H poda twv GLP-1
OppMoVIKN pUOMIOT OPESNG KAl VEQ QAPMOKO
TTOXUOAPKIOG

KwaoTng I. MixaAdkng

EvdokpivoAdyog, MD, PhD
SCOPE International Fellow in Obesity

Clinical Fellow, NIH, USA
Consultant in Bariatric Medicine, Imperial College, UK



ANAWON OCUYKPOUCONC CUNPEPOVTWYV

- Ta teAeuTaia 3 €Tn €Xw AAGBEl TIMNTIKA apoIff atmd TIC QPOPUOKEUTIKES
ETAIPEIEG:

NovoNordisk
Johnson& Johnson
Astra Zeneca

H onuepiviy odIAia avTITIPOOWTTEUEl TTPOCWTTIKEG ETTIOTNMOVIKEG HOU
ATTOYEIG.
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Neupo@uoloAoyia 0pegng

AtwéNG LoTOG

ZApoTa
ano to Nz
(PYY,
GLP1, GIP,

OXM) \
ZTOMOXOG




KevTpIKOC uNXaviopuog KN / \

H 6pegn pubpileTtal atrd TNV aAANAETTIOPACN OPUOVIKWY KAl VEUPWVIKWV
MNXQVIOPWV

O eyképarog PETAPPACEI TO ORUATA YIa TOV €AEYXO Kal TNV puBuIoNn TNG
OHOIO0TAONG TNG EVEPYEING KaI TN SIATAPNON HIOG ICOPPOTTIOG PETALU TNG
TTPOCANWNC TPOPNC KAl TG KATAVAAWONG EVEPYEIQGC.

BpaxutrpoBeopa kai JOKPOTTpOBeT IO OPUOVIKA TAMATA OTTO TNV TTEPIPEPEI
AaAANAETTIOPOUV YE VEUPWVIKA avAadpaaor.

O 1080£€167¢ TTUpRVaS (ARC) TOU UTTOBOAGNOU EVOWMPATWVEI TTEPICCOTEPES ATTO
TIC EVEPYEIEC TOU OUOIOCTATIKOU UNXAVIOHOU avadpaong

O 1080€10N G TTUPrVaG TOU UTTOBaAdUOU DEXETal TNV AAANAETTIOPACN 2 avTIOTPOPWV
VEUPWVIKWYV KUKAWMPATWY, EVOC OPESIOYOVOU Kal EVOC avopeSioyovou

Ta dU0 KUKAWPATa OTEAVOUV OuaTa, KUPIWG oToV TrTapakolAlako Trupiva (PVN) 3
aAAG e1Tiong Kal o€ AAAOUC TTUPAVEC TOU UTTOBAAAPOU, Kal OTr CUVEXEIA
OIQNOPPWVETAI APECA N CUPTTEPIPOPA TITIONG.

Ta KUKAWPOTA £TTNPEACOVTAI TTO TIEPIPEPIKA OPPOVIKA OpaTa Trou ival o€ B¢on
va d1aocXi{ouv ToV AIATO-EYKEPAAIKO ppayHo



OpeCloyovo KUKAWMO

@ [0 OpeCIOYOVO KUKAWMA TTapayel dUo
veupodlaBiBacTég, 1o veupoTremTidlo Y (NPY) kai
10 agouti-related peptide (AGRP), augpotepa Ta
OTTOia TTPOAYOUV TNV OPELN.

= To NPY onpatodortei apeca otov PVN yia 1nv
TTpowBnon TNS SIATPOPIKI G CUUTTEPIPOPACS, EVW)
10 AGRP dpa Eupeca ue ATTOKAEIOUO TOU
uTTOO0XEQ TNG MEAQVOKOPTIVNG TUTTOU 4, Evav
avopegloyovo uttodoxéa otov PVN.

=@ MeoopeTaxuiakn Treploxn Kal GAoIOG TTpocBiou
gyke@aAou (orbitofrontal) cuviotoUv ndovika
kKéEvTpa (avtauoifn kai decision making)



AvopegIioyovo KUKAWMO

@ TO avopeLIoyovo KUKAWUA TTEPIAAUBAVEI
TV coccaine and amphetamine related
transcript (CART) kai Kupiwg Tnv
proopiomelanocortin (POMC), n otroia
TTAPAYElI TNV OpPOVN DIEYEPONG TWV
ueAavokutTapwyv (MSH).

@ H teAsuTaia AEITOUPYEI KUPIWC HECW TOU
UTTOO0XEA TNG MEAAVOKOPTIVNG TUTTOU 4
Kal avaoTEAAEI TNV OPEEN.




evolution
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O1 TTEPIPEPIKOI TTAPAYOVTEC UTTOPOUV VA XWPICTOUV
O€ EKEIVOUC TTOU pubpifouv To KOBEOTWC EVEPYEIAG :

MakpoT1rpoBsopua (d1aBeaIudOTNTA-TTAXUCOPKIA) KAl
TTapayovTal

- a1 TOV NITTWAN 1I0TO (AETTTIVN, AVTITTIOVEKTIVN)

- a1TO TO TTAYKPEQG (IVOOUAivn, PP)

BpaxutrpoBeoua (d1a6eaiyoTnTa EVEPYEIAG), OTTWG
- TO onMa yia Treiva NG yKpeAivng (trapAayetal oTo
OTOMAX!)

- 0l OPUOVEG Tou evTEpou (TTeTTTido YY(3-36) - PYY
(3-36) , XOAOKUGTOKIVIVN KOI OEKPETIVN)

O1 vkpeTiveg GLP-1, 10 eCapTWHEVO aTTO TN YAUKOLN
IVOOUAIVOTPOTTIKO TTETTTIOI0 (GIP), Kal evOEXONEVWGS N
0EUVTOUOVTOUAIVN BEATILOVOUV TNV ATTOKPION TOU
TTAYKPEATOC VA EKKPIVEI IVOOUAIVN

\

Fix Your Gut, Improve Your Overall Health




To AITTOKUTTOPO WS EVOOKPIVIKO OpYyavo

monern Trenns

Foward E Wallach, M.O
Associafe Edifor

The role of adiponectin in reproduction: from
polycystic ovary syndrome to assisted reproduction

Ko nstarerimnos O Micholalis, MDD and fomes . Segors, MO

Beprocluctive Biolaogy =ncd Medicine Branch, SEamice Kennedy Shriver Matonz] Tmtbbme of Child Heslth =ncd FHoaorssn
Develapamentl, Natwwns]l Insaautes of Heshh, Hethexls, Moy land

[ IL-6, Adipisin Immune Function]

[Angiotensinogen Cardiovascular
Hypertension

Adiponectin
-(Androgen, Estrogen |

Leptin Reproduction ]

J [ TNFc, resistin, FFA |

N\

Lipid metabolism] [ Glucose Metabolism ]

[A‘cylation stimulating facto

N
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AEITINH

H AeTtTivn puBuiel Toug avBpwTtTtoug Pe 2 TPATTOUG:

Otav 1o Bapog cival oTaBepod Ta eTTiTTEdA AETTTiVNG €ival dEiKTNG TG AITTWwOOUG UAlaG.

Mo onuavTikog gival 0 pOAOG TNG o€ atTwAEIa Bapoug | o€ TTPOoANYnN Bapoug, OTTou divel
ONMa YIa EVEPYEIAKN AVICOPPOTTIAL.

Eival éva gutrvnTiipl yia Tov opyaviouo yia va PElwBEi To BAPOC Kal va OTANATHOEI TO
@aynTo, aAAd Kupiwg dpa yia va TTPOCAPHUOLEl TOV OPYaAVIOUO O€ Eva OTADIO PEIWMEVNG
EVEPYEIOKNG TTPOCANWNG, ME MEIWMNEVES ATTOBAKES AiTTOUC (aTTOBEua)

‘000 TepIoodTEPO £EVa ATOMO TTaipVEl BAPOG, TOOO TrI0 TTOAAN AETTTiVN EKKpivETAl (LA
ME TNV IVOOUAIvVN) TTou 0dnyei o€ éva avaoTAATIKO KUKAWUA PE TOV UTTOBAAANO, TO OTTOIO JE TN
OEIPA TOU PEIWVEI TV OPEEN Kal TNV KATAVAAWON TPOPIMWYV KAl AUEAVEl TIC DATTAVEG EVEPYEIAG
KAl CUPTTAONTIKO TOVO

~ ‘“ SS= /
r®, )
y Food

Hypothalamus~ “sSA :
yp _ intake

Energy

foo o
o Leptin expended
000

e ®
Fat tissue
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IN2OYAINH

H ivoouAivn ekkpiveTal aTro Ta
O€ ATTAVINON OTNV aU¢non Tou CAKXAPOU TOU QiaTog Kal
TTPAKTIKA OTNV TPOYN

eat too many
carbs

H ivoouAivn €xEl ETTIKOIVWVIA PE TOV TOCOEION TTUPAVA OTOV
eyKEPaAo P

H oUvdean Tng pE TOV TOGOEION TTUPAvVa oNUATOdOTEI yia
KOPEOMO KAl €V YEVEI AVACTOAN TTPOCANWNGS TPOPNG hunger blood

fGtigUe sugars
store fat rise

H dia@opd Tng a1md TNV AETTTiVN €ival OTI N AVTATIOKPION TNG
gival OXETIKA AUETN OTO PAYNTO

more insulin

2.€ TTaXUOAPKOUG TTPOPAVWG UTTAPXEI avTioTaon oTnv
IVOOUAIVN, PE TIG YVWOTEG HETABOAIKEG TTAPAPETPOUG, AN
KaI JE TNV JN IKAvOTNTA TNG TEAIKA va oNUaATOdOTEI Vi
KOPEOMO



M [N [ M [ [ [

Aopun oMIAIOG

Neupo@uaioAoyia TNG OpeCNng
NAETTTIVN

VOOUAIvVN

[KPEAIvN

leTrTiolo PYY-36, PP

GLP-1

AvoooTtpoTtroinon kail GLP-1




Behavioral
Responses

’s

Autonomic
Responses

Endocrine
Responses

RLLLEEEE

Food Intake Energy Expenditure

- ) w

Energy Balance

Leptin

Nutrlgnts Adipocytokines

Liver Adiposé Tissue
|

External

Ghrelin
DAG/Obestatir

Enterostatin
Amylin
Glucagon
Insulin

J
J

-

Pancreas

Brain stem




'KPEAINH

H ykpeAivn gival éva TTeTTTidlo 28 apivocéwy Kal
EKKPIVETAI ATTO TA
0€ OUVONAKEC vnoTEiag

Eival éva TTp0odepa yia TOV UTTODOXED TOU
EKKPITAYyWwYoU TNG augnTikng opuovng (GHS-R), aAAa
TTIO KEVTPIKO pOAO OTOV AvOpWTTO £XEI N OXEON TNG ME

TNV 0PEEN (EveEPYN OKUAIWMPEVN HOP®PN)

H ykpeAivn KivnToTTOIEi YIa TTPOCANWN TPOYNG (augnaon
30%), TTpoayel TNV XPNolIJoTToinon Twv udatavepakwyv
KAl JEIWVEI TNV XPRoN Twv AITTWYV, Auavel TNV YOO TPIKN
KIVATIKOTNTA KAl TNV £€KKPION YOOTPIKWYV 0EEWV (TTEIVQ)

Mevikd eival o KAOPEDTHEZ 1ng 6pegng , EKKpiveTal o€
OuUBNKeG TTEIVAG Kal TA ETTITTEDA TNG MEIWVOVTAI OPACTIKA
ME TNV oiTIon (TTOAU cUvTONQ)
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MEMNTIAIO YY3-36 (1)

[MeTTTidI0 TTOU EKKPIVETAI ATTO TO
AvakaAu@Bnke To 1980 ocav opuUOVIKOG PUBUIOTAG OPECNG

Mapdyetal pe TV TpécAnywn Teo@ng (Aitrn) (15-30 min,
plateau 1-2h, ouvoAik& 6h) kal yeiwvel TNV KATavaAwar] TNG

O1wc kal n AetrTivn, dlaoyiCel TOV AIPATO-EYKEPAAIKO PPAYHO
Kal Opa OTOV TOEOEIdN TTUPvVa TOU UTTOBaAduoU

To PYY peiwvel Tnv éEkppacn Tou NPY oTtov to¢osidn trupnva,
KaBwc¢ Kal TV €kkpion Tou NPY atrd tov uttoBdAauo

ETTiong, evepyoTTolEi VEUPWVEG TOU avopekTIKou POMC
MEIWVOVTAG £TOI TNV KATAVAAWON TPOPNC

Melwvel TNV opecloyovo YKpeAivn!



NAFKPEATIKO MEMNTIAIO (PP)

21nv idla oikoyéveia pe PYY (36 aupivogéa)
A6 vnoidia Langerhans oT1o TTaykpeag

Meiwpéva eTTiTreda o€ TTaxUoaPKOUG
Meiwpuévn atravinon oTa YEUUOTO

Melwvel TTpooANWn TPOPNG HECW KATAOTOANG
ToUu NPY

Apa HEOCW paxiaiou TTVEUPOVOYQOTPIKOU
(BayoToun atTéKAEIoE TIC DPATCEIC TOU)
Makpdag diapkelag avaAoya
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NeoTepa dedopEvVa
AITTwWONG 1I0TOG, OPECN KOl KAPKIVOG

Serum Adiponectin Concentrations and Tissue Expression
of Adiponectin Receptors Are Reduced in Patients
with Prostate Cancer: A Case Control Study

Konstantinos Michalakis,! Catherine J. Williams,®> Nicholas Mitsiades,? Jennifer Blakeman,?
Sofia Balafouta-Tselenis,? Aris Gmnnupuulua, and Christos S. Mantzoros3

'Laiko University Hospital; *Department of Pathology, University of Athens Medical School, Athens, Greece; and
) Diabetes, and Metabolism, Department of Intemal Medicine, Beth Israel
Deaconess ‘\-'It'dl- al Center, Harvard Medical School, Boston, Massachusetts

DOI: 10.1111/eci. 12445

ORIGINAL ARTICLE

In prostate cancer, low adiponectin levels are not
associated with insulin resistance

Konstantinos Michalakis “T, Maria Venihaki’, Christos Mantzoros®, Andriani Vazaiou®, loannis Ilias”,

Alexandros Gryparis  and Andrew MN. Margioris™

“First Department of Internal Medicine, Mational and Kapodestrian University of Athens, School of Medicine, ‘Laiko” General

Hospital, Athens, Greece, "Department of Clinical Chemistry, School of Medicine, University of Crete, Heraklion, Crete,

Greece, *Division of Endocrinology, Diabetes and Metab mi, Beth Israel Deaconess Medical Center, Harvard Medical

School, Boston, MA, USA, fSecond Department of Pediatrics & Diabetes Center, P & A Kyriakou Children's Hospital, Athens,
TEndocrine Department, E. Venizelou Hospital, Athens, Greece, " Department of Hygiene, Epidemioclogy and Medical
;, Mational and Kapodistrian University of Athens Medical School, Athens, Greece
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To GLP-1 €ival pia IvKpeTivn TTOU EKKPIVETAI OTTO TA idIA el
eKKpivouv 10 PYY. Ta kUTTapa L Bpiokovtal Kupiwg oTov

Kal ekkpivouv GLP-1, kKupiwg wg¢
ATTAvVTNON 0TV TTPOCANWN EVEPYEIAG ATTO TO OTOMOA.

To GLP-1 puBuilel Tnv 6pegn pEOW BIAPOPWYV INXAVIOHWY, TTOU OTO
TEAOG TTPOAYOUV TOV KOPETUO.

KaBuaoTepei TNV YAOTPIKI EKKEVWON
AvaoTEAAEI TNV EKKPIOT YAOTPIKOU 0CEOC
Evioxuel Tnv atreAeuBEépwong IvVOouAivng
EAaTTWwVEl TNV £EKKPION YAUKOYOVNG

Etnpeddel eriong To KN yia Tn peiwon TG TTpdocAnNyWng TPoYNnGS Kal
TNV TTPOKANCN KOPEOMOU, EuuETa, nEow Ol1Eyepong Tou POMC.




E¢wyevic xopriynon GLP-1 peiwvel Tnv 6peen kal
TNV KATAVAAWON EVEPYEIOG TOOO UTTO KOVOVIKEG
OuVOrkKec 600 Kal o€ TTaxuoapka atoua
(doocoeCapTwuevn dpAaon)

Ta TTaxuocapka atopa epgavifouv hJElwPEvVa
etrimeda GLP-1 (uévo perd atrd yeuua), TTou
(PAivETAI VO ATTOKOBIOTAVTAI OTO PUCIOAOYIKO UETA
TNV aTTWAEIA BApouC pe diauTa(aAAa PETA aTTO KaAIPO
cavapeiwvovtall), evw Je Aoknon TTapapEVOUV
upnAd!

2
&
-
1
(1
-l
0
0
2
-
0
q

2 .
To GLP-1 au€avetal 4-20 Qpopéc YETA TNV == homekegpi; =10
, , . . i . —0-Obese, n=20
KartavaAwon yeupartog (15 min/ 60 min biphasic) oot , . |

Atrodopeital attdé o DPPP -1V 0 10 2 30 4 5 6

MeAéTeC Kol o€ pn dlaBnTIKoUC TTaxUoapkoug (3 el YT
mg) ye efdouadiaio TTAéOV OXANa




Exenatide / Liraglutide / Semaglutide

4 Y
3 \‘\ \

5.KataoToAr) 6pecng

GLP-1 otn Aqyn

TPOPNG ,
2. Meiwaon

YAUKOyOvou
\

\
!

3. Meiwon MitaTiKiC
YAUKOGNG

1. MNMapaywyn
IVOOUAIVNG OT
nap

1. Campbell JE, DJ Drucker. Cell Metab 2013;17:819-37; 2. Marso SP et al. N Engl J Med 2016;375:311-22; 3. Ryan D, Acosta A. Obesity 2015;23:1119-29; 4. Hogan AE et al. Diabetologia
2014;57:781-4; 5. Baggio LL, Drucker DJ. J Clin Invest 2014;124:4223-6; 6. Bagger Jl et al. Clin Endocrinol Metab 2015;100:4541-52; 7. Flint A et al. J Clin Invest 1998;101:515—20; 8. Blundell J et

al. Diabetes Obes Metab. 2017;19(9):1242-51; 9. Tong J, D'Alessio D. Diabetes 2014;63:407—-9; 10. Armstrong MJ et al. J Hepatol 2016;64:399-408; 11. Armstrong MJ et al. Lancet 2016;387:679—
90.

4.EmBpaduvon
YOAOTPIKAG KEVWONG




B & E B & [E

ANIPAIAOYTIAH

GLP1-R agonist

Victoza 1,8mg SC —Saxenda 3mg SC
97% opoAoyia pe avBpwtrivo GLP-1
Victoza: e¢tpa o€ 2A2

Saxenda: mayuoapkia 1 BMI >27 + cuvvoonpoTtnTa

SCALE obesity and diabetes Trial 3mg = e¢tpa 5,6 kgr amrwAecia 2B
o€ 56w o€ un diaBNTIKOUC Kal KAAUTEPN OIaTPNON AaTTWAEIaG 2B peta
aTtro 56w

LEADER Trial in 1,8mg = 13% peiwon KivOUvou o€ Kapdiayyelakd
ouuBavTa oe aocBeveic e A2




AAAayn oTo cwpuaTiko Bapoc (%)

0-172 €BdONADdEG

) . . . == | jraglutide 3.0 mg === Placebo
I;/I(.)Egokﬁapoq KaTa Tnv evapén: ssnus  [JgpakoAolBNoN =ssss  [apakoAoUBNon €KTOC
g 0 EKTOG (PpapuaKou (papuakou
-~ @® Observed mean LOCF @ Observed mean LOCF @
o\ -2 = L ,—‘—'2.1
A LI | i—
w A 1
< |
'D _2-7I ’4’_’
o 61 : .k, 5.2
o ——r
E - -
— 1
< -10 4 7.1,
o 1
Q. 1
E —12 L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] :l L] L] L] L}
‘z” 0 16 28 40 56 68 80 92 104 116 128 140 152 160 172
EBdopada
n= 1467 1295 1223 1161 1100 1030 971 911 885 849 830 805 780 747 778
n= 734 635 576 544 508 465 436 399 375 365 354 336 327 322 320

Full analysis set, fasting visit data only. Line graphs are observed means (+SE)

Van Gaal et al. Obes Facts 2016;9(Suppl 1):182 (Abstract P02.010)



Xpovog HEXPI TNV EPPavion ZAt2

MpwTeUOV TEAIKO anueio: 0-160 eBdouadec

= | iraglutide 3.0 mg - —

[Xo}
o

W
[&)]

[s]
o]

ATopa Xwpic dlayvwaon
SAT2 (%)

O O

o B=N

@]
3]

Placebo

\

XpOvoG €mG TNV Evapsn ZAT2:

« O EKTINWWPEVOG XPOVOG WG TNG £vapeén
Tou ZAT2 NTav 2,7 PpOPEC HEYAAUTEPOG
yia Tn AlpayAouTidon 3.0 mg &vavTi Tou
€IKOVIKOU (pappAkou KaTta Tn d1apKela
ANwng Bepaneiag [95% CI, 1.9 £éwg 3.9],
p<0,0001

ExTipoOpevVN avaAoyia kivduvou (HR)
TNV €Bdopada 160
(AMipayAouTidn/€IKoVIKO PApPHAKO):

0 16 32 48 64 80 9% 112

EBOopdda

- HR = 0,2
160 \_ %

Full analysis set. The time of onset of T2DM occurs in between the first of the two required registrations of elevated HbA,., FPG or 2-hour OGTT plasma glucose,
and the diabetes assessment visit prior to the first registration. SAT12, cakxapwdng diaBnTng Tunou 2

Van Gaal et al. Obes Facts 2016;9(Suppl 1):182 (Abstract P02.010)



2EMAIAOYTIAH

@ GLP1-R agonist ye kaAUtepn ouvdeon UeE AABOUNIVES Kal PJEIWPEVN
arrodounon ammé DPP-4

B 94% opoloyia pe avBpwTrivo GLP-1 and peyaAutepo t 7% life
=@ 1/w xopriynon
@ A0 oTopaToC = KaAUTEPN BIlodiabeoiudTnTa péow pH

Ozempic — SC Inj once/w in 0,25/ 0,5/ 1mg

KaAutepo o€ peiwon HbALc kal KaAUuTEPO o€ aTTwAela 2B o€ 2A2
aoBeveic - SUSTAIN trials-

@ Rybelsus — Oral once /din3/7 /14 mg dO0EIC




2EMAIAOYTIAH

FDA £ykpion 2,4 mg of Semaglutide yia TrTaxucapkia
Wegovy Inj 1/w

STEP trial = ammwAeia Bapoug 14,9% vs 2,4% pe placebo o 68w
Meiwon WBC, BP, Aimidiwv Kai pAEYPHOVOOWV OEIKTWV

EH © E &

MeyaAuTtepn attwAgia 2B atro liraglutude (15,8 vs 6,4%)

Semaglutide + Cagrlintide (amylin analog) = akoun peyaAuTepn
ammwAela 2B

(Cagrisema = 2,4mg Cagri + 2,4mg Sema)




Body weight change

STEP 5

Observed mean change over time Estimated mean change from baseline to week 104
(Mean at baseline: 106.0 kg)
G Semaglutide 2.4 mg Placebo
= -0.6
S i
- 4 s 4 -2.6
S £
5 s -8 A
g -8 8
b 512 -
D
e (0]
S 12 =)
2 c -16 -
2 8 -15.2
b= ) 20 [ -16.7
-167 ETD: -12.6 %-points
95% Cl: [-15.3, —9.8]; p<0.001
|
—20 oo ETD: —16.0 %-points
0 8 16 24 32 40 48 56 64 72 80 88 96 104 95% Cl: [-18.6, —13.5]; p<0.001
Time since randomisation (weeks) Semaglutide 2.4 mg  Placebo
In-trial- Semaglutide 2.4 mg Placeb() Treatment policy estimand: | |
n-trial: Trial product estimand: [ |

On-treatment: —

Treatment policy estimand assesses treatment effect regardless of treatment discontinuation or rescue intervention); Trial product estimand assesses treatment effect if trial product was taken as intended.
Cl, confidence interval; ETD, estimated treatment difference.
Garvey et al. Nat Med 28, 2083-2091 (2022).



Shift from baseline to week 104 in glycaemic status
STEP 5

Participants with prediabetes at baseline
Semaglutide 2.4 mn
100 -

100
90 -
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60 -
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40 -
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10 -

421

801 507
70 - ’

60 -
50 A
40 A
30 A
20 A
10 -

Proportion of participants (%)
Proportion of participants (%

0 T 1 0 T -1 - 1
Week 0 (N=152)*  Week 104 (N=74) Week 0 (N=152)*  Week 104 (N=54)
B Normoglycaemia Prediabetes B Type 2 diabetes

Data are observed data during the in-trial period (regardless of treatment discontinuation or rescue intervention). glycaemic category was evaluated by the investigator based on all available relevant information (e.g. concomitant medication, medical records, and blood glucose
parameters) in accordance with American Diabetes Association definitions.

*Number of participants in overall population; fNumber of participants with prediabetes at baseline and evaluable data at week 104.

Garvey et al. Nat Med 28, 2083-2091 (2022).



TIPZEIATIAH

Dual GIP & GLP1-R agonist

1010 ouvdeon pe GIP-R

X5 peiwpuévn ouvdeon ye GLP-1 R
MeyaAuTtepn peiwon YAukolng kai 2B
Mounjaro Inj cav e¢Tpa o€ 2A2

SURMOUNT-1 study = ammwAecia Bapoucg 15% /19,5% / 21% o 5/ 10
/ 15mg o€ ouykpion pe 3,1 % o€ placebo

Meiwon WC, Aimidiwv kai Al
Orfoglipron per os

B & E B & [E

Tirzepatide
Subcutaneous injeco”
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WHO SHOULD USE GLP-1 MEDICATIONS?

PEOPLE WHO SHOULD USE g 'WHO SHOULD NOT USE
GLP-1 MEDICATIONS?HAVE: ,_ ‘GLP-1 MEDICATIONS?

PEOPLE WHO HAVE: 4 PEOPLE WHO HAVE/ARE:

&~ BMI230 ~, Family History of
w Thyroid Cancer
@ BMI 2 27 + Weight-Related

Issues (e.g., Type 2 diabetes) Adrenal Neoplasia

(Disorder 2)

Doctor Approval Based ~», Pregnant or Planning
on Health History Pregnancy

Tried Other Weight
@ Loss Methods ﬁ% Severe Stomach Issues
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LENGTH OF GLP -1 USE

% of past GLP -1 users

m Primarily Using GLP-1 for Weight Loss m Primarily Using GLP-1 for Diabetes

13%  13%

39 4%

3 months or less 4-6 months 7-9 months 10-12 months 13-17 months 18-24 months More than 2 years

&% Numerator
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REASON FOR STOPPING GLP -1 USE

% of past GLP -1 users | Top 5 reasons shown

» Primarily Using GLP-1 for Weight Loss

Too expensive

Unpleasant side effects

Insurance no longer covered cost

Unable to get due to shortages

Doctor recommended stopping

u Primarily Using GLP-1 for Diabetes

. Numerator
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GLP-1 Side Effects

>

NAUSEA GASTROINTESTINAL FATIGUE
ISSUES
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Aopun oMIAIOG

Neupo@uaioAoyia TNG OpeCNng
NAETTTIVN

VOOUAIvVN

"KPEAIVN

leTrTiolo PYY-36, PP

GLP-1

AvoooTtpoTtroinon kai GLP-1




GLP-1 ka1 avoooTpoTrotroinon
i

_—\ -

alpha cell Glucagon

Pancreas

Insulin

-

Monocyte S

M2 macrophage

" -2

Th17

T helper cens\*© @ .
Th2 Treg
Potential immuno-
regulatory functions




ApAoCn OTO VOO OTTOINTIKO

1. Apeon PuBuion twv AvoooTtroinTikwyv Kuttapwyv

O1 utrodoxeic GLP-1 ekppdadlovTal o€ didapopa avoooKUTTapPa, |
OTTWC: |\
Fix Your Gut, Improve Your Overall Health
Makpogpadya
T kUTTOPO
AevopITIKA KUTTAPA

Emdpaceig:

KataoToA TTpopAeypovwowy KUToKIvwy (11.X., TNF-q, IL-6,

IL-1B)

[MpowBNonN avTiPAEYPOVWOWYV KUTOKIVWV (TT.X., IL-10)

MeTaTdTTION JAKPOPAYWYV ATTO TTPOPAEYHOVWON QAIVOTUTIO
M1 o€ avTigAeypovwdn @aivotutto M2



ApAoCn OTO VOO OTTOINTIKO
2. AvaoToAn Tn¢ odou NF-kB

MT1Topouv va avaoTeidouv Tnv 000 onuaTodoTnonG Tou
TTupnVvikou Trapayovrta KAatrma B (NF-kB), évav kevipiko
pPUBMIOTA TNG PAEyHOVNG. AUTO 0dNnYEi O€:

Meliwpévn heTaypaprn AEYUOVWOWY YOVIOIwV

Meiwpévn EKQPaon POopPiwV TTPOOKOAANCNC OTa £vO0ONAIaKA
KUTTOPO

& Key Anti-Inflammatory Biomarkers Affected
Biomarker Effect of GLP-1 RAs

CRP (C-reactive protein)

IL-6




ApAoCn OTO VOO OTTOINTIKO

3. Meiwon Tou oCeIdWTIKOU OTPEC

Ta GLP-1 RAS peiwvouyv Tnv TTapaywyn OpacTIKWV ||
pIWV oguyodvou (ROS) kai BEATILOVOUV TNV '

GVTIO&&IE(UTIKF] GIJUVG YEYOVOQ TTOuU |J€|U)V£I Fix Your Gut, Improve Your Overall Health
TTEQPAITEPW TN PAEYMOVH.

4. Evrepikry MikpoxAwpida kal Asitoupyia Ppayuou
Ta GLP-1 RAS ytropouv va €TTNPEACOUV:

Tn ouvBeon evTEPIKNG MIKPOXAWPIOAG, TTpowbwvTag /
AVTIPAEYUOVWON €idN /

Tnv akepaAIGTNTA TOU EVTEPIKOU QPayHou,
UEILVOVTAG TNV vOOTOEIVAIUIO KAl TN CUCTNPATIKN

PAeypovn



GLP-1 ka1 avoooTpoTrotroinon

Glucagon Like Peptide-1 Receptor
Expression
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Immune system

Lymphocytes T and B
Macrophages
INTK cells

Eosinophils

Neutrophils Q :

Glucagon Like Peptide-1 Receptor Agonists
Actions

\

In vitro

Murine models

"

Clinical trials

<S

@ Ny

p 2 M RN

A
J
o’

| Citokines production

| Pro-inflammatory T-cells

| Macrophage infiltration

1 Regulatory T-cells

Conclusion: Glucagon Like Peptide-1 Receptor Agonists
demonstrated to exert anti-inflammatory and immunological
proprieties in different experimental models
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