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3%

Class | obesity

Overweight

Age group 25-34 (n=282,256)

Class Il obesity
Class Il obesity 25
5%

Class | obesity
le%

Overweight
I6%

Age group 35-44 (n=283,952)

MNormal weight

57%

Normal weight

11%

Class Il obesity
Class Il obesity 3%
%

Class lll obesity
Class Il obesity 3%
7%

MNormal weight

26% Class | obesity

Class | obesity 20%

%

3%

Owverweight
8%

Age group 65-74 (n=267,936)

Class Il obesity
Class Il obesity 2% Class Il obesity
7% Class Il obesity 3%
%

Age group 45-54 (n=290,602)

Normal weight

Class | obesity 27%

2%

Normal weight
Class | obesity 28%

22%

Overweight
A% 40%

Age group 75-84 (n=182,424)

Age group 55-64 (n=373,234)

Class | obesity

Normal weight 17%

Class lll obesity
Class Il obesity 93¢
5%
Normal weight
37%
Overweight
A0%

Age group 285 (n=76,387)

Reges O, Dicker D et al. Israel Journal of Health Policy Research 2020
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World Obesity Federation Obesity Canada

“The World Obesity Federation takes the position that obesity is a chronic, relapsing, “Obesity is characterized by excess body fat that can threaten or affect your health.
progressive disease process and emphasizes the need for immediate action for Many organizations including the Canadian Obesity Network, now consider obesity to
prevention and control of this global epidemic”?! be a chronic disease.”*

AMA EASO

American Medical Association European Association for the Study of Obesity

“American Medical Association recognizes obesity and overweight as a chronic “A progressive disease, impacting severely on individuals and society
medical condition (de facto disease state) and urgent public health problem...and work  alike, it is widely acknowledged that obesity is the gateway to many other disease
towards the recognition of obesity intervention as an essential medical service...”? areas...”>

FDA RCP

Food and Drug Administration (US)

Royal College of Physicians (UK)

“Obesity is a chronic progressive disease caused by an imbalance between energy
intake and energy expended, with a wide range of damaging effects on the body.”®

“Obesity is a chronic relapsing health risk defined by excess body fat”3

AOASO

Asia Oceania Association for the Study of Obesity

“We hereby propose a concept for international recognition of a pathological state (obesity disease) in which a person suffers health problems caused by or related to obesity
thus making weight loss clinically desirable and requiring treatment as a disease entity”’

1. Bray GA et al. Obes Rev 2017;18:715-23; 2. AMA memorial resolutions. Available from https://www.ama-assn.org/sites/ama-assn.org/files/corp/media-browser/public/hod/a12-resolutions_0.pdf. Accessed May 2020;

3. Food and Drug Administration. Guidance for Industry Developing Products for Weight Management. Available from https://www.fda.gov/media/71252/download. Accessed May 2020; 4. Obesity Canada. Available from
https://obesitycanada.ca/obesity-in-Canada/. Accessed May 2020; 5. 2015 Milan Declaration: A Call to Action on Obesity. Available from https://cdn.easo.org/wp-content/uploads/2018/12/16195534/EASO-Milan-Declaration-FINAL.pdf. Accessed
May 2020; 6. RCP calls for obesity to be recognised as a disease. Available from https://www.rcplondon.ac.uk/news/rcp-calls-obesity-be-recognised-disease. Accessed May 2020; 7. AOASO position statement, Nagoya Declaration 2015. Available
from http://www.maso.org.my/nagoya_declaration2015_en.pdf. Accessed May 2020.
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Figure la

Distribution
Function

Amount

Adiposity

L |
Fat mass disease

3

Altered & pathological
mechanical forces

Sick fat disease

¥

Deranged endocrine &
immune responses

Functicn

Context Amount

\ Adiposity

Adiposity-based complications & disease stage

Frihbeck G, Luca Busetto L, Dicker D, et al Obesity Facts 2019
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Expenditure

» Basal metabaolism
* Physical activity
* [hermogenesis

Intake

* High fats :
* High sugar

Nutrient and calorie excess

' Beneficial adipokines
» FGF21: stimulating hepatic gluconeogenesis
* Leptin: suppressing food intake, promoting lipolysis
* Adiponectin: insulin sensitizing, suppressing hepatic glucose
output, anti-inflammatory and anti-hbrotic

\ Angiogenesis
Healthy G2 ‘g(.l :

storage [ S : N
: - ‘ g
r—. ! <l T ————p ) >
- } == Hyperplasia j i Blood
- RS vessel
Perivascular Adipocytes
preadipocyte
- - Hypoxia || Necrosis
Fibrosis ~“ 1
s ' / . Ectopic lipid
P ' o —"v,:'\" 5 deposition '
e | e— ~v } - r -
Py g = ‘ ‘ W] Adipose tissue
Unhealthy i Collagenmh A : o dystunction
storage Hypertrophy ANCE

& : Macrophage
Inflammation

A .’“'J"‘
4 t%‘-‘" 2 /J

Metabolically
healthy
obesity

Increased levels of
qlucose and lipids
incirculation

Metabolically
unhealthy
obesity

Ghaben, A.L., Scherer, P.E, Nat Rev Mol Cell Biol
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Components of WAT

Factors released by WAT Organ systems affected by WAT adipokines

T cell M2 macrophage M1 macrophage Adipokines or hormones AN ( Appetite, satiety, EE, )
B cell Preadipocyte « Leptin ¢ temperature, activity,
« Adiponectin \ glucose metabolism
- Resistin :
« Hepcidin Immune cell attraction,
- RPB4 differentiation, systemic
- Estrogen , inflammation, wound
healing
Cytokines \ J
« TNF-« N
« MCP-1 Blood pressure, .h.eart
. CCL2, CXCL8 muscle contractility,
« Interleukin-1, interleukin-6 stodti i sde fone )
Enzymes or inhibitors Insulin sensitivity, lipid )
- LPL accumulation, hepatokine
- DPP-4 release, lipid metabolism,
« PAI-1 growth factors
Lipid transport : : N
- ApoE Insulin secretion,
. CETP glucagon secretion )
« Cholesterol N
- Bile acids Absorption, incretin
secretion
Others \ J
- HIFla \ ~ _ — S
- S Aandaniide k3 \) Insullp sensitivity,
Endothelial cell : 4 Precursor § ECM . Lipid-derived species ' ;‘irlg;gksl?:rzgzretlon,
Eosinophil Dendritic cell N ,/\ / J

Cypess A,nejm. February 24, 2022
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' Neuropsychosocial ' ' Oncologic
« Stroke Cancer of the breast, uterus, ovary,
- Cataracts esophagus, stomach, colon or

rectum, liver, gallbladder,
pancreas, kidney, thyroid, and
meninges and multiple myeloma

« Depression
- Idiopathic intracranial
hypertension

-
» Pseudotumor cerebri )
% | Immunologic
Pulmonary « Chronic inflammation
- Obstructive sleep apnea 2 !—Ieugh_tened suscep'tnblllty 10
; infection (e.g., Covid-19)
« Pulmonary embolism \_ y
« Pulmonary hypertension
\

Cardiovascular

' Gastrointestinal

« NAFLD and NASH
- Gallbladder disease
« Pancreatitis

« Coronary heart disease
- Hypertension

« Dyslipidemia

- Thrombosis

- Phlebitis

« Edema of the legs and feet
. >

Endocrine

Type 2 diabetes

.

Musculoskeletal

« Lower back pain
« Vertebral disc degeneration
« Osteoarthritis

« Gout
= y

Reproductive

- Abnormal menses
« Infertility
« PCOS
- Male hypogonadism
o

Cypess A,nejm. February 24, 2022
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Normal weight Overweight Class I obesity | Class IT obesity Class II1 Total patients Total study
obesity with elevated population
BMI
BMI (kg/m?) 18.5-<25 25-<30 30-<35 35-<40 > 40 25-= 40 >18.5
Total 619 504 661 131 323 094 106 917 46 145 1137 287 1756 791
Metabolic disorders, n (%)
Pre diabetes 64 720 (10.4) 105 876 (16.0) 59 605 (18.4) 20 095 (18.8) 8626 (18.7) 194 202 (17.1) 258 922 (14.7)
Diabetes 61 012 (9.8) 136 023 (20.0) 100 071 (31.0) 41 033 (38.4) 19 667 (42.6) 296 794 (26.1) 357 806 (20.4)
'BYSITPT&EIIIIH ZAUJ0O0L(D0068] 6T O (J7.7] ZIT 2303 H) T 473 (00.7] 20T ORT) GO 27360 FAL - ST o vy |
Hyperthyroidism 15334 (2.5) 17 696 (2.7) 9794 (3.0) 3555(3.3) 1574 (3.4) 32619 (2.9) 47 953 (2.7)
Hypothyroidism 55346 (8.9) 66 138 (10.0) 38226(11.8) 14 751 (13.8) 6938 (15.0) 126 053 (11.1) 181399 (10.3)
Any of the above metabolic disease 293 357 (47.4) 439 082 (66.4) 244 224 (75.6) 84 532 (79.1) 36 864 (79.9) 804 702 (70.8) 1098 059 (62.5)
Cardiovascular disease (CVD), n (%)
Myocardial infarction 21 756 (3.5) 38597 (5.8) 20670 (6.4) 6097 (5.7) 2217 (4.8) 67 581 (5.9) 89337 (5.1)
Unstable angina 15065 (2.4) 28948 (4.4) 16 782 (5.2) 5407 (5.1) 2105 (4.6) 53242 (4.7) 68 307 (3.9)
Stable angina 16 554 (2.7) 33101 (5.0 19975 (6.2) 6755 (6.3) 2 655 (5.8) 62 486 (5.5) 79 040 (4.5)
Angioplasty (PTCA) 21976 (3.5) 41 464 (6.3) 22 622 (7.0) 6 787 (6.3) 2351 (5.1) 73224 (6.4) 95200 (5.4)
Coronary artery bypass graft 10403 (1.7) 18 659 (2.8) 9648 (3.0) 2728 (2.0) 886 (1.9) 31921 (2.8) 42324 (2.4)
Ischemic heart disease (IHD) 51999 (8.4) 94 359 (14.3) 53 867 (16.7) 17 661 (16.5) 7 185 (15.6) 173 072 (15.2) 225071 (12.8)
Atrial fibrillation 19 869 (3.2) 31406 (4.8) 19 382 (6.0) 7332 (6.9) 3413 (7.4) 61533 (5.4) 81 402 (4.6)
Ischemic stroke 31 025 (5.0) 45360 (6.9) 24991 (7.7) 8270 (7.7) 3259(7.1) 81 880 (7.2) 112905 (6.4)
Congestive heart failure 16 722 (2.7) 27002 (4.1) 18 635 (5.8) 7983 (7.5) 4433 (9.6) 58 053 (5.1) 74 775 (4.3)
Pulmonary embolism 2175(0.4) 3330 (0.5) 2260 (0.7) 1054 (1.0) 643 (1.4) 7 287 (0.0) 9462 (0.5)
Peripheral artery disease 23 669 (3.8) 36238 (5.5) 20615 (64) 7116 (6.7) 3192(6.9) 67161 (5.9) 90 830 (5.2)
Hypertension 135 541 (21.9) 256 027 (38.7) 165270 (51.2) 62 262 (58.2) 28 602 (62.0) 512161 (45.0) 647 702 (36.9)
Any of the above CVD disease 166 739 (26.9) 293 596 (44.4) 180 749 (55.9) 66 445 (62.1) 30073 (65.2) 570 863 (50.2) 737 602 (42.0)

T NINWA1 71901 TiIN7 MINTWW a1 @

The Israeli Association for the Study of Obesity Reges O, Dicker D et al. Israel Journal of Health Policy Research 2020
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(a) Baseline period Follow-up period
A AN
s AY4 A\

Intentional weight loss®

No malignant cancer or diagnosis of thyroid disorder

No pregnancy or limb amputation during the baseline period Outcomes assessed:
l‘ ] [ [ P‘. « T2D
N I I I I » Sleep apnoea
i I I I I + Hip/knee osteoarthritis
1 | ' ] ! + Hypertension
- ' i‘ > i‘ » « Dyslipidaemia
S ) | i ! ! + Unstable angina/MI
g | | | | « Asthma
| I | | + Afrial fibrillation
| | | | * Heart failure
I » I 1 I . [ 1 > CKD
. | 1 | I »
| | 1 [ | | [ |
Year 1 Year 2 Year 3 Year 4
* [ndex date® between * Atleast one BMI measurement and mean BMI
2001 and 2010 during year 4 of between 25 kg/m? and 50 kg/m?
* Age at index > 18 years » Age at start of follow-up <70 years
@

T* NINWiI1 719'01 TN M7 11ni <O’ Haase CL, International Journal of Obesity (2021)
The Israeli Association for the Study of Obesity
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13% weight loss 13% weight loss 13% weight loss
BMI 30.5-35.0 kg/m? BMI 34.8-40.0 kg/m? BMI 39.2-45.0 kg/m?
Qa 101
2D e e —o—i
(®) a A
Hypertension @ o —o—
) (@] KO
Dyslipidaemia @ o
(@] 1o HOH
Sleep apnoea —e—I —e— ——i
(@ 1O HOH
Hip/knee steoarthritis o . —e—i
(@] Le,] O
Unstable angina/Ml eo—i —e—i —e—
0.8 1.0 1.2 1.5 2.0 0.8 1.0 1.2 1.5 2.0 0.8 1.0 1.2 1.5 2.0

HR relative to stable weight

Additional benefit of weight loss compared with maintaining FOH Risk before weight loss

@ Risk after weight loss

a stable weight was observed for T2D, hypertension and dyslipidaemia

@
T NINW1 71901 TiIN7 MIN1WY a11ni @

The Israeli Association for the Study of Obesity Haase CL, International Journal of Obe5|ty (2021)
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Weight loss required for therapeutic benefit (%)*
0 5 10 15 ) Maximal
L at 215%
T2D (prevention) 3 to 10%
T2D (remission) I 10 to 15% | _JEEEEEE
Prediabetes
Dyslipidaemia ;o S TG still
Hypertension I decreasing
at >15%
NAFLD 5to 10%

Sleep apnoea

\_

(

Osteoarthritis 5 to 10%
Stress incontinence 5 to 10% BP still _
---------- decreasing
Psoriasis 5to 10% at >15%
GERD 5 to 10% \_
PCOS 5 to 10%
Asthma 8.5 to >10%

T NINWA1 71901 TiIN7 MINTWW a1
The Israeli Association for the Study of Obesity

Adapted from: AACE/ACE Obesity CPG, Endocr Pract. 2016;22(Suppl 3); Cefalu et al. Diabetes Care 2015;38:1567-82; Lean et al. Lancet 2018;391:541-51; le
Roux et al. Lancet. 2017 Apr 8;389(10077):1399-1409; Mahil SK, et al. Br J Dermatol. 2019 Nov;181(5):946-953; Dias-Junior et al. Eur Respir
J. 2014;43(5):1368-77
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Low-density lipoproteins Systolic blood pressure Fasting glucose

SMD D SMD

Orlistat —-— -0.23 Orlistat{ +——a—1 -0.29 Orlistat { e -0.18

Lorcaserin- ' L] 1 -0.26 Lorcaserin- . -0.06 Lorcaserin e -0.05

Naltrexone/Bupropion - -0.13 Naltrexone/Bupropion —a— -0.09 Naltrexone/Bupropion | —— 0.05

Phentermine/Topiramate- HH -0.21 Phentermine/Topiramate- —— -0.15 Phentermine/Topiramate et -0.23

Liraglutide + : i -0.71 Liraglutide- —— -0.11 Liraglutide | - -0.21

30 20 40 0 10 45 410 5 o s 40 g . :
WMD (g/dL) WMD (mg/dL) WMD (mm Hg)
HbA1lc Diastolic blood pressure High-density lipoproteins
SMD SMD VD
Orlistat- (T——_— -0.31 Orlistat{ —=— -0.11 Orlistat- - 071
Lorcaserin- —a— -0.26 Lorcaserin —— 0.11 Lorcaserin o -0.06
Naltrexone/Bupropion- —_— -0.33 Naltrexone/Bupropion 1 - 4 0.40 Naltrexone/Bupropion i 0.01
Phentermine/Topiramate- . -0.25 Phentermine/Topiramate L 0.19 Phentermine/Topiramate- HH -0.20
Liraglutide » ' -0.86 Liraglutide- —_— 0.12 Liraglutide - -0.08
1.0 05 0.0 2 0 2 a6 10 5 0 5
WMD (%) WMD (mg/dL) WMD (mm Hg)
@
' ninwil 7_“"“'_ 1!-"'7 TN '-"m'-' @ SMD. Standardised mean difference; WMD, weighted mean difference
The Israeli Association for the Study of Obesity Khera R et al. Gastroenterology 2019;154(5):1309-19
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Diabetes

35%
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The Israeli Assoc

iation for the Study of Obesity

Hypertension

WL

<7%
7-10%

10-15%
>15%

3 4 5 6 7 8 9 10
Follow-uptime (years)

Bailey-Davis 1, AJC 2021
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Body-Mass Index over a Period of 20 Years in the Control Survival in the Surgery and Control Groups and in the
and Surgery Groups. Reference Cohort.
1.0-
55+ ‘
ﬂ.9~‘
50 ﬂ.3~‘
E’ n.?]
T g 06
2 3 sl
g (O () - 0.5
= e - J— Reference: 125 deaths; rate, 5.2/1000 person-yr
‘-.2 (] 0J E’ 0.3 {95% Cl, 4.4-6.2)
'S' J— Surgery: 457 deaths; rate, 10.7/1000 person-yr
4 02 ‘ (95% Cl, 9.7-11.7)
E 0.1 === Control: 539 deaths; rate, 13.2/1000 person-yr
W (95% CI, 12.1-14.3)
25 0.0 I I I I I I I I 1
0 5 10 15 20 25 30 35 40
== Control
Years of Follow-up
204, ={ == Surgery
c%’ No. at Risk
LIS S PR AR PRI AR Y P U A OO FR IO P N FE N S I Reference 1135 1125 1106 1083 905 0 0
01 2 3 45 6 7 8 91011121314151617 1819 20 Surgery 2007 1015 1837 1744 1390 580 34
Years of Follow-up Control 2040 1961 1815 1580 1233 488 26
@

T NINWI1 71901 TiIN7 MIN1W a11ni @
TMHRIMEAL7IDAHARNT SN S a5 N b Lena M.S. Carlsson, N Engl J Med 2020;383:1535-43

The Israeli Association for the Study of Obesity




Causes of death in the SOS control and surgery groups*

SOS N NN AXI7NNI NNINN
SOS study in 4047 people with obesity

Causes of death in the SOS surgery group and the SOS Reference cohort*

Susrngy Control sHR 95% Cl

CARDIOVASCULAR CONDITION 167 221 0.70 0.57 0.85
Cardiac 146 183 0.74 0.60 0.92
Myocardial infarction 31 58 0.51 0.33 0.79
Heart failure 23 41 0.52 0.31 0.88
Sudden death 89 80 1.05 0.77 1.42
Other 3 4 0.70 0.16 3.08
Stroke (except subarachnoid bleeding) 15 31 0.45 0.24 0.84
Intracerebral haemorrhage 9 10 0.85 0.35 2.09
Infarction 3 12 0.23 0.07 0.83
Other or unspecified 3 9 0.31 0.09 1.15
Subarachnoid bleeding 4 0

Other 2 7 0.28 0.06 1.35
Aortic aneurysm 1 6

Aortic thrombosis 0 1

Other large artery damage 0

Other or multiple CV disease 0 0

N NINLAT TS FENT PR R Ina -

TSNS TIDA RN JNENI S 33N
teneffig fsraet héSoiatio R ot hé Stiidy of Obesity

'ovascu/ar HR, Hazard ratio; SOS, Swedish Obese Subjects

SuSr(g):ry Refse?:nce sHR 9% Cl
CARDIOVASCULAR CONDITION 167 30 2.64 1.78 3.91
Myocardial infarction 31 6 2.70 1.12 6.46
Heart failure 23 1
Sudden death 89 12 3.45 1.88 6.33
Other 3 2 0.65 0.12 3.52
Stroke (except subarachnoid bleeding) 15 5 1.42 0.52 3.90
Intracerebral hemorrhage 9 2 2.32 0.50 10.80
Infarction 3 2 0.71 0.13 4.00
Other or unspecified 3 1
Subarachnoid bleeding 4 0
Other 2 2
Aortic aneurysm 1 2
Aortic thrombosis 0 0
Other large artery damage 1 0
Other or multiple CV disease 0 2




Obesity Memory ?

The Israeli Association for the Study of Obesity
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Weight gain-loss-regain model and long-term obesity memory.
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The Israeli Association for the Study of Obesity
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25%

Percent with diabetes
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The Israeli Association for the Study of Obesity

Percent with hypertension

Hypertension

<«OM
WLR

WLM

0 1 2 3 4 5 6 7 8 9 10
Follow-up time (years)

Bailey-Davis 1, AJC 2021
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Collection of baseline variables Follow-up period
T ——— e — e

Index date
|- |_ 2008-2012 _| 20132017 -|
—_——

1 January 1 January 1 January 31 December

2002 2008 2013 2017

Categorization of Mortality and
weight trajectories clinical outcomes
@

T TUNWA1 71901 TN IP7N1WYI 11100 @ Reges O, Dicker D et.al. Obes Sci Pract. 2020

The Israeli Association for the Study of Obesity
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GLP-1 Deficiency State ?
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Altered gut and adipose tissue hormones in overweight and obese
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Participant characteristics Baseline 6 months P value
Weight (kg) 103.0+15.5 89.2+15.2 <0.001
BMI (kg/m®) 39.4+4.3 34.1+4.8 <0.001
Total adipose tissue mass (kg) 546 +12.7 43.1+13.2 <0.001
Skeletal muscle mass (kg) 28.8 £4.0 28.4+38 0.121
RMR (kcal/day) 1788 =349 1497 +£225 <0.001
Measured—predicted RMR (kcal/day) n/a —150+ 162 0.003
Leptin (ng/mL) 64.0+12.2 39.5+21.6 <0.001
Total Ghrelin (pg/mL) 573.8+232.0 814.5+337.0 0.001
Total GLP-1 (pmol/L) 45.1 2109 32.1+x12.4 0.015
PYY (pg/mL) 70.7 £34.5 88.1+26.1 0.157
GDF-15 (pg/mL) 573.7+235.4 568.4+184.2 0.861
Insulin (uU/mL) 129 +6.6 10.5+6.1 0.110
Glucose (mmol/L) 6.4+1.7 58+1.4 0.861
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Phentermine
Phentermine/topiramate
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Naltrexone/bupropion

(B
®

Pancreatic
lipase

Orlistat

\_1"H9_/
®
®

Phentermine/topiramate are not approved for weight management in the EU.

D, dopamine; GABA-R, gamma-aminobutyric acid receptor; GLP-1R, glucagon-like peptide-1 receptor; MOP-R, mu opioid receptor; NE, norepinephrine.
Patel D. Metabolism 2015,;64:1376—-85; FDA approved drugs. Available from https.//www.fda.gov/drugs. Accessed May 2020;
EMA approved drugs. Available from http://www.ema.europa.eu/. Accessed May 2020.
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[Human endogenous GLP—1]

T,,= ~2 mins

[ Liraglutide ]
C-16 fatty acid

(palmitoyl) 97% amino acid homology to human GLP-1;
WWWWW@W% improved PK: albumin binding through

acylation; heptamer formation

. 4

@ " Slow absorption from subcutis
Phe P, Resistant to DPP-4
{Ile \Ala (Trp Leu (Val @rg\Gly Arg Gy Long plasma half-life
(T.,=13 h)

[
1 I 1 1 Ty ( ~(
m 1]:'|¥|IHL:g;}:;:’g;:&l%ﬂ:aﬁ]wugg{;“ % Knudsen et al.  Med Chem 2000;43:1664-9; Degn et al. Diabetes 2004;53:1187-94
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Liraglutide
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SCALE Obesity and Prediabetes':2 SCALE Diabetes3 SC:;‘foil:‘lep SCALE Maintenance®

56 weeks 160 weeks 56 weeks 32 weeks 12-week run-in*; 56-
n=3652 n=2254 n=623 weeks; n=382

n=353

Weight loss at end of trial: B Liraglutide 3.0 mg M Placebo

. 2 4

Run-in weight loss:

- 1 .90/0 : : _ fo) : :
! ! 1.6% ! 6.0% !
l l -5.79 l l
-6.1% | -6.0% | >5.7% i i
-8.0% ; ; ; ;
e e -6.2% e
Phase 3a trials
g VU — o ® 1. Pi-Sunyer et al. N Engl J Med 2015,373:11-22; 2. le Roux CW et al. Lancet. 2017;389:1399-1409; 3. Davies et
i 1 il i . . 00~ AN _10-
1mmmums‘umumumim‘ﬁmumaun‘ al. JAMA 2015;314:687-99; 4. Blackman et al. Int J Obes (Lond) 2016,40:1310-19; 5.(%1%#50?%%71711“4]4(3)5);5
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SCALE Insulin? SCALE IBT?
56 weeks 56 weeks
n=396 n=282

Weight loss at end of trial: | Liraglutide 3.0 mg Placebo

¥
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Phase 3b trials
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SCALE Obesity and Prediabetes?? SCALE Diabetes? SCALE Sleep Apnoea* SCALE Maintenance®
12- -in¥;
56 weeks; 160 weeks; 56 weeks; 32 weeks; &?\i’ke;iz_ T
n=3652 n=2210" n=623 n=353 ‘
n=382
OR 4.8% | Liraglutide 3.0mg M Placebo
f 1 OR 6.8* .
63.2 OR 3.2* — OR 3.9* OR3.9
| | 54.3 1 I50 5 I
49.6 16.3 .
OR 19.0*

23.4

5%< 10%< 5%< 10%< 5%< 10%< 5%< 10%< 5%< 10%<
Weight loss Additional weight loss

after run-in
( ® 1. Pi-Sunyer et al. N Engl J Med 2015;373:11-22; 2. le Roux CW et al. Lancet. 2017;389:1399-1409; 3.

T UNWA1 TN TINT TN 1100 (’% Davies et al. JAMA 2015:314:687-99-

1mmmums‘i_amm_.m_'m'nm‘nmumauq 4. Blackman et al. Int J Obes (Lond) 2016;40:1310-19; 5. Wadden et al. Int J Obes (Lond) 2013;37:1443-
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Adverse events in 25% of participants (1/2)

SCALE Obesity and Prediabetes: 0-162 weeks

Liraglutide 3.0 mg Placebo
% R % R
Nausea 409 29.9 16.7 11.3 0] L
Nasopharyngitis 26.4 235 28.0 27.5 o0
Diarrhoea 252 19.0 143 9.9 O ®
Constipation 22,1 130 114 6.8 o ®
Vomiting 19.7 14.7 54 36
Headache 18.0 133 16.3 149 © ®
Upper respiratory tract infection 15.7 121 159 144 oe
Back pain 13.3 8.9 16.1 11.0 ° ;
Arthralgia 123 7.1 13.0 9.2 ©
Influenza 12.1 7.8 10.6 8.3 e
Decreased appetite 10.9 5.5 35 1.8 o ®
Dyspepsia 10.3 6.0 4.7 2.7 o) ®
Fatigue 10.1 58 76 45 e ® Liraglutide 3.0 mg
Dizziness 9.7 6.1 72 49 oK ) O  Placebo
Lipase increased 9.7 6.5 3.1 1.7 o) o
® 0 10 20 30 40 50
@
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The Israeli Association for the Study of Obesity R, event rate per 100 years of observation time; TEAE, treatment-emergent adverse event le Roux et al. Lancet 2017,389:1399-409




Safety profile of liraglutide 3.0 mg

Key safety outcomes

More events vs placebo; Mostly mild to
moderate in severity and transient

Gastrointestinal adverse events

Major adverse cardiovascular events Fewer MACE events vs placebo

Gallbladder disease Numerical imbalance observed

Numerical imbalance observed in line with

Acute pancreatitis
P label for liraglutide 1.8 mg*

Rates similar to placebo; numerical imbalance

Neoplasms :
P in breast cancer*®

2]>-[df=|8le

Neuropsychiatric adverse events Rates similar to placebo
/

TN NINWL 71901 177 NYINTW S a1I0n0 Novo Nordisk Briefing Document: Liraglutide 3.0 mg for weight management NDA 206-321. Available here (Accessed 20 November

‘ (]
TIHRIMNAL7IDARNT SN a5 3N 2018); FDA Endocrinologic and Metabolic Drugs Advisory Committee Meeting. September 11, 2014. Available here (Accessed 29 March
The Israeli Association for the Study of Obesity 2019)
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XENDOS Year 41 CONQUER Week 562 BLOOM Year 13 SCALE Obesity and COR-l Week 56°
80 Prediabetes Week 564
ol W Orlistat 1@ mg PHEN/TPM ER 7 5/92 mg Lorcggerin Liraglutide 3.(ling NI
| Placebogy PHEN/TPM ERgg.5/46 mg Placelgy Placebo
60 - B Placebo [] Placebo
)
Q\/ 50 o
(2]
E 40 A
Q
e
©
O 30 -
20 A
10 +
0 -
WL =210% WL 210% WL 210% WL 210% WL =210%
Estimated data. AOM, anti-obesity medication; BLOOM, Behavioural modification and Lorcaserin for Overweight
® and Obesity Management; COR, Contrave® Obesity Research; ER, extended release; NB, naltrexone/bupropion;
1 NINWA1 71901 TiENT YTNTWYI 1100 PHEN/TPM, phentermine/topiramate; SCALE, Satiety and Clinical Adiposity — Liraglutide Evidence in individuals
The Israeli Association for the Study of Obesity @ with and without diabetes;

XENDOS, XENical in the Prevention of Diabetes in Obese Subjects; WL, weight loss
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Benefit outcomes Harm outcomes
High or moderate certainty evidence Low orwvery low certainty evidence High or moderate certainty evidence Loww or very low certainty evidence
Among the best Bl Definitely better than lifestyle 1 May be better than lifestyle 1 Mo more harmful than lifestyle 1 No more harmful than lifestyle
modification alone modification alone modification alone modification alone
Intermediate—possibly better [ Possibly better than lifestyle [ Might be better than lifestyle = More harmful than lifestyle [ More harmful than lifestyle
modification alone modification alone modification alone, but Nno worse modification alone, but no worse
Intermediate—possibly worse [ Possibly no better than lifestyle B might be no better than lifestyle than other interventions than other interventions
modification alone modification alone
Among the worst [ Definitely no better than lifestyle N May be no better than lifestyle BN More harmful than lifestyle modification B More harmful than lifestyle modification
modification alone modification alone alone and some other interventions alone and some other interventions
| Benefit outcomes Harm outcomes
FPercentage Participants with Participants with Quality- of-life Depression Discontinuation due Total gastrointestinal
bodyweight change bodyweight bodyweight score, SMD symptom score, to any adverse event, adwverse events, IRR
from baseline, MD reduction =5%, OR reduction =10%, OR (95% CI) SMD (95% CI) OR (95% CI) (95% CI)
(95%) (95% CI) (95% Cl)
Phentermine— —-F-9F B.02 Q.74 0.-42 —0.17 2.40 1.62
topiramate (—9-28 to —6-66) (5-24 to 12-27) (5-95 to 15-94) (0-19 to 0-65) (—0-59 to 0-26) (1-69 to 3-42) (1-13 to 2-31)
GLP-1 receptor —-5-76 6-33 7-83 0-29 —0-08 2-1F 2-F9
agonists (—6-30 to —5-21) (5-00 to 8-00) (5-89 to 10-40) (0-15 to 0-43) (—0-36 to 0-20) (171 to 2-77) (2-42 to 3-23)
MNaltrexone— —ef-1L 5-0u4 5-19 0-36 0-19 2.69 3-86
bupropion (—5-19 to —3-02) (3-50 to7-27) (3-33 to 8-08) (0-18 to 0-54) (—0-06 to 0-45) (2-11 to 3-43) (2-93 to 5-08)
) —-3-16 2-73 015 —0-04 1-7F2 2-03
Orlistat (-3-53 to —2-78) (2-32 to 3-22) (—0-24 to 0-53) (—0-75 to 0-66) (1-44 to 2.05) (1-80 to 2-29)
~ —2-50 2-10 2.11 . . 1-19 2-05
Metformin (—3-25 to —1-74) (1-13 to 3-91) (0-85 to 5-24) (0-62 to 2-28) (1-53 to 2-74)
_ i —2-07F 2.88 o-96 - . 1-42 0-95
SGLT2 inhibitors (—3-01 to —1-13) (1-69 to 4-90) (026 to 3-58) (0-82 to 2-46) (0-58 to 1-54)
P lintid —2-19 2-24 3-21 - - 2-43 1-92
ramiintice (-4-36 to —0-03) (0-97 to 5-14) (0-99 to 10-45) (0-46 to 12-79) (0-51 to 7-14)
Levocarmitine —1-88 o . Ll 1-45
(—3-80 to 0-04) (0-60 to 2-08) (0-66 ta 3-19)
Drug effect for GLP-1 receptor agonists

—11-471 9.-82 13-32 o027 - 1-99 2-F9

Semaglutide (-12-54 to —10-27) (7-09 to 13-61) (9-94 to 17-83) (0-08 to 0-46) (1-35 to 2.92) (2-14 to 3-64)

—0-08 2.45 32-10
(—0-36 to 0-20) (1-80 to 3-33) (2-59 to 3-F1)

- lotid —4-68 4-91 4-80 0-32
Liraglutide (-5-30 to —4-06) (3-78 to 6.38) (3-60 to 6-41) (0-08 to 0-56)

1-50
(0-66 to 3-44)

1-72
(1-19 to 2-50)

—3-72

Exenatide (—4-B2 to —2.62)

@
T NINW1 71901 TiIN7 MIN1WY a11ni o Shi Q, Lancet 2022
The Israeli Association for the Study of Obesity !
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Preclinical Phase 1 Phase 2 Phase 3 Regulatory

| | | |
1 | 1 |
1 | 1 |
1 1 1
A PB718, sc QW, PEGBio ' : | i
¢ PF-07081532 (QD), Pfizer | | |
| 1 1 1
1 | I |
|k NPA, oral, Lilly I Glutazumab, sc QW | |
| ! Hangzhou Gmax (AU) : |
1 * | 1 I
- I Wi 1 . 1

A (OXM)-XTEN, J&J ! XW003, Sciwind ! _ : Benaglutide, scTID | 4 Generic liraglutide

1 .
i R.¢ AM833- semaglutide 2.4 mg ! Pfizen |
| combination, Novo Nordisk ! A BI 456906, Bl/Zealand | | .
! ! | Tirzepatide, sc QW ! Semaglutide, sc qW
[ | ZP-DI-70, Zealand ! AMG133, Amgen | | - (LY3298176), Eli Lilly | Novonordjsk
1
! A IBI362, Innovent/Lilly (China) ! !
| SC0-094, Scohia ! | |
I '. CT-868, sc QD l :
| GIP/GLP-1, oral, Lilly , Carmot | |
[ | Oral agonist, Scohia | i ! |
I : I |
1 | 1 |
1 | 1 |
1 | 1 1
* GIP antag. mabt&GLP-1 agonist A GLP-1/glucagon dual agon. * GLP-1R agonist
@
" JNWn1 71901 1i7n7 M7N1WH a1ana (o) * Anti-GLP1 R mab fused to GLP-1 * GLP-1 - amyling analogue combination
The Israeli Association for the Study of Obesity

GIP/GLP-1 dual agonist

Red text: Compounds in development for people living with T2D and overweight/obesity. Updated: February 2021



Semaglutide is a human GLP-1 analogue'=3

Semaglutide is not approved for weight management

Semaglutide for the treatment of obesity

Semaglutide: mechanism of action®?

94 homology to human GLP-
1

spacer

t%s of approx.
1 week

seeeeDesy

cravings, improved control of

-
e

Reduced
body weight

Reduced appetite and Reduced
energy intake

eating

STEP: change in body weight from baseline®?

Effect of semaglutide 2.4 mg once-weekly in weight management

STEP 1

STEP 3 STEP 4

From run- 6.5
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10 -+

-10 -

Change in body weight
from baseline (%)

169" 176"

. Semaglutide 2.4 mg.

STEP: subjects achieving 210% weight loss®-8

Proportion of subjects (%)

FIIacebo

STEP 1 STEP 3 STEP 4 STEP 2

100 -

79.0
80 1 69.1 75.3

. Semaglutide 2.4 mg.

Placebo A
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GLP-1, glucagon-like peptide-1.

1. LauJ et al. ] Med Chem 2015;58:7370-80; 2. Kapitza C et al. J Clin Pharmacol 2015;55:497-504; 3. Marbury TC et al. Clin Pharmacokinet 2017;56:1381-90; 4. Blundell J et al. Diabetes Obes
Metab 2017;19:1242-51; 5. Skovgaard D et al. Presented at the 56" European Association for the Study of Diabetes (EASD) virtual meeting, 22—25 September 2020. Poster Number: 555; 6. Wilding
JPH et al. NEJM 2021; doi: 10.1056/NEJMo0a2032183. Online ahead of print; 7. Davies M et al. Lancet 2021; doi: 10.1016/S0140-6736(21)00213-0. Online ahead of print; 8. Wadden TA et al. JAMA

2021; doi: 10.1001/jama.2021.1831. Online ahead of irint.



Proposed mode of action of GLP-1/GIP dual agonists

Proposed Direct Effects Proposed Indirect Effects
| Insulin Secretion | Food Intake U Delayed Gastric
| Glucagon Secretion Fmgtyng < CV Protection?
"' < Improved Renal Function?
L ) Q Improved NASH?
T Insulin Secretion 1 Energy Expenditure? T Glucose Uptake ’ T Insulin Sensitivity
i 7 i i - .
1 Glucagon Secretion l Food Intake? O Altered |._Ipld : 1 Plasma triglycerides
Metabolism .
\\\ ” ’,
— @

1“' I“nml-ll .’IB'UI 1|-,“.’ ""’N-“!l'“ |-|11“|-| <o> CV, cardiovascular; GIP, gastric inhibitory polypeptide; GLP-1, glucagon-like peptide-1; NASH, non-alcoholic steatohepatitis.

. i . Eli Lilly. Diabetes Update Call. Presented at the 54th Annual Meeting of the European Association for the Study of Diabetes, 1-5 October, 2018, Berlin, Germany.
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Tirzepatide and Insulin Degludeg are not approved for weight management

Weight loss results from the SURPASS-1, 3 and 5 studies

Tirzepatide in people with T2D and BMI = 23kg/m?

Body Weight Change (%) Body Weight Change (%) Body Weight Change (%)
Mean Baseline Body Weight: 85.9 kg Mean Baseline Body Weight: 94.3 kg Mean Baseline Body Weight: 95.2 kg
Tirzepatide 5 Tirzepatide 10 Tirzapetide 15

Insulin deglud
Tirzepatide 5 Tirzepatide 10 Tirzapetide 15 nsulin degludec mé mé me

Tirzepatide 5 Tirzepatide 10 Tirzapetide 15
Placebo mg mg mg

Placebo mg mg mg

12 A -11.0 i
-11.6
14 - -
-13.9
SURPASS-1
= SURPASS-3 SURPASS-5
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The Israeli Association for the Study of Obesity SURPASS-1 news release (available here ) accessed Feb 2021; SURPASS-3 and 5 news release (available here ) accessed Feb 2021 BMI, Body Mass Index; T2D, Type 2 diabetes



https://www.newswire.ca/news-releases/lilly-s-tirzepatide-significantly-reduced-a1c-and-body-weight-in-people-with-type-2-diabetes-810712466.html
https://investor.lilly.com/news-releases/news-release-details/tirzepatide-significantly-reduced-a1c-and-body-weight-people

The potential of ca lutide combination therag

; Hypothalamus
(ARH) <\\
1
]
/

Semaglutidel

Cagrilintide*

Brainstem
: Meal-
Homeostatic
. generated
signals :
signals

® AP, area postrema; ARH, arcuate hypothalamic nucleus; NTS, nucleus of solitary tract.

1 NINWi1 71901 TINT7 NYIN1WY 171108 @ *Cagrilintide may not have a direct binding in the hypothalamic regions, including ARH and ventral tegmental areas.

The Israeli Association for the Study of Obesity ECO 2021 Poster 0047 1. Jensen CBet al. Diabetes 2017;66:A305; 2. Adapted from: Boccia L et al. Peptides 2020;132:170366.




Amylin and Semaglutide are not approved for weight management

Change in body weight (%)

EXPLORATORY ENDPOINT — COHORTS 1-6, BASELINE TO WEEK 20

ETD vs pooled
Mean placebo, 95% Cl
estimate =~ semaglutide
2.4mg

s Cagrilintide 0.16 mg,
< Semaglutide 2.4 mg -8.5 0.9 [-2.9; 4.7]
S
2 ~9.9 ~0.4 | [-4.0;3.1]
> agrintide 0.6 mg,
g \/" —— Semaglutide 2.4 mg ~10.5 -1.0 [-4.9; 2.9]
| agrinntide L.Z mg,
.GE) \/t Ser%aglutde 2.4 rr?g -15.6 -6.2 [-9.9; -2.5]
(@)
c agriiniide 2.4 mg,
I - Semaglutide 2.4 mo ~17.0 76 |[-11.2; -4.0]
© agrinniide 4.5 mg,
¢ Semaglutide 2.4 mg -15.6 -6.2 [-9.8; -2.6]
[] [] ] ] [] [] [] ] [] ] 1
98 112 126 14084 70 56 42 28 14 0 Follow up Placebo, Semaglutide 2.4 mg -9.5 - —
—X

Time since first dosing (days)

Change in body weight is analysed using a mixed model for repeated measurements, where all changes from baseline in body weight measurements enter as
the dependent variables and treatment, visit and baseline body weight enter as fixed effects. Treatment and baseline body weight are nested within visit. Vertical
reference lines represent first and last dosing of cagrilintide and semaglutide.

m "ITII:WII-I] ?_E"m_ 1!-"].: "?Pf_;“{:'“f'-(l)-;lnﬂ ‘O’ Cl, confidence interval; ETD, estimated treatment difference.
e lsraell Association for the Study of Obesity ECO 2021 Poster 0047 Enebo L, et al. Poster/oral 047, ECO2021, May 10-13, 2021
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Wilson R, Diabetes Obes Metab. 2021
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HbA1c change over time, according to procedure Percentage of patients in diabetes remission
1Y-BL 2Y-BL 5Y-BL
0.0
Time Total Banding Sleeve Bypass p value
0.4 BL 8.9 % 8.6 % 92 % 8.7 % 0.911
1Y 532%  46.1 % 585%  586%  0.001°
- 2y 60.6 %  57.5% 63.0%  644% 0.5
g o8 5Y 544% 556 % 536%  511%  0.60
<
T
f -1.05
%’ -1.2
S -1.33 -1.29 -1.28
: -1.41
-1.6
]
*0 200
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AACE guidelines: staging directs treatment

Goal: prevent progressive
weight gain or promote
weight loss

Goal: achieve weight loss sufficient to
ameliorate the complications and
prevent further deterioration

Goal: maintain
healthy weight

with severe
complications

BMI: <25 25-29.9 or 230 Zﬁﬂ;’.‘:ﬁations >25 with complications

Normal weight (No obesity) Stage O

B
@ ho

Lifestyle/behavioral therapy, considar Lifestyle/behavioral therapy,

pharmacotherapy if lifestyle alone notl consider pharmacotherapy _ o
effective I (BMI >27) (BMI >27), consider bariatric surgery

o (BMI 235)
N NINWN1 719'01 1n7 MIN1WH a1ann %. AACE, American association of clinical endocrinologists; ACE, American college of endocrinology; BMI, body mass index. AACE/ACE algorithm for the

Stage 1 Stage 2

Jo (Sbe s

Lifestyle/behavioral therapy, add

Healthy meal plan, physical
pharmacotherapy

activity, health education

TNTRIHEAL 7030 AIBNT JXENAW I ST 1N medical care of patients with obesity. Available from https://www.aace.com/files/quidelines/ObesityAlgorithm.pdf. Accessed August 2020.
The Israeli Association for the Study of Obesity
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MEMBERSHIP 2020

COUNTRY
AUSTRIA
BELGILUM
CYPRUS
CZECH REPUBLIC
ESTOMIA
FINLAMD
FRAMCE
GERMANY
GREECE

GREECE

ICELAMD

ISRAEL

ITALY

ITALY

LATYI1A
MACEDCMNLA, FYR
MALTA,
NETHERLANDS
NORWAY
POLAND
PORTUGAL
ROMANIA

RUSSIAN FEDERATHIMN

SERBIA

SLOVAKILA
SLOWVEMIA

SPAIN

SWEDEN
SWITZERLAMD
TURKEY

UNITED KINGDOM
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ORDINARY MEMBERS
Austrian Society of Intermal Medicina
Balgian Society of Internal Medicine
Cyprus Federation of Internal Medicine
Czech Society of Internal Medicine
Estenian Society of Internal Medicine
Finnish Society of Internal Medicina
French Society of Internal Medicina
Garman Society of Internal Medicine
Hellenic Society of Internal Medicine
Internal Medicine Soclety of Greecsa
lealandic Society of Intermal Medicine

Israeli Society of Internal Mecicine

ltalian Federation of Associations of Haospital Internists FADOI

ltalian Society of Internal Medicine SIMI
Latvian Society of Internal Medicine
Macedonian Assoclation of Internal Medicine
Assaciation of Physicians of Malta
Neatherlands Saciety of Internal Madicine
MNarwegian Saciety of Internal Medicine
Polish Society of Internal Medicine
Portuguese Society of Internal Medicine
Romanian Soclety of Internal Medicine
Russian Sclentific Society of Internal Medicine
Serbian Society of Internal Madicine
Slavakian Saciety of Internal Madicine
Slavenian Saciety of Internal Medicine
Spanish Society of Internal Medicine
Swedish Soclety of Intermnal Medicine

Swiss Society of General Intermal Medicine
Turkish Society of Internal Medicing

Royal Callege of Physicians UK

The Israeli Association for the Study of Obesity
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MEMBERS

1038 e www.efim.org

1031
936
5248
613
200
220
448
2565
2785
333
170
80
2000
1880
400
2419
5&0
SBE
385

2020 TOTAL 20,325
506
200
6180

COUNTRY

ASSOCIATE MEMBERS

MEMBERS
32 ALGERIA Algerian Society of Internal Medicine 443

33 ARGENTINA Argentinlan Soclety of Intemal Medicine 650

1010
5077 34 DOMINICAN REPUBLIC Dominican Republic Society of Internal Medicine BOO
1365 35 LEBAMON

2415 36 MORDLCCO

37 TUNISIA

Lebanese Sackety of Internal Madicine 190
Margccan sociaty of Intermal Medicine 210

Tunisian Society of Internal Medicine 200



Journals

www.efim.org

EJIM
EJCRIM
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EUROPEAN JOURNAL OF

INTERNAL

MEDICINE

IR 71D SN I NI S G N
The Israeli Association for the Study of Obesity

T NINWI1 71901 TiIN7 MINTW a11ni (-.%

O
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Editor in Chief — Prof. Giancarlo Agnelli

The European Journal of Internal Medicine, EJIM is the
official journal of the European Federation of Internal
Medicine and affiliated EFIM national societies. It is the

reference scientific publication for the European academic
and non-academic internists.
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Top 20 submitters in 2020
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COUNTRY
ITALY

CHINA

SPAIN

UNITED STATES
FRANCE

JAPAN

ISRAEL
TAIWAN
TURKEY

INDIA

GREECE
PORTUGAL
IRAN

UNITED KINGDOM
GERMANY
NETHERLANDS
EGYPT
AUSTRIA
BRAZIL
SWITZERLAND
BELGIUM
POLAND

KOREA, REPUBLIC OF

MEXICO
AUSTRALIA

SUBMITTED ACCEPTED

471
393
257
129
113
104
104
88
91
69
62
58
54
48
44
42
40
33
29
27
23
26
29
23
19

128
9
27
20
17
16
7
2
3
2
13
5
0
8
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EUROPEAN JOURNAL OF

INTER@AL

Ranking by acceptance rate:
ALL TYPES OF ARTICLES (%)

w
w

s ) & o o W RS T v & O
S AT EFFTLEF IS T FF S
P VN S TS T AT ISR TS S R
N = < WDV ¢ - L2 b Q- O ) N \ < N .5 O
& F AT Y & > & 92 <& O 7 (5
x\e‘\f &K v - o~ \("'\ (&) x 0 Q\_n ¢ \Q\
& 3t QN
N C Al \3
< V\\ W)

T NINWA1 7119w 1i
The Israeli Association for the Study of Obesity \‘"}

Geographical origin ® 2020

MS with a
COUNTRY SUBMITTED ACCEPTED REJECTED decision RATE %
1 NETHERLANDS 42 13 26 39 33
2 CANADA 14 4 9 13 3
3 ITALY 471 128 312 440 29
4 SWITZERLAND 27 7 19 26 27
5 AUSTRIA 33 ~ 24 32 25
6 AUSTRALIA 19 4 14 18 22
7 GREECE 62 13 48 61 21
UNITED
8 KINGDOM 48 8 36 44 18
9 UNITED STATES 129 20 a7 117 17
10 JAPAN 104 16 81 97 16
11 FRANCE 113 17 92 109 16
1] GERMANY 44 6 35 41 15 |
1 ANIA 17 p) 15 17 12
14 SPAIN 257 27 218 245 11
15 BELGIUM 23 2 18 20 10
16 PORTUGAL 58 5 48 53 [}
17 BRAZIL 29 2 26 28 7
18 ISRAEL 104 7 92 9% 7
19 SINGAPORE 16 1 14 15 7
20 POLAND 26 1 24 25 4

69



European Journal
of Case Reports in

Internal Medicine

@
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Editor in Chief — Dr. John Kellett

The European Journal of Case Reports in Internal Medicine is a
free, online-only publication. The aim of the journalis to
provide a forum for internal medicine specialists to describe
interesting cases that present unusual aspects and complexities.
It provides a valuable educational tool for young internists as well

as an archive with the potential for developing further research
in internal medicine.
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MONDAY
27 APRIL | 17:00

General Overview

GEAM

Healthcare Organisation
: QLIVE WEBINAZ
LESSONS FOR
INTERNISTS ABOUT
THE PANDEMIC
5. JUNE

Q&A o
COoVID19
Management
o Internists

In-Hospital Treatments
Risk Factors for Outcome

COVID-19 and Cardiovascular
Complications.

Lessons for Internists about the Pandemic

€ EFM

‘ om L

¥ il b

@i
tocilizumab in

L0V

Which clinical benefit?

MODERATED BY EDITOR-IN-CHIEF
PROF. GIANCARLO AGNELLI

JOIN THE LIVE WEB SESSION ON
9™ JUNE 2020 200 71 - urce

smc-media.eu/tocilizumab &

Q&A for COVID 19 Management for
Internists-live discussions - 27 April

Caring for Vulnerable Patient Populations

Videos

1% e
£ tha Ulratonsd Werking Croup

Lunu Ultrasound in COVID-19

Experiesces and Reseersh from the Froating

WEDNESDAY
22 APRIL [ 17:00

Q&A for
CoVID19
Management

. Internists

PN Wabinar by tha Guskey of Cars
ot Predn i faves b semtien

Keeping Patients and Healthcare
Providers Safe During the Pandemic

. - I Prot Reinhart Sxamets s Or. Marco Sonperdar
- Satmany Nathariarde

Q&A for COVID 19 Manager
Internists-live discussions -

ment for
22 April o
Lung Ultrasound in Covid-19: Experiences

and Research from the Frontline

Physician Wellbeing
during Govid

5th EFIM Day 2019 - Q&A
Webinar: “Overdiagnosis and Low Value Healthcare

DAY 1-October 12

*  Program:

Physician Wellbeing during Covid

o 17.00-17.10h = Introduction” - A. Vaz Carneiro, Ans Pauls Marsns snd Miguel Guimsrdes

©  17.10-17.40= "Cochrane Sustainable Healthcare. An internationsl collaboration to tackle
madical excess” — Minng Johansson (Cochrane Sweden)

o 17.40-18.00-Q8A “Clinical approach and munqcmom

ot potents wis HEADACHES
o 18.18.30-“Clinical Practice Guidelines 33 a tool for diminishing low value hesithare” -

Heiger Scnunemann (Deparimants of Health Ra sesrch Methods, Evidence, and impact and of
Medicine ot McMaster University, Canado)

© 18.30-1850h-QRA
* 18501300 Closing remarks. A Vaz Carnsro

’J r'

Y| Webinar - Headache: Clinical approach
and management of patients with
headaches within Acute Internal and

DAY 2~ October 13

+  200amET-spacil {choosing
the new normar - Don Berwick (President Emeritus and Senior Fellow, insttute for Heaithcare
imerovement, USAJ

https://chy

00sin gwiselycanada zoom.us/webin ar /regi

WN_ol HXoBUOQaWh SNu

Keeping Patients and Healthcare Providers
Safe During the Pandemic

“ESC Atrial Fibrillation 2020
Qussetaer
The path to a new paradigm”

s Goms R o B8 P ARG T P,

Yl webinar - ESC Atrial Fibrillation 2020
Guidelines: the path to a new paradigm

sacP geerw  WELCOME

COVID-19: Moving Forward Together

The Amarican Cobage of Physicions (ACH)
Ioreisiat and sutnsec i
Lrgest el specalty sxcety

ommitmant to exceience. Witk 149,000 members
e wirkd s e gerteoe. 4cd

Spwabar, Carks Lo Vruchi, Professer of Mkl
Pr—— bt dogh a4
Mkana, By

COVID-19: Moving Forward Together

“DIABETIC
NEUROPATHY”

ey
A e

EFIM Yl Webinar - Diabetic Neuropathy

Lessons from the pandemic

to change the hospital model

A (a e
9 e i el 0 Mmoo e %
@ e w».-’f o

Lessons from the pandemic to change the
hospital model

tocilizumab in

CU\/ J-19

Whlch chmcal beneht"

Tocilizumab in COVID-19 - Which Clinical
Benefits?

16 Scientific Webinars organized in 2020
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Over a year of COVID-19 e
around Europe

Moderators:

Serhat Unal, Xavier Corbella

Panelists:
Serhat Unal. Tuke
Olivia Brailard, $

Weronika Rymer.
Claodio Santini, &

Ayelet Raz-Paste:

Mar Kristjansson, ica
Jaime Lora-Tamaye,
Antonina Ploskireva

Over a year of COVID-19 around Europe

EFIM Young Internists' Webinar

The diagnostic labyrinth of NENs. Al 12,2028

0 4

Experience from Uppsala Centre of sl
Excellence for endocrine fumours.
P
- 2,
4 ; = / )
> -~ <

Speaker
Or. leva Lase
(Uppsata, Swedan)

Mogerator; Or. Eleni Karlafti

| S B EI— ( et Choosmg

3%° ISBE 8™ COCHRANE 4™ CwpP
ANNUAL EVENT

PROVISIONAL PROGRAM

05/10/2021 - 11:21

The future of evidence-based healthcare

May 25, 2021
DA00 P78 P (CEST)

Preventive Medicine and Social
Determinants of Health: A joint session of
the ACP and EFIM

e T st & EFIM
Europesn www.olim org
1O s ecerns mecicne < Lunu Ultrasound in COVID-19
2 u enmandﬁaseald!hummzfrunﬂlne

COVID-19 TREATMENTS

AND MANAGEMENT % [3) ﬂ

¢

RELEASED VIDED FROM ECIM 2021 Junturresiucta  ung vhcarennd mq»ux accuracy of
Sronaco sod Badaga® GOV pasenta”

« Runéifur Palsson + David Wohl

+ Xavier Corbella * Andrew Ustianowski

EFIM Young Internists’ Webinar (‘ EFIM

wuw afim org

Cardiac arrest october 5, 2021
beyond the basics 1900 CET

Speaker
Erik Ullemark
s | (Sweden)

Moderators: Zora Lazirovd (Slovakia)

Andre Salzano (naT)

30/09/2021 - 14:46

Cardiac Arrest Beynd the Basics

~www.efim.org
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COVID-19: Resources
Coronavirus disease 2019 (COVID-19) - Short Notice for Public

Pao =t 11V

submitted by Aneta on 25 February 2020 - 13:25
December 9, 2020

L7 Wabinar by on Guslity o Care
and Protaacians nases S srmemt

Lunu Ultrasuund in COVID-19 " Kezping Patients and Heallhcare
3 Providers Safe Ouring the Pandemic

Physician Wellbeing
during Covid

earch from the Freatine

D Matthas Raspe, Berlie
1 loa Buva Bina

Keeping Patients and Healthcare Providers ~ Physician Wellbeing during Covid

-19: Experiences
Safe During the Pandemic 14/12/2020 - 14:33

Lung Ultrasound in Covid
and Research from the Frontline
18/01/2021 - 16:23

26/02/2021 - 10:29 )
Lessons from the pandemic Nvnter 3,20 mAcP geam  WELCOME
= COVID-19: Moving Forward Together

tocilizumab in

LOVID-I9

Which clinical benefit?

to change the hospital model

nmo
ok st oo O e ey

s 26
[ M,,.,.ur..,.-, aven e Gt e ke o et
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Lessons from the pandemic to change the

St |
hospital model iy —
11/06/2020 - 15:04

Tocilizumab in COVID-19 - Which Clinical
Benefits?

COVID-19: Moving Forward Together

05/11/2020 - 14:10

Zoronaviruses are important human and animal pathogens. Common human coronaviruses are responsible for approximately one-third of mild to moderate community-
acquired upper respiratory tract infections in adults, like the common cold. This information should not be confused with Coronavirus disease 2019 (COVID-19). COVID-19 is
he third coronavirus outbreak following the SARS (Severe Acute Respiratory Syndrome) and MERS (Middle East Respiratory Syndrome) outbreaks in the 21st century.

T NINWA1 71901 TiIN7 M7NTWW a1 @
TMTHAIMSA7D30 AT IXENAN S SN
The Israeli Association for the Study of Obesity




EBIM

European Board of Internal Medicine
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Internal Medicine (EFIM) and the European Union of Medical Specialists (UEMS) Section of
Internal Medicine, developed the European curriculum in internal medicine.

e WWW.efim.org

- EUROPEAN

CURRICULUM
of

INTERNAL
MEDICINE

Members of the European Board of Iriternal Medicine

by the
EUROPEAN BOARD

OF INTERNAL MEDICINE
RUNOLFUR JAN WILLEM
PALSSON ELTE

REINOLD WERNER
GANS BAUER
President of EBIM EFIM . UEMS Section of EFIM
Internal-Medicine

(N

Ieva Ruza
Young Internists -
EFIM A

CRANSTON
o, (U

MARIA D.
CAPPELLINI

UEMS Section of EFIM EFIM |

C2016-099

UNION EUROPEENNE DES MEDECINS SPECIALISTES

* Q, k4 EUROPEAN UNION OF MEDICAL SPECIALISTS
* UE *

profit organisation
T 43226495164
F +3228403730

Training Requirements for the Specialty of Internal

Medicine

European Standards of Postgraduate Medical Specialist Training

European Board of Internal Medicine

Brussels Feb 22, 2016

Internal Medicine

EUROPEAN UNION
OF NEDICAL

EEFIM
. =
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www.efim.org

European Schools of
Internal Megg 65"1’1

o‘i -*‘
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G www.efim.org

The European School of Internal Medicine (ESIM) was founded in 1998 by Prof. Jaime
Merino, with support from the Spanish Society of Internal Medicine. The primary goal
was to provide high quality continuous medical education for young internists from our
.member societies

ESIM Winter
ESIM Summer
. ESIM ESIM .

ESIM Spain ESIM UK ESIM Turkey ESIM ltaly Netherlands ESIM Spain

1998 - 2005 2006 - 2008 2009 - 2011 2012 - 2013 2014 - 2016 ©2017-2019  2020-2022 ESIM

eDirectorJ eDirector A eDirector C eDirector E eDirector N eDirector R eDirector J Switzerland

Merino Martins Davidson Akalin Montano Gans Moreno 2011 -2014 2015 -2017 2018 - 2020 2021 -2023

Baptista Diaz eDirector V eDirector | eDirector K eDirector F

Briner Ruza Petterson von Wovern
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o — o : ESIM Winter School
January 2022 - Bjorkliden, Sweden

ESIM Summer School
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El Escorial Madrid Spain 12 — 18 June 2022

@
T NINWA1 71901 TiIN7 M7NTWW a1 ‘ (_J
TMTHAIMSA7D30 AT IXENAN S SN @

The Israeli Association for the Study of Obesity




www.efim.org

EFIM Exchange
programme
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month among European specialist training centers in Internal Medicine Units
providing the Young Internists opportunities for gaining knowledge and skills.

28 Hospital Centres Available
e 10 Bursaries of 600€ offered

Supported by FDIME

e More than 70 trainees participated
WG PROST MG SRS A0 10 e
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EXCHAMGE CENTRES AVAILABLE

TUTOR

LOCATION

machln

Prof. Claire e Jeunne

Paris

qumu 1

Herr Prof. Dr, med. S, Zeuzem

Frankfurt

Mmild of Larissa

Prof. George N. Dalekos

Larissa

University Ml of Alexandroupolis

Prof. Efstartios Maltezos

Alexandroupolis

University Hospital of loannina

Prof. Moaesis Elisaf

loannina

AHEPA Univarsity Hospital of Thessaloniki

Prol. Apostoles |, Hatzitolios

Thessalonik|

Hasharon Medical Center

Dr. Dror Dicker

Petach-Tikva

Clinica Medica 'A. Murri’, University Hospital
Policlinico

Prof. Piero Portincasa

Bari

Ospadale S. Maria delia Misericordia

Prof. Giancario Agnelli

Paerugia

Ospedale Magglore

Prof. Vincenzo Arienti

Bologna

Dspadale Magglore Policlinico Padiglione Granelll

Prof. Nica Capellini

Milano

£a.51, Cantro Scienze dell'invecchiamento

Prof. Giovanni Davi

Chieti

Policlinico Mater Domini

Prof. Francesco Perticone

Catanzaro

Pauls Stradins Clinical University Hospital

Prof. Valdis Pirags

Riga

Eastern Clinical University Hospital

Prof. Alvars Lajnieks

Riga

Hospital Santa Marla

Prof, Dr. Rul Vitorino

Lisbon

Hospitais da Universidade de Coimbra

Prof. Dr. Armando Carvalho

Coimbra

Hospital Santo Antonio

Prof. Dr, Joao Aradjo Correia

Oporto

SLOVAKIA

Dpt. Internal Medicine n®1 University Hospital

Prof. MD, PhD lvica Lazurova

Kosice

Dpt. Intornal Medicine n®4 University Hospital

Prof. MD, PhD tvica Lazurova

Kosice

University Hospital

Prof. MD, PhD lvica Lazurova

Bratislava

SLOVENIA

University Medical Centre

Prot. Dr, Radovan Hojs

Maribor

Hospital de Bellvitge

Prof. Xavier Corbella

Barcelona

Hospital Costa del Sol

Dr. Javier Garcia Alegria

Marbella

Hospital Gregorio Maranon

Dr. Blanca Pinilla

Madrid

TURKEY

Hacettepe University Hospital

Prof. Dr. Serhat Unal

Ankara

Baskent University Hospital

Prof. Dr. Birol Ozer

Ankara

Warthing Hospital

Dr. Roger Duchitt

Brighton




Feedback from our exchange trainees

Dr. Calota Carmen,
Romania

Dr. Alba Garcia Dr. Damiano D’Ardes,
Villafranca, Spain Italy

¢| have no doubt that |
have achieved all the
results and goals that |
had initially
established, and |
would like to thank for
the opportunity | was
given of taking part in
such unforgettable
experience. Finally, |
strongly recommend
this exchange
programme to every
young internist.”
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| would like to
congratulate all EFIM
Exchange Programme
staff: thank you
because this was an
experience that can
help the physicians in
the globalized today
world to open their
mentalities and to
understand different
and better ways to be
doctors and to practice
medicine.

5

*This experience has
been for me a
scientific, professional
and motivational
progress.”

Dr. Ulla Rozenberga,
Latvia

e[t was a great
experience to see
another country’s
health care system and
compare and bring
new knowledge and
vision back home

> www.efim.org

Dr. Vlad Pavel, Germany Dr. Hatice Oner, Turkey Lutoglr?ire.!v\\//\gigdsoland

eConcluding the
internship in Israel was
for me a tremendous
opportunity, not only
to achieve medical
knowledge and to see
a new health care
system but also to
learn about a different
culture, enlarge my
horizon and to build
new friendships.|
would like to thank the
European Federation
of Internal Medicine
for organizing such
great learning
programmes

eThe time at the
Worthing Hospital was
a great experience for
me as | learned about a
new culture, improved
my English, and
broadened my vision,
besides enriching my
professional
experience. | would like
to thank everybody for
giving me this amazing
opportunity.

e\What | saw and
experienced in
Worthing Hospital
filled me with
enthusiasm to try and,
within my abilities,
alter my future work
environment, to make
it safe and friendly for
my future patients, to
make it a place where
people come to work
with pleasure and a
place that offers career
development as well as
wonderful support
from co-workers.”
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“DIABETIC
NEUROPATHY”

Yl Action plan for 2022

21st December
19h CET/18h GMT

Webinar LIRS Yl Meeting
series AL SRRl 2 Brussels
ECIM 2022

Yl GA March

2 EFIM
& 2022

= www.efim.org

Yl Survey

EFIM Young Internists’ Webinar

The diagnostic labyrinth of NENs, il 12,2021
Experience from Uppsala Centre of
Excellence for endocrine tumours.

Speaker
Dr. leva Lase
(Uppsala, Sweden)

Moderator: Dr. Eleni Karlafti

EFIM Young Internists' Webinar &. EFI M

www.ofim.org

Cardiac arrest october 5, 2021
heyond the basics

Speaker
Erik Ullemark
(Sweden)

/ ( ) s @,
Moderators: Zora Laztirova (Slovakia
Andre Salzano (Italy) I “n
Ihe Israell Assoclation tor the Study ot Ubesity
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FELLOWSHIP PROGRAMME
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First Name

Last Name

National Society

®SFarouk BENMEDIOUNI Algerian Society of Internal Medicine
Harald Leiss Austrian Society of Internal Medicine
Michal Krsek Czech Society of Internal Medicine
Jan Filipovsky Czech Society of Internal Medicine
Michal Vrablik Czech Society of Internal Medicine
Jan Vaclavik Czech Society of Internal Medicine
Laurentiu Broscaru German Society of Internal Medicine
Georgios (George) Dalekos Hellenic Society of Internal Medicine
George Ntaios Hellenic Society of Internal Medicine
Sara Georgiadou Hellenic Society of Internal Medicine
VASILIKI LYGOURA Hellenic Society of Internal Medicine
Dimitrios Sagris Hellenic Society of Internal Medicine
AGGELOS STEFOS Hellenic Society of Internal Medicine
KONSTANTINOS MAKARITSIS Hellenic Society of Internal Medicine
EIRINI RIGOPOULOU Hellenic Society of Internal Medicine
PINELOPI ARVANITI Hellenic Society of Internal Medicine
Nikolaos Gatselis Hellenic Society of Internal Medicine
STELLA GABETA Hellenic Society of Internal Medicine
Kalliopi Zachou Hellenic Society of Internal Medicine
Jacob Ablin Israeli Society of Internal Medicine
Stephen Malnick Israeli Society of Internal Medicine
Avshalom Leibowitz Israeli Society of Internal Medicine
Lorenzo Falsetti Italian Society of Internal Medicine
Matteo Nardin Italian Society of Internal Medicine
ROBERTO MANFREDINI Italian Society of Internal Medicine
Giuseppe Rengo Italian Society of Internal Medicine
Vincenzo Zaccone Italian Society of Internal Medicine
Tiffany Leung Netherlands Society of Internal Medicine
Tamer Shalaby Boutrus Royal Colleges of Physicians UK
Peter Jackuliak Slovak Society of Internal Medicine
Juraj Payer Slovak Society of Internal Medicine
José M. Porcel Spanish Society of Internal Medicine
Ewelina Biskup Swiss Society of General Internal Medicine

88
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EFIM 4.l

European Federation of Internal Medicine
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Sign In

Please insert your username and password to proceed

take a trip to the home base of medicine

Username (Required)

EFIM2021 L
| _§ i

Password (Required)

EFIM - e @ o3 | % E FI M

www.efim.org

[[] Keep melogged in
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m* nint A Forgot your password?
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European Congress of
Internal Medicine

ECIM
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healthcare professionals in the field of internal medicine. The Congress is held ‘ e
yearly and offers great opportunities for learning and sharing successful
experiences in internal medicine

EAM 17t /53 gt
European Congress"‘u-.,:'g,“' rar e

= of Internal Medicin;t’i.’.ﬂ:. L N
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European Congress of
Internal Medicine

ECIM 2022
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European Congress

of Internal
Medicine

Internal Medicine -
from Disease to Wellbeing

10-12 March, 2022
Malaga, Spain

EFIM / ECIM 2022 President:
Prof. Dror Dicker, Israel

ECIM 2022 Congress Chair:
Ricardo Gomez Huelgas, Spain
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June, 2022 Malaga Spain 9-11
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