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Successful weight loss treatments Lo,

increase satiety and reduce hunger

Via neurons in the hypothalamus

Appetite ‘
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Arcuate
nucleus
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Revolution in pharmacotherapy happening today Lo,
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Liraglutide and Body Weight Lre,
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Semaglutide 2.4 mg for cardiovascular disease e,
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Mounjaro Is a Single Molecule Designed to Activate Both the GIP and
GLP-1 Receptors'-3

Structure Based on the native GIP seq

Activity on the GIP receptor is similar to the.
Receptor native GIP hormone, whereas activity of

activity Mounjaro on the GLP-1 receptor is lower
compared to the native GLP-1 hormone?

Mean Approximately 5 days, enabling

half-life once-weekly dosing®

Dose No dose adjustment of Mounjaro s

recommended for patients with renal
orh

GIP and GLP-1 Receptor Agonist: Potential Mechanism of Action <z

* GLP-1 has suggested direct
actions in the CNS, islets,

and stomachs e N

* GIP has shown potential

actions in research in the | Food intake L Gmenon ™ e
3 . secrotion emptying
preclinical), and islets - < i
(clinical and preclinical)?* ~S> )/ 'v 7
- =t
+ Asingle-molecule GIPIGLP-1 1 nsulin ‘
receptor agonist may enable i Foodintake ()  stnsivity - ; gm-;::cwm

therapeutic actions that are metabolism secretion

improved over the sum of GIP
and GLP-1 single-receptor '\L /
agonism®e GIP
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Vo

Tirzepatide: A Brief Description

Tirzepatide is a long-acting GIP
receptor and GLP-1 receptor agonist'

Itis an amino acid sequence including YLD
a C20 fatty diacid moiety that enables v ®
albumin binding and prolongs the half- 9000 0H0E
life! g

Mean half-life of approximately 5 days
(116.7 h), enabling once-weekly

dosing HNER PPN @@
Its plasma concentrations in patients -
with renal and hepatic impairment do Schematic Structure of Tirzepatide:

not differ from those in healthy people?
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Tirzepatide for Weight Management is Being Evaluated in

SURMOUNT Clinical Trial Program'-6

Overview of phase 3 trials assessing the efficacy and safety of Mounjaro*

Trial SURMOUNT-1! 44
Comparator* vs placebo vs placebo an
(ve2530) (es38) intensivelifestyle  maintenanceof  2.4me
program weight loss. (N=~700)
(N=806) -
Patient population! _Adsuih s s i Aatswin s v
obesity or obesity or overweight obesity or obesity or obesity or overweight'
overweight! and T2D* overweight' overweightt
Treatment period 72 weeks 72 weeks 72 weeks 88 weeks 72 weeks
Completion date  April 2022 April 2023 May 2023 May 2023 December 20245

Vo

T R————
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g oAt g 2w N OSEE283 Aceesit ar 2024

e 2 st T25=trzepide.

14

Vo

MOUNDO

SiuposI0

SURMOUNT 1

Trial Design

Phase 3, multicenter, randomized, double-blind, placebo-controlled trial at 118 sites in 9 countries (NCT04184622)

Age 218 years.
BMI 230 kg/m? or 227 kgim? and 21 weightrelated
comorbidits (hyperiension, dyslpidemia, obstructive
Sleep apnes, cardovascular disease)

History of 21 seff-reported unsuccessful dietary effors fo
Iose body weight

2Weskaresnny

Type 1 or Type 2 Diabetes melitus.
Change in body weight >5 kg wilh priorto S pam = .

Tizepatide 10mg QW

Tizepatido S mg W

Injectae pacebo QW

screening
Obesity induced by other endocrinologic disorders o
monogenetic or syndromic forms of obesiy.

History of pancreatiis

Note: Tiaapatids was administarad once weskly (QW) subcuansously
25 an ajunc {0 reced color e and ncreased physical acvly
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SURMOUNT-1

Percent Change in Body Weight From Baseline to 72 Weeks

ally icant difference in weight reduction with all tirzepatide doses compared to placebo

Mean baseline weight=104.8 kg

o

o 4
3
g o .
S average reduction
H in body weight
£ with Tirzepatide 15 mg
2 at 72 weeks*
g A6.0%
= =
21.4%
225%
2
onow 0 4 8 2 6 2w s & 7
MOUNDO . 10m (638 Tiaapatide 18 mg (r-530)
siuposio
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SURMOUNT-1

Percent Change in Body Weight From Baseline to 72 Weeks

ically significant difference in weight reduction with all tirzepatide doses compared to placebo

24kg
. (2.4%)
ﬁ People taking Tirzepatide
@ -0 15 mg reduced their mean
E absolute body weight by an
& s average of at72
5 4161 kgt weeks*
) (16.0%)
g @
-22.2 kgt
- (214%) 236 kgt
= (22.5%))

Injectable placebo (n=643) W Tirzepatide 5 mg (1=630) M Mounjaro 10 mg (1=636) B Mounjaro 15 mg (1=630)
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MOUNDO

SiuposI0

17

SURMOUNT-1 Lo,

Percentage of People Who Achieved 220% and 225% Weight Reduction at 72 Weeks'"2* 1+

Mean baseline weight=104 8kg

Injectable placebo (1-643)

oNovo i
MOUNDO "

SiuposI0

220% Weight Loss

! 225% Weight Loss

W Tirzopatide 5 mg (1=630) B Tirzopatide 10 mg (1-636M Tirzepatide 15 mg (1=630)

100% '
0% :
g 2.0 :
u 60% 55.5%" : people taking
§ 3 Tirzepatide 15 mg
S ! o demonstrated
5 6% i weight loss of 225%
N ' 16.5%1 at 72 weeks*T
20% :
. H
[ . - .
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SURMOUNT-1 Loey

Percentage Change in Total Fat Mass and Total Lean Mass From Baseline at Week 7212*

ETD (%) 257 83
(@5%C) (31410-200) (10610-6.1)
Total Total
R Fat Mass Lean Mass
o Reduction in total fat mass was
g accompanied by a
20 =
H s “10.9%
a
E 20
H Pocied Maunar’ efers o pocle Mounaro 5:mg, 107G
s 2nd 15.mg groups, urles ica
£ a0
5
339%
40
ina subroup of o SURMOUNT-A clical il
Injectable placsbo W Paoled Tirzepatice
Pocied Mourjaro groups and placebo (n=160)

SiuposI0
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SURMOUNT-1 Lo,

Mean Reduction in Waist Circumference From Baseline to 72 Weeks'*

Mean bassiine 40em Hazam 1149 em 1444 om

Reduction in Waist
Circumference at 72
Weeks with Tirzepatide

15 mg1,2,*

Change in Waist Circumference (cm)

-14.61

2

19.4¢ 19.9¢
HUNDo
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Percent Change in Body Weight at Week 72 Lo,
Waterfall Plots

Body weight reduction was observed in 96, D L e —
ively, compared to

Tirzopatide 5mg
- (n=566)

Tirzepatide 10 mg
" (ne569)

Wit Los () Weight Goin ()

4% 96.6%

u Tizsatide t5mg
i

. Injctable piacsbo
E (ne508

i

g

§ =

Bidam 96.7% 33.1% 66.9%

oo

MOUNDO

SiuposI0

21

NMWLP © - Strictly Confidential



An introduction to Mounjaro - By Professor Alex Miras

People Taking Mounjaro Experienced Improvements in Lo,
Cardiometabolic Parameters at 72 Weeks"2*

7.0-8.2 MM H( resuctions [ | 4.6-5.5 MM HY resuctions 24.3%~31.4% rssuctions

HoL NON.HOL rl : o Change in SF-36
CHOLESTEROL CHOLESTEROL NORMOGLYCAEMIA physical fanction

7.0%-8.6% nprevennts -9.7% vs. 2.3 mg/dl 953 vs O1.9%

with placebo with placebo 3.9-4.2cr8
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SURMOUNT-1

Overview of Adverse Events e

BB

BTizepatide Smg  MTirzepatide 10mg  MTizepatide 15mg B Placebo
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ence of Nausea, Diarrhea Over Time

Most gastrointestinal events were transient, occurring primarily during the dose-escalation
period, and were mostly mild to moderate in severity

Nausea Vomiting

Diarrhea

Sevety B s [ e

nnnnn ) 2psma v Prestoiess) P Tzpsmaesn

i M iy

o )
Note: Prcentages are basee on numberof partcipants at sk at speciccbsention te
[ —

st A, . N EntJ ot 202 1 UGGNE MosZZ080%8 (O sne of ),

20225 Uty s Carpary
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Adverse Events of Special Interest

Tirzepatide 10 mg
6)

Hepaio events™ 2(03) 2(03) 0 o
Malignancies 9(14) 3(08) 5(08) 7(11)
Pancreatiis (adjudication-confimmed) 1(02) 1(02) 102 102)
MACE (adjudication-confirmed) 4(06) 508) 0 508)
Cardiac disorders' 0 1002) 2(03) 1(02)
Severe or Serious Gastrointestinal Events 107) 2001 21(33) 7(1.1)
Gallladder disease’ 508 107 6(10) 508)
Renal events” 2(03) 2(03) 2(03) 102)
MDDJsuicidal ideation” 102) 2(03) 2(03) o

Hypersensitvity* 0 102) 1002) o

Hypoglycemia (blood glucose <54 mgdL) 9(14) 10(16) 10(16) 102)

“Events wers cassfiedas severe o serous acherse svrts

Jastsbolf A, s Now Engl . Ml 2022; o 10.1056NE Moa2208058 (Onine ahead of ).
20223 Uty Gy
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Pharmacotherapy is a long-term treatment

m baseline

Body weight (%) - change

[~ Semaglutide 2.4 mg am
- Placebo arm

extension phase.

3

sugoseq wos afueyp — (1) whtom Apog

Time since randomization (wk)
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Indications and Limitations of Use'

Therapeutic Indication

Mounjaro is indicated as an adjunct to a reduced-
calorie diet and increased physical activity for weight
management, including weight loss and weight
maintenance, in adults with an initial BMI of

» 230 kg/m? (obesity) or

>

227 kg/m? to <30 kg/m? (overweight) in the
presence of at least one weight-related comorbid
condition (e.g., hypertension, dyslipidemia,
obstructive sleep apnea, cardiovascular disease,
prediabetes, or type 2 diabetes)

Limitations of Use

»  Mounjaro should not be used in
combination with other tirzepatide-
containing products or any GLP-1

receptor agonist

The safety and efficacy of
coadministration with other products
for weight loss have not been
established

Mounjaro has not been studied in
patients with a history of pancreatitis
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Starting and Continuing Mounjaro'
A once-weekly subcutaneous injection’

kly doses, for patients’ unique needs

7.5

MG/WEEK

10.0

MG/WEEK

12.5

MG/WEEK

25 p| 50

15.0

MG/WEEK MG/WEEK

MG/WEEK

Starting dose

For atleast
4 weeks

For atleast For atleast For atleast

(for & weeks)

Initiate with the 2.5-mg starting dose

~

Maximum dose

If needed to achieve individual treatment goals, you can continue to

increase the dose by 2.5 mg after at least 4 weeks at the current dose

After 4 weeks on the 2.5-mg dose,
increase to the 5-mg dose

Pharmacokinetics Lo,
>95kg
— 1400{ " 1T L
3
£
2 1200 5
< £ — Doseecatento g
2 1000 g . Doteccttont g
3 § fomprariton
g 800 8o
H 8
8 600 $ NN
% 400 R R B B N S
F 200
0 CPT Pharmacometrics Syst Pharmacol 2024
0 24 48 72 96 120144 168
onon
MOUNDO

(PEIGHY BAVGENENT T L v e——
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Device

Instructions for use

injection, for subcutancous use

Multi-dose single-patient-use pre-filled pen
Each pen contains 4 fixed doses, one dose taken weekly.

Mounjaro® 2.5 mg KwikPen solution for injection in pre-filled pen

KwikPen solution for injection in pre-filled pen

Mounjaro® 5
5

KwikPen solution for injection in pre-filled pen
KwikPen solution for injection in pre-filled pen

i filled pen
KwikPen solution for injection in pre-filled pen

tirzepatide

“This Instructions for Use contains information on how to inject Mounjaro KwikPen.

all 4

owovo
MOUNDO

WEIGHT MANAGEMENT

4 L

and Company. Al ighs

e ——
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Parts of the Mounjaro KwikPen

Cartridge
Pen Cap Cartridge  Holder Pen  Dose Indicator
é "
i 7
T I t T
Cap Clip Plunger Label Dose Dose

Window  Knob

Pen Needle Parts
Red Inner Seal (Needles Not Included)

Outer Needle Inner Needle P T
@ \ Shield Shield Needle Paper Tab
) qm — @

WEIGHT MANAGEMENT

position lines up to the dose indicator

Step8:

+ Hold your pen with the needle
pointing up

+ Tap the cartridge holder gently
to collect air bubbles at the top

Y

b - Release some medicine nto the air by
o pushing the dose knab n un

slowly count to S whil hold

= knob. Tha (0] icon m

dose window. De ot inje

- Priming removes air from the cartridge
‘and makes sure that your penis working
corrctly. Your pen has been primed if a
small amount of medicine comes out of the

- If you stilldo ot see medicine,
change the pen needle and repeat steps
9,0 more than 1 additional time

« If you still do not see medicine, contact
Vo your local Lilly offiliate

MOUNDO

WEIGHT MANAGEMENT
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Injecting Lo,

your Mounjaro KwikPen

Step 1i:

+ Turn the dose knob until it stops
and the £1] icon is shown in the
dose window. The £1] icon is equal
to a full 0.6 ml dose

Step12:
a. Insert the needle into your skin

b. Inject the medicine by pushing the dose

knob in until it stops then slowly count
to 5 while holding the dose knob

The /0] icon must be shown in the dose

window before removing the needle '

owovo r
MOUNDO q

WEIGHT MANAGEMENT

iy ang Company. Al ighs T ——
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Missed a dose
of Mounjaro?

WEIGHT MANAGEMENT

34

For example, if your regular dose day is Sunday:

If it's been 4 days or less since you should have used Mounjaro:

Use it as soon as you remember
Then inject your next dose as usual on your scheduled day

If it's been more than 4 days since you should have used Mounjaro:

Skip the missed dose
Then inject your next dose as usual on your scheduled day

Do not use a double dose to make up for a forgotten dose.

The minimum time between two doses must be at least 3 days.

0 day [©)
e e | | [0 ] e | | s
e~ © e e ® &

© | onomeofthesedars

* Cautions

* Side effects

* Dose equivalence

owovo
MOUNDO

WEIGHT MANAGEMENT
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Some key points to cover

Clinical

Sciences
MRC | cenre

NIHR |
RAND®X
_é— ARITY

Charity

Vo

MOUNDO

SiuposI0

a.miras@nhs.net
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