I *I Innovation, Sciences et Innovation, Science and CA 3226846 A1 2023/02/02
Développement économique Canada Economic Development Canada
ey 3 226 846

Office de la Propriété Intellectuelle du Canada Canadian Intellectual Property Office

12y DEMANDE DE BREVET CANADIEN
CANADIAN PATENT APPLICATION
(13 A1

(86) Date de dépét PCT/PCT Filing Date: 2022/07/28 (51) CLInt./Int.Cl. A6TK 38/36 (2006.01)
(87) Date publication PCT/PCT Publication Date: 2023/02/02 AG67P 3/04 (2006.01), A61P 3/10 (2006.01)

. . . . (71) Demandeur/Applicant:
(85) Entrée phase nationale/National Entry: 2024/01/16 BOEHRINGER INGELHEIM INTERNATIONAL GMBH,

(86) N° demande PCT/PCT Application No.: EP 2022/071281 DE
(87) N° publication PCT/PCT Publication No.: 2023/006923 (72) Inventeurs/Inventors:
(30) Priorité/Priority: 2021/07/30 (EP21188741.9) DESCH, MICHAEL, DE;

HENNIGE, ANITA MAGDALENA, DE;
SCHOELCH, CORINNA ISABEL, DE;
THAMER, CLAUS, DE;
BERGSTRAND, JAN PER MARTIN, SE

(74) Agent: SMART & BIGGAR LP

(54) Titre : SCHEMA POSOLOGIQUE POUR AGONISTES DU RECEPTEUR GLP1/GLUCAGON A ACTION PROLONGEE
(54) Title: DOSE REGIMEN FOR LONG-ACTING GLP1/GLUCAGON RECEPTOR AGONISTS

Weight change [%}]

-8 = Placebo-A L]~ -

— = Daily
— X~— Weekly 1 s
mef e Werpkly 2 - 1
e e e = Wekly 3
L ) ¥ Ll 1 T T
Vv3D1 -1:.00 V4 D1 -1.00 V501 -1.00 V6 D1 -1:.00 V7 D1 -1:00 EOT D43 Follow-up

(57) Abrégé/Abstract:

The present invention relates to a dosing scheme for long-acting GLP1 /glucagon receptor agonists. According to the dosing
scheme the interval between two consecutive administrations is defined such that the ratio between the plasma half-life in humans
of the agonist and the administration interval is more than 1.

C an a dg http:vopic.ge.ca » Ottawa-Hull K1A 0C9 - aup.:/eipo.ge.ca OPIC

OPIC - CIPO 191



wo 2023/006923 A1 | NI 000 AP0 Y 00 0 0

CA 03226846 2024-01-16

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

J

=

(19) World Intellectual Property
Organization
International Bureau

(43) International Publication Date
02 February 2023 (02.02.2023)

(10) International Publication Number

WO 2023/006923 Al

WIPO I PCT

(51) International Patent Classification:
A61K 38/36 (2006.01) A61P 3/10 (2006.01)
A61P 3/04 (2006.01)

(21) International Application Number:
PCT/EP2022/071281

(22) International Filing Date:
28 July 2022 (28.07.2022)

(25) Filing Language: English
(26) Publication Language: English
(30) Priority Data:

21188741.9 30 July 2021 (30.07.2021) EP
(71) Applicant: BOEHRINGER INGELHEIM INTER-

NATIONAL GMBH [DE/DE]; Binger Strasse 173, 55216
INGELHEIM AM RHEIN (DE).

(72) Inventors: DESCH, Michael; Boehringer Ingelheim Inter-
national GmbH, Global Patents, Binger Strasse 173, 55216
INGELHEIM AM RHEIN (DE). HENNIGE, Anita Mag-
dalena; Bochringer Ingelheim International GmbH, Glob-
al Patents, Binger Strasse 173, 55216 INGELHEIM AM

RHEIN (DE). SCHOELCH, Corinna Isabel; Bochringer

(74)

@81)

Ingelheim International GmbH, Global Patents, Binger
Strasse 173, 55216 INGELHEIM AM RHEIN (DE).
THAMER, Claus, Boehringer Ingelheim International
GmbH, Global Patents, Binger Strasse 173, 55216 INGEL-
HEIM AM RHEIN (DE). BERGSTRAND, Jan Per Mar-
tin; Pharmetheus AB, Dag Hammarskjoélds vig 36b, 75237
Uppsala (SE).

Agent: SIMON ET AL., Dr. Elke Anna Maria et al.;
Boehringer Ingelheim International GmbH, Global Patents,
Binger Strasse 173, 55216 INGELHEIM AM RHEIN (DE).

Designated States (unless otherwise indicated, for every
kind of national protection available). AE, AG, AL, AM,
AO, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY, BZ,
CA, CH, CL, CN, CO, CR, CU, CV, CZ,DE, DJ, DK, DM,
DO, DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT,
HN, HR, HU, ID, IL, IN, IQ, IR, IS, IT, JM, JO, JP, KE,
KG, KH, KN, KP, KR, KW,KZ, LA, LC,LK,LR, LS, LU,
LY, MA, MD, ME, MG, MK, MN, MW, MX, MY, MZ, NA,
NG, NI, NO, NZ, OM, PA, PE, PG, PH, PL, PT, QA, RO,
RS, RU,RW, SA, SC, SD, SE, SG, SK, SL, ST, SV, SY, TH,
TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, WS,
ZA,ZM, ZW.

(54) Title: DOSE REGIMEN FOR LONG-ACTING GLP1/GLUCAGON RECEPTOR AGONISTS

2 I
0 — & - . - A P
." 2t T G ? @ ‘ T
\i\\ N B -
24 N T~ -
— M~ - e
% T © T b
2 ~
g A ; i
§ -4 — . -~ e g
f?::, Feb A
L ~ 2 s
< -4 IR e
T e
N ~4 o+ L
.. - e -t -
L RS Pey ] -
8- —— Placebo-A - IR iR
=~ - Daily
—— X— Weekly 1 4
A Weekly 2 - L
e~~~ Weekly 3
T T T T H T T
V3 D1 -1:00 V4 D1 -1:00 VB D1 -1:00 VB D1 -1:00 V7 D1 -1:00 EOT D43 Follow-up
Figure 1

¢)

(57) Abstract: The present invention relates to a dosing scheme for long-acting GLP1 /glucagon receptor agonists. According to the
dosing scheme the interval between two consecutive administrations is defined such that the ratio between the plasma half-life in humans

of the agonist and the administration interval is more than 1.

[Continued on next page]



CA 03226846 2024-01-16

WO 2023/00692.3 A1 | /11000000 00RO 0 O P00

(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LR, LS, MW, MZ, NA, RW, SD, SL, ST, SZ, TZ,
UG, ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, RU, TJ,
TM), European (AL, AT, BE, BG, CH, CY, CZ, DE, DK,
EE, ES, FL, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV,
MC, MK, MT, NL, NO, PL, PT, RO, RS, SE, SI, SK, SM,
TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW,
KM, ML, MR, NE, SN, TD, TG).

Declarations under Rule 4.17:

— as to applicant's entitlement to apply for and be granted a
patent (Rule 4.17(ii))

Published:

—  with international search report (Art. 21(3))

—  with sequence listing part of description (Rule 5.2(a))

— in black and white; the international application as filed

contained color or greyscale and is available for download
Jrom PATENTSCOPE



10

15

20

25

CA 03226846 2024-01-16

WO 2023/006923 PCT/EP2022/071281

DOSE REGIMEN FOR LONG-ACTING GLP1/GLUCAGON RECEPTOR AGONISTS

FIELD OF THE INVENTION
The present invention relates to the medical use of a long-acting glucagon analogue
having GLP1 /glucagon receptor agonist activity. A dose regimen is disclosed showing

improved tolerability.

BACKGROUND OF THE INVENTION

Glucagon-like-protein 1 (GLP1) receptor agonists recently became a treatment option not
only for type 2 diabetes melitus but also obesity. Currently, several compounds which
activate both the GLP1 receptor and the glucagon receptor are in clinical development.

GLP1 receptor (GLP1R) agonism achieves glucose lowering by inducing glucose
dependent insulin-secretion acting at the pancreatic S -cell. In addition, GLP1R agonists

lower body weight by the inhibition of food intake due to centrally mediated mechanisms
and also by inhibition of gastric emptying and intestinal transit. Glucagon (GCG) receptor
agonism reduces body weight by increasing energy expenditure and might positively
affect lipid metabolism resulting in lowering of plasma and liver triglycerides and plasma
cholesterol. In patients with type 2 diabetes, overweight, obesity, and NASH, dual
agonism at the GLP1R and GCG receptor (GCGR) is expected to result in HbA1c
reduction combined with body weight loss and improvement in NASH. Simultaneous
activation of the GLP1 and glucagon receptor of dual GLP1R/GCGR agonists is expected
to result in a longer lasting negative energy balance than with pure GLP1 receptor
agonists and to lead to robust weight loss and improvement in NASH. The balance of
GLP1 and glucagon receptor activation is hypothesized to be the key factor for achieving
weight loss and maintenance in the presence of a favorable benefit-risk profile, as well as

improving NASH.
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Until now, a few clinical dual GLP1/GCGR agonists advanced into Phase 2 clinical
development. The most common adverse events (AE) in the clinical studies were
nausea, vomiting, diarrhoea, headache, and increases in heart rate. These events seem
to be dose-dependent. Gastrointestinal (Gl) side effects are well known side effects for

5 GLP1R agonists. Multiple studies and clinical experience from GLP1R agonists suggest
that Gl side effects can be mitigated by dose escalation. Accordingly, for a number of
compounds of this class it was shown in clinical trials that dose escalation (up-titration) is

able to significantly improve tolerability.

10
WO 2014/091316 relates to co-agonists of glucagon and GLP1. WO 2017/153575

discloses further data of these co-agonists, including data from clinical trials of G933.

WO 2014/056872 A1 and WO 2018/100174 A1 disclose exendin-4 derivatives, which

15 activate the GLP1 and the glucagon receptor. In these exendin-4 derivatives, among other
substitutions, methionine at position 14 is replaced by an amino acid carrying an NH-
group in the side chain, which is further substituted with a non-polar residue (e.g. a fatty

acid optionally combined with a linker).

20 Compound |
WO02015/055801 and W0O2015/055802 disclose glucagon analogue peptides having
increased selectivity for the GLP1 receptor as compared to human glucagon. Tables 2
and 3 in WO2015/055801 provide EC50 values for the different analogues on
endogenous GLP1 receptors (Example 3) and on the endogenous glucagon receptor

25  (Example 4). Compound 13 has the following sequence and structure

H-H-Ac4c-QGTFTSDYSKYLDERAAKDFI-K([17-carboxy-heptadecanoyl]-isoGlu-

GSGSGG)-WLESA-NH; (SEQ ID NO.: 1),
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and is herein referred to as Compound |.

Compound | is a dual GLP1R and GCGR agonist as determined by their capability to
stimulate intracellular cAMP formation in appropriate assays (e.g. as disclosed in
WO02015/055801, Example 2, page 36, Table 1, and Examples 3 and 4, pages 37-40,

Table 2 and 3).

Compound | may be manufactured in the form of an amorphous solid, for instance in the
form of a sodium salt. Compound | may be formulated as an aqueous solution comprising
Compound | (or its sodium salt) and other pharmaceutically acceptable excipients

generally known to a skilled person, and administered via subcutaneous injection.

Compound | was recently studied in a first-in-man Phase | single-rising-dose study. In this
study, a dose of 0.3 mg led to ‘mild loss of appetite’ in 33% of healthy subjects. This
specific AE increased to 50% in the 0.5 mg dose group. Dose escalation to 1.2 mg was
associated with 83% of the subjects experiencing moderate to severe nausea for 1 to 6

days and mild to severe vomiting.

The half-life of Compound | in humans is estimated to be around 110 h, which allows for a

once weekly treatment regime.

Further methods are warranted that improves the tolerability of GLP1/GCGR dual

(peptidic) agonists, such as Compound |. More specifically, new methods (such as dosage

3
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regimes or dose escalation regimes) are required that reduce undesired adverse events
but at the same time allow to exploit the desired pharmacological effect (e.g. weight

reduction, glucose management or reduction in liver fat).

SUMMARY OF THE INVENTION

Provided herein is the medical use of a peptidic GLP1/glucagon receptor agonist (e.g.
Compound I), wherein

a) the agonist has a plasma half-life in humans of at least 60 hours;

b) the agonist is subcutaneously administered at least two times; characterized in that

c) the interval between two consecutive administrations is such that the ratio between the

plasma half-life in humans of the agonist and the administration interval is more than 1.0.

Accordingly, a dosing scheme for a peptidic GLP1/glucagon receptor agonist (e.g.
Compound I) for humans is provided, wherein the agonist has a plasma half-life in
humans of at least 60 hours, characterized in that the interval between two consecutive
administrations of the agonist is such that the ratio between the plasma half-life in humans

of the agonist and the administration interval is more than 1.0.

In some embodiments, the ratio between the plasma half-life in humans of the agonist and

the administration interval is between 1.0 and 5.0.

The agonist can be administered twice per week (twice weekly, also denoted as ‘bw’

herein) or more often, e.g. every second day or daily.

The GLP1/glucagon receptor agonist is a peptide, e.g. a long-acting peptide. The peptide
may bear a half-life extending moiety. In this regard, the peptide may be an acylated,

long-acting glucagon or GLP1 analogue having activity at both receptors.
4
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In a specific embodiment the agonist is Compound I. Accordingly, a dosing scheme for
Compound | for humans is provided, characterized in that the interval between two
consecutive subcutaneous administrations of Compound | is such that the ratio between
the plasma half-life in humans of Compound | and the administration interval is more than

1.0.

Accordingly, a dosing scheme for a peptidic GLP1/glucagon receptor agonist (e.g.
Compound I) for humans is provided, wherein the agonist has a plasma half-life in
humans of at least 60 hours, characterized in that the interval between two consecutive
administrations of the agonist is such that the ratio between the plasma half-life in humans

of the agonist and the administration interval is more than 1.0.

The agonist can be used in the treatment of obesity, type Il diabetes melitus (T2DM), non-
alcoholic fatty liver disease (NAFLD) (including non-alcoholic steatohepatitis (NASH), non-

alcoholic fatty liver (NAFL) or NAFLD-associated liver fibrosis and/or cirrhosis).

Subcutaneous injections have some drawbacks with respect to patient convenience. The
patient might experience pain or discomfort during injection, or there might be some
inconvenience with respect to local tolerability at the injection site. Therefore, the number
of injections is generally to be kept to a minimum.

However, it now has been found that when a peptidic GLP1/glucagon agonist is
administered more frequently (i.e. when the interval between two drug administrations are
shorter), tolerability of the agonist can be increased (i.e. the numbers or the severity of
adverse events are reduced). Therefore, in some cases a shorter administration interval
(according to the dosing scheme of the present invention) might lead to an overall

increase in patient convenience.
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In clinical trials with Compound | it has been found that dosing schemes according to the
invention induced less adverse events than conventional dosing schemes . At the same
time, the desired pharmacological effect (e.g. body weight loss) obtained with the dosing
scheme of the invention was not diminished but is maintained or even increased. For the
sake of this comparison the total quantity administered to the patient over a certain time
period is identical, but the quantity per injection is reduced and the number of injections is

increased.

This is illustrated by the following observation made in a clinical trial with Compound | (a
GLP1/glucagon receptor dual agonist, see Example 1):

Patients were to follow a determined dose escalation (up-titration) scheme. However, in
case of side effects the patients could decide not to increase the drug load further but can
stay on the current dose level. Part A of the study included one daily dosing scheme and
three weekly dosing schemes. Patients in the Daily dosing group received 10.5 mg
Compound | in total after treatment. No patient has withdrawn the up-titration treatment.
The planned total dose of Compound | per patient based on pre-specified up-titration in
the weekly dosing schemes was 6.30 mg (Weekly 1), 8.40 mg (Weekly 2), and 9.60 mg
(Weekly 3). However, due to adverse events some patients stopped up-titration (i.e. they
continued treatment but stayed on the same drug level) the actual mean total dose of per
patient in the weekly dosing schemes was 4.75 mg (SD 2.04) for Weekly 1, 6.38 mg (SD
2.58) for Weekly 2, and 6.85 mg (SD 2.53) for Weekly 3. This means tolerability of the
drug is increased with the daily dosing scheme (dosing scheme according to the
invention). Although, the total amount of Compound | administered is higher, there were
fewer drug-related cases in the Daily dosing group than in the other Compound | groups,
e.g.for abdominal distension (Daily: 13.3%; weekly Compound | groups: from 38.9% to
52.9%) and vomiting (Daily: no cases; weekly Compound | groups: from 23.5% to

38.9%).
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Further aspects and embodiments of the present invention will become apparent from the

disclosure below.

DETAILED DESCRIPTION OF THE INVENTION

Unless otherwise defined herein, scientific and technical terms used herein shall have the
meanings that are commonly understood by those of ordinary skill in the art.

Throughout this specification, the word “comprise” or variations such as “comprises” or
“‘comprising” will be understood to imply the inclusion of a stated integer or component, or
of a stated group of integers or components, but not the exclusion of any other integer or
component or group of integers or components.

The singular forms “a,” “an,” and “the” include the plurals unless the context clearly
dictates otherwise.

The term “including” is used to mean “including but not limited to.” “Including” and
“including but not limited to” are used interchangeably.

The terms “patient”, “subject,” and “individual” may be used interchangeably and refers

to a human animal.

The above definition of Compound | comprises neutral and corresponding charged states
of Compound I. Charged states of Compound | are for example present when the
compound is in the form of a salt, e.g. a pharmaceutically acceptable salt, or in a solution,

specifically in an aqueous solution.

As used herein, the term “pharmaceutically acceptable salt” is intended to indicate a
salt which is not harmful to a patient or subject to which the salt in question is
administered. It may suitably be a salt chosen, e.g., among acid addition salts and basic
salts. Examples of acid addition salts include chloride salts, citrate salts and acetate salts.
Examples of basic salts include salts where the cation is selected among alkali metal
cations, such as sodium or potassium ions, alkaline earth metal cations, such as calcium

or magnesium ions, as well as substituted ammonium ions, such as ions of the type
7
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N(R")(R?(R®)(R*", where R', R?, R® and R* independently will typically designate
hydrogen, optionally substituted C+.s-alkyl or optionally substituted C.s-alkenyl. Examples
of relevant Cys-alkyl groups include methyl, ethyl, 1-propyl and 2-propyl groups. Examples
of C..s-alkenyl groups of possible relevance include ethenyl, 1-propenyl and 2-propenyl.
Other examples of pharmaceutically acceptable salts are described in the “Encyclopedia
of Pharmaceutical Technology”, 3™ edition, James Swarbrick (Ed.), Informa Healthcare

USA (Inc.), NY, USA, 2007,Vol. 5, p. 3177, and in J. Pharm. Sci. 66: 1, 1-19 (1977).

The term “dose escalation” or “up-titration” refers herein to a progressive increase in the

dose of a GLP1/Glucagon receptor agonist.

The term “agonist” as employed in the context of the invention refers to a substance that

activates the receptor type in question, typically by binding to it (i.e. as a ligand).

The term “GLP1/glucagon receptor agonist” refers to an agonist that is able to bind to and

activate the human GLP-1 and glucagon receptors.

The term “human dosing scheme” refers to a dosing scheme that is to be applied for

human patients.

The term “administration interval” refers to the time span between two consecutive

injections of the GLP1/Glucagon agonist.

Throughout this specification, the conventional one letter and three letter codes for
naturally occurring amino acids are used, as well as generally accepted abbreviations for
other amino acids, such as Ac4c (1-amino-cyclobutanecarboxylic acid). Unless otherwise
indicated, reference is made to the L-isomeric forms of the amino acids in question. The

term “isoGlu” refers to a y-glutamic acid unit.
8
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Additional abbreviations include the following:

AE: adverse event

AUC: area under the concentration-time curve of the analyte in plasma
BMI: body mass index

biw: two times per week

Cl: confidence interval

Gl: gastrointestinal

MedDRA: medical dictionary for drug regulatory activities
NAFL: non-alcoholic fatty liver

NAFLD: non-alcoholic fatty liver disease

NAS: NAFLD activity score

NASH: non-alcoholic steatohepatitis

PT: preferred term

SD: standard deviation

SOC: system organ class

TS: treated set

The term “therapeutically effective amount” as used herein in the context of the herein-
described methods of treatment or other therapeutic interventions according to the
invention refers to an amount that is sufficient to cure, ameliorate, alleviate or partially
arrest the clinical manifestations of the particular disease, disorder or condition that is the
object of the treatment or other therapeutic intervention in question e.g. as measured by
established clinical endpoints or other biomarkers (established or experimental), including
liver biopsies. A therapeutically relevant amount may be determined empirically by one
skilled in the art based on the indication being treated or prevented and the subject to
whom the therapeutically relevant amount is being administered. For example, the skilled
worker may measure one or more of the clinically relevant indicators of bioactivity

described herein, e.g. liver fat content via MRI-PDFF, body weight or NAS (NAFLD activity
9
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score). The skilled worker may determine a clinically relevant amount through in vitro or in
vivo measurements. Other exemplary measures include fibrosis markers (serum or
plasma), weight loss, change in histological scores of NASH or fibrosis, liver fat content
reduction, and change of liver enzymes.

An amount adequate to accomplish any or all of these effects is defined as a
therapeutically effective amount. The administered amount and the method of
administration can be tailored to achieve optimal efficacy. An amount effective for a given
purpose will depend, inter alia, on the severity of the disease, disorder or condition that is
the object of the particular treatment or other therapeutic intervention, on the body weight
and general condition of the subject in question, on diet, on possible concurrent
medication, and on other factors well known to those skilled in the medical arts.
Determination of an appropriate dosage size and dosing regimen most appropriate for
administration of a peptide or pharmaceutically acceptable salt thereof according to the
invention to a human may be guided by the results obtained by the present invention, and
may be confirmed in properly designed clinical trials. An effective dosage and treatment
protocol may be determined by conventional means, starting with a low dose in laboratory
animals and then increasing the dosage while monitoring the effects, and systematically
varying the dosage regimen as well. Numerous factors may be taken into consideration by
a clinician when determining an optimal dosage for a given subject. Such considerations
are well known to the skilled person.

The terms "treatment" and grammatical variants thereof (e.g. “treated”, “treating”, “treat”)
as employed in the present context refer to an approach for obtaining beneficial or desired
clinical results. For the purposes of this invention, beneficial or desired clinical results
include, but are not limited to, alleviation of symptoms, diminishment of extent of disease,
stabilization (i.e. not worsening) of state of disease, delay or slowing of disease
progression, amelioration or palliation of the disease state, and remission (whether partial
or total), whether detectable or undetectable. "Treatment" can also mean prolonging
survival relative to expected survival time if not receiving treatment. A subject (e.g. a

human) in need of treatment may thus be a subject already afflicted with the disease or
10
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disorder in question. The term “treatment” includes inhibition or reduction of an increase in
severity of a pathological state or symptoms (e.g. progression to cirrhosis, progression of

fibrosis or worsening of NASH, e.g. increase of NAS) relative to the absence of treatment,
and is not necessarily meant to imply complete cessation of the relevant disease, disorder

or condition.

The Pathology Committee of the NASH Clinical Research Network (CRN) developed the
so-called "NAFLD activity score (NAS)" for use in clinical trials and is described in

Kleiner et al., Hepatology 2005, vol. 41, pp. 1313-1321.

In a first aspect, the invention relates to a peptidic GLP1/glucagon receptor dual agonist
for use as medicament, wherein

a) the agonist has a plasma half-life in humans of at least 60 hours;

b) the agonist is subcutaneously administered at least two times; and wherein

c) the interval between two consecutive administrations is such that the ratio between the

plasma half-life in humans and the administration interval of the agonist is more than 1.0.

The agonist can be administered two times per week (twice weekly, biw) or more often,

e.g. every second day or daily.

The agonist may be administered over a longer period (e.g. over weeks, months or
chronically) according to the above scheme. Therefore, the agonist can be administered

at least 4 times, e.g. at least 6, 8 or 10 times.

The invention also relates to a dosing scheme for a peptidic GLP1/glucagon agonist (e.g.
Compound I), wherein the agonist has a plasma half-life in humans of at least 60 hours,

characterized in that the interval between two consecutive subcutaneous administrations

11
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of the agonist is such that the ratio between the plasma half-life in humans of the agonist

and the administration interval is more than 1.0.

In a further embodiment, the GLP1/glucagon receptor agonist is a long-acting peptide.
The peptide may bear a half-life extending moiety. In this regard, the peptide may be an
acylated long-acting peptide, an acylated glucagon or GLP1 analogue having activity at
both receptors.

The peptide may consist of 45 amino acids or less, e.g. the peptide consists of 27 to 45
amino acids, e.g. of 29 to 39 amino acids or of 29 to 31 amino acids.

The peptide may be a GLP1 analogue with a sequence identity of 50% or higher (e.g.
60%, 70%, or 80% or higher) when compared with human GLP1(7-36).

The peptide may be a glucagon analogue with a sequence identity of 50% or higher (e.g.
60%, 70%, or 80% or higher) when compared with human glucagon. The sequence of the
peptide may have a sequence identity of 60% to 85% with the sequence of human
glucagon.

The peptide may be an exendin-4 analogue with a sequence identity of 50% or higher
(e.g. 60%, 70%, or 80% or higher) when compared with exendin-4.

The peptide may be an oxyntomodulin analogue with a sequence identity of 50% or higher

(e.g. 60%, 70%, or 80% or higher) when compared with human oxyntomodulin.

In some embodiments, Tmax Of the agonist after subcutaneous administration in humans is
48h or shorter. In some embodiments, Tmax is 40h or shorter, or 30h or shorter,

respectively.

In some embodiments, the ratio between the plasma half-life in humans of the agonist and
the administration interval is more than 1.1, or more than 1.4, more than 2.0, more than
3.0, or more 4.0, respectively.

In some embodiments, the ratio is between 1.0 and 5.0. In further embodiments, the ratio

is between 1.5 and 5.0 or between 2.0 and 5.0.
12
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In further embodiments, the agonist is administered several times (e.g. at least 3, 5, 10,
20, 40 times). As such, the administration can be followed for an extended period.

The dosing scheme can be applied during dose escalation of the agonist, i.e. the amount
of agonist administered is increased with time (e.g. with each consecutive administration,
or with every second, third, fourth, etc. consecutive administration). Typically, the dose of
a long acting peptidic agonist is increased after one, two, three or four weeks at a certain
dose-level. The dosing scheme according to the invention might be specifically
advantageous during dose escalation of a GLP1/glucagon agonist. It is known that
adverse events from administration of peptidic GLP1 agonists can be reduced, or their
severity can be alleviated, by gradual dose escalation of the drug level. The dosing
scheme according to the present invention can further decrease adverse events and/or
may allow a stringent dose escalation cascade, which allows to exploit an early onset of
the beneficial pharmacological effects. Both effects lead to increased benefit for the
patients.

However, the dosing scheme might also be applied during maintenance of a certain (final)

drug level. As such, the dosing scheme can be applied sub-chronically or chronically.

In a further embodiment, the peptide agonist is in the form of a salt, more specifically in

the form of a pharmaceutically acceptable sailt.

In specific embodiment, the peptide agonist is Compound |. Accordingly, a dosing scheme
for Compound | is provided, characterized in that the interval between two consecutive
subcutaneous administrations of Compound | is such that the ratio between the plasma

half-life in humans of Compound | and the administration interval is more than 1.0.

In an embodiment, the agonist is for use in the treatment of obesity, type |l diabetes

melitus (T2DM), non-alcoholic fatty liver disease (NAFLD) (including non-alcoholic
13
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steatohepatitis (NASH), non-alcoholic fatty liver (NAFL) or NAFLD-associated liver fibrosis
and/or cirrhosis).

The agonists can be used for direct or indirect therapy of any condition caused or
characterised by excess body weight or for treatment for chronic weight management
(weight reduction & maintenance). Therefore, the agonists may be used in patients with
obesity or overweight with additional co-morbidities, such as type 2 diabetes,
hypertension, dyslipidemia, sleep apnea and cardiovascular disease. Further diseases
that might be addressed include morbid obesity, obesity linked inflammation, obesity
linked gallbladder disease, or obesity induced sleep apnea. The agonists might be used in
patients having a BMI of 27 kg/m? or higher, or in patient having a BMI of 30 kg/m? or
higher.

The agonists may also be used for the prevention of conditions caused or characterised
by inadequate glucose control or dyslipidaemia (e.g. elevated LDL levels or reduced
HDL/LDL ratio), diabetes (especially Type 2 diabetes), metabolic syndrome, hypertension,
atherogenic dyslipidemia, atherosclerosis, arteriosclerosis, coronary heart disease,
peripheral artery disease, stroke or microvascular disease.

Further, the agonists may be used in the treatment of NASH, optionally NASH associated
with liver fibrosis (e.g. advanced liver fibrosis), NAFLD-associated liver fibrosis, e.g.
advanced liver fibrosis (fibrosis stage moderate (F2) and severe (F3)). The agonist can be
used for the treatment of NASH in patients having a NAS score of at least 2 (or of at least
3 or of at least 4). In more specific embodiments, at least 1 point of the NAS score arises
from the ballooning subscore or, alternatively, at least 1 point of the NAS score arises

each from the ballooning and the inflammation subscore.

In another aspect, the invention relates to a peptidic GLP1 and glucagon receptor agonist
(e.g. Compound I) for use in a method of treating T2DM, obesity or NASH, wherein
a) the agonist has a plasma half-life in humans of at least 60 hours;

b) the agonist is subcutaneously administered at least two times;
14
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c) the agonist is administered such that the ratio between the plasma half-life in humans

of the agonist and the administration interval is more than 1.0.

In a related aspect, the invention relates to a pharmaceutical composition comprising a
peptidic GLP1/Glucagon receptor agonist (e.g. Compound |) for use in a method of
treating T2DM, obesity or NASH, wherein

a) the agonist has a plasma half-life in humans of at least 60 hours;

b) the agonist is subcutaneously administered at least two times;

c) the agonist is administered such that the ratio between the plasma half-life in humans

of the agonist and the administration interval is more than 1.0.

All publications, patents and published patent applications referred to in this application
are incorporated by reference herein, specifically the content of W02015/055801 is
incorporated by reference. In case of conflict, the present specification, including its

specific definitions, will control.

Each embodiment of the invention described herein may be taken alone or in combination

with one or more other embodiments of the invention.

SHORT DESCRIPTION OF THE FIGURES

Figure 1:

a) Patients with drug-related AEs as assessed by the investigator with an overall
frequency =5% at the PT level (Example 1, Part A-TS)

b) Patients with drug-related AEs as assessed by the investigator with an overall
frequency =5% at the PT level (Example 1, Part B-TS)

c) Time profile of body weight change from baseline, means and SDs per treatment group,

PDS-A* (Example 1, Part A)
15
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d) Time profile of body weight change from baseline, means and SDs per treatment

group, PDS-B* (Example 1, Part B)

*Pharmacodynamic sets PDS-A and PDS-B:

Includes all evaluable patients from the treated set of trial Part A and B, respectively, who
provided at least one evaluable observation for one of the exploratory biomarkers and
without important protocol deviations relevant to the evaluation of pharmacodynamics. It

was used for the pharmacodynamic (biomarker) analysis.

EXAMPLES - Clinical Trials

Example 1: A study to test different doses of Compound | in patients with obesity
A phase |, blinded within dose groups, multiple dose, placebo-controlled study to assess
the safety, tolerability, pharmacokinetics and pharmacodynamics of different titration

schemes of Compound | in patients with obesity and overweight

Obijectives

The main objective of the study was to investigate the safety and tolerability of different
titration schemes of Compound | in otherwise healthy patients categorised as obese or
overweight, and to determine an up-titration scheme that minimizes gastrointestinal

adverse events (AEs).

Methodology

Blinded within dose groups, randomised, placebo-controlled

Number of patients

Planned: Entered: 117
Actual: Screened: 109 (Part A) and 70 (Part B)
Number of patients Entered Treated Analysed

16
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Actual (cont.): (primary endpoint)
Part A dosing schemes, 6-week up-titration’
Daily dosing 16 15 15
5 Weekly dosing 1 19 17 17

Weekly dosing 2 18 18 18
Weekly dosing 3 17 17 17
Placebo 13 13 13
Part B dosing schemes, 16-week up-titration’

10 Weekly dosing 4 13 13 13
Weekly dosing 5 13 11 11
Weekly dosing 6 13 12 12
Placebo 9 9 9

15 " Details of the dosing schemes are provided below

Diagnosis

Patients categorised as obese or overweight but otherwise healthy

Main criteria for inclusion

o Male patients (Part A); male and female patients (Part B)

20 o Age 18to <70 years

o BMI 27 to <40 kg/m2

o Body weight of at least 70 kg for women and 80 kg for men

e Stable body weight, defined as no more than 5% change within 3 months prior to

screening

25  Compound | solution for injection (2 mg/mL)

Dose: Part A, 6-week up-titration

Daily dosing: 0.1, 0.15, 0.2, 0.25, 0.35, 0.45 mg once daily for 1 week

17
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Weekly dosing 1: 0.3, 0.6, 0.9, 1.2, 1.5, 1.8 mg once weekly
Weekly dosing 2: 0.4, 0.8, 1.2, 1.6, 2.0, 2.4 mg once weekly

Weekly dosing 3: 0.6, 0.6, 1.2, 1.8, 2.4, 3.0 mg once weekly

Part B, 16-week up-titration

Weekly dosing 4:

0.6,06,06,06,12,12,12,1.2,1.8,1.8,1.8, 1.8, 2.4, 2.4, 2.4, 2.4 mg once weekly

Weekly dosing 5:

0.6,06,1.2,1.2,18,1.8,24,24,30,3.0,3.6,3.6,4.2, 4.2, 4.8, 4.8 mg once weekly

Weekly dosing 6:

0.3,0.3,06,06,09,09, 12,1.2,15,1.5,1.8, 1.8, 2.1, 2.1, 2.4, 2.4 mg twice weekly

Mode of administration:

Subcutaneous injection

Comparator product:

Placebo
Dose: Not applicable

Mode of administration: Subcutaneous injection

Duration of treatment

6 weeks (Part A) and 16 weeks (Part B)

Clinical pharmacology

The primary endpoint of this trial is described in the safety section below.
Secondary endpoints were Cnax after the first dose and AUCo.165. Secondary endpoints

were only applicable for the weekly dosing schemes.
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Safety criteria for evaluation

The primary endpoint to assess safety and tolerability of Compound | was the cumulative
number of patients withdrawn from up-titration by up-titration scheme.
Further criteria of interest:

e AEs (including clinically relevant findings from the physical examination and

assessment of local tolerability)

e Safety laboratory tests

e 12-lead ECG

o Vital signs (blood pressure, pulse rate)

e Continuous ECG (including mean daily heart rate)

o Assessment of local tolerability by the investigator

e The cumulative number [N (%)] of patients withdrawn from up-titration by up-

titration scheme and week

Statistical methods

Descriptive statistics were calculated for all endpoints. For the primary endpoint,
exploratory 95% Cls for the proportions were calculated using normal approximation.
Exploratory 95% Cls for the difference of proportions comparing up-titration schemes
were calculated. Dose proportionality of Compound | was explored using a regression
model. No formal interim analysis was conducted. Data from the completed

6-week cohorts were analysed before database lock for internal decision-making.

SUMMARY - CONCLUSIONS

Trial patients and compliance with the clinical trial protocol

Part A
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Eighty patients were treated. Ten patients (12.5%) prematurely discontinued trial

medication, most commonly due to an adverse event (6 patients, 7.5%).

Part A of the trial was conducted in male patients only. All but 2 of the patients were

White. None of the patients were reported as ‘Hispanic or Latino’. All patients were

categorised as obese or overweight. An overview of the demographic characteristics is

presented in Table 1 below. No important protocol deviations were reported.

Table 1 Demographic characteristics, Part A
Placebo Daily Weekly 1 Weekly 2 Weekly 3 Total

Number of patients,
N (%) 13 (100.0) 15(100.0) 17 (100.0) 18 (100.0) 17 (100.0) 80 (100.0)
Male patients, N (%) 13 (100.0) 15(100.0) 17 (100.0) 18 (100.0) 17 (100.0) 80 (100.0)
Race, N (%)

White 12 (92.3) 15 (100.0) 16 (94.1) 18 (100.0) 17 (100.0) 78 (97.5)

Black or African 0 0 1(5.9) 0 0 1(1.3)

American

Native Hawaiian or

other Islander 1(7.7) 0 0 0 0 1 (1.3) Pacific
Mean age
(SD) [years] 53.2 (8.5) 481(7.7) 426(11.8) 496(9.7)  39.1(12.6) 46.2 (11.3)
Mean weight [kg] 92.72 98.02 97.88 95.17 97.38 96.35
(SD) (6.16) (9.28) (10.79) (12.43) (9.69) (10.03)
Mean BMI [kg/m?] 29.71 30.70 30.30 30.33 30.28 30.28
(SD) (1.61) (2.85) (2.47) (2.90) (2.32) (2.46)

The planned total dose of Compound | per patient based on pre-specified up-titration was

10.50 mg (Daily group), 6.30 mg (Weekly 1), 8.40 mg (Weekly 2), and 9.60 mg (Weekly
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3). The actual mean total dose of per patient was 10.5 mg (SD 0.0) for the Daily dosing
group, 4.75 mg (SD 2.04) for Weekly 1, 6.38 mg (SD 2.58) for Weekly 2, and 6.85 mg (SD

2.53) for Weekly 3.

Primary endpoint

The proportion of patients who withdrew from up-titration progressively increased from the
Daily dosing group (0 patients) to Weekly 1 (6 patients 35.3%), Weekly 2 (8 patients,
44.4%), and Weekly 3 (13 patients, 76.5%). Overall, 27 patients (40.3%) treated with

Compound | withdrew from planned up-titration (Table 2).

Table 2 Stop of up—titration by dosing group, Part A
Dosing group Patients Patients withdrawn from 95% ClI for the proportion

up-titration, N (%)

Placebo 13 2 (15.4) (0.000, 34.998)
Daily 15 0 -

Weekly 1 17 6 (35.3) (12,577, 58.011)
Weekly 2 18 8 (44.4) (21.489, 67.400)
Weekly 3 17 13 (76.5) (56.307, 96.635)
Compound | Total 67 27 (40.3) (28.554, 52.043)
Part B

Forty-five patients were treated. Eight patients (17.8%) prematurely discontinued trial
medication, most commonly due to an adverse event (6 patients, 13.3%).
The majority of the patients were male. All patients were White and all were categorised

as obese or overweight. None of the patients were reported as ‘Hispanic or Latino’. An
21
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overview of the demographic characteristics is presented in Table 3 below. No important

protocol deviations were reported.

Table 3 Demographic characteristics, Part B
Placebo Weekly 4 Weekly 5 Weekly 6 Total

Number of patients, N (%) 9 (100.0) 13 (100.0) 11 (100.0) 12 (100.0) 45 (100.0)
Sex, N (%)

Male 6 (66.7) 9 (69.2) 7 (63.6) 9 (75.0) 31 (68.9)

Female 3(33.3) 4 (30.8) 4 (36.4) 3(25.0) 14 (31.1)
White patients 9 (100.0) 13 (100.0) 11 (100.0) 12 (100.0) 45 (100.0)
Mean age, (SD) [years] 446 (10.3) 45.0 (16.8) 48.9 (14.0) 42.2 (12.7) 451 (13.7)
Mean weight (SD) [kg] 101.02 (17.15) 87.65(9.92) 94.15(19.16) 95.75(12.58) 94.07 (15.04)

Mean BMI (SD) [kg/m?  32.33 (4.28) 2964 (1.92) 30.45(3.66) 31.68(3.69) 30.92(3.45)

The planned total dose of Compound | per patient based on pre-specified up-titration was
24.00 mg (Weekly 4), 43.20 mg (Weekly 5), and 43.20 mg (Weekly 6). The mean actual
total dose per patient was 16.39 mg (9.75) for Weekly 4, 38.24 mg (SD 11.05) for Weekly

5, and 42.60 mg (2.08) for Weekly 6.

Primary endpoint

The proportion of patients who withdrew from up-titration was highest for the Weekly 5
dosing group (4 patients, 36.4%) and lowest for the Weekly 6 group (1 patient, 8.3%).
Overall, 8 patients (22.2%) treated with Compound | withdrew from planned up-titration

(Table 4).

Table 4 Stop of up—titration by dosing group, Part B
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Dosing group Patients Patients withdrawn from 95% CI for the proportion

up-titration, N (%)

Placebo 9 0 -

Weekly 4 13 3(23.1) (0.174, 45.980)
Weekly 5 11 4 (36.4) (7.936, 64.791)
Weekly 6 12 1(8.3) (0.000, 23.971)
Compound | Total 36 8 (22.2) (8.642, 35.803)
Total 45 8 (17.8) (6.607, 28.948)

Clinical pharmacology results

Selected PK parameters of Compound | are displayed in Table 5. Following subcutaneous
administration of Compound |, the gMean plasma Cmaxand AUCo.1es increased with further
weekly dosing: In weekly dose groups 1 and 2 by escalating the weekly dose and in
weekly dose group 3 in addition due to accumulation (first two weeks). The same holds
true for the 16 weeks dose groups. Cmax and AUCo.1es increased on one hand by
escalating the weekly dose and on the other hand by accumulation after application of

similar subsequent doses.
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Table 5 Plasma pharmacokinetic parameters of Compound | after subcutaneous

administration of different doses of Compound | of different up-titration schemes

Weekly up-titration scheme 1

Dose 0.3 mg 0.6 mg 0.9 mg 1.2 mg 1.5 mg 1.8 mg

ogCV ogCV gCV gCV ogCV ogCV

N gMean N [gMean N gMean N gMean N [gMean N (gMean

[%] [%] [%] [%] [%] [%]
AUC! 11 1617 16.6 15 (1410 [16.2 |12 2480 [10.9 [10 [3360 [10.5 [10 4490 19.79 9 [5530 10.7
Cmax
M) 16 [5.08 (5.0 16 (123 P55 [13 206 (150 [10 [28.1 11.0 |10 [37.8 151 9 455 13.2
n

Dose 0.4 mg 0.8 mg 1.2 mg 1.6 mg 2.0 mg 2.4 mg

ogCV ogCV gCV gCV ogCV ogCV

N gMean N [gMean N gMean N gMean N [gMean N (gMean

[%] [%] [%] [%] [%] [%]
AUC! 12 818 0.0 14 2040 (172 12 3560 [13.1 (10 5130 (57 8 6550 (116 8 [8190 12.8
Cmax
M) 16 6.51 (22 (15 [16.9 (234 |13 [31.7 [249 [10 443 192 |8 [57.7 103 [8 [70.6 14.8
n

Dose 0.6 mg 0.6 mg 1.2 mg 1.8 mg 2.4 mg 3.0 mg

ogCV ogCV gCV gCV ogCV ogCV

N gMean N [gMean N gMean N gMean N [gMean N (gMean

[%] [%] [%] [%] [%] [%]
AUC! 13 1240 (158 13 (1710 (175 |11 (3230 (116 |9 5200 |[157 |6 (7190 8.88 [2 [10400 [13.7
Cmax
M) 16 [10.7 3.7 15 (144 P22 13 P81 (153 [10 46.5 181 |6 3.0 7.48 2 [88.7 8.70
n

Dose 0.6 mg 0.6 mg 1.2 mg 1.2 mg 1.2 mg
ogCV gCV gCV ogCV ogCV ogCV
N gMean N  |gMean N  |gMean N |gMean N |gMean N |gMean
[%] [%] [%] [%] [%] [%]
AUC! 12 1570 3.3 10 [2490 [16.1 (7 3940 (17.0 |9 4700 (143 9 5190 (171 |9 6660 [15.0
Cmax
M) 13 157 (@395 11 23 [235 (0 [36.0 [16.0 (10 419 (158 [10 49.0 [6.2 (10 B0.2 [18.0
n
Dose 1.8 mg 2.4 mg 2.4 mg 2.4 mg
AUC! 7 (8160 (157 B 10300 22.2 |5 10900 [23.8 B [11500 [20.9
Cmax
M) 69.9 (164 [7 883 (222 |7 87.1 221 [7 973 1.7
n

" AUCo-168 [NM*h]
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Weekly up-titration scheme §

Week |1 3 5 B 7 ¢
.. . 0.

Dose 0.6 mg 1.2 mg 1.8 mg 1.8 mg 2.4 mg 3.0 mg
ogCV gCV gCV ogCV ogCV ogCV
N gMean gMean gMean gMean gMean gMean
[%] [%] [%] [%] [%] [%]
AUC! 8 [1440 (341 (0 [3790 [27.7 |8 080 (257 [0 6770 [27.8 9 [9080 [27.3 9 [1130024.8
Cmax
M) 11 132 (389 11 B1.5 [31.7 (10 [57.9 [257 [0 3.3 P97 |10 {778 [29.0 (10 |102 [30.1
n
Dose 3.6 mg 4.2 mg 4.8 mg 4.8 mg
AUC! 9 [14200 285 6 [15900 235 6 18700 [24.7 B [19700 P23.5
Cmax
129 r66 [7 (134 26.4 |7 161 254 [7 193 15.8
[nM]
twice weekly up-titration scheme
Dose 0.3 mg 0.6 mg 0.9 mg 0.9 mg 1.2 mg 1.5 mg
ogCV gCV gCV ogCV ogCV ogCV
N gMean gMean gMean gMean gMean gMean
[%] [%] [%] [%] [%] [%]
AUCO-72
[nM*h] 342 P28 |8 1200 (79 |9 2390 [21.2 (12 2780 [R5.5 |[10 (3560 (16.2 |9 [5000 (18.5
n *|
Cmax
M) 12 |5.38 P62 12 P04 [220 (12 408 197 (12 492 P81 [12 [58.8 [181 12 (783 P52
n
Dose 1.8 mg 2.1 mg 2.4 mg 2.4 mg
AUCO-72
12 |5690 [23.0 8 B700 [259 (9 (7620 [|19.8 [10 (8550 [16.4
[nM*h]
Cmax
12 936 219 [11 [108 220 (11 (132 25.0 11 [142 16.0
[nM]
" AUCo-168 [NM*h]

In all weekly up-titration schemes (including twice weekly) the gMean values for the

plasma Compound | AUCo.16s ranged from 617 nmol-h/L for the first 0.3 mg dose of

weekly dose group 1 up to 19700 nmol-h/L for the last 4.8 mg dose in the weekly up-

titration scheme 5.

In all weekly up-titration schemes (including twice weekly) the gMean values for the

plasma Compound | Cmaxranged from 5.08 nmol/L for the first 0.3 mg dose of weekly dose

group 1 up to 193 nmol/L for the last 4.8 mg dose in the weekly up-titration scheme 5.
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Safety results

Part A

All patients in the Compound | dosing groups were reported with adverse events that were
assessed as related to study drug by the investigator. Three patients (3.8%, all in the
Compound I) had events of severe intensity, while 6 patients (7.5%) had AEs leading to
treatment discontinuation. One patient was reported with a serious AE (Table 6; see

details regarding this event below). No patients died.

Table 6 Overall summary of adverse events, Part A

Placebo Daily Weekly 1 Weekly 2 Weekly 3 Cmp | Total Total

Total Number of patients

N (100%) 13 15 17 18 17 67 80
Patients with any AE
N (%) 10 (76.9) 15(100) 17 (100) 18 (100) 17 (100) 67 (100) 77 (96.3)
Severe 0 0 1(5.9) 2(11.1) 0 3 (4.5 3(3.8)
Investigator defined
drug-related 9(69.2) 15(100) 17 (100) 18 (100) 17 (100) 67 (100) 76 (95.0)

Leading to discontinuation

of trial drug 1(7.7) 0 1(5.9) 2(11.1) 2 (11.8) 5(7.5) 6 (7.5)
Serious 0 0 0 1(5.6) 0 1(1.5) 1(1.3)
Other significant AEs

(ICHEY) 1(7.7) 0 1(5.9) 2(11.1) 2(11.8) 5(7.5) 6 (7.5)

The most common AEs by SOC (system organ class) were gastrointestinal disorders
(82.5% overall). Other types of AEs reported for at least 20% of patients overall were
metabolism and nutrition disorders (66.3%), ‘general disorders and administration site
conditions’ (52.5%), nervous system disorders (45.0%), cardiac disorders (27.5%), and

infections and infestations (22.5%). Two patients had findings based on local tolerability of
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the injection site (Daily group and placebo group).

The most common drug-related AEs were nausea and decreased appetite (each 62.5%).
Other related events reported for at least 20% of patients were early satiety (41.3%),
dyspepsia (33.8%), abdominal distension (32.5%), headache (26.3%), diarrhoea (25.0%),
and vomiting (21.3%). No drug-related cardiac disorders were reported in the Daily dosing
group, while the frequency ranged from 29.4 to 47.1% in the other Compound | groups. In
addition, there were fewer drug-related cases in the Daily dosing group than in the other
Compound | groups for abdominal distension (Daily: 13.3%; other Compound | groups:
range 38.9 to 52.9%) and vomiting (Daily: no cases; other Compound | groups: range 23.5
to 38.9%).

Three patients (3.8%) were reported with AEs of severe intensity. Of these, 2 patients
were reported with severe diarrhoea (Weekly 1 and Weekly 2) and one patient was

reported with severe vomiting (Weekly 2).

See Figure 1 a)

One patient was reported with a serious AE (ventricular tachycardia, Weekly 2 group).
The event was assessed by the investigator as related to study drug and led to treatment
discontinuation. The patient recovered from the event on the day of its onset. The
investigator had initially reported the event as non-serious. The event was later re-
categorised as serious, since the preferred term ventricular tachycardia had been added
to Sponsor’s list of ‘Always Serious Events’ after the initial reporting of the event.

There were no treatment-emergent clinically relevant findings in the clinical laboratory
analyses. Continuous ECG monitoring over 24 hours revealed increases in mean heart

rate in all Compound | treatment groups.
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PartB

Most patients in the Compound | dosing groups were reported with adverse events that
were assessed as related to study drug by the investigator (97.8%). AEs of severe
intensity were reported for 22.2% of patients, while 13.3% of patients had AEs leading to

treatment discontinuation. No serious AEs were reported (Table 7). No patients died.

Table 7 Overall summary of adverse events, Part B
Placebo Weekly 4 Weekly 5 Weekly6 Cmp | Total Total
Number of patients, N (100%) 9 13 11 12 36 45
Patients with any AE, N (%) 9(100.0) 13 (100.0) 11(100.0) 11(91.7) 35(97.2) 44 (97.8)
Severe 2(222) 4(308) 4(36.4) 0 8(222) 10(222)
Investigator defined drug-related 9 (100.0) 13 (100.0) 11 (100.0) 11(91.7) 35(97.2) 44 (97.8)
Leading to discontinuation of 0 3(23.1) 2(182) 1(83) 6(16.7) 6(13.3)
trial drug
Serious 0 0 0 0 0 0
Other significant AEs (ICH E3) 0 4(30.8) 3(27.3) 1(83) 8(222) 8(17.8)

The most common AEs by SOC were gastrointestinal disorders (80.0%). Other types of
AEs reported for at least 20% of patients overall were metabolism and nutrition disorders
(77.8%), nervous system disorders (51.1%), infections and infestations (44.4%), ‘general
disorders and administration site conditions’ (42.2%), and ‘musculoskeletal and
connective tissue disorders’ (22.2%). Three patients had findings based on local

tolerability of the injection site (Weekly 5 and Weekly 6 group).

See Figure 1 b)

The most common drug-related AE was decreased appetite (73.3%). Other events
reported for at least 20% of patients were nausea (55.6%), headache (44.4%), vomiting
(44.4%), dyspepsia (37.8%), diarrhoea (33.3%), and eructation (28.9%). Drug-related
gastrointestinal disorders were less frequent in the Weekly 6 group (58.3%) than in

Weekly 4 group (92.3%) and Weekly 5 group (all patients). There were no cases of drug-
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related cardiac disorders in Part B.

Ten patients (22.2%) were reported with AEs of severe intensity, the majority of which
were gastrointestinal disorders (9 patients, 20.0%).

5 There were no treatment-emergent clinically relevant findings in the clinical laboratory
analyses. ECG analyses revealed increases in heart rate in all Compound | treatment

groups.

CONCLUSIONS

10  Overall, the investigation of the daily and weekly up-titration schemes of Compound | in

patients with overweight or obesity revealed no unexpected safety or tolerability concerns.

The majority of patients in the Compound | dosing groups were reported with
gastrointestinal disorder, most commonly nausea. In the Daily dosing scheme, no drug-
related cardiac disorders were reported and certain gastrointestinal disorders were
15  notably reduced compared with the Weekly dosing schemes over 6 weeks. No drug-
related cardiac disorders were reported for the 16-week dosing schemes. The twice-

weekly dosing scheme (Weekly 6) showed the lowest frequency of drug-related

gastrointestinal disorders among the 16-week dosing schemes. Following administration

of Compound I, exposures in terms of Cmax and AUCo.16s increased with increasing doses

20  oraccumulated after application of similar subsequent doses.

kkkk

Further endpoint - Body weight

25  The effect of different doses including the different dose escalation schemes of

Compound | on body weight was evaluated before (baseline) and at different time points

after Compound | has been dosed for 6 weeks (Part A) and 16 weeks (Part B). Baseline is

defined as last measurement prior to first administration of Compound |. Body weight
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change was evaluated in two ways: absolute change from baseline (kg) and change from
baseline in percent (%). Arithmetic mean body weight decreased after administration of
Compound I, both in terms of absolute and percent change after 6 (Figure 1 c¢)) and after

16 weeks treatment (Figure 1 d)).

In the follow-up period body weight was again increasing slowly after the end of the

treatment in part A and in part B in the weekly dose groups 4 and 5.

Placebo-corrected statistical analysis revealed a maximum % decrease of mean body
weight at the end of trial (EOT,; Day 43) with -5.79 + 1.05 % in the daily dose group, -4.22
1+ 1.02 % in the weekly 1 dose group, -4.92 £ 1.00 % in the weekly 2 dose group and -4.48

1+ 1.02 % in the weekly 3 dose group after 6 weeks treatment (Part A).

The maximum placebo corrected weight loss after 16 weeks of treatment (Part B) could
be detected at Day 113 with -9.03 £ 1.63 % in the dose group weekly 4, -11.2 £ 1.64 % in

the weekly group 5 and -13.8 £ 1.60% in the weekly dose group 6.

As described above due to tolerability reasons the patients were allowed to stop dose-
escalation at any time and remain at the previous dose. It is therefore not possible to
discriminate a clear dose dependency between the different treatment groups as there is

overlap of the doses, which had been taken by the patients in the different groups.

Example 2: A study to test different doses of Compound | in healthy Japanese men
A phase |, single-blinded, randomized, multiple dose, placebo-controlled study to assess
the safety, tolerability, pharmacokinetics and pharmacodynamics of different dose
escalation schemes of Compound | in healthy Japanese male subjects with BMI 23-

40 kg/m?
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Objectives
Main objectives were to investigate the safety, tolerability, pharmacokinetics (PK) and
pharmacodynamics (PD) of different dose escalation schemes of Compound | in
healthy Japanese male subjects with BMI 23 to 40 kg/m? and to determine a dose

escalation scheme for future studies.

Methodology

This study was a randomised, placebo-controlled, single-blind, and parallel-group
clinical trial with up to 3 dose-escalation schemes (Dose Groups [DGs] 1 to 3) in
healthy Japanese male subjects with BMI 23 to 40 kg/m2. The weekly (DG1 and DG2)
or twice a week (DG3) dosing in this scheme allowed for immediate clinical evaluation
whether a further increase in the cumulative weekly dose was safe and well tolerated.
The treatment duration was 16 weeks in total including a dose escalation phase to
minimize Gastrointestinal (Gl) Adverse Events (AEs) of Compound |. This was

followed by a 4-week follow-up period.

Number of subjects

Planned: Entered: 36

Actual: Entered: 37
Compound | DGH1:
Entered: 10 Treated: 9  Analysed (for primary endpoint): 9
Compound | DG2:
Entered: 9 Treated: 9  Analysed (for primary endpoint): 9
Compound | DG3:
Entered: 9 Treated: 9  Analysed (for primary endpoint): 9
Placebo (matching Compound I):

Entered: 9 Treated: 9  Analysed (for primary endpoint): 9
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Diagnosis

Not applicable

Main criteria for inclusion

Healthy Japanese male volunteers aged from 20 to 45 years with a 3-month stable

(defined as no more than 5% change) BMI of 23 to 40 kg/mZ2, a minimum absolute

body weight of 65 kg, and HbA1c <6.5% were included.

Compound | solution for injection (2 mg/mL)

Doses: 16-week up-titration

DG1:0.3,06,09,1.2,15,18,1.8,18,1.8,1.8,1.8,1.8,1.8, 1.8, 1.8, 1.8 mg once
weekly
DG2:0.6,0.6,1.2,1.2,1.8,1.8,2.4,2.4,3.0,3.0,36,3.6,42,42, 4.8, 4.8 mgonce
weekly
DG3:0.3,0.3,0.6,0.6,0.9,0.9,1.2,1.2,1.5,15,1.8,1.8, 2.1, 2.1, 2.4, 2.4 mg twice

weekly

Mode of administration:

Subcutaneous injection

Comparator product:

Placebo (matching Compound )
Dose: Not applicable

Mode of administration: Subcutaneous injection

Duration of treatment

16 weeks of treatment followed by 4-week follow-up after trial drug termination
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Clinical pharmacology/other criteria for evaluation

The primary endpoint in this trial was a safety endpoint and is described in the safety
section below.

The secondary endpoints were area under the concentration-time curve of the analyte
in plasma over the time interval from 0 to 168 h (AUCy.165) and maximum measured

concentration of the analyte in plasma (C..ax) after the first dose.

Safety criteria for evaluation

The primary endpoint to assess the safety and tolerability of Compound | was the
cumulative percentage (%) of subjects withdrawn from the up-titration by the dose
escalation scheme.
Further criteria of interest:

o AEs (including clinically relevant findings from the physical examination)

e Safety laboratory tests

e 12-lead electrocardiogram (ECG)

e Continuous ECG monitoring

o Vital signs (blood pressure, pulse rate)

e Columbia-Suicide Severity Rating Scale (C-SSRS)

e Change from baseline in heart rate following treatment with Compound |

relative to placebo (until 24 hours after Compound | administration)
e The cumulative number [N (%)] of subjects withdrawn from the up-titration by

the dose escalation scheme and week

Statistical methods

The main objective of this trial was to assess the safety and tolerability of Compound |
as well as PK and PD parameters by using descriptive statistics for all endpoints,
which were compared across treatment groups. Further analysis comprised linear

modelling for attainment of steady state in DG1.
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SUMMARY - CONCLUSIONS

Trial subjects and compliance with the clinical trial protocol

A total of 37 Japanese male volunteers were randomised, and 36 subjects were
treated in the trial. One subject was randomised but discontinued the trial prior to the
initiation of the trial medication because of an AE. Two subjects (5.6% of 36 treated
subjects) in DG1 prematurely discontinued from trial medication because of AEs. All
subjects completed the planned observation time.

All of the 36 subjects in this trial were male and Asian; more precisely Japanese. The
mean age (SD) was 34.2 (7.6) years and mean BMI (SD) was 25.19 (1.77) kg/mZ2.
Most of the demographic characteristics were well balanced across the groups. An

overview of the demographic data is presented in Table 8 below.

Table 8 Demographic data - TS

Placebo Compound | Total

DG1 DG2 DG3

Number of subjects, 9 (100.0) 9 (100.0) 9 (100.0) 9 (100.0) 36 (100.0)
N (%)
Sex, N (%)
Male 9 (100.0) 9 (100.0) 9 (100.0) 9 (100.0) 36 (100.0)
Race, N (%)
Asian 9 (100.0) 9 (100.0) 9 (100.0) 9 (100.0) 36 (100.0)
Ethnicity, N (%)
Not Hispanic / 9 (100.0) 9 (100.0) 9 (100.0) 9 (100.0) 36 (100.0)
Latino
Mean age (SD) 36.2 (8.5) 37.0 (8.0) 319  (5.8) 316 (7.5 342 (7.6)
[years]
Mean weight (SD) 76.56 (7.08) 73.78 (6.80) 72.17 (5.25) 77.76 (7.85) 75.06 (6.89)
[kal
Mean BMI (SD) 25.89 (2.00) 2559 (1.85) 24.14 (0.82) 2513 (1.92) 2519 (1.77)
[kg/m?]

The planned total dose of Compound | per subject based on the pre-specified up-
titration was 24.30 mg (DG1), 43.20 mg (DG2), and 43.20 mg (DG3). The mean
actual total dose per subject was 21.067 mg (SD 7.883) for DG1, 30.667 mg (SD

10.583) for DG2, and 42.933 mg (SD 0.529) for DG3.
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One important protocol deviation was reported for 1 subject receiving placebo within

the first dosing scheme cohort. Full-volume administration of planned dose (1.8 mg)

was not done because of leak from the syringe.

Clinical pharmacology results

Specified PK parameters of Compound |, AUCo.16s and Cmax, are displayed in Table 9;

these parameters are pre-specified secondary endpoint of this trial. In Table 9, only the

gMean PK parameters of subjects who followed the planned dose rising scheme are

included. Following subcutaneous administration of Compound I, the gMean plasma

AUCq.168 and Cpax increased with further weekly or twice weekly dosing.

Table 9

Pharmacokinetic parameters of Compound | after subcutaneous

administration of different doses of Compound | in DGs 1 to 3 (only data with planned

dose)
DG1 (weekly administration)
Week 1 3 5 6 7 9
Dose 0.3 mg 0.9 mg 1.5mg 1.8 mg 1.8 mg 1.8 mg
gCV gCV gCV gCV| gCV gCV
N [gMean N|gMean N | gMean N| gMean N [gMean gMean
(%] (%] (%] [%] (%] [%]
AUC' |- - - |8 3620 |14.0/8| 6740 |14.2|7| 8410 (16.3(6| 9010 | 15.1 8520 (6.13
Cmax
9| 320 [ 252 |8| 32.8 |20.1({8| 644 |196|7| 79.0 [20.5(7| 79.4 | 33.9 79.0 [11.4
[nM/L]
Dose 1.8 mg 1.8 mg 1.8 mg 1.8 mg
AUC' |7| 8830 | 8.99 |7| 9220 |11.8/6| 9500 |12.4|6| 9620 [10.3
Cmax
7| 76.3 1 9.32 |7| 80.3 |146|6| 783 (15.2(6| 84.1 [11.3
[nM/L]

DG2 (weekly administration)
- . @ . - ' . |

Dose 0.6 mg 1.2mg 1.8 mg 1.8 mg 2.4 mg 3.0 mg
gCV gCV gCV gCV gCVv gCVv

N [gMean N [gMean N| gMean N | gMean N|gMean gMean
[%] [%] [%] [%] [%] [%]
AUC' (82020 | 18.6 |7| 4930 [21.7|3| 6640 |25.9|4 | 7550 [18.2|4| 9830 | 14.1 13700(15.7
Crax |9] 16.9 | 205 |7 | 42.8 |28.9(4| 57.3 |23.2/4| 66.9 |209(4| 81.8 | 9.26 120 [12.5
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[nM/L]
Week 11 13 15 16
Dose 3.6 mg 4.2 mg 4.8 mg 4.8 mg
AUC' (3(16400| 11.0 {3(19300(12.2| 3| 22900 |13.6] - - -
Cmax
3| 139 | 867 |3| 162 |10.2({3| 196 (18.0{3 | 201 |7.77
[nM/L]
DG3 (twice weekly administration)
e
Dose 0.3 mg 0.6 mg 0.9 mg 0.9 mg 1.2mg 1.5mg
gCV gCV gCV gCV gCVv gCVv
N |[gMean N [gMean N | gMean N | gMean N|gMean N [gMean
[%] [%] [%] [%] [%] [%]
AUC! |- - - |9] 1640 (14.8|/9| 3520 |13.9|/ 8| 3830 |16.6(9| 4690 |15.1|8| 6720 | 19.3
Cc
" |g| 7.76 | 14.7 |9| 27.3 |14.3|9| 53.7 |9.68|9| 650 [17.6/9| 76.2 |12.8|9| 116 | 20.3
[nM/L]
G
Dose 1.8 mg 2.1mg 2.4 mg 2.4 mg
AUC' (9| 8210 | 18.1 |7 | 9780 |15.5(7| 10200 (13.8| 7 | 11200 |12.7
Cmax
9| 137 | 16.2 |9 170 |21.7|7| 175 (1817 181 |12.7
[nM/L]

T AUCo-168 [NM*h]

Safety results

The cumulative percentage (%) of subjects withdrawn from the up-titration by the
dose escalation scheme, namely the pre-specified primary safety endpoint, was
higher in DG2 (66.7%, 6 subjects) than DG1 (22.2%, 2 subjects) and DG3 (22.2%, 2
subjects). Overall, 10 subjects (37.0%) treated with Compound | withdrew from the
pre-planned up-titration, while none of the subjects in the placebo group withdrew

(Table 10).

Table 10 Stop of up-titration overall - TS

ITreatment group Number of subjects withdrawn from the up-titration
Number of subjects N (%)

Placebo 9 0 (0.0)

DG1 9 2 (22.2)

DG2 9 6 (66.7)
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DG3 9 2 (22.2)
Compound | Total 27 10 (37.0)

A total of 35 patients (97.2% of 36 trial subjects) had at least 1 AE during the on-
treatment period. Two subjects (5.6% of 36 trial subjects) were reported with AEs of
sever intensity: 1 (11.1% of 9 trial subjects) in DG2 and DG3 each. All 27 subjects in
the Compound | dosing groups (i.e. DGs 1 to 3) had AEs that were deemed as related
to Compound | by the investigator. Two subjects (5.6% of 36 trial subjects), who were
both in DG1, had AEs leading to treatment discontinuation. One subject (2.8% of 36
trial subjects) in DG1 was reported with an SAE. One subject (2.8% of 36 trial
subjects) in DG1 was reported with an other significant AE according to ICH E3.
There were neither deaths nor AEs of special interest reported. Table 11 provides an

overall summary of AEs during the on-treatment period.

Table 11 Overall summary of AEs - TS

Placebo Compound | Cmp | Total Total
DG1 DG2 DG3
N % N % N % N % N % N %
Number of subjects 9 100.0 9 100.0 9 100.0 9 100.0 27 100.0 36 100.0
Subjects with any AE 8 88.9 9 100.0 9 100.0 9 100.0 27 100.0 35 97.2
Subjects with severe AEs 0 0.0 0 0.0 1 111 1 111 2 74 2 56

Subjects with investigator
defined drug-related AEs 4 44.4 9 100.0 9 100.0 9 100.0 27 1000 31 86.1
Subjects with AEs leading

to discontin. of trialdrug 0 0.0 2 222 0 0.0 0 0.0 2 74 2 5.6
Subjects with AEs of

special interest 0 00 0 0.0 0 0.0 0 00 0 00 0 0.0
Subjects with serious AEs 0 0.0 1 111 0 0.0 0 0.0 1 3.7 1 2.8

Requires or Prolongs
Hospitalization 0 0.0 1 111 0 0.0 0 0.0 1 37 1 2.8

The most common AEs by system organ class (SOC) were ‘gastrointestinal disorders’
with 28 subjects (77.8% of 36 trial subjects). Other types of AEs reported for at least
20% of subjects overall were ‘general disorders and administration site conditions’

with 16 subjects (44.4% of 36 trial subjects) and ‘metabolism and nutrition disorders’
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with 25 subjects (69.4% of 36 trial subjects). There were no AEs reported in the
cardiac disorder class. The most common AE by preferred term (PT) was ‘decreased
appetite’ with 25 subjects (69.4% of 36 trial subjects): 8 subjects (88.9% of 9 trial
subjects) in DG1, 9 subjects (100.0% of 9 trial subjects) in DG2, 7 subjects (77.8% of
9 trial subjects) in DG3, and 1 subject (11.1% of 9 trial subjects) in the placebo group.
All AEs of ‘decreased appetite’ reported for subjects in the Compound | dosing groups
were deemed related to the trial drug by the investigator, and this was the most
common drug-related AE with 24 subjects (66.7% of 36 trial subjects).

Adverse events of severe intensity were reported for 2 subjects (5.6% of 36 trial
subjects): 1 subject (11.1% of 9 trial subjects) in DG2 reported severe ‘vomiting’, and
1 subject (11.1% of 9 trial subjects) in DG3 reported severe ‘diarrhoea’. Both were
reported as non-serious AEs and were determined to be related to the trial drug by

the investigator. All other AEs were of mild or moderate intensity.

Two subjects (5.6% of 36 trial subjects), who were both in DG1, discontinued trial
medication because of AEs: 1 AE was ‘vomiting’ of moderate intensity, which was the
only one SAE reported in this trial; another was ‘amylase increase’ of mild intensity,
which was a non-serious AE, and this non-serious AE leading to treatment
discontinuation was the only one other significant AE according to ICH E3 reported in
this trial. Both AEs were determined to be related to the trial drug by the investigator
and resolved by the end of the trial.

Findings of clinical relevance were not observed regarding clinical laboratory values.
An expected increase in pulse rate was observed in the Compound | dosing groups.
No clinically relevant findings were seen in vital signs, the ECG evaluation, local

tolerability, or in suicidal risk assessment.
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CONCLUSIONS

On the safety aspect, the investigation of the weekly or twice-weekly up-titration
schemes of Compound | administered subcutaneously up to 4.8 mg in healthy
Japanese male subjects with BMI 23 to 40 kg/m? revealed no unexpected safety or
tolerability concerns. The proportion of subjects who withdrew from the up- titration
was lower in the twice-weekly dosing scheme (DG3) than in the weekly dosing
scheme (DG2). Most subjects in the Compound | dosing groups were reported with
‘decreased appetite’ in the SOC ‘metabolism and nutrition disorders’, followed by
‘dyspepsia’ in the SOC ‘gastrointestinal disorders’. These AEs are in line with the
known side effect profile of GLP1 receptor agonists. The twice-weekly dosing scheme
(DG3) showed the lowest frequency of drug-related ‘gastrointestinal disorders’ among
the dosing schemes. No clinically relevant cardiac disorders were reported. The
safety findings in Japanese subjects were similar to the previous Phase | trial

conducted overseas.

Following administration of Compound I, exposures in terms of Cmax, AUCo-168 (DG1

and DG2) and AUCo.72 (DG3) increased with increasing doses.

Example 3: A Phase Il dose-finding study in patients with type 2 diabetes
mellitus

A Phase |l, randomized, parallel group, dose-finding study of subcutaneously
administered Compound | for 16 weeks, compared with placebo and open-label

semaglutide in patients with type 2 diabetes mellitus

Objective
The primary objective was to demonstrate proof of clinical concept (PoCC) with respect to
a non-flat dose response curve and to define a suitable dose escalation scheme and dose

range for Compound | regarding safety, tolerability, and efficacy.
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Methodology

Randomized, placebo and active comparator controlled, double-blind within dose groups,
parallel-group, 16-week trial. An open-label arm (semaglutide) was included as

benchmark to compare response curves andsupport assumptions for Phase |l design.

Number of subjects

Planned: Entered: Approximately 410
Actual: Screened: 669

Entered: 413

Entered Treated Analyzed(primary endpoint)
Overall 413 411 411
Placebo 60 59 59
Dose group 1 50 50 50
Dose group 2 50 50 50
Dose group 3 52 52 52
Dose group 4 50 50 50
Dose group 5 51 51 51
Dose group 6 50 49 49
Semaglutide 50 50 50

Diagnosis
Patients with type 2 diabetes mellitus with insufficient glycaemic control despite diet,

exercise and metformin treatment

Main criteria for inclusion

Patients with type 2 diabetes mellitus for at least 6 months prior to informed consent who

had a baseline HbA1c 7.0%-10.0% (both inclusive), treatment with a stable dose of
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metformin =1000 mg/day for at least 3 months prior to screening, and body mass index

(BMI) 25 kg/m2-50 kg/m2 (both inclusive) at screening.Investigational product: Compound |

Dose:

Dose group 1:
Dose group 2:
Dose group 3:
Dose group 4:
Dose group 5:

Dose group 6:

0.3 mg once weekly

0.3, 0.3, 0.6, 0.6, 0.9 mg (weeks 5-16) once weekly
0.3,0.6,0.9, 1.2, 1.5, 1.8 mg (weeks 6-16) once weekly
06,0.6,1.2, 12,18, 2.4, 2.7 mg (weeks 7-16) once weekly
0.3,0.3,0.6, 0.6, 0.9, 0.9, 1.2 mg (weeks 7-16) twice weekly

0.3,06,0.9, 1.2, 1.5, 1.5, 1.8 mg (weeks 7-16) twice weekly

Mode of administration:

Solution for injection

Investigational product:

Placebo

Dose: Not applicable

Mode of administration: Solution for injection

Comparator product:

Semaglutide

Dose: 0.25,0.25, 0.25, 0.25, 0.5, 0.5, 0.5, 0.5, 1.0 mg (weeks 9-16) once weekly

Mode of administration: Solution for injection

Duration of treatment

16 weeks

Efficacy and other criteria for evaluation

The primary endpoint was the absolute change in HbA1c from baseline to 16 weeks.

The key secondary endpoint was the relative body weight change from baseline to 16

weeks Secondary endpoints included:
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« The absolute body weight change from baseline to 16 weeks
« The absolute change in waist circumference from baseline to 16 weeks

¢ The percentage of patients with 5% or greater body weight loss from baseline to
16 weeks

5 The percentage of patients with 10% or greater body weight loss from baseline to 16

weeks

Safety criteria for evaluation

Safety endpoints included Columbia-Suicide Severity Rating Scale (C-SSRS) and various

electrocardiograms (ECG) assessments. Safety was assessed based on adverse events
10 (AEs), adverse event of special interest (AESIs), clinical laboratory assessments, vital

signs, and physical examination. AESIs were pre-specified in the protocol as pancreatitis

and hepatic injury.

Statistical methods

Primary endpoint: the analyses for PoCC and dose-finding was performed using a multiple
15  comparison procedure and modelling (MCP-Mod). First, a mixed effect model for repeated
measurements (MMRM) was calculated to estimate the treatment effect in each dose
group and the corresponding covariance matrix. Using the MCP-Mod approach, these
estimates were then further used to (1) test for a non-flat dose response curve and (2)
identify suitable dose-response shapes based on a selection of candidate models pre-
20  defined in the protocol. The final model was then calculated by averaging overall
significant model shapes.
Secondary endpoints: the key secondary endpoint was analyzed using the same MCP-
Mod approach as for the primary endpoint. The absolute body weight change and the
change in waist circumference were assessed using MMRM. The percentages of patients
25  with 25% or 210% body weight loss from baseline to 16 weeks were analyzed using
logistic regression and descriptive statistics.
Analyses of safety were descriptive.

No interim analysis was conducted.
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SUMMARY — CONCLUSIONS

The 6 Compound | dose groups are named in this section (Example 3) based on the
maintenance dose, i.e. dose group 1 is referred to as Compound | 0.3 mg, dose group 2 as
Compound | 0.9 mg, dose group 3 as Compound | 1.8 mg,dose group 4 as Compound |
2.7 mg, dose group 5 as Compound | 1.2 biw (2.4) mg, and dose group 6 as Compound |

1.8 biw (3.6) mg.

Trial subjects and compliance with the clinical trial protocol

Of the 413 randomized patients, 398 patients (96.8%) completed the trial, which included
patients who prematurely discontinued treatment but completed the observational period
as planned. Of the 411 patients treated with trial medication, 80 patients (19.5%)
prematurely discontinued treatment. The most common reason for premature
discontinuation from trial medication was an AE (53 patients, 12.9% overall), with higher
frequency reported for the Compound | groups than for the placebo group and the
semaglutide group.

The main patient characteristics are summarised in Table 12. Demographic data, baseline
characteristics, concomitant therapies, and medical history were mostly balanced across
treatment groups; some imbalances between groups were noted. A total of 62 randomized
patients (15%) had at least 1 important protocol deviation leading to exclusion from the per
protocol set. The most common category was “prohibited medication use” (41 patients
/9.9%). Median treatment duration (weeks) was 15.14 (Q1, Q3 15.00, 15.14) for
Compound 1 0.3 mg, 15.14 (15.14, 15.14) for Compound | 0.9 mg, 15.14 (8.57, 15.14) for
Compound | 1.8 mg, 15.14 (3.86, 15.14) for Compound | 2.7 mg, 15.57 (15.57, 15.71) for
Compound | 1.2 biw (2.4) mg, 15.57 (14.86, 15.71) for Compound | 1.8 biw (3.6) mg, 15.14

(15.00, 15.57) for placebo, and 15.14 (15.14, 15.14) for semaglutide.

Table 12: Selected demographic data and selected baseline characteristics — Treated set
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Characteristics at baseline Total Characteristics at baseline (cont)  Total
Number of patients, N (%) 411 (100.0) BMI [kg/m?], mean (SD) 33.86 (6.00)
Gender, N (%) <30, N (%) 118 (28.7)
Male 233 (56.7) B30 to <35, N (%) 134 (32.6)
Female 178 (43.3) B35, N (%) 159 (38.7)
Region, N (%) Time from 15t diagnosis [years], 7.59 (5.79)

mean (SD)
North America 192 (46.7) <1, N (%) 21 (5.1)
Europe 153 (37.2) |1 to <5, N (%) 142 (34.5)
Asia-Pacific 56 (16.1) b to <10, N (%) 132 (32.1)
Race, N (%) =10, N (%) 116 (28.2)
White 344 (83.7) |HbA1c[%], mean (SD) 8.07 (0.84)
Asian 42 (10.2) 7.0 20 (4.9)
Black/African American 20 (4.9) 7.0 to <8.0 193 (47.0)
Ethnicity, N (%) 8.0 to <9.0 130 (31.6)
Not Hispanic/Latino 320(77.9) 9.0t0<10.0 60 (14.6)
Hispanic/Latino 91 (221) =10 8 (1.9
Age [years], mean (SD) 57.3(9.8) Weight [kg], mean (SD) 96.55 (21.54)
<65, N (%) 309 (75.2) K70 39 (9.5)
=65, N (%) 102 (24.8) [70to <80 53 (12.9)
\Waist circumference [cm], mean 110.3 (18.2) |80 to <90 77 (18.7)
(SD)

=90 242 (58.9)
BMI = body mass index; SD = standard deviation

Efficacy

Primary endpoint

HbA1c level decreased from baseline until 16 weeks of treatment in all Compound | dose
groups. The decrease from baseline was significantly greater for all Compound | dose
groups compared with placebo at all tested time points. Maximum absolute decrease from
baseline in HbA1c (%) was observed in the Compound | 1.8 mg dose group at Week 17
(adjusted mean MMRM estimate = -1.72, 95% Cl -1.94, -1.49), with similar results

observed in other Compound | dose groups, except for the lowest dose of 0.3 mg.
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Based on the MCP-Mod, the predicted dose-response curve of absolute change from
baseline in HbA1c after 16 weeks of treatment reached plateau at the Compound | 1.8 mg
once weekly dose.

In the descriptive analysis of the primary endpoint, the 4 higher Compound | dose groups
compared favorably to semaglutide (mean absolute decrease in HbA1c (%) from baseline
at Week 17 = -1.79 (SD 0.92) for Compound | 1.8 mg, -1.67 (0.78) for Compound | 2.7 mg,
-1.68 (0.90) for Compound | 1.2 biw (2.4) mg, -1.79 (0.76) for Compound | 1.8 biw (3.6)

mg, and -1.50 (0.84) for semaglutide).

Key secondary endpoint

Relative body weight loss from baseline during 16 weeks of treatment was observed in all
Compound | dose groups in a clear dose-dependent manner. The decrease from baseline
was significantly greater for all Compound | dose groups compared with placebo at Week
17, except for the lowest dose of 0.3 mg. Maximum relative body weight loss (%) from
baseline was detected in the Compound | 1.8 biw (3.6) mg dose group at Week 17
(adjusted mean MMRM estimate = -8.68, 95% CI -10.06, -7.30).

Based on the MCP-Mod, the predicted dose response of relative body weight loss from
baseline after 16 weeks of treatment did not reach plateau with the Compound | doses
investigated in this trial. A clear dose-dependent effect was shown with maximum effect on
weight loss predicted for the Compound | 1.8 biw (3.6) mg dose.

In the descriptive analysis of the key secondary endpoint, the 4 higher Compound | dose
groups compared favorably to semaglutide (mean relative body weight loss (%) from
baseline at Week 17 = -6.63 (SD 5.13) for Compound | 1.8 mg, -6.68 (4.05) for Compound
| 2.7 mg, -7.16 (6.06) for Compound | 1.2 biw (2.4) mg,-8.95 (5.33) for Compound | 1.8

biw (3.6) mg, and -5.40 (4.33) for semaglutide).

Secondary endpoints

Absolute body weight change from baseline to 16 weeks
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Maximum absolute body weight loss (kg) from baseline was detected in the Compound |
1.8 biw (3.6) mg dose group at Week 17 (adjusted mean = -8.38, 95% CI -9.68, -7.08). At
Week 17, the decrease from baseline in absolute body weight loss was significantly
greater than placebo for all Compound | dose groups, except for the lowest dose of 0.3
mg. The 4 higher Compound | dose groups (1.8 mg, 2.7 mg, 1.2 biw (2.4) mg, and 1.8
biw (3.6) mg) compared favorably to semaglutide in terms of body weight loss from

baseline.

Absolute change in waist circumference from baseline to 16 weeks

Maximum decrease in absolute waist circumference (cm) from baseline was detected in
the Compound | 1.8 biw (3.6) mg dose group at Week 17 (adjusted mean MMRM
estimate = -10.49, 95% Cl -13.84, -7.14), compared favorably to semaglutide (-4.82,
95% CI -7.79, -1.84). Data for the absolute change from baseline in waist circumference

were highly variable with wide confidence intervals.

Percentage of patients with 25% body weight loss from baseline to 16 weeks

The proportion of patients with 25% body weight loss from baseline after 16 weeks of
treatment increased with increasing Compound | doses. More than 50% of patients
treated with Compound | 1.2 biw (2.4) mg or Compound | 1.8 biw (3.6) mg attained a
=5% body weight loss. In the semaglutide group, 38.0% of patients had 25% body weight

loss.

Percentage of patients with 210% body weight loss from baseline to 16 weeks

The proportion of patients with 210% body weight loss from baseline after 16 weeks of
treatment increased dose-dependently. Approximately one-fourth of patients treated with
Compound | 1.2 biw (2.4) mg and one- third of patients treated with Compound | 1.8 biw
(3.6) mg could attain a 210% body weight loss. In the semaglutide group, 16.0% of

patients had 210% body weight loss.
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Compared with the placebo group and the semaglutide group, all Compound | groups

had higher frequencies of patients with at least one reported AE, investigator-defined

drug-related AEs, and AEs leading to discontinuation of trial medication. Severe AEs

and serious AEs were reported at low frequencies in the Compound | groups and the

placebo group; there were no severe AEs or serious AEs reported in the semaglutide

group. All serious AEs were in the category “required or prolonged hospitalisation”

(Table 13).

Table 13: Overall summary of adverse events — TS

Category of AEs

Number of patients

Any AE

Severe AEs

Investigator
defined drug-
related AEs
AEs leading to
discontinuation
of trial
medication
AEs of special

interest

Serious AEs

Placebo

N (%)

59

(100.0)
31

(52.5)

4(6.8)

13

(22.0)

6.1

3 (5.1)

Cmpl

0.3 mg
N (%)

50

(100.0)

33

(66.0)
3 (6.0)

25

(50.0)

5

(10.0)

1(2.0)

Cmpl

0.9 mg
N (%)

50

(100.0)

38

(76.0)

1(2.0)

26

(52.0)

5

(10.0)

0

4 (8.0)

47

Cmpl Cmpl
1.8mg 2.7 mg
N (%) N (%)
52 50
(100.0) (100.0)
42 41
(80.8) (82.0)
4 (1.7) 3(6.0)
33 29
(63.5) (58.0)
11 15
(21.2) (30.0)
1(1.9) 0
3(6.8) 2(4.0)

Cmpl

1.2 biw
(2.4) mg
N (%)
51
(100.0)
39
(76.5)

2(3.9)

28

(54.9)

(7.8)

1(2.0)

Cmpl Sema-
glutide

1.8 biw N (%)

(3.6) mg

N (%)

49 50
(100.0)  (100.0)
42 26
(85.7) (52.0)

3(6.1) 0
36 19
(73.5) (38.0)
8 2
(16.3) (4.0)
0 0
0 0

Total
Cmpl

N (%)

302
(100.0)
235

(77.8)

16 (5.3)

177

(58.6)

48

(15.9)

1(0.3)

11 (3.6)
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Adverse events were most frequently reported in the SOC gastrointestinal disorders,
followed by metabolism and nutrition disorders, and reported more frequently for the
Compound | groups than for the placebo group and the semaglutide group. On the PT
level, the most frequently reported AEs were nausea (all Compound | dose groups:
109 patients/36.1%, placebo: 5 patients/8.5%, semaglutide: 6 patients/12.0%),
vomiting (all Compound | dose groups: 58 patients/19.2%, placebo: 3 patients/5.1%,
semaglutide: 2 patients/4.0%), and diarrhea (all Compound | dose groups: 56
patients/18.5%, placebo: 7 patients/11.9%, semaglutide: 5 patients/10.0%).

SAEs were reported for 11 patients (3.6%) in all Compound | dose groups, 3 patients
(5.1%) in the placebo group, and O patients in the semaglutide group. Serious
gastrointestinal AEs were reported for 4 patients (1.3%) in all Compound | dose
groups. SAEs assessed as drug-related by the investigator were reported for 4
patients (1.3%) in all Compound | dose groups and O patients in either placebo group
or semaglutide group. Serious gastrointestinal AEs assessed as drug-related by the
investigator were reported for 3 patients (1.0%) in all Compound | dose groups.

One AESI of hepatic injury was reported. There were no cases of pancreatitis.

There were no deaths in the trial.

Laboratory parameters

There were few patients with possibly clinically significant abnormalities (PCSA) in
clinical laboratory parameters. There was no Compound | dose-dependency in terms
of PCSA. Exceptions were proportion of patients with PCSA high glucose, which
decreased in the following groups: Compound | 0.9 mg (26.0% at baseline, 13.9% on
treatment), Compound | 1.8 mg (34.6% at baseline, 9.1% on treatment), Compound |
2.7 mg (22.0% at baseline, 5.4% on treatment), Compound | 1.2 biw (2.4) mg (29.4%
at baseline, 0.0% on treatment), Compound | 1.8 biw (3.6) mg (24.5% at baseline, 5.6%
on treatment), and semaglutide (20.0% at baseline, 5.0% on treatment). The proportion of
patients with PCSA high glucose in the placebo group and the Compound | 0.3 mg dose

group did not decrease during treatment.
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There were no relevant changes in the other safety laboratory parameters.

Vital signs, including ECG safety endpoints

ECG notable findings at any time on treatment were reported for a few patients. There
were no obvious differences in terms of ECG notable findings between the Compound |
groups, the placebo group, and the semaglutide group.

Maximum QT(c) changes from baseline on treatment and new onsets in terms of QT(c)
interval and morphological findings were balanced across treatment groups.

New onsets on treatment by overall ECG interpretation and clinical relevance of findings
were reported for 6 patients (10.2%) in the placebo group, 11 patients (22.0%) in the
Compound | 0.3 mg group, 10 patients(20.4%) in the Compound | 0.9 mg group, 11
patients (22.0%) in the Compound | 1.8 mg group, 9 patients(18.8%) in the Compound |
2.7 mg group, 12 patients (24.0%) in the Compound | 1.2 biw (2.4) mg group, 11patients
(22.9%) in the Compound | 1.8 biw (3.6) mg group, and 14 patients (28.0%) in the
semaglutide group.

Heart rate increase from baseline was observed in the 4 higher Compound | dose groups
(1.8 mg, 2.7 mg, 1.2 biw (2.4) mg, and 1.8 biw (3.6) mg) and the semaglutide group. The
most pronounced increase from baseline in heart rate was observed in the Compound |
2.7 mg group. Mean increases from baseline in heart rate were below 10 beats/min at all
time points, except for 2 time points in the Compound | 2.7 mg group (10.32 beats/min at
Week 7 and 10.06 beats/min at Week 16).

There were no relevant changes in other vital sign parameters.

Columbia Suicide Severity Rating Scale (C-SSRS)
One patient in the placebo group reported thoughts of suicide that were already present at

Screening and continued until Week 3 in the trial.

NASH scores
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Mean fibrosis-4, AST to platelet ratio index (APRI), and non-alcoholic fatty liver disease
(NAFLD) fibrosis scores at baseline were comparable between treatment groups.
Changes from baseline in fibrosis-4 scores were minor in all treatment groups. There were

no incidences of liver fibrosis or advanced liver damage.

CONCLUSIONS

Compound | significantly reduced HbA1c and body weight in patients with T2DM and
obesity/overweight. At doses of 1.8 mg, 2.7 mg, 1.2 biw (2.4) mg, and 1.8 biw (3.6) mg,
Compound | compared favorably to semaglutide in terms of HbA1c level and body weight
loss, indicating advantages of Compound | as a dual GLP-1R and GCGR agonist over
semaglutide. Compound | showed an overall good safety profile during the trial with
gastrointestinal events (nausea, vomiting, and diarrhea) being the most common AEs. No
new or unexpected safety or tolerability concerns were raised. The results of this trial
suggest further investigation to explore clinical effect and optimize treatment regimen of

Compound | in the indications of T2DM, chronic weight management, and NASH.
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CLAIMS

1. A human dosing scheme for a peptidic GLP1/glucagon receptor agonist, the agonist
having a given plasma half-life in humans, which is at least 60 hours,
characterized in that the interval between two consecutive subcutaneous
administrations of the agonist is such that the ratio between the plasma half-life in

humans of the agonist and the administration interval is more than 1.0.

2. The dosing scheme according to claim 1, wherein the ratio between the plasma half-

life in humans of the agonist and the administration interval is between 1.0 and 5.0.

3. The dosing scheme according to any one of claim 1 or 2, wherein the agonist is
administered over a longer period (e.g. over weeks, months, sub-chronically or

chronically).

4. The dosing scheme according to claim 1, 2, or 3, wherein the agonist is a glucagon
analogue with a sequence identity of 50% or higher when compared to human

glucagon.

5. The dosing scheme according to any one of claims 1 to 4, wherein the agonist is
H-H-Ac4c-QGTFTSDYSKYLDERAAKDFI-K([17-carboxy-heptadecanoyl]-isoGlu-

GSGSGG)-WLESA-NH,  (Compound I).

6. The dosing scheme according to claim 6, wherein the interval between two

consecutive injections of Compound | is shorter than 100 h, preferably shorter than

96h, e.g. about 84h or shorter.
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7.

10.

11.

12.

13.

A human dosing scheme for Compound |, characterized in that the interval between
two consecutive injections of Compound | is shorter than 100 h, preferably shorter

than 96h, e.g. about 84h or shorter.

The dosing scheme according to any one of claims 1 to 7, wherein the dosing

scheme is applied during dose escalation of the agonist.

A peptidic GLP1/glucagon receptor agonist for use in a medical treatment in
humans, wherein

a) the agonist has a plasma half-life in humans of at least 60 hours;

b) the agonist is subcutaneously administered at least two times; and wherein

c) the interval between two consecutive administrations is such that the ratio
between the plasma half-life in humans of the agonist and the administration interval

is more than 1.0.

The agonist according to claim 9 for use according to claim 9, wherein the agonist is
a peptidic long-acting GLP1/glucagon receptor agonist comprising a half-life

extending moiety.

The agonist according to claim 10 for use according to claim 9 or 10, wherein the
agonist is a glucagon analogue with a sequence identity of 50% or higher when

compared to human glucagon.

The agonist according to claim any one of claims 9 to 11 for use according to claim

9, wherein the agonist is Compound I.

Compound | for use in a medical treatment in humans, wherein Compound | is

subcutaneously administered at least two times, characterized in that the interval
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14.

15.

between two consecutive injections of Compound | is shorter than 100 h, preferably
shorter than 96h, e.g. about 84h or shorter.
The agonist according to any one of claims 9 to 13 for use in a method of treating

type 2 diabetes mellitus (T2DM), obesity or NASH.

A pharmaceutical composition for subcutaneous injection comprising a peptidic
GLP1/Glucagon receptor agonist (e.g. Compound |) for use in a method of treating
T2DM, obesity or NASH, wherein

a) the agonist has a plasma half-life in humans of at least 60 hours;

b) the composition is subcutaneously administered at least two times;

c) administration of the composition is such that the ratio between the plasma half-

life in humans of the agonist and the administration interval is more than 1.0.
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Figure 1

a)

MedDRA SOC Placebo  Daily Weekly | Weekly 2 Weekly 3 BITotal  Total
MedDRA PT

Number of patients, N {100%) 13 15 17 18 17 67 80

Patients with any related AE 9{69.2) 15(100.0) 17 (100.0) 18 (100.0) 17 100.0) 67 (100.0) 76 {(95.0}

Gastrointestinal disorders 4(30.8) 14(93.3) 17(100.0) 14 (77.8) 16(94.1) 61(91.0) 65 (81.3)
Nausea 3(23.1) 11(73.3) 10(58.8) 13(72.2) 13(76.5) 47(70.1) 50(62.5)
Dyspepsia (7.7 8(533) 7{412y 4(222y 7(41.2) 26(388) 27(338&
Abdominel distension 1{(7.7y  2{133) 7(41.2) 7(389) 9©(519) 25(37.3) 26{32.3)
Diarrhoea 1(7.7)  6(40.0) 5(204) 7(38.9) 1(59) 19{284) 20(25.0)
Vomiting 0 0 4(23.5) T7(389) 6(353) 17(234) 17013
Eructation 1(7.7) 167 3(17.6) 3(167) 2(11.8) 9(134) 10(12.5)
Abdominal pain Q 3200y 2{11.8) 3(167y 1{539% 9(134y 913
Constipation 0 24133y 139y 3167y 1{(39% 7{(104y 7{88)
Abdominal discomfort 1(7.7} 1{(6.7y 2(11.8) 0 0 3{4.5) 4 (5.0}
Abdominal pain upper 0 O 2(11.8) 1{5.6) 159y 460) 4060
Gastrooesophageal reflux 1(7.7) o 1{5.9) O 2{11.8) 3{45 450}
disease

Metabolism and nutrition 5{38.5) 11(73.3) 13(76.5) 12{(66.7) 12{(70.6) 48(71.6} 33{663)

disorders
Decreased appetite 5{38.5) 10{66.7) 12{70.6) 11{61.1) 12{70.6) 45(67.2) 50{62.5)

General disorders and 2{154) 10(66.7y 9529} 10{556) 10{58.8) 39(582) 41(5L3)

administration site conditions
Early satiety 2(154) ©(60.0) 8(47.1) 7(389) 7(41.2) 31(46.3) 33(41.3)
Fatigue 0 4{26.7)y 1{(5®) 1{5.6y 3{176) 9{134) 9{11.3)

Nervous system disorders 5{38.5y 3333y 7(41.2) 3{16.7y 7T{41.2) 22(328) 27{33.8
Headache 5(38.5) 4(26.7) 7(412) 2(1L1) 3(17.6) 16(23.9) 21(26.3)

Cardiac disorders 0 5{294y 5278y B{47.1)y 18(269) 18{(22.5%
Atrioventricular block second 0 0 2{11.8)y 1{(56) 2(11.8) 3{73) 3(63)
degree
Afrioventricular block first ] ¢ 3(17.6) O 1{(39y 460y 4(5.00
degree
Sinus tachycardia G o 1{5.9) 0 3{(17.6y 4{60y 4(5.0)

Investigations G 0 3(17.6)  5(27.8) 4235 12(179) 12{15.0)
Electrocardiogram QT o 2{(11.8) 4222y 2(11.8 8419 80Oy

prolonged
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Figure 1
b)

MedDRA SOC Placebo  Weekly4 Weekly 5 Weekly6 BI Total Total
MedDRA PT

Number of patients, N (100%) 9 13 i1 12 36 45

Patients with any related AE 9(100.0) 13{(100.0) 11(100.0) 11(9L.7) 35(97.2)y 44(97.8)

Gastrointestinal disorders 6(66.7y 12(92.3) 11(100.0) 7(583) 30{(833) 36(80.0)
Nausea 1(11.1)  10(76.9) 10(90.9) 4(33.3) 24(66.7) 25(55.6)
Vomiting 0 9(69.2) 7(63.6) 4(33.3) 20(55.6) 20(44.4)
Dyspepsia (1LY 6(46.2) 5(455) 5(4L7y 16(444) 17(37.8)
Diarrhoea 2(22.2)  6(462) 4(364) 3(25.0) 13(36.1) 15(33.3)
Eructation 0 6(46.2) 6(545) 1(83) 13(36.1) 13(28.9)
Abdominal distension 1LY 2{(154)  2(182y 24167y  6{(167y 7(156)
Abdominal pain 0 4(30.8)  3(27.3) 0 7(19.4)  7(15.6)
Constipation 3{33.3) 1(7.7) 2(18.2) 0 383 6{13.3
Abdominal pain upper 0 2{(15.4y 2(18.2) 0 4(11.1y  4(89)
Flatulence 0 2(15.4) 1(9.1) 0 3(8.3) 3{(6.7)

Metabolism and nutrition disorders 6(66.7) 11(84.6) 9(81.8) 9(75.0y 29(80.6) 35(77.8)
Decreased appetite 6(66.7) 10(76.9) 9(81.8) 8(66.7) 27(75.0) 33(73.3)
Increased appetite (1LY 323D 19.1) 0 4(11.y  5(11LYH

Nervous system disorders 4{44.4) 6462y 9818y 2(167y 17(472) 21(467)
Headache 4 (44 4) 6 (46.2) 8(72.7) 2(167) 16(44.4) 20(44.4)
Dizziness T{iL1y  3(23.1 1(9.1) 1{(8.3) 5(13.9y  6(13.3)
Taste disorder 0 0 4 (364 0 4(1L.1) 4(8.9)

General disorders and 3(333) 6(46.2 4(36.4) 2(16.7y 12333y 15(333)

adnunistration site conditions
Early satiety 111D 30231 3(27.3) 0 6 (16.7) 7{15.6)
Fatigue 1{11.) 2{(15.4) 2(18.2) 0 4(11.1 5{11.D)
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