AVTIOOTEOTTOPWTIKN OyWYN TOXEIOG KO
UWPNANG ATTOTEAECOUATIKOTNTAG VIO TV
TPOANYN TWV KATAYHATWYV

MepimTwon yuvaikag pe oAU upnAo
KivOUVO KOTAYMOTOG

NikoAao¢ Kouykag, PeupatoAoyoc A'T1/O ALT1.0O,
ITTTTOKPATEIO NOOOKOUEIO

GR-N-RM-0OP-2200005



ANAwWON cUYKPOUONC CUHPEPOVTWV

« Tiunnikn auoiBn amo tnv eraipgia UCB



Emifapuvon amro Tnv ooTEOTTOPWON

H ooTeorépwon gival pia ocoapn Xpovia madnon Kai n aitia Twv

OoTe0TéPWON { @ KOTAYMATWY EUBPAUCTOTNTAG, ME ATTOTEAEOUA TTEPITIOU 9 EKATOMHUPIA
KOTAYMATA TTAOYKOOHiWG ava £T0G.

empRdpuvon UTTEPBaivoVvTag TN CUXVOTNTA ENPAVIONG KAPDIOKNG TTPOCBOANG,

NMaykoouiwg, 1 otoug 5 Avdpeg kal 1 oTIg 3 yuvaikeg nAikiag 50+ 8a
KAIVIKA ( @ TTOPOUCIACEI KATAYHO EUBPAUOTOTNTAG OTNV UTTOAOITTN {WN TOUG,
A
KOPKiVOU TOU JAOTOU KOl EYKEPAAIKOU ETTEICO0OIOU OE YUVAIKEG.

To K6OTOG TWV KATAYHATWY £UBPAUCTOTNTAG VI éva oUOTHMA
UYEIOVOMIKNG TTEPIBAAYNG €ival OnNUAVTIKO KAl AUEAVOUEVO, HE TOV
EKTIMWHMEVO OIKOVOMIKO avTikTutro oTnVv EE va ekTipdral 611 0a givai
mePiTrou 46 dioekaToupupla € éwg 10 2025.

N\

y
OiIKovouIKA
emfdpuvon \
2xe00V OAeG ol NAIKIWPEVEG YUVAIKES TTOU EpwTRONKAV Ba avrdAAacoav
[ @ oXed6V OAGKANPO TO TTPOCOOKINO {WKG TOUG YIA VA ATTOUYOUV ThV

Koivwvikn

emBdapuvon KATAOTAOT EI00YWYNG O€ YNPOKOUEIO, TTPOTIMWVTAG 6 HAVEG TTARPOUG

uygiag atré 10 xpovia Trou atraiTouv evraTtiki Bonbeia o€ pia povada
Hakpoxpoviag TTepidaAyng.

N




[Tapouciaon TTEPIOTATIKOU

['uvaika 51 eTwyv, kamvioTtpia 20 ply, BMI 21,1

ATTO 4 eTiag uttoTpoTTiadovTa £TTEICOOIA TTEPIKAPODITIONG
(>4)

Xpovia Xprion KOPTIKOOTEPOEIOWYV P.0S.KAI 1.V KATA TNV
o¢cia paon oTn voonAeia

TeAIKN d1Ayvwon opoapvnTIKNC PEUMATOEIOOUC
apOpiTIdag

‘Evap¢n ouoTnUATIKAG AyWwyNS ME UPEDN TWV
OUNTITWHATWY Kal OPIOTIKA OIOKOTT TWV
KOPTIKOOTEPOEIOWYV ATTO UNVOC



[Tapouaiaon TTEPIOTATIKOU

Euunvotrauon 1po OIETIOC

AvattAnpwaon pe Ca-Vit D kata tn Aqyn Twv
KOPTIKOOTEPOEIOWV

DuoloAoYIKOC £pYaOTNPIAKOC KAl ATTEIKOVIOTIKOC EAEYXOC
DEXA 1oXiou

— Total BMD: 0.610

— T score: -2.7

DEXA OM2X

— Total BMD: 0.727

— T score: -2.9



Frax score

Calculation Tool

Please answer the questions below to calculate the ten year probability of fracture with BMD.

Country: US (Caucasian) Name/ID:
Questionnaire:
1. Age (between 40 and 90 years) or Date of Birth
Age: Date of Birth:

51 Y: M: D:
2. Sex Male © Female
3. Weight (kg) 61
4. Height (cm) 170
5. Previous Fracture © No Yes
6. Parent Fractured Hip © No Yes
7. Current Smoking No © Yes
8. Glucocorticoids No © Yes

9. Rheumatoid arthritis No © Yes

10. Secondary osteoporosis © No

11. Alcohol 3 or more units/day © No
12. Femoral neck BMD (g/cm?)

{setectBMD 4] |0.610

Clear Calculate

Major osteoporotic m
Hip Fracture m

Yes

Yes




EAAHNIKH ETAIPEIA KENTPIKO
MEAETHZ METABOAIZMOY XYMBOYAIO
TQON OXTQN YTEIAZ

OAHI'TIEX ATIAT'NQXHY KAI OEPAIIEIAY THX
OXTEOIIOPQXHX - 2020

2,5 ¢o¢ 7,5 mg 10 FRAX score mapauévelr og £y,




OEPATTEUTIKEG ETTIAOYEG

AIpuWO@OVIKQ
Denosumab
TepimrapaTion
Romosozumab



Romosozumab

« Romosozumab is a humanised monoclonal antibody
(IgG2) that binds and inhibits sclerostin, thereby
Increasing bone formation due to the activation of bone
lining cells, increasing bone matrix production by
osteoblasts, and recruitment of osteoprogenitor cells

 Additionally, romosozumab results in changes to
expression of osteoclast mediators, thereby indirectly
decreasing bone resorption

* Together, this dual effect of increasing bone formation
and decreasing bone resorption results in increases In
bone mass, improvements in bone structure and strength

IgG = immunoglobulin.
EVENITY (romosozumab) Summary of Product Characteristics, 2020. Available at: https://ec.europa.eu/health/documents/community-register/htmi/h1411.htm
(Accessed February 2020).



https://ec.europa.eu/health/documents/community-register/html/h1411.htm
https://ec.europa.eu/health/documents/community-register/html/h1411.htm
https://ec.europa.eu/health/documents/community-register/html/h1411.htm
https://ec.europa.eu/health/documents/community-register/html/h1411.htm
https://ec.europa.eu/health/documents/community-register/html/h1411.htm

To Romosozumab &£xel O1TTAR OpAcn AUEAVOVTAG TNV OCTIKA
TTAPAYWYN KAl EAATTWVOVTOS TNV OCTIKI atToppoPnon

PTH, TGF-B, 1,25 Vitamin D3, AvBpwrnonotnpévo
PGE-2, BMPs, E2 TNF-a, E2 avenapkeia anti-sclerostin

B ¢} ,
; 2KAnpooTivn

Mn olUvdeon Tng okAnpooTivng
ue LRP5/6

AUgnon Tapaywyng
RANKL amné ooteokutTapa

Frz evepyomoinon
EvepyoTroinon ooTeoKAQOTWV

Evepyotoinon Wnt
B-catenin signalling

Emaywyn
OGTIKAS TTaPAyWYRS

Augnon
OOTIKNG anoppddnong

BMP = bone morphogenetic protein; E2 = oestrogen; Frz = Wnt-frizzled receptor complex; LRP = lipoprotein receptor-related protein; PGE2 = prostaglandin E2;
PTH = parathyroid hormone; RANKL = receptor activator of nuclear factor kappa-B ligand; TGF-B = transforming growth factor ; TNF-a = tumour necrosis factor a.

MNepypadn avBpwmnonotnuévou anti-sclerostin monoclonal antibody: 1gG2, human = pumAg, mouse = red.

Adapted from: Bhattacharyya S, et al. Eur J Pharmacol 2018;826:39-47.



PHASE Il
(NCT00896532)?

ATTOTEAECUATIKOTATA KAl
ao@AAEia Vs aAevdpovaTng,

BRIDGE
(NCT02186171)"

Placebo-controlled
peAETN BMD o€

KAwwo ntpoypappa Romosozumab

ARCH
(NCT01631214)5

MeAétn kaTaypdTwy Active-
comparator vs aAevdpovdrng

TEQITTOPATIONG KAl o¢ c'xv6pgg ME O€ UETEPUNVOTIOUCIOKES
METEPUNVOTTAUGCIAKEG 0O0TEOTTOPWON YUVQIKEG JE OOTEOTTOPWON Kal
YUVAIKEG e EAATTWHEVNIOW (N = 245) uYwnAS Kivouvo KatayuaTwy
BMD (N = 4093)
(N = 419)
,  ®ep 2011 ®e3 2017
Huepounvia ®ep 2016
oAokAnpwong
Mduog 2015 Aek 2015
STRUCTURE FRAME
(NCT01796301)> (NCT01575834)3

MeAETN KaTaypaTwyY
Placebo-controlled og

Active-comparator peAétn BMD
VS TEPITTAPATIONG O

METEUPNVOTTOUCIOKEG YUVOIKEG UE UETEUUNVOTTOUCIOKEG
00TEOTTOPWON TTOU EAGUBavav YUVOIKEG UE OOTEOTTOPWON
TTPIV OAEVOPOVATN (N =7180)

(N = 436)

*Aev oupnep\apBavovtal OAeG oL KAWVIKEG LEAETEG TOU romosozumab.

BMD = bone mineral density.

1. McClung MR, et al. N Engl J Med 2014;370:412-20; 2. Langdahl BL, et al. Lancet 2017;390:1585-94; 3. Cosman F, et al. N Engl J Med
2016;375:1532-43; 4. Lewiecki EM, et al. J Clin Endocrinol Metab 2018;103:3183-93; 5. Saag KG, et al. N Engl J Med 2017;377:1417-27.



Phase Il - FRAME

Romosozumab vs placebo in postmenopausal women with
osteoporosis

FRActure Study in Postmenopausal WoMen with OstEoporosis (FRAME)

F Cosman, DB Crittenden, JD Adachi, N Binkley, E Czerwinski, S Ferrari, LC Hofbauer,
E Lau, EM Lewiecki, A Miyauchi, CAF Zerbini, CE Milmont, L Chen, J Maddox, PD
Meisner, C Libanati, A Grauer

N Engl J Med 2016;375:1532-43.



FRAME Phase Il Study Design

FRActure study in postmenopausal woMen with ostEoporosis

Double-blind?

E

N

(F; Romosozumab
L 210 mg SC QM
L (n = 3589)

M

E

N

T

Placebo
SC QM
(n = 3591)

Open-label?

Denosumab
60 mg SC Q6M

Denosumab
60 mg SC Q6M

Extension?

Denosumab
60 mg SC Q6M
(n =3003)

Denosumab
60 mg SC Q6M
(n =3042)

N SN

Month 0* 6 12 18 24 30 36
| |
| 500-1000 mg calcium daily |
| |
| 600-800 U vitamin D daily |

Spine x-rays A A A A A

DXA W h h h R R

BTMs <¢¢ 4¢ “ o L X ¢ ¢ ¢

*A loading dose of 50,000—60,000 IU vitamin D was given to subjects with a baseline serum 25(OH) vitamin D level of <40 ng/mL.
BMD = bone mineral density; BTM = bone turnover markers; DXA = dual-energy X-ray absorptiometry; FN = femoral neck; IU = international unit; OP = osteoporosis;
QM = monthly; Q6M = every 6 months; TH = total hip; VFx = vertebral fracture.

Adapted from: 1. Cosman F, et al. N Engl J Med 2016;375:1532-43 and 2. Lewiecki EM, et al. J Bone Miner Res 2019;34:419-28, Supplementary Material.

Inclusion?

Postmenopausal
women age
55-90 years

BMD T-score —2.5 to
—3.5atTH or FN

Exclusion?

BMD T-score <-3.5 at
TH or FN

History of hip
fracture, or any
severe or >2
moderate VFx

Recent OP therapy
(washout period
varied by agent)

Co-primary endpoints?

Subject incidence of
new VFx through 12
and 24 months



FRAME
KATOANKTIKA ONUEIA KATAYMATWY — 12 Kal 24 NAVEG

A Incidence of New Vertebral Fracture

M Placebo M Placebo - Denosumab
[ Romosozumab B Romosozumab - Denosumab
4 12 Mo 4 24 Mo
Risk ratio, 0.25
3 3 P<0.001
Risk ratio, 0.27 I
2\‘?: P<0.001 e\‘o: oo
2 2 J%) 2 5%
E, | .5 (84/3327)
et -t
& 1.8% s
(59/3322)
14 14
0.5% 0.6%
(16/3321) a (VAVEEYR)|

Adapted from: Cosman F, et al. N Engl J Med 2016;375:1532—-43



FRAME
KOTOANKTIKA ONUEIN KATAYMATWY — 12 Kal 24 uAVeEG

—— Placebo

—— Romosozumab

- = = Placebo - Denosumab

- = = Romosozumab - Denosumab

B First Clinical Fracture in Time-to-Event Analysis
100+

59 P=0.008 P=0.10
ooy 90_ 4_ .,o"'
X 304 a"
(] 37 e 'r"'
g 70 2 — »
= 60 14
S
- 50 0 T T T T
2 40- 0 6 12 18 24
=
— 30—
E 204
< 04
0_ #“1—'—‘:::‘;'—'----“‘
0 6 12 18 24
Month
No. at Risk
Placebo 3591 3316 3134 3037 2955
Romosozumab 3589 3317 3148 3050 2968

C First Nonvertebral Fracture in Time-to-Event Analysis

Cumulative Incidence (%)

No. at Risk
Placebo
Romosozumab

s 51 P=0.10 P=0.06
90_' 4 -®
80+ 34 ..,.-"- 5
70— 2] ':__, --"

60 1
50 0 T T T 1
40 0 6 12 18 24
30
20
10
e N A e B "B
0 T T T ]
0 6 12 18 24
Month
3591 3318 3145 3052 2967
3589 3318 3149 3051 2970

Adapted from: Cosman F, et al. N Engl J Med 2016;375:1532-43




FRAME
BMD OMZZ kai oAIKOU 10)Xiou oToUuC 12 NRVES

—Placebo (n = 61) — Romosozumab (n = 65) — Placebo (n = 62) — Romosozumab (n = 66)
omzz OAWKO Loyio
Placebo vs romosozumab Placebo vs romosozumab

161 133%* 12

14 -
()
£
T 12 - 6.8%*
@ 8 -
o]
g 10 -
¥y
% 8- T
& 4 -
S 6 06.8%
% 04.3% I
g 4 - 0.4% 0.0%
& 2 - 0

VA

-2 J -4 -

‘Evapén Mnvag 6 Mnvag 12 ‘Evapén Mnvag 6 Mnvag 12

MnAvag MeAétng MnAvag MeAétng

*p < 0.001 versus placebo.

Adapted from: Cosman F, et al. N Engl J Med 2016;375:1532-43.



FRAME
BMD auyéva pnpiaiou otoug 12 uAVeg

—&— Placebo (n = 62) —ll— Romosozumab (n = 66)

Auxévag unpilaiou

16 - Placebo vs romosozumab

12 -

8 - 5.2%*
2.3%*

Percentage change from baseline

4 A
A5.9% T
0
—4
-1.3% -0.7% -
_;as-eline Month 6 Month 12

Mnveg

Data are least square means (95% Cl) adjusted for relevant baseline covariates.
*p <0.001 versus placebo.

BMD = bone mineral density; Cl = confidence interval; A = difference.

Adapted from: Cosman F, et al. N Engl J Med 2016;375:1532-43.



FRAME
NMNocooTiaia petaBoAn deiIKTwyv romosozumab
vs. placebo

—&— PINP B CTX

MNocootiaia petaBoAr
ano évapén vs placebo

+2 eB6ouadeg +2 eBbouadeg +2 eB6ouadeg

Mnveg peA€Tng
P1INP, romosozumab n = 62, placebo n = 62; CTX, romosozumab n = 61, placebo n = 62. Data presented as bootstrapped median treatment difference and 95% CI.

Adapted from: Cosman F, et al. N Engl ] Med 2016;375:1532—43.



FRAME
AvemiOuunTa cuypavTa oToug 24 NAVEG

Enintwon 6Awv Twv averiBuntwv cupfaviwv 2806 (78.4) 2850 (79.7) 3053 (85.3) 3069 (85.8)
ApBpalyia 467 (13.0) 429 (12.0) 585 (16.3) 565 (15.8)
Pwodapuyitida 459 (12.8) 438 (12.2) 557 (15.6) 546 (15.3)
Oodualyia 375 (10.5) 378 (10.6) 463 (12.9) 516 (14.4)

ZoBapd avent@upnta cupfavra 344 (9.6) 312 (8.7) 565 (15.8) 540 (15.1)

Ixet{opeva cofapd Kapdloayyelakd cuppavta 44 (1.2) 41 (1.1) 82 (2.3) 79 (2.2)

@dvaroc 29 (0.8) 23 (0.6) 52 (1.5) 47 (1.3)

Odvartog oXETL{OEVOC LE KOPSLOAYYELAKO

cOpBapa 17 (0.5) 15 (0.4) 31(0.9) 29 (0.8)

ZOMBapa ov 08Aynoe og Slakorn TG aywyng 103 (2.9) 94 (2.6) 122 (3.4) 110 (3.1)

SOpBapa ouv o8Aynos og SLakorr tng

CUHMETOXNG OTN HEAETN 44 (1.2) 50 (1.4) 52 (1.5) 56 (1.6)

ZOpBapa evLadépovtog
YracBeotiatpia 1(<0.1) 0 6(0.2) 3(0.1)
Ynepeualobnoia 242 (6.8) 245 (6.9) 314 (8.8) 331 (9.3)
Avtidpaon oto onpelo €veong 187 (5.2) 104 (2.9) 188 (5.2) 106 (3.0)
Octeovékpwon yvabou 1(<0.1) 0 2 (<0.1) 0

\ATUT[O KATaypa woxiou 1(<0.1) 0 1(<0.1) 0 j

Adapted from: Cosman F, et al. N Engl J Med 2016;375:1532—-43.




FRAME: 2 TTEPITTITWOEIG OOTEOVEKPWONS TNG Yvadou
(ONJ)

Event time to onset Case description

* Received 12 doses of romosozumab
12 months on study * Event occurred in the setting of ill-fitting denture use
* Eventresolved

* Received 12 doses of romosozumab and one dose of denosumab
13 months on study * Event occurred after a tooth extraction with subsequent osteomyelitis

\ of the jaw /

Cosman F, et al. N Engl J Med 2016;375:1532—-43.



FRAME: 1 TTepITTTWON ATUTTOU KATAYMOTOG Mnplaiou
(AFF)

Event time to onset Case description

* Received four doses of romosozumab

3.5 months on study » Patient had reported a history of prodromal pain at the site of fracture
beginning before enroliment

Cosman F, et al. N Engl J Med 2016;375:1532—-43.



2UMUTTEPACHOTA

« To romosozumab €ival o TTPWTOC BEPATTEUTIKOG
TTAPAYOVTAG TTOU TAUTOXPOVA ETTIPEPEI AUZNON TNG
OCTIKNG TTapAywYyNS Kal JEiwan TS OCTIKNG
aTropPPOPNONG

« To romosozumab €ival aTTOTEAEOUATIKO OTNV EAATTWON
TOU KIVOUVOU OTTOVOUAIKWY KATOYUATWY O Q0OEVEIC e

UWPNAO KOTAYMATIKO KivOUVO TTOU OEV €XouV AAel
QVTIOOTEOTTOPWTIKN Bepartreia

e 2NMAVTIKA aug¢non TNG OO0TIKNG TTuKvoTNTag 0TV OM2X
KAl TO 1I0Xi0 JUE TO YVWOTO KAAO TTPOPIA aoPAAEIQC



