.09 1.44 ; 20.04 2.33 ; 18.65 1.44 ; 20.04
Diabetes history (vears)

N a7 59 50 146

Mean (8D) 3.29 {(1.02) 4,80 (2.43) 5.66 {3.31) 4.71 (2.68)

Median 3.2 4.1 4.6 3.9

Min ; Max 2.03 ; 6.05 2,00 ; 10.70 2.09 ; 15.27 2.00 ; 15.27

SD: Standard deviation, 2+: Tanner Grade 2 Or More*: Race not known for French subjects.
stratification was at Visit 1 in Trial NN304-1689.

Diabetic complications were not assessed when entering the extension period, but the most
common other concomitant illnesses at the extension Visit 1 were lipohypertrophy (reported in
3.4 % of subjects), liver disorder and varicella (both reported in 2.7% of subjects), autoimmune
thyroiditis, coeliac disease, dental caries, myopia, headache, asthma and adenoidectomy
(reported in 2.1% of subjects). The daily dose of detemir ranged from 0.17 to 1.40 U/kg (Table
15).
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Table 15: Daily Basal and Bolus Insulin Doses (U/kg) at Baseline by Age Group, Extension Period

2-5 Years 6-12 Years 13-16 Years Total
Number of Subjects
37 59 50 146
Basal Insulin Doses
N 37 56 50 143
Mean (SD) 0.53 (0.23) 0.67 | 24) 0.59 (0.24 0.61 (0.24
Median 0.52 0.63 0.55 0.57
Min ; Max 0.17 0.97 0.22 ; 1.33 0.19 ; 1.40 0.17 ; 1.40
Bolus Insulin Doses
N 36 57 50 143
Mean (SD) 0.46 (0.16) 0.46 (0.18) 0.50 (0.19) 0.47 (0.18)
Median 0.47 0.44 0.49 0.47
Min ; Max 0.12 ; 0.86 0.14 ; 1.00 0.13 ; 1.04 0.12 1.04

N: Number of subjects; SD: Standard Deviation
For two subjects LOCF from previous telephone visits is applied as dose information
from visit 1 extension is missing

There was a slight increase in HbA1lc during the extension period for all the age groups: mean
(SD) 0.10 (0.77) % for the 2 to 5 year age group, 0.27 (1.08) % for the 6 to 12 year, 0.11 (1.60)
% for the 13 to 16 year and 0.17 (1.22) % for the total population (Table 16 and Figure 1). This
translates to a mean (95% CI) change of 0.10 (-0.16 to 0.36) % for the 2 to 5 year age group,
0.27 (-0.01 to 0.55) % for the 6 to 12 year, 0.11 (-0.34 to 0.56) % for the 13 to 16 year and 0.17
(-0.03 to 0.37) % for the total population. Of the total population, 15 (10.3%) were within the
target range for pre-prandial PG of = 4 mmol/L and < 7 mmol/L (Table 17). Mean FPG also
increased slightly during the trial (Figure 2).
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Table 16: Summary of Change from Visit 1 and Visit 1Ext in HbA1c (%) by Age Group, FAS

2-5 Years 6-12 Years 12-16 Years Total

Number of Subjects
37 59 50 146

Change from Visit 1

Visit SExt
| a7 59 50 146
Mean (SD) 0.08 (0.97) 0.31 (1.47) 0.64 (1.58) 0.36 (1.41)
Median 0.00 0.10 0.45 0.25
Min ; Max -1.7 7:2.30 -2.9 ; 5.00 -2.1 ; 6.50 -2.9 ; 6.50
Change from Visit 1Ext
Visit S5Ext
N 37 59 50 146
Mean (SD) 0.10 (0.77) 0.27 (1.08) 0.11 (1.60) 0.17 (1.22)
Median -0.10 0.10 0.10 0.10
Min ; Max -1.2 ; 2.80 -1.9 ; 4.20 7.2 ; 5.00 ~-T.2 3 5.00

107
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Figure 2: Mean FPG (mmol/L) over Time by Age Group, FAS, Whole Treatment Period
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Table 17: Subjects Having Targeted Glucose Values at End of Trial by Age Group, FAS, Whole
Treatment Period

2-5 Years 6-12 Years 13-16 Years Total
N (% N (%) N (%) N %)
Full analysis set 37 59 50 146
4.0<= Pre-breakfast PG <=7 17 ( 45.9) 20 33.9) 14 ( 28.0) 51 ( 34.9)
4.0<= Pre-dinner PG <=7.0 11 ( 29.7) 15 25.4) 19 ( 38.0) 45 ( 30.8B)
Both Targets 4 ( 10.8) 4 6.8) 7 ( 14.0) 16 (-10.3)
6.2.2. Evaluator’s conclusions on clinical efficacy for Change 2

The data presented for Change 2 were primarily intended as safety data. The efficacy data are
difficult to interpret in the absence of a control group. There appears to be a loss of efficacy over
the second year of treatment but this most likely reflects the natural history of T1DM in a

paediatric clinical trial population.

6.3. Change 3
6.3.1.1. Study NN304-1687
6.3.1.1.1. Study design, objectives, locations and dates

Study NN304-1687 was a multicentre, open label, randomised, parallel group efficacy and safety
study to compare detemir with NPH insulin, in combination with insulin aspart as bolus insulin,
in the treatment of pregnant women with T1DM (Table 18, Appendix 1). The study was
conducted at 79 sites in 17 countries from May 2007 to August 2010.

6.3.1.1.2. Inclusion and exclusion criteria
The inclusion criteria included:
Female, aged = 18 years

T1DM treated with insulin for at least 12 months before randomisation

The subject was either:
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— Planning to become pregnant in the immediate future and willing to undertake
pregnancy counselling and a screening HbA1lc < 9.0% (National Glycohaemoglobin
Standardisation Program) or

— Pregnant with an intrauterine singleton living foetus, GW = 8-12 at randomisation,
confirmed by an ultra sound scan and an HbA1c < 8.0% at confirmation of pregnancy

Willingness to take folic acid before pregnancy and during the first trimester according to
local guidelines

For non-pregnant subjects only: willingness to discontinue any concomitant medication, for
example, certain anti-hypertensives, like angiotensin converting enzyme inhibitors,
contraindicated in pregnancy according to local labelling prior to conception

The exclusion criteria included:
Untreated hyper or hypothyroidism
Known or suspected abuse of alcohol or narcotics
Cardiac problems as evaluated by either:
— Cardiac failure or
— Diagnosis of unstable angina pectoris or
— Previous myocardial infarction

Impaired renal function as evaluated by any of the following: diagnosis of diabetic
nephropathy; serum creatinine = 125 mmol/L; macro-albuminuria (urine
albumin:creatinine ratio > 300 mg/g in random spot urine sample)

History of severe hyperemesis gravidarum (requiring hospitalisation)

Subject being treated or became pregnant with assistance of in vitro fertilisation or other
medical infertility treatment

Impaired hepatic function as evaluated by ALT, or ALP = two times upper reference limit

Uncontrolled hypertension (SBP 2 140 mmHg and/or DBP = 90 mmHg) in the supine
position

Proliferative retinopathy or maculopathy requiring acute treatment

Any disease or condition which the investigator felt would interfere with the trial, for
example, clinically significant gynaecological conditions

Known to be human immunodeficiency virus positive
Known to be Hepatitis B or C positive

Any concomitant medication, for example, certain anti-hypertensives like angiotensin
converting enzyme inhibitors, contraindicated in pregnancy

6.3.1.1.3. Study treatments
The study treatments were:
1. Insulin detemir 100 U/mL, 3 mL cartridge, administered using a NovoPen
2. NPHinsulin 100 U/mL, 3 mL cartridge, administered using a NovoPen

All subjects also received insulin aspart as bolus insulin. The insulin dose was adjusted in order
to achieve preprandial PG in the range 4.0 to 6.0 mmol/L, and 2 hour postprandial PG < 7.0
mmol /L.
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6.3.1.1.4. Efficacy variables and outcomes

The primary efficacy outcome measure was HbA1lc at GW36. Secondary efficacy outcome
measures were:

HbA1c through pregnancy

Response categories: HbAlc < 6.0% at GW24 and GW36
8-point SMPG

FPG

The safety outcome measures were: hypoglycaemic episodes; mode of delivery; AEs and
laboratory parameters during pregnancy; insulin antibodies; diabetic complications; birth
weight; prematurity; perinatal mortality; neonatal mortality; insulin antibodies in cord blood;
and presence of detemir in cord blood. The definition of neonatal hypoglycaemia as an AE was
restrictive: AEs of neonatal hypoglycaemia were recorded only when they were SAEs according
to the following: the infant had severe symptoms of hypoglycaemia (for example, convulsions)
disappearing after treatment with glucose (irrespectively of whether it was per oral or as
intravenous glucose).

The schedule of study visits is summarised in Table 19.
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Table 19: Trial Flow Chart
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6.3.1.1.5. Randomisation and blinding methods
Randomisation was performed using [V/WRS. The study was open label.
6.3.1.1.6. Analysis populations

The FAS for pregnant subjects (FASpregnant) comprised all randomised subjects who were
exposed to at least one dose of trial product and who were pregnant during the trial. The
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PPpregnant comprised all subjects from the FASpregnant analysis set except subjects who significantly
violated the inclusion/exclusion criteria or other aspects of the protocol considered to
potentially affect the primary endpoint.

6.3.1.1.7. Sample size

The sample size calculation was performed for a non-inferiority analysis in the PPpregnant
population for the primary efficacy outcome measure. In previous trials, the range of SD for
HbA1lcwas 0.8 to 1.5; and a SD of 1.1 was used for the calculation. The non-inferiority margin
was 0.4%, the level of significance was 0.05, and the power was 80%. A total of 120 subjects in
each treatment group would be required to complete to GW36. Given an expected dropout rate
of 20%, and the expected pregnancy rate in randomised subjects, the final calculation was for
460 subjects.

6.3.1.1.8. Statistical methods

The study was designed as a non-inferiority study with the margin for non-inferiority for the
primary efficacy outcome measure (HbAlc at GW36) being 0.4%. Hypothesis tests were
performed using the 95% CI. Missing values were imputed using LOCF.

6.3.1.1.9.

There were 600 subjects screened, and 470 were randomised to treatment: 233 to detemir and
237 to NPH. Of these, 263 subjects completed: 127 (83.6%) in the detemir group and 136
(84.5%) in the NPH (Figure 3).

Participant flow

Figure 3: Subject Disposition by Pregnancy Status - Safetypregnant
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There were 152 (65.2%) subjects in the FASpregnant population exposed to detemir and 158
(66.7%) exposed to NPH; and 127 (54.2%) in the PPpregnanc population exposed to detemir and
137 (57.8%) exposed to NPH (Table 20).

Table 20: Subject Disposition, All Subjects

Detemir NPH Total
N (%) N (%) N (%)
Scresnad &600
Screening Failures 30
Randomised 233 | 0.0) 237 ( 100.90) 470 ( 100.0)
Exposed 233 ( ). 0) 232 { 97.9) 465 ( 98.9)
Withdrawals 06 ( 45.5) 1 ( 42.8) 07 ( 44.0)
B WI
rae Ewvent 18 | T.7) B | 3.4) 26 | 5.8)
ctive Th ¥ s { 3.8) ' 1.9)
Non-Compliance ( 3.4) g { 3.4) 16 3.4)
Withdrawal Criteria 60 ( 25.8) 50 { 21.1) 110 ( 23.4)
Lost to Follow-up 1 0.4) 1 { .4) 2 0.4)
Protocol Deviation 2 0.9) 4 | 1) 6 1.3)
Decision of Subject 16 6.9) 18 | .6) 14 | T1:2)
Other | 0.4) 3 { 1.3) 4 0.9)
Completed Trial 127 ( 94.9) 13¢ ( 27.4) =63 ( oe.0)
Number of Pregnant Subjects 152 ( 65.2) leél ( ©&7.9) 313 ( ©6.9)
Number of Pregnancies 152 ( ©85.2) 163 { €8.8) 318 ( 87.0)
Safety All 233 ( 100.0) 232 { 97.9) 463 ( 98.9)
Safety Pregnant 152 ( 65.2) 158 ( €6.7) 310 ( €6.0)
FAS Pregnant 152 { 65.2) 158 { €6.7) 310 ( ©€.0)
PP Pregnant 127 ( 54.5) : { 57.8) 264 ( 56.2)
FAS: Fu Analyaia Seat,
Two subjects in the NPH eous abortion and became pregnant again.

6.3.1.1.10. Major protocol violations/deviations

For all the subjects that were included in the FASpregnant, but excluded from the PPpregnant, the
reason for exclusion was “delivery not after Gestational Week 32”.

6.3.1.1.11. Baseline data

All subjects were female and the age range was 20 to 43 years. The treatment groups were
similar in demographic characteristics (Table 21).
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Table 21: Subject Characteristics, Safety Pregnant

Detemix NEPH Total

Number of subjects 152 158 310
Age (years)

] 152 158 310

Mean (3D) 29.7 (4,862) 30.4 (9.21) 30.1 (4.43)

Median 29.4 20.4 29.8

Min ; Max 21.Y ;7 43.2 20.7 3 $1.7 20.7 ; 43.2
Race

N 152 (100.0%) 158 (100.0%) 310 (100.0%)

American Indian or Alaska Native 1 ( 0.6%) 1 ( 0.3%)

Asian L ( 0.7%) 3 { 1.9%) 4 ( 1.3%)

Black or African Amsrican 1 ( 0.7%) 1 { 0.3%)

White 135 ( 88.8%) 142 ( £9.9%) 277 { B2.4%)

Unknown 12 ( 7.9%) 10 ( €.3%) 22 { 7.1%)

Other 3. { 2=0%) 2 ( 1.3%) 5 ( L.E%)
Height (m)

] 152 157 308

Mean (SD) 1.€7 (0.07) 1.65 (0.08) 1.66 (0.07)

Median 1,85 1.65 1.63

Min ; Max 1.49 3 1.85 1.:92 1:81 1.4% 1,85
Body waight (kg)

g ? 152 157 309

M=an (3D) 67.6 112.3) 68.7 (12.4) 68.2 (12.3)

Median 66,0 67.3 66.9

Min ; Max 45.0 ; 113.5 40.0 ; 115.0 40.0 ; 115.0
BMI (kg/m2)

H 152 157 309

Mean (3D) 24.34 (3.9%5) 25.17 (4.22) 24.76 (4.10)

Median 23.91 24.26 24.08

Min ; Max 17.15 ; 40.77 16.44 ; 41.23 16.494 ; 41.23
Smoker

N 152 (100.0%) 158 (100.0%) 310 {100.0%)

Nao 143 ( 24.1%) 147 ( 93.0%) 290 { 93.5%)

Yes a ( 5.9%) 11 ( 7.08) 20 ( €.5%)
Daily use of alcchol

N 152 (100.0%) 158 (100.0%) 310 (100.0%)

Mo 150 ( 28.7%) 158 (100.0%) 08 ( 99.4%)

Yas 24 1.3%) 2 { 0.8%)
Stratification

N 152 (100.0%) 158 (100.0%) 310 (100.0%)

Pregnant after Randomisation 73 ( 48.0%) 75 ( 47.5%) 148 { 47.7%)

Pregnant at Randomisation 79 ( 52.0%) B3 { 52.5%) 162 ( 52.3%)

N: Number of subjects; 3D: Standard deviation

The treatment groups were similar in baseline efficacy measures and duration of diabetes
(Table 22).
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Table 22: Diabetes History, Safety Pregnant

Daetemir NPH Total

Number of subjects 152 158 310
HbA . (%)

N 152 158 31

Mean (SD) 6.95 (0.82) 7.08 (0.76) 7.01 (0.79)

Median 6.8!¢ 7.10 } .00

Min ; Max < | B B2 8.8 543 8.
FEG (mmol/L)

N 135 151 290

Mean (SD) 5.89 (3.29) 5.96 (3.23) 5.94 (3.25)

Madian 3.27 5.49 5.33

Min ; Max D.6 7 19, 1+ F%0 i 6.6 8 2 9.2
Diabetes history (years)

N 310

Mean (SD) (8.08) (7.94) 12.26 (8.02)

Median 11.9

Mirn Max - g 34.90 1.0 34.09
N: Number of subjects; SD: Standard deviation; FPG: Fasting plaama glucose

More subjects in the detemir group had diabetic neuropathy at baseline: seven (4.6%)
compared with three (1.9%) in the NPH (Table 23).

Table 23: Diabetic Complications at Baseline, Safety Pregnant

Detemir NPH Total
N (%) N (%) N (%)

Number of Subjects

N 152 158 310
Diabetic Nephropathy

N 152 (100.0) 158 (100.0) 210 (1l00.0)

Yes 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)

No 152 (100.0) 158 (100.0) 310 (100.0)
Diabetic Neuropathy

N 152 (100.0) 158 (100.0) 310 (100.0)

Yes 7 ( 4.8) 2 ( 1.9) 10 ( 3.2)

No 145 ( 95.4) 155 ( 8B.1) 300 ( ®e.8)
Diabetic Retinopathy

N 152 (100.0) 158 (100.0) 310 (100.0)

Yes 43 ( 28.3) 40 ( 25.3) 83 ( 2¢€.8)

No 109 ( 71.7) 118 ( 74.7) 227 ( 73.2)
Macro Angicpathy

N 152 (100.0) 158 (100.0) 310 (100.0)

Yes 0 ( 0.0) 0 ( 0.0) a ( 0.0)

No 152 (100.0) 158 (100.0) 310 (100.0)

N: Number of subjects

Clinically significant fundoscopic abnormalities were present in 12 subjects in each group.
Obstetric history was similar for the two treatment groups (Table 24).
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Table 24: Obstetric History at Baseline, Safety Pregnant

N: Numbar of subjescts

¢ Proportion of subjects
6.3.1.1.12. Results for the primary efficacy outcome

Insulin detemir was not inferior to insulin NPH. The mean (SE) HbA1lc at GW36 for the PP
population was 6.22 (0.069) % for detemir and 6.37 (0.067) % for NPH, mean (95% CI)
difference -0.15 (-0.34 to 0.04) %. For the FAS the mean (SE) HbAlc at GW36 was 6.27 (0.053)
% for detemir and 6.33 (0.052) % for NPH, mean (95% CI) difference -0.06 (-0.21 to 0.08) %.
For subjects pregnant at randomisation, mean (SE) HbA1lc was 6.39 (0.072) % in the detemir
group and 6.44 (0.070) % in the NPH. For subjects pregnant after randomisation mean (SE)
HbAlc was 6.11 (0.080) % in the detemir group and 6.19 (0.082) % in the NPH.

6.3.1.1.13. Results for other efficacy outcomes

At each time point there was no significant difference between detemir and NPH in HbAlc
(Figure 4). At GW24 mean SE HbA1c was 6.04 (0.050) % in the detemir group and 6.14
(0.049) % in the NPH.
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Figure 4: Mean (+SEM) HbA1c (%) during Pregnancy and at Follow-up, LOCF, Full
Analysis Set Pregnant
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HbAlc < 6% at GW24 and GW36 was achieved by 57 (41.3%) subjects in the detemir group
and 46 (31.5%) in the NPH.

At the GW24 visit mean (SE) FPG was 5.38 (0.271) mmol/L in the detemir group and 6.32
(0.255) mmol/L in the NPH, mean (95% CI) difference -0.94 (-1.67 to -0.21) mmol, p =
0.012.

At the GW36 visit mean (SE) FPG was 4.76 (0.200) mmol/L in the detemir group and 5.41
(0.187) mmol/L in the NPH, mean (95% CI) difference -0.94 (-1.19 to -0.12) mmol, p =
0.017.

The 8 point SMPG profiles were similar for the two treatment groups at the GW24 and
GW36 visits (Figure 5). A mixed model estimation of mean (SE) plasma glucose at GW24
was 6.95 (0.105) mmol/L for detemir and 7.38 (0.101) mmol/L for NPH, mean (95% CI)
difference -0.43 (-0.72 to -0.14) mmol/L, p = 0.003; and at GW36 was 6.61 (0.098) mmol/L
for detemir and 6.85 (0.094) mmol/L for NPH, mean (95% CI) difference -0.24 (-0.51 to
0.03) mmol/L, p = 0.082.
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Figure 5: Mean (+SEM) 8-point PG Profile (mmol/L) at GW24 (Top) and GW36 (Bottom),
LOCF, FAS Pregnant
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6.3.2. Evaluator’s conclusions on clinical efficacy for Change 3

Insulin detemir has similar efficacy to NPH in the management of diabetes during pregnancy.

7. Clinical safety

7.1. Studies providing evaluable safety data

Evaluable safety data were available from all the clinical studies. These were:
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Change 1: Study NN2211-3673 (PK/PD), Study NN2211-1842 (efficacy and safety), and
Study NN2211-1842-extension (long-term safety).

Change 2: Study NN304-1690 (long-term open label safety in children)
Change 3: Study NN304-1687 (efficacy and safety in pregnancy)

7.2. Pivotal studies that assessed safety as a primary outcome

There were no additional pivotal safety studies.

7.3. Patient exposure

Change 1:

In Study NN2211-3673, summarised in Table 1(Appendix 1), there were 32 subjects exposed to
a single dose of detemir 0.5 U/kg in combination with liraglutide 1.8 mg during a PK/PD study.

In Study NN2211-1842, summarised in Table 6 (Appendix 1), there were 162 subjects exposed
to detemir in combination with liraglutide and metformin for up to 26 weeks. The median
duration of exposure was 182.5 days. In the extension study, Study NN2211-1842-extension,
140 subjects from the detemir group and that had completed 26 weeks treatment were
included. Of these, 130 subjects completed the 52 weeks of treatment. The total patient years
exposure to detemir in this study was 144.5 years.

Change 2:

In Study NN304-1690 summarised in Table 13 (Appendix 1), there were 146 subjects exposed
to detemir for up to one year. There were 37 subjects aged 2 to 5 years, 59 aged 6 to 12 years
and 50 aged 13 to 16 years. There were 105 subjects exposed to detemir for a total duration of
104 weeks in the original and extension studies. At the end of the study the median (range)
daily dose of detemir was 0.61 (0.09 to 1.63) U/kg.

Change 3:

In Study NN304-1687, summarised in Table 18 (Appendix 1), there were 152 subjects exposed
to detemir during pregnancy, corresponding to 119.4 subject years exposure. The mean
duration of exposure during pregnancy was 6.5 months.

7.4. Adverse events
7.4.1. All adverse events (irrespective of relationship to study treatment)
Change 1:

In Study NN2211-3673, summarised in Table 1 (Appendix 1), there were 16 TEAEs reported in
14 (42%) subjects with insulin detemir alone (Day 1), 20 in 17 (52%) treated with liraglutide at
steady state; and 13 in 13 (39%) when both trial drugs were co-administered. Detemir in
combination with liraglutide did not appear to result in an increased rate of TEAEs (Table 25,
Appendix 1).

In Study NN2211-1842 and its extension, there were 845 TEAEs reported in 132 (81.0%)
subjects in the detemir group and 716 in 124 (78.0%) in the control. The non-randomised
group, which was not exposed to detemir, had 2389 TEAEs reported in 433 (86.8%) subjects.
Increased serum lipase was reported as a TEAE in 26 (16.0%) subjects in the detemir group
compared with 16 (10.1%) in the control (Table 26, Appendix 1). The most commonly reported
TEAEs were diarrhoea, nausea and vomiting.

Change 2:
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In Study NN304-1690, there were 714 TEAEs reported in 116 (79.5%) subjects in the combined
population including 178 in 29 (78.4%) subjects in the 2 to 5 year age group, 383 in 50 (84.7%)
inthe 6 to 12 year and 153 in 37 (74.0%) in the 13 to 16 year. The overall rate of TEAEs was
246.9/100 exposure years, in the 2 to 5 year group 243.1/100 exposure years, in the 6 to 12
year group 325.9/100 patient years exposure and in the 13 to 16 year group 155.4/100 patient
years exposure. The most common TEAEs fitted the pattern of common childhood illnesses
(Table 27).

Table 27: Common Treatment Emergent AEs (> 5%) by System Organ Class, SAS, Whole Treatment
Period

N (%) E R
Infections and infestations
Nasopharyngitis 71 ( 48.6) 164 56.7
Upper respiratory tract infection 21 1.4) 44 15.2
Pharyngitis 20 ( .7) 41 14.2
Influenza 18 ( 12.3) 39 13.5
Gastroenteritis 17 §-11i.6) 23 B.O
Bronchitis g .2) 18 5.5
Viral infection 11 | .5) 13 4.5
Rhinitis 9 { .2) 11 i.8
Acute tonsillitis B { .5) 8 2,8
Nervous system disorders
Headache 25 ( 17.1) 84 29.0
Gastrointestinal disorders
Abdominal pain upper B8 { 5.5) 13 4.5
Abdominal pain 9 ( 6.2) 10 3.5
Vomiting 10 { 6.8) 10 3.5
N: Number of subjects; %: Percentage of subjects; E: Number of events;
R: Rate - Number of events per 100 exposure years

Change 3:

In Study NN304-1687, there were 650 TEAEs reported in 138 (90.8%) subjects in the detemir
group (corresponding to an event rate of 788.9/100 exposure years) and 678 in 141 (89.2%) in
the NPH (corresponding to an event rate of 785.9/100 exposure years). The pattern of TEAEs
was similar for the two groups (Table 28, Appendix 1).

In the neonatal population, there were 121 TEAEs reported in 56 (36.8%) subjects in the
detemir group and 152 in 55 (34.8%) in the NPH. The pattern of TEAEs was similar for the two
groups (Table 29, Appendix 1).

7.4.2. Treatment-related adverse events (adverse drug reactions)
Change 1:

In Study NN2211-1842 there were 95 treatment related TEAEs in 46 (28.2%) subjects in the
detemir group and 57 in 29 (18.2%) in the control. There were more subjects with diarrhoea
and vomiting attributed to treatment in the detemir group than in the control group (Table 30).
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Table 30: Possibly or Probably Related to Treatment Emergent Adverse Events (TEAE) During
Main Period by System Organ Class and Preferred Term - Safety Analysis Set
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Table 30: Possibly or Probably Related to Treatment Emergent Adverse Events (TEAE) During
Main Period by System Organ Class and Preferred Term - Safety Analysis Set continued

In the extension there were 14 treatment related TEAEs in 12 (7.4%) subjects in the detemir
group and 17 in 12 (7.5%) in the control. The patterns of treatment related TEAEs were similar
for the detemir and control groups (Table 31).
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Table 31: Possibly or Probably Related to Treatment Emergent Adverse Events (TEAE) During
Extension Period by System Organ Class and Preferred Term - Safety Analysis Set

Change 2:

In Study NN304-1690, there were ten probable treatment (with detemir) related TEAEs
reported in nine (6.2%) subjects in the combined population including one in one (2.7%)
subjects in the 2 to 5 year age group, four in three (5.1%) in the 6 to 12 year and five in five
(10.0%) in the 13 to 16 year. The overall rate of TEAEs was 3.5/100 exposure years, in the 2 to
5 year group 1.4/100 exposure years, in the 6 to 12 year group 3.4/100 patient years exposure
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and in the 13 to 16 year group 5.1/100 patient years exposure. Most of the detemir treatment
related TEAEs were those commonly associated with insulin administration but there were
three subjects with pruritus and one with urticaria (Table 32).

Table 32: Treatment Emergent AEs Probably/Possibly Related to Basal Insulin by System Organ
Class, SAS, Whole Treatment Period

N (%) E R
All subjects 146
Total exposure (yr) 289.2
All Events 17 { 11.6) 23 8.0
Skin and subcutaneous tissue disorders 8 {( 5.5) 10 3.5
Pruritus a{ 2.1) 4 1.4
Lipodystrophy acquired 2 ( 1.4) 3 1.0
Lipoatrophy 1L ( 0.7) 0.3
Lipohypertrophy 1 ( 0.7) 1 0.3
Urticaria 1 ( 0.7) 1 0.3
General disorders and administration site conditions 5 ( 3.4) 5 s S0
Injection site erythema 3 ( 2.1) 3 1.0
Application site nodule 1 ( 0.7) 1 0.3
Injection site atrophy 1 ( 0.7) 1 0.3
Metabolism and nutrition disorders 4 {( 2.7) 5 1.7
Hypoglycaemia 2 ( 1.4) 3 1.0
Hypoglycaemic unconsciousness 1 ( 0.7) 1 0.3
Ketosis 1 0.7) 1 0.3
Infections and infestations 1 ( 0.7) 1 0.3
Tonsillitis 1 {( 0.7) 1 0.3
Investigations 1 ( 0.7) 1 0.3
Weight decreased 1 { 0.7) 1 0.3
Nervous system disorders 1 { 0.7) 1 0.3
Headache 1 ( 0.7) 1 0.3

N: Number of subjects; %: Percentage of subjects; E: Number of events;
R: Rate - Number of events per 100 exposure years

Change 3:

In Study NN304-1687, there were 21 treatment related TEAEs reported in 18 (11.8%) subjects
in the detemir group (corresponding to an event rate of 25.5/100 exposure years) and 27 in 16
(10.1%) in the NPH (corresponding to an event rate of 31.3/100 exposure years). Four subjects
in each group were reported with hypoglycaemia. Hypoglycaemic unconsciousness was
reported in one subject in the detemir group and seven in the NPH (Table 33).
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Table 33: Treatment Emergent AEs Possibly/Probably Related to Basal Insulin by System Organ
Class and Preferred Term, During Pregnancy, Mother, Safety Pregnant

In In the neonatal population, treatment related TEAEs were reported in one (0.7%) subject in
the detemir group (foetal distress syndrome) and none in the NPH.

7.4.1. Deaths and other serious adverse events
Change 1:
In Study NN2211-3673 there were no deaths or SAEs.

In Study NN2211-1842, there were no deaths reported during the main period of the trial (to
Week 26) but there were two deaths in the control groups (treated with liraglutide and
metformin): bronchogenic cancer, gall bladder cancer. There were 21 SAEs reported in 17
(10.4%) subjects in the detemir group and 16 in eleven (6.9%) in the control. There was no
clear pattern to the SAEs to Week 26 (Table 34).
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Table 34: SAEs during Main Period by System Organ Class and Preferred Term - Safety Analysis Set

Chronic pancreatitis was reported in one subject in the control group. In the extension study
there were four subjects in the detemir group with neoplasia, but none in the control (Table 35).
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Table 35: Serious Treatment Emergent Adverse Event (TEAE) during Extension Period by System
Organ Class and Preferred Term - Safety Analysis Set

Change 2:

In Study NN304-1690, there were no deaths reported during the study. There were 17 SAEs
reported in 116 (79.5%) subjects in the combined population including four in three (8.1%)
subjects in the 2 to 5 year age group, nine in six (10.2%) in the 6 to 12 year and four in three
(6.0%) in the 13 to 16 year. The overall rate of SAEs was 5.9/100 exposure years, in the 2 to 5
year group 5.5/100 exposure years, in the 6 to 12 year group 7.7/100 patient years exposure
and in the 13 to 16 year group 4.1/100 patient years exposure. There were three subjects with
ketoacidosis and two with hypoglycaemia (Table 36).
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Table 36: Treatment Emergent SAEs by System Organ Class, SAS, Whole Treatment Period
N (%) E R
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N: Number of subjects; %: Percentage of subjects; E: Number of events;
R: Rate - Number of events per 100 exposure years
Change 3:

In Study NN304-1687 there were no maternal deaths. There were three perinatal deaths: two in
the detemir group (stillbirth, intrauterine death) and one in the NPH (Dandy-Walker
malformation/pulmonary hypoplasia). In addition there were two early pregnancy losses: one
in the detemir group (intrauterine death) and one in the NPH (spontaneous abortion). There
were 94 SAEs reported in 61 (40.1%) maternal subjects in the detemir group (corresponding to
an event rate of 114.1/100 exposure years) and 76 in 49 (31.0%) in the NPH (corresponding to
an event rate of 88.1/100 exposure years). There was a higher rate of spontaneous abortion in
the detemir group: eight (5.3%) subjects compared with four (2.5%) in the NPH; and also of
pre-eclampsia: eight (5.3%) subjects compared with one (0.6%) in the NPH (Table 37).
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Table 37: Treatment Emergent Serious AEs by System Organ Class and Preferred Term, During
Pregnancy, Mother, Safety Pregnant

In the neonatal population, there were 51 SAEs reported in 36 (23.7%) subjects in the detemir
group and 53 in 32 (20.3%) in the NPH. The pattern of SAEs in neonates was similar for the two

treatment groups (Table 38).
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Table 38: Treatment Emergent Serious AEs by System Organ Class and Preferred Term, Child,
Safety Pregnant

The rates and patterns of congenital malformations for both populations were consistent with
the known patterns of malformations in infants of diabetic mothers (Table 39).
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Table 39: Congenital Malformations

Subject ID | MedDRA Preferred Term Treatment During Major /
Organogenesis Minor
IDet Group. Pregnant AT Randomisation. N =79
232002 Hip dysplasia IDet Major
235004 Cleft lip NPH Major
333001 Meningomyelocele NPH Major
276003 Atrial septal defect NPH and Humalog Minor
Haemangioma congemnital Minor
601001 Haemangioma cong. — Diagnosed after the end of the | NPH Mumor
trial.
IDet Group, Pregnant AFTER Randomisation, N =73
233001 Congenital hydronephrosis IDet Major
Pelvi-ureteric obstruction Major
Pyelocaliectasis Major
508015 Hydronephrosis et Major
334024 Heart disease congenital Det Minor
NPH Group, Pregnant AT Randomisation, N = 83
602008 Dandy-Walker syndrome NPH Major
Pulmonary hypoplasia Major
101017 Polydactyly Lantus Minor
226012 Cardiac hypertrophy NPH Minor
Patent ductus arteriosus Minor
339002 Atrial septal defect NPH and Actrapid Minor
NPH Group. Pregnant AFTER Randomisation, N =75
701008 Pelvic kidney — Diagnosed after mother was NPH Major
withdrawn due to HbA,_ > 8.0% at confirmation of
pregnancy. The event 1s not m the trnial database but 1s
mcluded in Narratives,
334013 Heart disease congenital NPH Minor
605004 Congenital laryngeal stnidor NPH Mmor
680002 Atnial septal defect NPH Minor
680003 Ventricular septal defect NPH Minor

a) Data on treatment during organogenesis is from NovoNordisk Global Safety; please see Narratives of SAEs.

Abbreviations: IDet = insulin detemir; MedDRA = Medical Dictionary for Regulatory Activities; N = number of
subjects; NPH = Neutral Protamine Hagedom; SAE = serious adverse event.

7.4.1. Discontinuation due to adverse events
Change 1:
In Study NN2211-3673 there were no DAEs.

In Study NN2211-1842 and its extension, there were eight DAEs in seven (4.3%) subjects in the
detemir group and 13 in nine (5.7%) in the control discontinued due to AEs (Table 40, Appendix
1). The events in the detemir group were: lipase increased, pancreatic enzymes increased,
convulsion, bronchopulmonary disease, abdominal pain/diarrhoea, breast cancer and renal
failure.

Change 2:
In Study NN304-1690 there were no DAEs.
Change 3:
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In Study NN304-1687, DAE occurred in 13 (8.6%) subjects in the detemir group and six (3.8%)
in the NPH. The AEs leading to discontinuation primarily related to pregnancy loss (Table 41).
One AE in a neonate in the NPH group resulted in withdrawal: neonatal death.

Table 41: Possibly or Probably Related to Treatment Emergent Adverse Events (TEAE) During
Extension Period by System Organ Class and Preferred Term - Safety Analysis Set
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7.5. Laboratory tests
7.5.1. Liver function
There were no indications of drug induced liver injury.
7.5.2. Kidney function
There were no indications of drug induced renal injury.
7.5.3. Other clinical chemistry
Change 1:

In Study NN2211-3673 there were no clinically significant treatment emergent abnormalities of
laboratory tests. There were no hypoglycaemic episodes on study days.

In Study NN2211-1842 and its extension, to Week 52 the most commonly reported clinically
significant abnormality in laboratory tests was elevated lipase: 26 (16.0%) subjects in the
detemir group compared with 16 (10.1%) in the control (Table 42, Appendix 1). Two subjects in
the detemir group and one in the control were reported with elevated ALT.

Change 2:

In Study NN304-1690, there were no clinically significant abnormalities in biochemistry or
haematology reported during the study.

Change 3:

The abnormalities in laboratory values were consistent with those seen in normal pregnancy.
These were primarily anaemia (28 events in the detemir group and 27 in the NPH). No subjects
were withdrawn due to laboratory AEs.

7.5.4. Haematology
Change 3:
Anaemia was reported at a similar rate in the detemir group and the NPH.
7.5.5. Immunology
7.5.5.1.1. Pivotal studies
Change 1:
In Study NN2211-3673 no subjects were positive for antibodies to insulin detemir.

In Study NN2211-1842 and its extension two subjects in the detemir group developed
antibodies to liraglutide. The level of antibodies to detemir was mean 1.59 % B/T at Week 0;
2.20 % B/T at Week 26; and 4.30 % B/T at Week 53.

Change 2:

Levels of cross-reacting, detemir-specific and aspart-specific antibodies increased during the
first year of treatment, and then decreased during the second year - Table 43, Table 44 and
Table 45. At end of study the levels were slightly higher than at baseline.

Submission PM-2012-02256-3-5 Extract from the Clinical Evaluation Report for Levemir Page 49 of 82



Therapeutic Goods Administration

Table 43: Estimated Cross-reacting Antibodies (% B/T), Time Intervals 3 h, 2.5 h, Sensitivity,
Corrected Data, SAS, Whole Treatment Period

32 Hours 2.5 Hours Sensitivity
Visit Week Est. AB Std. Err Est. AB Std. Exrr Est. AB Std. Err
Visit 2 0 31.11 125 31.22 1.23 30.71 1.14
Visit 8 26 40.16 1.03 40.29 1.02 40.45 0.97
Visit 9 iB 42 .58 1.02 42.70 2 3900112 43.04 0.986
Visit 1Ext 52 41.99 1.02 44.09 .03 44 .52 0.96
Visit 2Ext 65 43.94 1.01 44 .02 1.00 44 .41 0.96
Visit 3Ext 78 42.59 1.01 42 .64 0.99 42 .89 Q.95
Visit 4Ext 91 39.93 1.03 39.93 1.02 39.594 0.98
Visit 5Ext 104 35.96 1.14 35.92 1.13 35.57 s 1 §

Table 44 Estimated Insulin Detemir Specific Antibodies (% B/T), Time Intervals 3 h, 2.5 H,
Sensitivity, Corrected Data, SAS, Whole Treatment Period

3 Hours 2.5 Hours Sensitivity
Visit Week Est. AB Std. Err Est. AB Std. Err Est. AB Std. Err
Visit 2 0 2.81 1.28 2.84 1.28 2.56 L2327
Visit 8 26 3.97 1.2 3.99 1.26 3.88 1.26
Visit 9 38 4.26 1.27 4.28 1.26 4.21 1.26
Visit 1Ext 52 4.40 1.27 4.41 1.26 4.37 1.26
Visit 2Ext 65 4.34 5080 4.34 1.26 4.32 1.26
Visit 3Ext 78 4.09 1.2 4.09 1.26 4.06 1.26
Visit 4Ext 91 3.66 1.27 3.65 1.26 3.59 1.26
Visit 5Ext 104 3.05 1.27 3.03 1:27 2.92 1.27

Table 45: Estimated Insulin Aspart-specific Antibodies (% B/T), Time Intervals 3 h, 2.5 H,
Sensitivity, Corrected Data, SAS, Whole Treatment Period

3 Hours 2.5 Hours Sensitivity
Visi Week Est. AB Std. Err Est. AB Std. Err Est. RB Std. Err
Visit 2 4] 1.32 0.67 1.35 0.66 1.57 0.64
Visit 8 26 2.34 0D.64 2.34 0.63 2.60 0.62
Visit 9 38 2.62 0.64 2.61 0.63 2.87 0.62
Visit 1Ext 52 2.79 0.64 2.78 0.63 3.04 0.62
Visit 2BExt = 2.80 0.64 2.80 0.63 3.03 0.62
Visit 3Ext 78 2.67 0.64 2.68B 0.63 2.88 0.62
Visit 4Ext 91 2.40 0.64 2.42 0.63 2.59 0.62
Visit S5Ext 104 1.99 0.65 2.03 0.64 2.14 0.64

Change 3:

The mean (SD) level of detemir specific antibodies was 1.29 (0.98) % B/T at baseline and 1.80
(1.72) % B/T at GW36.

7.5.6. Electrocardiograph
Change 1:

In Study NN2211-1842 and its extension in the detemir group, there was one shift in ECG
finding from abnormal not clinically significant to abnormal clinically significant at Week 26.
There were no changes to Week 52.

7.5.7. Vital signs
Change 1:
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In Study NN2211-1842 and its extension, to Week 52 there were eleven (6.75%) subjects with a
change in physical examination in the detemir group and five (3.52%) in the control.

Change 2:

There were no clinically significant changes in vital signs. Weight SD did not change significantly
during the study (Figure 6). Mean BMI did not change significantly during the study (Figure 7).

Figure 6: Mean Weight SD-score over Time by Age Group, SAS, Whole Treatment Period
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Figure 7: Mean BMI (kg/m?2) over Time by Age Group, SAS, Whole Treatment Period
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7.5.8.
Change 1:

Pancreatitis

In Study NN2211-1842, there were two subjects with pancreatitis, both during the run-in
period (liraglutide and metformin treated). Pancreas related AEs were reported in 18 (11%)
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subjects in the detemir group and 14 (8.8%) in the control (Table 46, Appendix 1). There was
one report of chronic pancreatitis and one of acute pancreatitis in the control group.

7.5.9. Medullary C-cell carcinoma
Change 1:

In Study NN2211-1842, one subject was diagnosed with medullary C-call thyroid cancer but this
appears to have been pre-existing. One subject discontinued due to suspected medullary C-cell
carcinoma but this was not proven.

7.5.10. Hypoglycaemia
Change 1:

In Study NN2211-1842 and its extension one major hypoglycaemic event was reported in a
subject during the run-in period (liraglutide and metformin). To Week 52, minor hypoglycaemic
events were reported in 21 (12.9%) subjects in the detemir group and four (2.5%) in the
control. The rate ratio (95% CI) for hypoglycaemic episodes (detemir compared with control)
was 4.13 (1.75t0 9.73) p = 0.0012.

Change 2:

In Study NN304-1690, there were 16074 hypoglycaemic episodes reported in 145 (99.3%)
subjects in the combined population including 4028 in 37 (100%) subjects in the 2 to 5 year age
group, 7438 in 59 (100%) in the 6 to 12 year and 4608 in 49 (98.0%) in the 13 to 16 year.
Severe hypoglycaemic episodes were reported in two (5.4%) subjects in the 2 to 5 year age
group, two (3.4%) in the 6 to 12 year and two (4.0%) in the 13 to 16 year. Severe nocturnal
hypoglycaemic episodes were reported in one subject in each age group.

Change 3:
The rates of hypoglycaemic events were similar for the two treatment groups (Table 47).

Table 47: All Hypoglycaemic Episodes during Pregnancy, Safety Pregnant

Detemir NPH O
N (%) E R N (%) E R N (%) E R

14< 93) 949g 115.3 14e 62) 9453 109.e 290 G4)
25 ( 1lg) 0 1.1 3 21) 105 1.2 58 9)
144 3) 1 10£.4 1l4e 92) B711 101.0 290 “4)
78 ( 51) 5 G 72 ( 46) €3 7.4 15f 48)
144 ( 95) 45 97.& 146 ( 52) 7810 90.5 25C 94) 15855 94
L7 ¢ 11) EE 0 30 ( 19) 84 1.0 47 15) 0
44 ( &5) 7317 146 ( 92) 7211 3.6 =1y g4)
75 ( 49) 662 €4 ( 41) o135 €.0 3¢ 45)
119 ( 78) 1451 17.& 130 2) 164 19.0 249 20) 94 18.3
13 ( 9) 24 3 10 { © 21 0.2 23 7) 45 .3
116 ( 76) 1284 15.6 126 ( 80) 150 17.4 242 78) 2784 16€.5
34 ( 22) 14 1.7 3 25 122 1.4 7 24) 285 1.6

i umber of subjects; %: Percentage of subjects

umber of episodes; R: Episodes/yeax

There were 9496 hypoglycaemic events reported in 144 (95.0%) subjects in the detemir group
(corresponding to an event rate of 115.3/100 exposure years) and 9453 in 146 (92.0%) in the
NPH (corresponding to an event rate of 109.6/100 exposure years). There were 90 major
hypoglycaemic events reported in 25 (16.0%) subjects in the detemir group (corresponding to
an event rate of 1.1/100 exposure years) and 105 in 33 (21.0%) in the NPH (corresponding to
an event rate of 1.2/100 exposure years). There were 24 major nocturnal hypoglycaemic events
reported in 13 (9.0%) subjects in the detemir group (corresponding to an event rate of 0.3/100
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exposure years) and 21 in ten (6.0%) in the NPH (corresponding to an event rate of 0.2/100
exposure years).

7.5.11. Pregnancy
Change 3:

Pregnancy outcome was slightly better in the NPH group. There were 128 (90.14%) live
children at follow up in the detemir group and 135 (93.10%) in the NPH (Table 48).

Table 48: Pregnancy Outcome at Follow-up, Safety Pregnant

Three subjects in the detemir group and six in the NPH developed clinically significant
abnormalities in fundoscopy. Two subjects in the detemir group and one in the NPH developed
a high urine albumin creatinine ratio.

A total of 26 (26.5%) of 98 neonates had quantifiable detimir concentrations in cord blood. The
highest concentration was 209.6 pmol/L.

7.6. Post-marketing experience
No post-marketing data were included in the submission for Change 1 or Change 2.

The amendments to the PI for the section on pregnancy refer to post-marketing data presented
in the Summary of Clinical Safety for Change 3. These data relate to a total of 528 pregnancies
and are limited in detail (Table 49).
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Table 49: Pregnancy Outcomes Based on Post-marketing Surveillance

Report Source
Pregnancy Outcome’ Spontaneous Solicited Total
Live birth without congenital anomalies 199 56 253
Live birth with congenital anomalies 14 - 14
Termination (no information reported on foetal defects) 3 7 10
Termination with foetal defects 1 s
Termination without foetal defects 0 0
Spontaneous abortion 16 9 25
Ectopic pregnancy 1 - 1
Stillbirth without foetal defects 2 2 4
Stillbarth (no information reported on foetal defects) 1 1 2
Unknown or still pregnant 187 25 212
Total 427° 101 528

1) Terminology for pregnancy outcomes as coded in the Global Safety database.
2) Two were twin pregnancies (Case No. 300556 and 283388) with 2 outcomes each; one “Live barth without congemtal
anomalies” and three ‘Live birth with congenital anomalies’.

In the absence of a comparator group it is difficult to make conclusions from these data but the
outcomes, and spectrum of congenital malformations, appear to be typical for T1DM in
pregnancy (Table 50).

Table 50: Post-marketing Cases with Congenital Anomalies or Foetal Defects

269889 (child)

Atresia of biliary ducts
Spleen malformation

Patent ductus arteriosus

Caudal regression syndrome
Hyperspadias

Congential genital malformation
Vertical talus

Case No. Congenital anomaly/ Comment
foetal defect
Cases with congenital anomalies. spontaneous sources
268006 (child) Ventricular septal defect
269893 (mother) Fallot’s tetralogy Baby died after 6 months.

Spina bifida

275206 (cluld) Atrial septal defect Both defects were closed at follow-up after 2
Ventricular septal defect months.
Macrosomuia

275592 (mother)
269390 (chuld)

Tricuspid valve incompetence
Pulmonary arterial pressure increased
Diabetic foetopathy

Hypoglycaenua

Baby was discharged after glucose
treatment. No need for further controls.
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Table 50: Post-marketing Cases with Congenital Anomalies or Foetal Defects continued

Caw No. Congenital anomal Comment
foetal defect
27579 1{mother) Low buth weight Baby teated with smrfactant but died the day
284409 chuld) Respuatory destress syndrome after buth
Severe pulmonary hvpoplaua
Balateral pneumothorax
Intraventncular baemonhage grade 11
278202 (muother) Preterm baby, dugnosed with cleft hp both
286990 (chald) sides and clefi palate hip one side
2179450 (mother) Double thumb on lefi hand Polydactyly exasts m the fanuly of the
286573 (chuld) baby ‘s father
286606 (chald) Aplasia Cutis Congenata The babwy had congenstal absence of hax
follicles on top of scalp
280167 (mother) Hypoglyeaenua neonatal
286766 (cluld) Neonatal mpuanon mfection
Encephalopathy neonatal
Hyperbibrubmaemua neonatal
Pulmonary arteral hypertenuon
Hypertoma neonatal
280779 (mother) Hwpoglveasmua
280750 (chald) Open arenal duct
Venmcular septal defect
289546 (chald) Foetal malformaton Unknown what kind of malformation
289592 (cluld) Pyelectasns on nght kndney Dhagnosed at GW 20 wath ultrasound scan.
At 8 weeks of age, the baby was healthy
300285 (chald) Heterotaxia The mother was exposed to meulin detenur
Multple carduac defects m the thad nmester
Pulmonary artery atres
Ventncular bypoplasa
303211 (chald) Caudal regression syndrome
Case 309388 (mother) | Cardiac hypertrophy Bomm m GW 32 At the age of 14 weeks the
Case 323778 (Cluld) | Cardise murmr mfant was bealthy
Hydrocele
Hypoglycaema
Jaundice
Premature baby
Tachypooea
Case 334952 (cluld) | Cramoencephabe malformaton In GW 23 an ultrasound scan revealed
Case 334843 (mother) | Hypertelonsm of orbit several malformations. Outcome unknown
Mucrocephaly
Ear malformanon
Termination with foetal defecis. spontaneous sources
269064 (mother) Cramal malformation Pregnancy termumanion at § months
285039 (mother) Anencephaly Pregnancy termunatron at GW 13+ 0
259408 (mother) Anencephaly Gw 12
322772 (chald) Candal regressson syndrome Pregnancy termunation a1t GW 21
122703 (mother)
Termination with foetal defects, solicited sources
220247 (mother) Bulateral renal ageness Intra-utenne death of the foenss a1t GW 15
Utenmne agenesis due to tight umbilical cord loop
Absence of the second phalanx of the fifth
fingens
7.7. Evaluator’s overall conclusions on clinical safety
Change 1:
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The rate of TEAEs with detemir in combination with liraglutide and metformin was similar to
that for liraglutide and metformin. There were no deaths in the detemir treated patients. More
subjects were reported with neoplasia in the detemir group in the extension study but there
was no apparent pattern to this. The rates of DAE were similar for detemir and control. To Week
52, elevated lipase was reported at a greater rate in the detemir group than in the control: 26
(16.0%) subjects in the detemir group compared with 16 (10.1%) in the control. Levels of
antibodies to detemir increased through the study to 4.30 % B/T at Week 53. Minor
hypoglycaemic events were more common with detemir than control: 21 (12.9%) subjects in
the detemir group and four (2.5%) in the control.

Change 2:

The rate of TEAEs with detemir was not influenced by age and the profile was predominantly
that expected for the paediatric age group alone. Treatment related TEAEs were as expected for
insulins. The rate of SAEs was not affected by age group. The rate of hypoglycaemic events was
similar for the three age groups.

Change 3:

The rates and patterns of TEAEs were similar for detemir and NPH for both mothers and
infants. Treatment related TEAEs were similar for detemir and NPH. There were no maternal
deaths. There were three perinatal deaths: two in the detemir group (stillbirth, intrauterine
death) and one in the NPH (Dandy-Walker malformation/pulmonary hypoplasia). In addition
there were two early pregnancy losses: one in the detemir group (intrauterine death) and one in
the NPH (spontaneous abortion). There was a higher rate of spontaneous abortion in the
detemir group: eight (5.3%) subjects compared with four (2.5%) in the NPH; and also of pre-
eclampsia: eight (5.3%) subjects compared with one (0.6%) in the NPH. The rates of SAEs for
infants were similar for detemir and NPH. The rates and patterns of congenital malformations
for both populations were consistent with the known patterns of malformations in infants of
diabetic mothers. DAE occurred at a higher rate in the detemir group: 13 (8.6%) subjects
compared with six (3.8%) in the NPH. The rates of hypoglycaemia were similar for detemir and
NPH.

Pregnancy outcome was slightly better in the NPH group. There were 128 (90.14%) live ldren at
follow up in the detemir group and 135 (93.10%) in the NPH. This was not statistically
significant (Chi2 Fisher’s exact test performed by the Evaluator, p = 0.40).

8. First round benefit-risk assessment

8.1. First round assessment of benefits
Change 1:

Insulin detemir in combination with liraglutide and metformin resulted in an incremental
decrease in mean HbA1lc of 0.51% over 26 weeks. This is a clinically significant improvement in
diabetes control. The improvement was maintained over a 52 week period. There was weight
loss in the group treated with detemir, liraglutide and metformin in combination, but less than
in those treated with liraglutide and metformin alone. The evaluator considers that the usual
sequence of treatment would be liraglutide and metformin, with detemir added if patients were
not adequately controlled on that combination.

Change 2:

The data presented for Change 2 were primarily intended as safety data. The efficacy data are
difficult to interpret in the absence of a control group. There appears to be a loss of efficacy over
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the second year of treatment but this most likely reflects the natural history of T1DM in a
paediatric clinical trial population.

Change 3:

Insulin detemir has similar efficacy to NPH in the management of diabetes during pregnancy.

8.2. First round assessment of risks
Change 1:

The rate of TEAEs with detemir in combination with liraglutide and metformin was similar to
that for liraglutide and metformin. There were no deaths in the detemir treated patients. More
subjects were reported with neoplasia in the detemir group in the extension study but there
was no apparent pattern to this. The rates of DAE were similar for detemir and control. To Week
52, elevated lipase was reported at a greater rate in the detemir group than in the control: 26
(16.0%) subjects in the detemir group compared with 16 (10.1%) in the control. Levels of
antibodies to detemir increased through the study to 4.30 % B/T at Week 53. Minor
hypoglycaemic events were more common with detemir than control: 21 (12.9%) subjects in
the detemir group and four (2.5%) in the control.

Change 2:

The rate of TEAEs with detemir was not influenced by age and the profile was predominantly
that expected for the paediatric age group alone. Treatment related TEAEs were as expected for
insulins. The rate of SAEs was not affected by age group. The rate of hypoglycaemic events was
similar for the three age groups.

Change 3:

The rates and patterns of TEAEs were similar for detemir and NPH for both mothers and
infants. Treatment related TEAEs were similar for detemir and NPH. There were no maternal
deaths. There were three perinatal deaths: two in the detemir group (stillbirth, intrauterine
death) and one in the NPH (Dandy-Walker malformation/pulmonary hypoplasia). In addition
there were two early pregnancy losses: one in the detemir group (intrauterine death) and one in
the NPH (spontaneous abortion). There was a higher rate of spontaneous abortion in the
detemir group: eight (5.3%) subjects compared with four (2.5%) in the NPH; and also of pre-
eclampsia: eight (5.3%) subjects compared with one (0.6%) in the NPH. The rates of SAEs for
infants were similar for detemir and NPH. The rates and patterns of congenital malformations
for both populations were consistent with the known patterns of malformations in infants of
diabetic mothers. DAE occurred at a higher rate in the detemir group: 13 (8.6%) subjects
compared with six (3.8%) in the NPH. The rates of hypoglycaemia overall and nocturnal
hypoglycaemia were similar for detemir and NPH.

Pregnancy outcome was slightly better in the NPH group. There were 128 (90.14%) live
children at follow up in the detemir group and 135 (93.10%) in the NPH. This was not
statistically significant (Chi2 Fisher’s exact test performed by the Evaluator, p = 0.40).

8.3. First round assessment of risks
Change 1:

The rate of TEAEs with detemir in combination with liraglutide and metformin was similar to
that for liraglutide and metformin. There were no deaths in the detemir treated patients. More
subjects were reported with neoplasia in the detemir group in the extension study but there
was no apparent pattern to this. The rates of DAE were similar for detemir and control. To Week
52, elevated lipase was reported at a greater rate in the detemir group than in the control: 26
(16.0%) subjects in the detemir group compared with 16 (10.1%) in the control. Levels of
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antibodies to detemir increased through the study to 4.30 % B/T at Week 53. Minor
hypoglycaemic events were more common with detemir than control: 21 (12.9%) subjects in
the detemir group and four (2.5%) in the control.

Change 2:

The rate of TEAEs with detemir was not influenced by age and the profile was predominantly
that expected for the paediatric age group alone. Treatment related TEAEs were as expected for
insulins. The rate of SAEs was not affected by age group. The rate of hypoglycaemic events was
similar for the three age groups.

Change 3:

The rates and patterns of TEAEs were similar for detemir and NPH for both mothers and
infants. Treatment related TEAEs were similar for detemir and NPH. There were no maternal
deaths. There were three perinatal deaths: two in the detemir group (stillbirth, intrauterine
death) and one in the NPH (Dandy-Walker malformation/pulmonary hypoplasia). In addition
there were two early pregnancy losses: one in the detemir group (intrauterine death) and one in
the NPH (spontaneous abortion). There was a higher rate of spontaneous abortion in the
detemir group: eight (5.3%) subjects compared with four (2.5%) in the NPH; and also of pre-
eclampsia: eight (5.3%) subjects compared with one (0.6%) in the NPH. The rates of SAEs for
infants were similar for detemir and NPH. The rates and patterns of congenital malformations
for both populations were consistent with the known patterns of malformations in infants of
diabetic mothers. DAE occurred at a higher rate in the detemir group: 13 (8.6%) subjects
compared with six (3.8%) in the NPH. The rates of hypoglycaemia overall and nocturnal
hypoglycaemia were similar for detemir and NPH.

Pregnancy outcome was slightly better in the NPH group. There were 128 (90.14%) live
children at follow up in the detemir group and 135 (93.10%) in the NPH. This was not
statistically significant (Chi2 Fisher’s exact test performed by the Evaluator, p = 0.40).

8.4. First round assessment of benefit-risk balance
Change 1:
The benefit-risk balance of insulin detemir, given the proposed usage, is favourable.
Change 2:
The benefit-risk balance of insulin detemir, given the proposed usage, is favourable.
Change 3:
The benefit-risk balance of insulin detemir, given the proposed usage, is favourable.
Change 4:

No data were presented for this proposed change as it relates to alignment of the PI with the
CCDS.

9. First round recommendation regarding authorisation

The Evaluator recommends that the proposed changes to the conditions of registration for
Levemir Flexpen/Levermir Penfill / Levemir Innolet should be approved. The proposed changes
are:

Change 1: Update of the Product Information (PI) to include information on the use of
Levemir® (insulin detemir [rys]) as add-on therapy to Victoza®(liraglutide [rys]).
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Change 2: Update of the Product Information (PI) to include safety data from long-term trials in
use of Levemir® in adolescents and children (from 2 years old) with T1DM.

Change 3: Update of the Product Information (PI) to allow use of Levemir® in pregnancy.

Change 4: Update of the Product Information (PI) to more closely align with the Core Company
Data Sheet (CCDS) (v. 12.0).

10. Clinical questions

The Evaluator does have any clinical questions.

11. Second round evaluation of clinical data submitted in
response to questions

[Insert all information]

12. Second round benefit-risk assessment

[Insert all information]

13. Second round recommendation regarding
authorisation

[Insert all information]

14. Appendix 1: Additional tables
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Table 1: Studies providing pharmacokinetic data

Pharmacokinetics

Day 36, with 24 hour
englveasmic clamp
All subjects treated
with metfonmin asa
background
medication

Study Study Medication No. of
Year Design Volunteers
Author Entered
Reference (MTF)
Age range
Study Openlabel, Inzulin determr 0.3 33 subjects: 23
NN2211-3673 | three Ukg on Day 1, (69.7%) male, 10
Module 3, treatment followed by 24 hour | (30.3%) female,
Section phase, single eugycaemic clamp age range 33 to 68
5542 sequence, PK years
and FD Liraghitide titrated
Single centre (englvcaemic to 1.8 mg /day from | Adverse
in the TS clamp at 100 Day 2 to Day 22, EReactions
from April mg/dL) study with 24 hour There were 16
2009 to of detenr, englycasmic clamp TEAE: reportedin
September liraglutide and | on Day22 14 {42%) subjects
20009 the with insulin
combination Liraghitide 1.2 mg detemir alone (Day
ofliraglatide daily fromDay 22 to | 1), 20in 17 (32%)
and detemir Day 36, msulin treated with
detemir 0.3 Ukg on | lzaghutide at

steady state; and
13 13 (39%)
when both tral
dnigs were

Jepin :
There were no
deaths or SAEs=.
There were no
DAEs.
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Table 6: Tabular summary of Study NN2211-1842

Study Dasizn M. Of DMagnosis +criteria | Duration of | Test Product Fafarsncs Critaria for Rasults Adverss
-invastigator subjects with | forinclaxclusion Treatment | Dosags tharapv Dosa svaluation (efficacy) Eeactions
-coordinatine ageand sax Fzgimen regimen
cantrs Fouts of Fouts of
cantra(s) sdministmtion, | administmtion
-raportn® Formulation
Study Wlnlticentrs | 1638 subjects | Subjects diagnossd | 12 wesk Insulin datemir, | All subjects HbAlc Thers was a sinificant 631 TEAEsreportadin 125
NN2211- . wara with T2DW, insulm | mun-in startingat 10 racaived Fasting decrease in HbAle to Wask (76.7%) mbjacts in the
1842 randomisad | screensd; 162 | naive and treated period, 26 | Ulday and licaghatid= 1.8 plazma 26 in the datemir eroup detemir eroupand 539 121
hodula 3, . open randomissd to | with matformin as wask adjusted bwv meperdavand | glucoss comparadwith comtrol. The | {76.1%0) in thecontrol.
Saction label, tero detemnir; 161 | monotharapefor=3 | treatrnant SMPG matformmin (FPG) LS mean (3E) chanes was - Increased sanmn lipass was
5351 arm, to control; monthsprior to period >1500 mgpar T-point 0.51{0.07)% for datemirand | reported asa TEAEin 18
parallzl and 498 were | scresning ata All subjects daw SMPG 002007 % forcontrol, LS | {11%0) subjects in the datamir
202 cantresn | prouptrial | included in stabla dosa of (26 waak raceived profilas mean {95% CT) diffarencs - eroup comparad with six
9 countrias: with an thanon- =1500 meg'davor extansion liraglntid= 1.8 Mo blinding, all | Bodwy weight | 0.52{-068t0 -036) %, p ({3.8%) in the control. Thara
Beleium (2), | additional | randomissd meatformin (=1500 raportad meperdavand | trestmentswers | Waistand hip | =<0.0001(Tabl=7.1.1.1.5). wara no deaths reportad
Canada (7). opan-labsl, | group. 144 mg/dav) and a separately) | metformin open labal as circumfarance | The repeatsd measurss during the main pariod ofthe
France {19), non- (BE.O%) sulphonslurea(lass =1500 mgpar blinded treatto- | {and derived | ANOVAazstimateda mean trial. There wara14 SAEs
Grarmany randomised | subjectsinthe | than oregqualto bz day targst waist to hip (95%0 CT) treatment raported innine {3.5%0)
(37), Italx arm detamir of the maximmm administration | ratio) diffarence of -0.43 () 55t0 - | subjectsin thes dstamirgroup
(1R), tha Carrving group, 127 approvad dosa Subjacts ware of insulin Bata-call 0.31)p=0.0001 at Waal 12 and eleven in aight {5.0%0) in
Matherlands subjects (78.9%)in accordingto local randomisad 1:1 | detemir placsbo | function: and -0.49(-0.62 to -0.36)p the control. Four{2.53%)
(16), Spain who tha control label), both ata using IV WES was not feasibls | fasting <0.0001 at Waak 26, At subjects in the dstamir sroup
(14),tha UK | achisvad and 470 stabla dosa for=3 imsulin; Weelk 26 the propotion and six {3.8%) in the control
(31) and ths targst (54.4%] in months prior to fasting C- achisving HbAle =7%0was discontimzd dus to AEs.
Us{37) glvcasmic | thenon- SCreening. peptida; 71 {44 4%%) in the dstemir Pancreas relatad AF s wars
control randomized | HbAle7.0-10.0 fasting pro- eroup and 30{20.1%0) inthe | reported in 18{11%) subjects
Wlarch 2009 aftar the completd inclusive for insulin {and control, OR.(95% CT) 3.75 in the detamir proup and
to April 2010 | mn-in Inths subjects on derived pro- (2.19to 6.45), p <0.0001; twalva (7.5%)in the control.
period. randomisad | metformin insulinto C- | and the proportionachisving | Therswas on= report of
population menotharapy, peptida ratio) | HbAle <6 5% was31 chronic pancreatitis in the
thars wars HbAlc7.0-85% Fasting lipid (19 .4%5) in thedetemir proup | control eroup. Mineor
177(54.8%) | inclusivefor profile: total | and 11 {7.4%)in the contrel, | hypoglveasmic avents wara
malas, 146 subjects on cholastarol; OFR.(95% CI) 3.32(L.58 to reportad in 15{9.2%)
(45.2%) meatforminin HDL-C; 7.00), p=0.0018. subjects in the detamir sroup
femalas,age | combinationwitha LDL-C; and two {1.3%)in the
range 31 to ¥ VLDL-C, control. The lavel of
79 vaars. Age 18 to 80 vears, TG; and FFA antibodias to datamirwas
i inelusiva SEP and DEP mezan 1.59%E/T at Waak J

and 2.20 3eB/T at Waek 26,
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Table 7: Trial Flow Chart - Randomised Subjects

Flow Chast for
Randomised subjects 4 .11, 22, 3,0,
5,67 500,11 18, 14,18 17,18 TR 3,27 n,5
Viskt musmber Tekephonecontaci | 1 |30 | 3 lut|w | @ | o | @ |i¢| @ || @ |w| @ |wl @ |w| @ | o | u
rng mdsmnham | Wemnl2]a] o [ras|a]ser e |emu o[BS w|nu|a]|Ge] 2]
Vs window days) N ot | a3 al || a3 |ad | a3 |3 | a3 | a3 | a3 |as5| a3 |a3 | a3 | a5 | a3
End
Vit type or trial peried Screen | Runim | Rand Mammesance Exaensicn Ry F"'_;'
ment
| SURJECT RELATED INFOVASSESSMENTS
Informed comvent'” X X X
In exclusion crvreria X X
Rasdemi:anion criterta X
Withdranal criteina X B X [x] = [x] X x| % | x x x| x | x] %
Demegraphs X
Diabete: history X
Concomitant e Sedical x
| hittery
Concomitant medication X 1R | x |x| x x|l = x| x I X x| x x| x [ x| x
' X
Arend st facning’ X[ x[x X X X X X | X
Sulphos huses divc sntianation X
Curvent dishetes treatment X
End of wial’ & | X
EFFICACY
Hb AL, X X X X X X X
| Fasting Plasma Glacose’ X|x = X X X X X
F-ﬁthh{ﬂﬂud X X X X
. point profile’ X X X X x X
Fasting SMPG meararements® X x| x |[=] X |x] x [x X X| x | x| x | x
Lipide’ X X X X
Bodv weight X XX X X X X X X X X
Wanst and hip care amierence X X X X X X
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Flow Chart for
Randomised subjects .20, L

567 %08 11 151418 17,18 L BT | B1I7 3.2
Vitst mumber Telephooe comtact 1 gl e W ¢ B 1¥] B Wy ® O (w W w ®u M
et kel et 1 Bl B ) B B S I R D NS B I B P EIE
Vit windew (deye) = |3 8 |8 @ |8 8 |8|83 |[8| 8 || 8 |8| 8 |« | &
Systollc sud destolic beed X x| x x X X X X X X X
prestaie
SAFETY
Y —— x| X x| X IX]| X [xX] X x| X | X X X] X | xX] % X | X
Liraglutide sntfodies x X X X | x
Tnvulin detemis sntibodies” x X X | X
Brochemistry X X X X X X X
Haematolog: X X X X X X X
Urinalvin X 3 X X
Pregrancy it X |m™|m™ ™ ™™ ® |m ® [ml®low]| ® |[x]| © || © | x
ECGH X X X :
Phvuical ¢xamination X X X X
Hypeghvesrmic eplsodes x| x %l x x| = [x]| X x| X | X X x| x [ x| x X | x
Pube x x| = X x X X X x X X
Inteatification of meatment x
with inulin desemir!’
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Table 9: Summary of Subject Demographics and Characteristics - All Exposed Subjects

Lira 1.8 Detemic + All Randomised |Non-randomised Early WD All
Lira 1.8 Lira 1.8 Liza 1.8
ALl sxposed subjects 1L 1€2 L] 492 1€€ 27
Age (years)
| 141 162 323 4s8 166 7
Hean (5D) £7.3 | §.8) 6.8 | %.4) £7.0 { ¥.6) 56.5 | %.7) 58.7 (19.8) £7.1 | %.9)
Hedian 58.0 57.0 57.0 57.0 &0.0 58.40
Min : Max 33.0 ; 79.0 1.0 : 77.0 31.0 : 7%.0 18.0-: B0.0 20.0 & 80.0 18.0 ; 80.0
Sex, B (%)
] 161 (| 100) 162 { 190) 323 (1900 488 ( 100 166 ( 190 87 ( 190}
Hale 2% (55.3) B8 (54.3) 177 (54.89) 282 156.€) 1 (54.8) E50 (55.7)
Female TZ (44.7) T4 [45.7) Lé& (45.2) =16 (43.4) TS [45:.2) 437 (44.3)
Race, B (%)
] 161 ( 109) 162 { 100) 323 { 108) 458 (| 100) 1&& | 1o%) 587 ( L0D)
Fhite 141 (07.6) 144 (82.5) 205 (84.2) 470 (B4.4) 146 (08.0) 801 (51.3)
Black or African 17 (10.€) 2| 4.5 235 {1 7.7) 1% | 3.8) 11 | €.€) 85 | 5.6)
American
Asian il 0.6 4 { 2.5) S (1.5 £ (1.0 4 ( 2.4) id | L.4)
kaszican Indian of @ { 0.0) 1 { 0.6 1 (0.3 ¢ | 0.00 0 ( 0.0) 11 0.1)
Alaska Mative
Hative Hawaitam or @ { 0.9) 1 { 0.8 1L 1(90.5%) o ( 0.0} 0 ( 0.0) 1 { 0.1)
Other Pacific Islandsr
Othez z {1.2) 4 | 2.5) € | 1.5) 4 | G.8) 5 i 3m 158 { 1.5)
Echnicity, N (%)
] 161 { 108) 162 1040) 323 | 100) 458 | 106d) 166 { 100) §87 [ 1009
Hispapic or Latino 25 (14.5) i (13.8) 47 (14.8) 40 ( 5.4} 8 (l€.5) 123 {12.%)
Bot Eispanic or Lasins 136 i84.5) 140 (BE.4) 27€ (85.4) 450 (%0. 4 138 (83.1) géd (87.5)
Beighs (m)
K 161 162 323 458 LEE 27
Mean (5D) 1.70 (0.10) 1.€% [0.11) L.6% (0.10) 1.70 10.10) 1.68 (0.10) 1.6% (0.10)
Median 1.70 1.68 1.70 1.70 1.70 1.70
Min ;: Hax 1.47 ; 1.%1 1.30 : 1.% 1.38 ; 1.%6 1.45 7 2.06 1.47 ¢ 1.52 1.38 & 2.08
+ #EDIeCTS Aalso Iece metformin

Early Wi: Withdrawvals before randomisation visit (visit 4b)
¥: Muskber of subjects, N: Percentage of exposed subjects, BEMI: body mass index, 5D: standard deviation
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Table 9: Summary of Subject Demographics and Characteristics - All Exposed Subjects continued

Lirs 1.8 Decamir + All Randomissd Non-randomised Early WD All
Lira 1.8 Lira 1.8 Lira 1.8
Weight (kg)
] 1€l 162 3213 452 16é -
Hean (35D} 4.6 (21.3) $9.5 (21.2) #8.1 (21.2) 8.0 (20.8) 0.2 (18.5) 7.5 (20.8)
Median BE. € §7.0 §E.7 9€.2 B7.€ 84,6
Min ; Max 1.8 ; 177.2 50.8 ; 201.0 50.8 » 201.0 0.0 » 20&.0 33.2 ; 153.% 0.0 » 204.8
BMI (kg/m~ZI)
N 1§l 162 323 420 i€€ -1
Mean (5D} 33.9% | €.0) 4.9 | §.3) 54.4 [ €.2) 4.4 | £.7) 1.8 | E.D) 34.0 | E.5)
Hedian 33.0 33.% 53,2 33.4 0.6 33.0
Min : Hax 2d.4 ¢ 0.6 2.8 ¢ b2 ad.8 § 0.6 20.¢ TE.9 18.7 : M.2 15.7 5.9
Duratisn of dilabetes (years)
N £l l1€2 323 438 i€ -1
Mean (3D} 8.5 [ E.0) 8.6 ( 5.8) B.S ( &5.8§) €6 [ 5.7) B.4 | €.4) T8 | 5.%)
Hedian T.5 7.7 T.7 5.4 .5 .4
Hin : Max 0.4 ¢ 3.5 0.4 : 3.5 .4 2 30.5 0.3 : 47.3 0.3 » 33.2 0.3 : 47.3
Frevigcus anti-diabetic
treatment, N (W)
-] 1€l ( 10%) 162 ( 100 323 ( 100) 488 { L0 16€ ( 100) §87 ( 100}
Metformin 8L (50.3) Bl (50.0) 182 (50.2) 3l (74.5) 87 (58.4) 630 [€3.8)
Merformin/Sulphonylurea 80 (49.7) 81 (34.9) 1€1 (4%.8) 127 125.5) €% (41.6) 357 138.2)

Combination

All subijects alss received metiormin
Early wWi: Withdrawals before randomisaticon visit (visit 4b)
H: Nombar of scbijects, %: Percencage of sxpossd subijscts, BMI: body mass indax, 5D: standard deviaticn
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Table 10: Summary of Run-in Efficacy Parameters - All Exposed Subjects

Lira 1.8 Detemic - All Randssmised Hoa-randsalssd Larly WD ALl
Lira 1.8 Liza 1.8 Lira 1.8
All sxposed subjscts 1€l 1é3 323 458 LEd L1
Heklic (W)
" 16l 3 23 458 14% pod
Mean (30 8.3 1 0.0 B2 { 0.7) 8.3 [ 0.8) 7.7 { 0.7) .0 [ 0.9} T-8 [ 0.8)
Madian 8.1 0.1 8.1 7.4 7.% 7.8
Min ; Max é.1 5 11.2 €.7 ; 10.8% .1 11,2 €. 1 10,2 €. ; 10.1 .1 y 11.2
re immoliL)
| 153 &2 320 L1 1€5 7
Hean (5D 9.3 | 2.5) 190.2 ( Z.4) 0.2 | 3.%) #.2 [ 1.8) ¥.5 [ 3.0) 5.€ | 2.1
!‘hﬂllﬁ l'}i-'? ii-T ﬁm! W *-'& .-:-
Hin : Hax 5.0 : 17.7 3.1 : 17.8 3.1 7 17.7 5.3 ; 14.8 4.4 2 M.5 3.1 2 .3
Waight (k3)
H 1El 1€2 23 %53 L1Ed 47
Hean (5D} $5.6 i21.%) 5.5 i21.3) §5.1 (21.2) §5.0 i20.8) $0.2 (18.5) 7.5 (20.9
Median FE.€ ¥7.9 Fa.7 Fi.2 7.8 F4.8
Mim ; Max £1.8 5 17%.2 £0.8 ; 20L.0 £0.8 ; 201.0 £0.0 r 204.8 £3.2 5 153.8 £0.0 ; 204.8
Wazst (cm)
H 180 12 23 &5d 188 224
Mean (50 11L.3 114.8) 113.3 (14.5) LIZ.3 [14.5) 11Z2.0 113,89 L0&.5 (13.1) 111.3 114.1)
Hedian 1098.9 111.1 110.8 110.2 104.0 106.7
Hin ; Max 75.8 1 lab.E T4.0 § LE7.0 4.0 1 187.% 86.9% ; 177.% 4.7 3 18L.5 .01 177.%
Hip iﬂh
169 162 Jid 452 165 920
Hean (5D) 100 14,9 115.2 (15.%) Lid.€& (14.0) 115.1 (14.9) 116.% (13.99 Lid.2 (14.6)
Median 12.7 113.1 112.8 113, 108.6 112.0
Mia ; Max BB ; 174.% 2.5 ¢ 2000 BS.B § 300,90 Bd.3 1 1%1.¢8 7.5 § 143.0 B4.3 § 300.9
Hazst-to-hip ratin
3 L&D 1£2 22 453 1£5 80
Mean (5D} 1.0 1 9.1 1.9 1 2.1) 1.0 1 9.1) L2 1 2.0 1.0 { 9.1) 1.0 [ 0.1}
Madian 1.0 1.0 1.0 1.0 1.0 1.0
Min ; Max b.k 1 1.3 g.2 x 1.3 g.8 L3 0.4 1 1l.2 8.7 ¢ Ll.2 b.&1 1.3
Fasting Insulin (pmal/L)
157 1%¢ L1 ] s81 - FId
Haan (3D) 113.0 (79.1) 127.0 (0R.5) 120.0 (80.0) 122.7 (82.9) 1l0.1 (85.9%) 119.7 (B82.4)
Madian 7.0 105, 162.0 108.0 2.0 142.¢
Min ; Max 7.0 318 7.0 403 7.0 r 403 T.0 ¢ €44 7.0 £Ld 7.0 & E44
KT subjecta also ceceived Beciormin
Early ¥D: Wizhdrawals before randomisatisn wisit (visit 4b)
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Table 10: Summary of Run-in Efficacy Parameters - All Exposed Subjects continued

Liza 1.8

[ete=ir +
Liza 1.4

All Bandomised

!‘u:;ng Pro-insulin (pmol/L)

Fasting C-peptide (mmol/L)
]

to C-peptide ratic

IC (mmolrsL)
E

LEL-; (=l sL)

{35.5)

;a2

{ 0.5)

-.: 5.1

184

-
iy

o ik b A
i

L= L]

e

& & @
e g

i =)

[4E.E)

273

{ G.8)

i0.04)
0.3

) 159.0)

i a2

{ €.2)

7 3l.2

{ 1.1)

;. B4

i 0.%)
r 5.4

(41.€)
¥ 27

-
o

- &)

2.03)
L 5

43.7)

{ O.%)
T 5.4

KIT subjects AlSc cecesved BETormin
Eazly WD: Withdrawals before randomisaticon visit (visit 4b)
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lion-randomiged Eazly WD All
Liza 1.8 Liza 1.8
40€ LéEd Fee
5.8 (J4.0) 3.2 (35.0) 1.4 137.4)
36.0 2E.0 20.0
1.0 3 28% 1.0 ¢ 198 1.0 » 289
482 €4 f 1t
1.2 | 0.8) L1 [ &;:8) 1.2 | 0:¥)
1.1 8 1.1
0.3 ¢ 4.0 0.9 ; 3.9 0.0 ¢ 4.0
475 143 45
0.03 [0.02) 2.93 (0.932) @.03 (0.02)
0.03 0.03 0.03
0.09 1 0.14 2.01 ¢ 0.14% .00 ; 0.01
473 160 #40
€3.7 i4€.1) 55.4 (51.%) €0.2 14€.4)
54.7 8.1 45.8
2.3 ¢ I 0.6 & 384 0.6 & 384
473 1EQ 840
7.1 1 5.5 6.4 ( 5.€) 7.2 1 5.§)
£.5 5.1 £.8
0.3 7 80.% .2 & #4.€ 0.2 7 50.%
4583 L1é4 717
4.5 | 1.0) £.7 (| 1.2) 4.8 | 1.1)
i.4 &€ 4.5
2.1 9.1 2.4 1 i2.1 .2 5y 12.1
453 1e4 717
2.5 | 0.9) 2.7 { 1.0) .6 { 0.9
8.2 &7 2.7 ; 8.3 531 8.0
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Table 10: Summary of Run-in Efficacy Parameters - All Exposed Subjects continued

Lira 1.8 Detemir + All Randomised |lon-randomised Early WD All
Lira 1.8 ira 1.8 Lira 1.8

ViDL-C {(mmol/L)

N 1€0 160 320 lés

Mean (5D) 0.9 ( 0.8 1.0 0.% ( 0.7) { 0.8 8 (0.6

Median 0.7 0.8 0.8 0.7 -7

Min ; Max 0.1 : €.5 0.1 ; 0.1 : £.5 2 0.2 7 «12 7.2
ADL-C (mmol/L)

] 160 160 32 Léq

Mean (3D) 1.1 1 0.3) 1.1 o 0.3) i 1.3 «4 ( 0.3)

Hedian 1.1 1.1 1.1 1.1 s |

Min : Max Q.47 2.2 0.5 ; ¢.4 17 2.3 H 0.5 I 47 2.6
Triglycerides (mmcl/L)

N 158 157 31s 1€1 5

Mean (3D) 2.3 | 2.1) 2.5 a4 2.0) i 2.0 2.2 [ 2.0)

Madian 1.7 2.0 1.9 1.7 1.8

Min ; Max 0.4 ; 15,7 0.6 : 0.4 15.7 : 0.6 0.4 ; 33.0
Free facty acids (mmol/L)

N 154 149 303 138

Msan (5D) 0.6 ( 2.2) 0.6 0.€ 2.3 i 0.6 0.6 { 0.2)

Median 0.6 0.6 0.6 0.8 0.6

Min ; Max 0.2 2 1.8 0.2 : 0.2 f H 0.2 : 0.1 ; 1.8
Diastolic BP (mmHg)

b 1€l 162 323 1€

Msan (5D) M.e | §.2) 80.1 80.4 §.8) { 20.2 £0.% | 9.5)

Median 80.0 80.3 80.0 80.0 0.0

Min ; Hax 4.0 : 1089 51.0 51.0 : 198 I 52.5 51.0 ; 119
Syatalic BP (=mHg)

R 161 162 323 166

Mean (3D) 138.7 (1&.M) 134.0 134.9 (l16.9) (15.3) 134.3 134.5% [15.7)

Madian 138.0 1358.0 135.0 132.% 133.58

Min ; HMax 87.5% & 154 74.5 74.5 @ 154 7.5 8.0 74.5 @ 154

KIT subjects alsc received mecfor=in

Early : Withdrawals before randomisation wvisit (visit
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Table 13: Tabular summary of Study NN304-1690

T

Studw Diasien M. Of Diagnosis + Durstion of | TastProduct BRafaranca Critaria for Rasults Adverse
-imvastigator subjects | criteria for Treatment | Dosass tharapv Dose avaluation (efficacy) Ezactions
-coordinating withage | incllexclusion Fagimen ragimean
cantra and s=x Foute of Fouts of
cantra{s) administation, | administmation
-reportn”® Formulation
Study Openlabel, | 146 Subjects who | 52 wasks Insulin datemir | Motapplicable | Insulin Theare was a slisht Thera wara 714 TEAE s reportadin 116
WR304-1690 | multicentrs. | subjects: | had administaradas datamir- inereasein HbAle {79.5%) subjacts in thecombinad
hodule =, singlzarm, | 37 aged | complsted3l a subcutansous insulin gspad | duringthe sxtension population incduding 178in 29 {78 4%%)
Section 32wzl Ito 3 waaks of injaction in the eross raacting | period forallthe ags subjects in the 2 to 3 vearags group, 383
5351 extansion wears, 39 | treatmentin thish onea or antibodias, eroups: mean (S0 in 30 {84 .7%) inthe 6 to 1 2vearand 153
trial of aged 6to | Study terica daily, insulin 0.1000. 77 % forthe2 | in 37 (74.0%) inthe 13to 16vear Thars

29 sitesin 11 | NMI04- 12 wears, | MN304-1689 doseadjustad datamir to 3 vear age group, werano daaths raported durine the study.
countriss: 1689 of S0 aged | {s==Tabls individuslly specific 0.27(1.08)%forthe 6 | There weare 17 SAEs raportad in 116
Bulgaria 2, insulin 13ta 16 | 1.3.2) aiming for FRG antibodias, to 12 wear, 0.11(1.607 | {79.5%) subjacts in thacombinad
Czech detamir Vears of 4t 7 insulin gspagt | %o forthe 13 to 16vear | population incuding fourin three (8.1%)
Eapublic 3, administars | 141 mmol/L spacific and .17 {1.22)% for | subjectsinthe to 3 vearags group, nins
Dienmark 2, d oncs or (96.6%) Insulin gspart. antibodias, tha total population. in six (10.2%) in thef to 12 wearand
Finland 4, twice dailv | complste administarad as HbAle FPG, | This translatestoa four in thres (6.0%0) in the 13 to 16 vear.
Franca 1, to childran | dthe subcutansous hypoglyveasmi | mean (95% CT) chanse | There wara no DAFEs. Thes wera 16074
Hungarv 2, and study injections in the cepisodas, of 0.10 (-0.16 to 0.36) | hypoglveasmic spisodes reportad in 145
Wlscadonial, | adolsscemts | All abdomen pre- BMI, waight, | % forthe2 to 3 year {99 3%) subjects in thacombinad
Poland 4, dissnosad | subjects prandial twoto AEs, diabsatic | ageeroup, 0.27(-0.01 | population incuding 4028 in 37 {100%¢)
Fussian with TIDM | includad four timas a katoacidosis, | to0.33) % forthe6to | subjectsinthel to 3 wearags group,
Fadaration 4, in the day, in laboratory 12 wear, 0.10(-0.Mto | 7438 in 39 {100%)in the 6 to 12 vearand
Turkev4, UK anslvsis conneaction with safaty 0.56) % forthe 1310 4608 in49 (98 0%) inthe 13to0 16vear.
1 7 main meals paramaters, 16 vearand 0.17(- Severa hypoelveasmic episodas wars

(32.7%) vital sigms 0.03 10 0.37) % forthe | reported intwo (3 4%) subjects in the 2
Febrmary famales, total population. Of to 3 vearags group, two (3.4%) inthe 6
2008 to 69 the total population. 15 | to 12 vear and tero {4 .0%0)in the 13to0 16
Septamber (47.3%) (10.3%0) ware within wvaar. Savers nochwnal hypoglweasmmic
2005 malas, tha targat rangs for apisodes ware raportedin onasubjact in

ags pre-prandisl PG of >4 | sachags sroup.

ranga 3.1 mmelL and<7

to 17.9 mmolL. Mean FPG

vaars also inereasad slightly

during the trial.
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Table 14: Tabular summary of Study NN304-1689

Study Dasign M. Of Diarnosis +criteriafor Duration of | TastProduct Eafarancs Criteria for evaluation | Easults Adversa
-investisator subjacts incl'exclusion Treatmsnt | Dosags therapv Dosa (efficacy) Feactions
-goordinating with ags Fagimsn ragimen
cantra and sax Fouts of Fouts of
cantra(s) administration, administratio
-raportn” Formulation n
Study Nhalti- 347 Bov orgirl diagnosed with | 52 waaks Insulin detamir Human Efficacy: MNon-inferioritywas 537 TEAEs wara
MNMN304-1689 | national childran tvpa 1 disbatas (Levemir®), 100 | isophaps HbAle, and oftrial demonstratad for thaPP | reported in 132(74.6%)
Modula 5, mmulti- and Aga: 2-16 yearsat UWmL, 3ml insulin (NPH) | FPG, end of trial population (teatmant subjects in the datamir
Part?, Sactiom amtra, adolescants | randomisation Panfill® (Insulatad®), | SMPG, and of trial diffarance (0.12% {- eroupand 5534 in 135
5351 open-labal, | 2-16 vears | Diagnosed withtvpal cartrides, Movo 1001 mL. 3 | 9-point SMPG profile, | 0.12% 10 0.36%)andtha | {79.4%¢) subjacts in tha
i (ID=at: 177; | disbates =12 months prior Mordisk A'S mL Penfill® end of trial ITT population MPH. Inthe2to 5 vear
V Patarkovs 1:1, two- MPH: 170Y; | toinclusion cartrides, MNP, and of trial {treatmant diffarance age group 121 TEAE:
and MK 5 armed Young Insulin detemir naive {all Tha basal insulin | Nowvo Nordisk 0.13 (-0.12;,0.37) forthe | werereportedin 29
Thalangz parallal children 2- | other insplins and insulin was administerad | ASS Safaty: AFs total study population (69.0%0) subjacts in the
group trial | 3 vears ragimens ars allewad) with a NovoPa® Physical examination Inthe2 to 5 vearags detamir group and 160
Sponsorad comparing | (IDat:-42; Total daily dose of insulin Tunior Graen Body weight, Bl and | group there weresimiler | 31 {77.5%g) subjectsin
and insulin MNEH: 40); | =2 Uke 3D score (z-scom)for | values of mean HbAl: | the NPH.
coordinatad detemir and | Children 6- | MaximumEMI according Bolus insulin: waight in the two treatment Hypoglveasmic avents
by MNovo NFH 12 wears to balow table Insulin gspart. Vital sigms groups throughout the vwara lass frequant in the
Mordisk insulin at: 79, HbAlc<=11% 100 WmL, 3 mL Fundoscopsfundusphe | study. Thers wasno detamir group. The rate
3icentrasin | administars | NPH: Fartils girls {girls who have Penfill® toeraphy diffarance betweantha of nocturnal
11 countries: | doncsor B8); had their firstmen straal cartrides, Movo Injection pain treatmeant groups in FPG | hypoglveasmic svents o
Bulgaria {3), | twicedaily | Adolsscent | period) must use adsquats Mordisk A/S assas et atend of studw. Ths tha detamir sroupwas
Czach (according | s13-16 contracaption if tharais ame Thabeolus insulin Diabatic ketoacidosis modal astimatas of half that of the NPH
Ezpublic (3], | totheir vears risk of pregnancy in the was administarad raguiring within subjact 16 SAEs wars reportad
Denmark (), | pratrial (IDet: 56; opinion ofthe investicater. with a NovoPa® hospitalization variability in SMPG in 14 {7.9%) subjacts in
Finland (3], ragimen)to | NPH: Ability and willingnass to Junior Yallow: ¥ voaarm wara preater for the tha datemir roup and 24
Franca (2), children 42) perform PG profilasusinga apisodas NPH insulin group than | in 20 {11.8%) subjeck n
Hungarv (1), | and 180 blood glucoss matar at Bandomised 1:1 Laboratorytasts the insulin datemir tha NPH. Thers werno
Macadonia adolascants | {51.9%0) home as evidsncadbv a to traatrment (including insulin eroup. Therawasno deaths reportad The
(1), Poland (2-16 malas, 167 | complate 9-point SMPG EToup using antibodissand diffarance betweantha exprassion ofinsmlin
(4], Bussian VEars ) (48.1%) profils obtainad overa IV/WES pragnancytast) treatment groups in 9- aspart spacific, cross-
Fadaration diagnosad famalas single 24-hour period Steatifad bvags Haight point SMPG profils at reacting and datamir
(4}, Turksw with typa 1 duringthe screeming pedod group: ags 2-3 Pubartal status 26 waaks or 32 wasks, specific antibodias was
{4) and the diabatas. wears and £-16 Insulin dosas Therawas nosignificant | higher in the insulin
UK {4) Vears diffarance in NP detamir group
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Table 18: Tabular summary of Study NN304-1687

to-0.12) mmel.p=
0.017.

Study Dasisn Nr. Of subjects | Diagnosis +eriteria | Duration of | TestProduct Rafarancs Critaria for Basults Adversa

-investigator with age and for ingl/sxclusion Trzatmeant | Dosags tharapy Dosa avaluation (afficacy) Faactions

-coordinatine 58% Basimen regimen

cantra Fouts of Fouts of

cantra{s) administmtion, | administmtion

-reportn” Formulation

Study hulticent | 600 subjects Famals agad =18 Baforeand | Inmsulin dstemir | NFH insulin Efficacy: Insulin datemir was Thera ware 630 TEAEs

MWMN304-1687 | re,open | screemed 470 VEaTs during 100 U/mlL, 3 100 U/mL, 3 HbAlc notinferiorto insulin | reported in 138 (90.8%)

hloduls 5, labal, randomisad: T1DM treated with | pregnancy | mL cartrides ml cartridgs. Fazponsa WPH. Themsan (3SE) | subjsctsin tha datamic

Section randomis | 233 to detemir | insulinforatleast forupto 23 | administarad administarad catesorizs: HbAle | HbAlcat GW36 for group {and 678 in 141

5351 ad, and 237 to NFH | 12 monthsbafore months usinga usinga =6.0%at GW2I4 tha PP populationwas | (89.2%) inthaNFH. In tha
paralla] 263 subjects randomisation HNovoPean MHovoPan and GW36 6.22 (0,069 %0 for neonatal population, thars

T9sitesin 17 | sroup complatad: 127 | The subjectwas E-point SMPG datamirand 6 37 wars 121 TEAEs raportad

countrizs afficacy | (83.6%) inthe zithar All subjects also FPG (0.067) % for NFH, in 36 (36.8%) subjectsin
and detamir sroup Flanning to bacoms recaived insulin mean (93% CT) tha detemir groupand 152

Wlay 2007 to safaty and 136 pragnant in the aspartas bolus Safaty differanca-0.15(-034 | in 35 (34 .8%) in tha NFH.

Anpust2010 | studyto (84 53%)inths | immeadists futue insulin Hypoglyeasmic to 0.04) %, Forths Therz ware no matarnal
compars | NFH and willing to zpisodas FAS the mean (3E) deaths. Ther werathras
datamir Thara wara 152 | undartaks Insulin dose MMods of delivery | HbAlcatGW36 was | perinatal deaths: two in the
with (63.2%) pragmancy was adjustad in AFsand 6.27 (0.053) % for datamir groupand onein
MNFH subjacts in tha counszllinzanda order to achisva laboratory datemirand 6 33 tha NFH; and two sarly
insulin, FAS prenant screening HbAle preprandisl PG parametars during | {0.032)% for NFH, praenancylossss: onsin
in Eroup sxposad =9 0% or intherang=4.0 DIeEnancy mean {23% CT) sach group. Thers wara 94
conmbina | to detemirand | Pregmantwithan to 6.0 mmolT, Insulin antibodies | differenca-006(-02]1 | SAEs raportad in 61
tipn with | 138 (66.7%) intrauterine and 2 hour Diiabetic to 0,087 %o (40.1%) maternal subjects
insulin axposadto singlaton livine postprandial complications HbAlc<6%at GW24 | inthe dstamir sroup and
aspartas | NPH;and 127 fostus, GW=8-12 glucosa<7.0 Birth waight and GW36 was 76 in 49 (31.(8¢)in tha
bolus (342%)inths | atrandomisation mmolL Pramaturity achisved bw 37 WFH . Inthsnzonatal
insulin, PP populaticn confirmadbyan Perinatal mortality | (41.3%) subjactsinthe | population, thereware 51
in the axposadto ultra sound secan Meaonatal detamir eroupand46 | SAEs reported in 16
treatment | detemirand 137 | gpdan HbhAlc mortality (31.5%) in tha NFH. (23.7%) subjacts in the
of (37.8%) =8 0% at Insulin antibodies | Atthe GW3I6 visit datamir groupand 33 in 32
praenant | exposadte NPH | confimationof incord blood mean (SE) FPGwas (20.3%) in thaNFH. DAE
WoImen All subjacts praemancy Pressncs of 4. 76 (0200 mmmelL occurradin 13 {8.6%)
with vwars farnals and Wwillingness to take detamir in cord in the datamir group subjacts in the detamir
T1DML the agsrangs folic acid befor= bloed and 5.41 (0.187) sroup and six {3.8%) in ths

was 20to 43 Pf:_lm{:}rmd PJ;ELELL inthe HPH: MWFH.
Years during tha first mean {93% CT)
trirnestar differancs-094(-119
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Table 26: Treatment Emergent Adverse Events Occurring in >10% of Subjects (SOC and Preferred Terms) - Full Analysis Set

Detomlr Liraglutide Liraglutide Liraglutide Detemlir -
Alona Titration Alona Maintenance Liraglutide Day 37
{Day 1) {Day 2-21) (Day 22) (Day 23-3%) (Day &) and after Total
B (% ® RN E N (V) E N (%] E N (V) B W (N B W (N ]
Advarse Eventa 14 (42.4) 16 21 (3.6} 237 17 (51.5) 20 & [18.2) 120 13 (3%.4) 13 11 (33.3) 11 3232 i57.0) 107
Blood and lymphatic -] o & o 0 o6 0 0 0 [/ 4 (12.3) & 4 12.1) &
syotom disorders
Anaamia o [+] e o -] L] 1] o o a 2 (&.1) 2 2 (€.1) 2
Iron deficiency v} [+] o [+] -] 1] [+] G o a 2 (6.1) 2 2 (6.1} 2
anaemia
Gastrointestinal ] o 11 (33.3) 1% 3 (9.1) 3 4 (12.1) 8 1 (3.0) 1 1 (3.0) 1 16 (48.5) 29
disordare
Abdominal ] 0 1 (3.0) 1 2 (€.1) 2 1 (3.0) 1 0 ] ] 0 4 (12.1) 4
discomfort
Dlarrhoea e} [} 4 (12.1) 4 -} L] 3 (9.1) 3 o -] 1 (3.8} 1 8 (24.2) L]
Hauraa [+ ] o & (18.2]) & Q L] 3 (9.1) 3 1] a o o 8 1324.2} ¥
Ganeral disorders 0 0 5 [15.2) 7 1 i3.9) H o a 2 (€.1) F [ 0 8 (24.2) 10
and administration
site conditions
Investigations o o 4 (12.1) ' o o 0 o 0 o o 0 4 (12.1) 4
Welght decreased a [+ 4 (13.1) L] a L] [+] 1] 1] -] [+] ] 4 (12.1) 4
Infoctions and o 1] ) (%.1) 3 Q L] 1] 1} 1] o 2 (€.1) a 4 (12.1}) 5
infestations
mMusculoskaletal and 3 (9.1) 3 o [:] 3 (9.1) 3 o o 2 (6.1) 2 2 (&.1) 2 T (21.2) 1o
connective tissue
disordoars
Hervous system 11 (33.3) 11 1 [9.1) 3 16 i{30.3) 10 [+] a 7T (al.3) T [+ 0 17 (81.5) 11
disordoers
Haadache 10 (30.3) 10 2 [6.1) 4 § (27.3) 9 1] o 7T (21.2) T o 0 14 (42.4) 28

The Classification of an AE Into Day 1, Day 2-21, Day 22, Day =23-35, Day
after is based on the onset date of the AE.

N: Wumber of subjects with adverse events.

%: Proportion of subjects in analysis set having adverse event.

§: immbar of adverse ovents.

36 of Day 37 and
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Table 25: Treatment Emergent Adverse Events (TEAE) with an Incidence = 5% of Subjects in Any Treatment group by System Organ Class and Preferred
Term - Safety Analysis Set

Liza 1.8 Detamir + Liza 1.2 Son-randomised Liza 1.8 intensified '.’n-:l.g Withdrawals
5 %) E u Ly E = % E ¥ i ; %
Safery Analysis Set 15% 18] 4RE = | Lé¢
Inzensified 17 T a4
All Adverse Evencs 114 (78.0) 71& 132 (81.0) 84S £33 (B84.0)238% 14 (8. M 22 (73.%) 383
Gastraiztestinal Arsordecs T (6.5 L8 TY (47.2) 202 241 (d8.3) £5& 3 (12.5) H & (5%.0p 212
Diarzhosa af (16.4) 2% 2% (17.8) 42 T4 (14.8) 108 1 (4.2) i 21 [123.7) 25
Nazsea IT 123,37 81 30 (10.4) 40 13 (27.0) 104 1 i4.1) i € (3%.8) T1
Veoaiting 1% (i1.%) 21 17 (18.4) 34 55 (10.0) 11% al {12.7) 2%
Dyspapsla § {5.0) 11 16 (€.1) 11 d2 (f.4) 5S4 33 (1%.%) A2
Comacipatian 11 (6.9 11 B (4.5 Lo 28 (5.0) 20 Il (6.& 11
Abdominal Faizn 3 (5.9 1 £ 13.7) 7 4 2.8 17 5§ (3.0) | :
Infections and infeatacicns T4 (d€.%) L40 T2 (4d4.2) 183 158 (35.3) 182 4 (1€.7) L g jd.8) LO
Nasopharyngicis 4 (25.2) 7 33 (20.2) 45 T2 (14.4) ¥ (12.5) : | 2 11.2) 2
Upper Respliratory Troact Infection § (5.7) 14 1% (e8.0) 13 21 (4.2) 24
Harvous systam discrdecs M 239 ™ 3% (21.%) M I3 [24.8) 241 2 (8.3 1 2l [(12.7 M
Headache 23 (14.5) 4l 21 (12.5) 54 T3 (14.8) 144 2 (8.3 2 11 (7.8) 22
Investigations M oizl.4 % 42 (23.0) &4 9% (31.9) 143 & 118.7) 4 14 (9.4 18
Lipass Increassd 1€ (16.1) 19 2¢ (1€.0) 27 5% (1L.0) &0 § (1E.7) 4 € [(3.4) 7
Geoeral disscders and admicistration 11 (13.8) 3% 31 (1%.0) &2 81 (1€.2) lia 1 (4.2) H 25 [15.1) M
site conditicns
Fatigus ¥ 15.7) 14 132 (7.4} 13 1% 3.0) 1% & 13.8) 3
Mosculcabeletal and coanective Tissue 1 (20.8) 47 27 (1€.8) %53 115 (23.0) 12 3 (12.5) 3 § 15.4) 11
discrdeca
Back Fainm 19 (6.3 19 & (2.5 & af (3.2) 30 1 i4.2) 1 4 [2.4] |
Respiratory, shoracic and mediastizal 4 (15.1) W 2€ (1€.0) M €% (13.4y 82 4 i2.4) 4
disorders
Cropbaryngeal Faln % 1€.3 11 5 131 5 17 i3.4) 1% 2 1.3} 2
Mavaboliss and mucrition disorders 17 (10.7) 1% 1% (1L.7) 20 &6 (13.2) M 1 (4.2) 1 1% (11.4) LS
Decreased Appetite $ 5.7 ¥ 1} 8.0y 13 5¢ (1¢.0) S 17 (1.2} 7

AIT uBi4cta Al recelvel meclccmin

AEs of inzensified subjects are tabulated 1o initvial creatmentc group if the AE occur before intemsificacion. If the AR
increase im severity after intepsification it will be tabulated im both treatment groups

B: Busber of subjects with adverse event

§: Fropoction of subIeCTs 10 ADALYSLS 86T having adverse event

E: Nomkhgr of adverss aveats
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Table 28: Common Treatment-emergent AEs (25%) by SOC and Preferred Term, during Pregnancy, Mother, Safety Pregnant

Syatem Organ Class - Freferred Term

All subjects
Exposurs (yr)

Events

Infections and infestations
Hasopharyngitia
Urinary tract infection
Gastroenteritis
Dpper respiratory tract infection
Influencza

Pragnancy, pusrperium and perinatal conditlions
Pre-sclampaia
Threatanesd labour
Folyhydramnios
Abortion Spontanecus
Cervical incompetsncs
Abortion missed
Abortion incomplete
Blighted owvum

Hervous system disorders
Headachs

Gastrointestinal discrdsra
Diarchosa

Abdominal pain
Abdominal pain upper

Vomitin
Toothac

Blood and lysphatic system disorders
Anaemia

Eye discordera
DMabetic retinopathy

Respiratocry, thoracic and mediastinal discrders
Oropharyngeal pain

Decemir Hi]
N (%) E K - N %) E "
152 158
B2.4 BE.D
138 ( 20.8) €50 768.9 141 ( 02,2} €78 785.9
BE ( 57.9) 166 201.5 86 | S4.4) 156 180.8
40 { 26.3) (1] T1.7 40 { 25.3) 51 58.1
15 [ %.9) 16 19.4 @ 5.T) 10 11.6
13 [ 8.86) 13 15.8 8 ( 5.1) 10 11.6&
& | 1.9 7 6.5 11 ( 7.0) 14  16.2
3 { Z.0) 3 3.6 13 { B.2) 13 15.1
€3 ( 41.4) 87 105.6€ | 6.2 1086 122.9
i ( 10.5) ié 1%.4 11 { 7.0) 11 12.
51 3.3 5 6.1 190 | 6.3) 13 15.1
51 33 5 é.1 g I 5.1) B 8.3
8 5.3 8 8.7 4 | 2.5) 4 4.6
21 1.3 2 2.4 2 1 1.3) 2 2
L { 0.7) 1 1.2 2 1 1.3 2 2
LI o7 i 1.2
1 { 0.6) 1 1.2
47 ( 30.%) @1 110.% 38 ( 24.1) a4  10%.0
37T ( 24.3) T7 93.5 2 { 20.3) 1% 8l.€
1 ( 3. €) 8z 111.7 4€ | 29.1) B0 82.7
i8 ( 11.8) 23 27.9 B0 5.1) 10 1.6
8 (1 5.3) 1] 8.7 10 1 6.3 LI 13.%
g0 5.9 10 12.1 & { 3.8) 8 8.3
i 53 9 10.% T 1 4.49) B 9.3
5 ( 3.3 7 B.5 8 | 5.1) b 10.4
23 ([ 15.1) =4 3.1 21 1 133 r 4 25.5
20 ( 13.2) 21 3.3 17T ( 10.8) 17 19.7
19 ( 12.%) 22 =8.7 17 { 10.8) 23 26.7
51 3.3 5 6.1 81 5.1) 10 fl.6
13 { 8.8 10 21.8 18 { 11.4) 21 24.3
B[ 5.% 100 12.1 10 1 6.3 11 12.

H: Husber of subjecta; b Percentage of subjecta; E: Humber of svents; R: Rate - Humber of events
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Table 28: Common Adverse Events (Occurring in 24 Children in Any Treatment Group) by System Organ Class and Preferred Term, Child, Safety
Pregnant
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Table 40: Treatment Emergent Adverse Event Leading to Discontinuation by System Organ Class - Safety Analysis Set

Lira 1.8 Detemir + Non-randcomised Intensified Early Withdrawals
Lira 1.8 Lira 1.8
N (%) E N (%) E N (%) E N (%) E N (%) E
Safety Analysis Set 15% 163 485 214 186
Intensified 17 7 24
All Adverse Events 5 (5.7) 3 7 (4.3) 8 19 (3.8) Z5 91 (54.8) 193
Investigations 3 (1.9) 5 2 2 9 (1.8) 11 3 (1.8) 3
Lipase Increased 3 (1.9) 2 1 4 8 (1.6) |
Pancreatic Enzymes Increased L I
Blood Alkaline Phosphatase Increased ! (0.6) 1
Blood Amylase Incresased 1 (0.6) 1 2 (0.4) 2
Blood Calcitonin Increased 1 (0.2) 1
Renal Function Test Abnormal 1 (D.8) 1
Weight Decreased 2 (1.2) 2
Gastrointestinal disorders 3 (1.5) 4 E (D.8) ] 5 [(1.0) ] 76 (45.8) 125
Abdominal Pain 1 (0.86) 1 1 (0.€) il 4 (2.4) -
Diarrhoea 1 (0.8§) E 2 (0.4) 2 11 (6.6) b Il §
Abdominal Discomfort 3 (2.9) 5
Abdominal Distension 1 (0.8) 1 4 (2.4) 4
Abdominal Pain Upper 1 (0.2) 1 5 (3.0) 5
Change Of Bowel Habit 1 (0.6) i
Constipation 4 (2.4) <
Dyspepsia 4 (z2.49) 4
ructation 2 (1:2) 2
Flatulesnce 1 [0.2) 1 - (1.2) 2
Gastritis 1 (D.86) 1
Gastrointestinal Disorder 1 0.6) 1
Gastroossophageal Reflux Disgsase 3 (1.8) 3
Nausea 1 (8.2) 1 49 (29.5) 49
Pancreatitis 1 (0.2 1
Pancreatitis Acute 1 (0.6) 1 1 (0.86) i
Pancreatitis Chronic 1 (0.8) 1
Vomiting 28 (16.9) 28
Necplasms benign, malignant and 1 (0.8) 1 1 (0.8) : 2 (0.4) 2 1 (0.8) 1
unspecified (incl cysts and polyps)
Breast Cancer 1 (0.6) 1
Gastric Cancer 1. j0.2) 1
Metastases To Central Nervous System 1 (0.6) 1
Renal Cancer 1. [0.2) 1
Thyvroid Cancer 1 (0.8) 1
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Table 40: Treatment Emergent Adverse Event Leading to Discontinuation by System Organ Class - Safety Analysis Set continued

Lira 1.8 Detemir + Non-randomised Intensified Early Withdrawals
Lira 1.8 Lira 1.8
N (%) E N (%) E N (%) E N (%) E N (%) E
Safety Analysis Set 159 163 459 24 1€&
Intensified 17 7 24
A1l Adverse Events 9 (5.7) 13 7 (4.3) a2 19 (3.8) 25 91 (54.8) 193
Investigations 3 (1.%9) 5 Z (1.2} 2 9 (1.8) 11 3 (1.8) 3
Lipase Increased 3 (1.9) 3 1 (0.6) 1 8 (1.6) B
Pancreatic Enzymes Increased 1 (0.8) E
Blood Alkaline Phosphatase Increased 1 (0.8) 1
Blood Amylase Increased ;| (C.E) 1l Z 9. 2
Blogd Calcitonin Increased 1 (D.2) i
Renal Function Test Abnormal (0.6)
HWeight Decreased Z 1.2} 2
Gastrointestinal disorders 3 (1.9) - 1 (C.€) 2 5 (1.0) 3 7€ (45.8) 125
Abdominal Pain 1 (0.8) 1 1 (0.8) 1 4 (2.49) 2
Diarrhoea 1 (0.86) 1 Z (0.4) 2 11 (6.€) i |
Abdominal Discomfort 5 (3.0) 5
Abdominal Distension 1 (0.8) 1 4 (2.4) 4
Zbdominal Pain Upper 1 (0.2) 1 5 (3.0) 5
Change Of Bowel Habit 1 (0.8) 1
Constipation 4 (2.4) -
Dyspepsia 4 (2.4) <
Eructation 2 (1.2) 2
Flatulence 1 (B.2) 1 2 (1.2) 2
Gastritis 1 (0.8) 1
Gastroinctestinal Disorder 1 (0.8) 1
Gastrooesophageal Reflux Disesase 3 (1.8) 3
Mausea 1 {[9.2) : & 49 (29.5) 4%
Pancreatitis 1 (0.2) 1
Pancreatitis 1 (0.8) 1 1 (0.8) 1
Pancreatitis C 1 (0.8) 1
Vomiting 28 (16.9) 28
Neoplasms benign, malignant and 1 (0.86) 1 L (0.6) E 2 (0.4) 2 1 (0.6) i
unspecified (incl cysts and polyps)
Breast Cancer 1 (0.86) 1
Gastric Cancer 1 (9.2) 1
Metastases To Central Nervous System 1 (D.8) b
Renal Cancer 1. {0.2) 1
Thvroid Cancer 1 (0.8) 1
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Table 40: Treatment Emergent Adverse Event Leading to Discontinuation by System Organ Class - Safety Analysis Set continued

Lira 1.8 Detemir + Hon-randomised Intensified Early Withdrawals
Lira 1.8 Lira 1.8
N (%) E N (%) E N (%) E N (%) E N (%) E
Nervous system disorders 1 (0.6) 1 1 (0.2) 1 10 [6.0) 10
C rulsion 1 {0.6) 1
Dizziness 2 2
Headachs 1 (0.2) 1 7 7
Trenmor 1 1
RBenal and : - (D.8) L § I {0.6) ) 1 (f ) 1
Rena 1 (0.8) I 1 (0.2) 1
Renal Fai 1 (0.8) 1
Respiratory, thoracic and mediastinal 1 (0.6) 1
disorders
Bronchopulmonary Disease 1 (0.8) 1
Cardiac disorders < 4
Angina Pectoris 1 1
Iﬂ\.—l‘_{’"ﬁ"_lﬂ : :
Endocrine disorders 1 (0.2) 1
Thyroid C-Cell Hyperplasia 1 (0.2) 1
Eye disorders 1 (0.6 1
Vision Blurred 1 (0.€) 1
General disorders and administration 18 (10.B) 1le
site conditions
Asthenia 9 ({5.4) [
Drug Therapeutic Incompatibility 1 (0.86) 1
Fatigue 4 (2.4) 4
Irritability 1 (D.8&) 1
Malaise 3 ) 3
Sensation Of Foreign Body 1 (0.8) 1
d=rs ) ! (D.E) 1
1 (0.8) 1
Infections and infestations 1 (0.6) : | 1 (0.86) ¢
Cystitis 1 (0.%6) 1
Helicobacter Gastritis 1 (0.8) 1
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Table 42: Laboratory abnormalities reported as TEAEs - safety set

-

Eira 1.9% DeTamir = Bab - ah3oml vl Inzeasilied Eazly MD
Lira 1.9 Liza 1.0
5 v E E (L1 E - (L1} E BN 4 ¥ om 4
Invertigatizng 3 2l.4 ¢ 42 3%.0) & 108 121.%) 14} 4 116.7) 4 4 (8.4 1y
Lipase Iscreased id (L8.L) 17 24 .0 2 55 (LL.0) i 4 (8.7 4 € 3.4y 7
Blocd Amylase Inczeased 3 (1.% | i 13.9) & 17 (3.4} i} 1 (0.8 i
Blaad Creatios Fhiephokizase IBCredssd 1 11.% L 1 il.n i 2 (1.8 |
nice Blood Call Count Imcreased 1 0.4 I 3 1.4 i P 0.8 3
hianime Aainctransfersse [ncreased 1 (0.4 1 i (L.3) H 4 (0.5) 1]
Blsed Froinsulin Iocoeased E (1.2) -
Blodd Calcitonls Increhsed i 2.3 & 1 (8.d) i 10 [2.0) 14
Elsod Choledtesal Incoebded 1 0.4 +
Blaod Cosatioling Decreassd L (2.8 1
Blzod Creatinine Increased 3 i.Wm 1 1 8.4 i 1 (0.6 |
Blesd Slucese Abacrmal I 8.8 1
Blaod Glucess Increased 2 IL.% 2 L {o.&) i 1 95:.3) 1
Bleod Iosuliz Inczeassd I 9.6} 1 I 0.2} 1
Blocd Parachyroid Hormone IncIealrd 1 Q.61 1
Elzed Fotassium Iscressed i i3 3 1 8.6 ! 3 0.6 H
Cardiac Murmur I 8.6 1 I ib.d) 1
Haamazocslt Deczeansd 2 1% 2 L 18.4) 1 1 (0.3 1 L (d.&) 1
labia Desseased 1 (1.8 1 1 ig.4) 1 4 (0.8 4
Insulin C-Feptide Inczeased 1 (6.8 1
Lipase Abnorsal 1 184 1
Lipids [nczeassd 1 ig.4) 1
Bentrophil Count Abaccmal 1 18.4) 1
Heoteophll Count lzcoeased I an.d) 1
Fancoeatic Inzymaes [ncoeassd L 8.8 1 L {0.#8) 1 L 1@.3) 1
Flazele: Count Increased 1 8.4 -
Fad Blosd Cell Count Decreassd 2 IL.3) 2 1 10.5) i 1 {D.€) 1
Eeight Decieased i (8.6 1 1 10.€) 1 2 (2.4) 2 = (1.2} 2
Weight Increased 1 [o.8) 1 1 {8.2) 1
hortic Bruit 1 0.4
Lespartats Aminstranaferass Jnorsased 3 (2.4 3
Bispay Froatats i 8.2} 1
Blood Alvaline Facephatase IncTeased L -] i L [ -1 i
Blood Bilirubin Increased I 19.3) H
Blosd Calcium Decreamed 1 (k) 1 1 10.3) L
Blosd Calcimm Increassd L 10.3) 1
Blssd Creatine Fhosphobinase Abmsrasl 1 12.2) 1
Blood Fressure Increased L ] 4
Bload Thyrotd Stimslating Normooe 1 18.2) i
Increansd
Bload :llﬂrﬁ!lhl Iacreades 3 l.¢W | 4 1.4 4 1 i0.& 1
Blood Urea lDCIeased I WM 2 . w4 2
Blood Uriee Fresent 1 10.2) 1
Bozrwlia Test Fositive L {8.2) 1
Colonsne 1 18.2) 1
Elsctroca Sgram ARnOIBAL L 1@.E) i
ElecTrocardiogram L 19.3) i
Ecaancphil Count locreased b ig.3) i
Glomerular Filtzatlon Rate Decreased I e 1
Glucose Troine Fresant L ie.¥) H
Slycssylaves Nasmsglobin Increased L 10.4) 1 1 10.4) 1
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Table 42: Laboratory abnormalities reported as TEAEs - safety set continued

Lira 1.8 Cetemis = Bsn-randoml sed Intensified Early WO
Lica 3 Lira 1.8
Y L " 1T r % L ' ] ' r W '

& 1 -
O - i € -
- { -
= + % =
. i H = 1%.4) H . « il .
1 0.4
. - .
i (0. -
: {Jea 1 i o -
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Table 46: Pancreas Related Treatment Emergent Adverse Events (TEAEs) Classified as MESIs by System Organ Class and Preferred Term - Safety

Analysis Set

Non-randomised Intensified

i

(L]
|

"

Early Withdrawals

(%) E

N

Safety Analysis Set 159

Intensified 17

A1l Adverses Events 14

Investigations 12

Lipase Increased 12
Blood Amylase Increased

Gastrointestinal disorders 2

tic Disorder
itis Acute 1
Pancreatitis Chronic 1

Metabolism and nutrition disorders
Hyperlipasaemia

o
(3]
L
(48]
o

ks
[E53

L €D |t
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oy
[N
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s
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All subjects also recelved metformin

LFs of intensified subjects are tabulated i
increases in severity after intensification
N: Number of subjects with adverse event

E: Number of adverse events

n initial treatment group if intensification.

it will be tabulated in b

on of subjects in analysis set having adverse

1]
s
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