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ARAwoN cUyKpouonG CUNPEPOVTWYV

* Tiunnikn auoifBn aro tnv eraipgia UCB



MNati pag atraoxoAei n ooTeoTTOPWON;

H ooTeorépwon gival pia ocoapn Xpovia Tadnon Kai n aitia Twv

OoTe0TéPWON { @ KOTAYMATWY EUBPAUCTOTNTAG, ME ATTOTEAEOUA TTEPITIOU 9 EKATOMHUPIA
KOTAYHATA TTOYKOOHiWG ava £T0G.

NMaykoopiwg, 1 oToug 5 Avdpeg Kal 1 oTIg 3 yuvaikeg nAikiag 50+ Ba
KAIvikn @ TTOPOUCIACEI KATAYHO EUBPAUOCTOTNTAG OTNV UTTOAOITTN {WN TOUG,
gmpapuvon A\ utrEPBaivovTag Tn cuxvoTnTa ENPAviong Kapdiakng TPooBoAng,
KOPKiVOU TOU JAOTOU KOl EYKEPOAAIKOU ETTEICO0DIOU OE YUVAIKEG.

To K6OTOG TWV KATAYHATWY £UBPAUCTOTNTAG VI £éva oUOTHMHA
OIKoVOpIKA UYEIOVOMIKNG TTEPIBAAYNG €ival onuAvTIKO KAl AUaVvOUEVO, HE TOV
empdpuvon EKTIMWHMEVO OIKOVOUIKO avTikTutro oTtnV EE va ekTipdarai 6T 0a givai
mepiTrou 46 dioekaToupUpia € £éwg 10 2025.

N\

2xe00V OAeg ol NAIKIWPEVEG YUVAIKES TTOU EpwTRONKAY Ba avrdAAacoav
oXed6V 0AGKANPO TO TTPOCOOKINO {WKG TOUG YIA VA ATTO@UYOUV ThV
KATAOTAOT E100YWYNG € YNPOKOEIO, TIPOTIHWVTAG 6 HAVEG TTARPOUG
uygiag atré 10 xpovia Tou aTtraiTouv eVTaTiKi Borlsia o€ pia povada
Hakpoxpoviag TTepidaAywng.

Koivwvikn
emidpuvon

N




DapUOKEUTLKN OVTILLETWTIILON

- ANTIOZTEOKAAZTIKA:

« SERMs (PAAO=IDAINH, BAZEAO=IDAINH)

o AIOQIPONIKA (AAENAPONATH, PIZEAPONATH, IMIMANAPONATH, ZOAENAPONIKO OZY)
- DENOSUMAB

. OZTEONAPATQIIKA:

- TEPINAPATIAH

Cstecponos T




TEPINAPATIAH

To HOVO OCTEOTIAPAYVWYLKO PAPUOAKO TIOU €Xel AAPeL €vOeLEn yLa T
Bepareia TNC 00TEOTOPWONC TIAYKOOULWC

Oepareia yla 2 £Tn povo otn {wn evoc avBpwrou

Xopnynon pe umodopla €veon kabnueplva- AnPn oaveéaptntn amo
[QOTPEVTEPLKO



Romosozumab :
MovoKkAwVIKO avitiocwua,
OVOLOTOA£QC TNG OKANnPOOTivNG

Upon request this has been provided by UCB for educational purposes. ©2020 Amgen Inc. All rights reserved. ©2020 UCB Group of Companies. All rights reserved. GL-N-RM-OP-1900050



EIZAIQIH

To Romosozumab cival £éva eavOpwITIoONEVO
MOVOKAWVIKO avTiowpa (IgG2) TTou deoueUEl Kal
avaoTEAAEI TN OKANPOOTIVN, AUCAVOVTAG £TOI TNV
TTAPAYwWYr OaTITN I0TOU AOYW TNG EVEPYOTTOINONG TWV
ETTEVOUNATIKWY KUTTAPWYV TOU PAOIOU, AQugAvovTag TNV
TTapaywyn BePENIAC ouaiag Twy 00TWYV ATTO
00TEOPBAACTEG

EmitrAéov, TO romosozumab odnyei o€ aAAayEG OTnV
EKPPOACT TWV HECOAQBNTWY TWV OOTEOKAQOTWY,
MEIWVOVTAC £TOI EUPECA TNV ATTOPPOPNAON TWV OCTWV

Madi, autry n OITTAR €TTidpacn TNG au¢nong Tou
OXNMATIOMOU TWV 00TWYV Kal TNG MEIWONG TNG
ATTOPPOPNONG TWV 00TWYV 0dNYEi 0€ AUCNON TNG OCTIKNG
nalag, BeATILoEIC oTn douN Kal TN dUvaPN TWV 00TWV

<2+ Romosozumab
e

% Osteoprogenitor
@ Bone
’ Lining
Sclerostin } Cell

A 2 -
o A5
P 4 > Active g:r::
Y ) < Osteoblasts Matrix
> )
>
. Osteoclast k
\ ~ —347 "‘
LN S >
\L.r#-':- e @ ‘Stimulation
Osteocyte ) G



Romosozumab Exerts a Dual Effect on Bone,Increasing
Bone Formation and Decreasing Bone Resorption

Humanized anti-sclerostin

Upon request this has been provided by UCB for educational purposes. ©2020 Amgen Inc. All rights reserved. ©2020 UCB Group of Companies. All rights reserved, Gl_-N-8v-C - 13CCGH5D



2 KAHPOXTINH

ArtoteAel yAukompwteivn tng otwkoyevelac DAN, (Differential screening — selected gene

Aberrant in Neuroblastoma)

Kwokormoteital arnod to yovidlo SOST nov edpaletat oto xpwpoowua 17q12-21.

H ékdpaon tou yovidiou SOST smnnpealetat amnod tn 6pdcn MOAAWY MapayovIwV:
— Hnxavikn ¢poption,
— OPMOVEC TOU PpUAOU,
— PTH,

— KOPTLKOOTEPOELSN,

— TLOlOOAOYLKEC KATAOTACELC TWV 00TWV,TTY KAKOROELEC TOV ootitn LoTou,
— AU¥n dSipwodovikwv.

Y& vy} MANBUOUO MmapatnPELTOL CUCXETLON ME TNV NAWKia Kot To dUAO.



2 KAHPOXTINH

Apaa  QC  aviaywvlotA¢ TOU  KOVOVLKOU
wovortatiot Wnt/ B-catenin kol GCuUVEMWC
OVOLOTEAAEL TOV OOTLKO OXNUATLOUO.

Ye eninedo ooteofAacTwWV
— avaoteAAeL Tn Stadopormoinon,
— TIPOAYEL TNV ATIOTTWON,

— Kot mpoAapfavel tnv umepBoAky ocuvBeon
00TE0ELOOUC LEOW QPVNTLKAC
avatpododotnonc.

Ye emninedo OOTEOKANOTWV: EVEPYOTIOLEL TN
dpaoTnplOTNTA TOUG KUPLWC HEOW OLEYEPONG
NG €KKpLlong tou rapayovio RANKL.

Unloading ® @ PTH
BMPs Mechanical
TNFao, IL-1 l I stimulation
Hypoxia

Sclerostin

/7 \

Osteoblasts
Bone formation

Osteoclasts
Bone resorption




Scl-Ab

Unloading @ @ PTH ‘

BMP i
S_ M'echan!cal
TNFao, IL-13 stimulation Scl ti
Hypoxia clerostin
Sclerostin : I\I: E l
Osteoblasts Osteoclasts Osteoblasts Osteoclasts
Bone formation Bone resorption Bone formation Bone resorption

Osteoporosis Treatment with Anti-Sclerostin Antibodies—Mechanisms of Action and Clinical
Application Rauner, M.; Taipaleenmaki, H.; Tsourdi, E.;Winter, E.M. Osteoporosis Treatment with Anti-
Sclerostin Antibodies—Mechanisms of Action and Clinical Application. J. Clin. Med. 2021,



PHASE Il
(NCT00896532)!

AmoteAEoHATIKOTNTA KoL A0PAAELA VS
aAevépovatng, TepUTOPATIONG KAl o€
UETEUUNVOTIOUCLOKEG YUVALKEG UE
eAattwpévnlow BMD

(N = 419)
®dep 2011
Huepopnvia
oAokAnpwong
Mauog 2015
STRUCTURE
(NCT01796301)>

Active-comparator peAétn BMD

VS TEPLTOPATIONG O€ LETEUUNVOTIOLUCLOKEG

KAwwko npoypappo Romosozumab

BRIDGE
(NCT02186171)*

Placebo-controlled
pueAétn BMD og avdpeg
LLE 0OTEOTOPWON

(N = 245)

®=p 2016

Agk 2015

FRAME

(NCT01575834)3
MeA£tn kataypdatwv Placebo-

controlled o€ HETEUUNVOTIAUGLOKEG

YUVOLIKEG e 00TEOTIOPpWON TIOU EAAUPavay mpLv YUVOLKEG LE 00TEOTIOPWON
aAevépovatn (N=7180)
(N =436)

*Aev oupnep\apBdavovtal OAeC oL KAWVIKEG MEAETEG TOU romosozumab.

BMD = bone mineral density.

ARCH
(NCT01631214)5

MeA£Ttn kataypatwv Active-comparator vs
aAevdpovatng
OE UETEUUNVOTIOUCLAKES YUVALKEG LIE
ooteomopwon Kot uPNASG Kivouvo KatayUATwY
(N =4093)

e 2017

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 - STRUCTURE
romosozumab £vavrtl teputapatidng yia 12 pavec HE mponyoUEVN XPrion
AD(ANEAPONATHZ)

« STRUCTURE was an international Phase lll, randomised, open-label, active-
controlled study to assess the effect of treatment with romosozumab 210 mg QM
vs teriparatide 20 pg QD for 12 months in 436 postmenopausal women with
osteoporosis at high risk of fracture previously transitioning from bisphosphonate
therapy?!

* The primary endpoint was percentage change from baseline in areal BMD at the
total hip through 12 months!

« A post-hoc analysis assessed the relationship between P1NP and BMD in
bisphosphonate-treated patients who subsequently received romosozumab or
teriparatide?

BMD = bone mineral density; PLNP = pro-collagen type 1 N propeptide; QD = daily; QM = monthly.
1. Langdahl BL, et al. Lancet 2017;390:1585-94; 2. Takada J, et al. J Bone Miner Metab 2019; doi: 10.1007/s00774-019-
01057-1. [Epub ahead of print].



STRUCTURE
uetofoAec BMD oAlkoU Loxlou Kol auxeva pnploiov peta
teputapatidbn n romosozumab

=f\= Teriparatide (n = 209)

OAIké 10)i0

Mean percentage change from baseline (95% CI)

2.9%t1t

T
0 6

Month

== Romosozumab (n = 206)

Auyxévag unplaiou

3.2%T+

T 1
0 6 12

Month

*p < 0.05 versus baseline. 'p < 0.0001 versus baseline. *p < 0.0001 versus teriparatide.

Adapted from: Langdahl BL, et al. Lancet 2017;390:1585-94.



STRUCTURE
nooooTtiaia petafoAn deitktwv PINP kat CTX og 12

UNVEG

—h— Teriparatide (n = 213) —ll— Romosozumab (n = 215)

600 — CTX 800 — P1NP
* T
_ 700 -
500 * *
x X 600 —
400 T *
*
T 500
300

200

o AT L

Percentage change from baseline (95% CI)

et
=100 17171 1 T T T 04 T T T ]
0141 33+14 66+14 9 12 0141 33+14 66+14 9 12
NUEPES NUEPES NUEPES NUEPES NUEPES NUEPES

. Mnveg . . Mnveg
*p < 0.0001 vs baseline. 'p < 0.0001 vs teriparatide.

Adapted from: Langdahl BL, et al. Lancet 2017;390:1585-94.



BIOXHMIKOI AEIKTEZ2

S 100— Romosozumab 250— Teriparatide
=~ — Bone formation
D .
— Bone resorption
3 g 200
2
z 50 -
= 150
—
o
&
2 0 100
48}
£ \
S
w 50_
@D
ab
c
e
© O0——F—7—T17 | | | 0 | | | | |
00251 2 3 6 9 12 0 1 3 6 9 12
Treatment duration (months) Treatment duration (months)

NATURE REVIEWS | ENDOCRINOLOGY VOLUME 11 | FEBRUARY 2015



ArnoteAeopata tng xpriong romososumab BMD ZE 2 prveg
5 | e !

Journal of Bone and Mineral Research, Vol. 29, No. 6, June 2014, pp



STRUCTURE: Subject Incidence of Adverse Events Through 12 Months

All adverse events

Serious adverse events

Adverse events
Arthralgia*
Hypercalcaemia*
Hypocalcaemiat
Injection-site reaction#®
Nasopharyngitis*

Leading to discontinuation of investigational
product$

DeathT

Teriparatide

(n = 214)

148 (69%)

23 (11%)

13 (6%)
22 (10%)
0
6 (3%)
22 (10%)

12 (6%)

1 (< 1%)

Romosozumab
(n =218)

164 (75%)

17 (8%)

22 (10%)
2 (<1%)
3 (1%)
17 (8%)

28 (13%)

6 (3%)

1 (<1%)

J

Data are number of patients (%). Denominator IS number of patients who received at least one dose of Investigational product.

*Events reported as 10% or higher in either treatment group. fIncludes events reported as hypocalcaemia and decreased blood calcium

concentration.

fReported as different types of injection-site reactions with the most frequent as injection-site pain in the romosozumab group. SAdverse events
leading to study discontinuation in each treatment group were single event types with no particular pattern. TThere were two deaths during the
trial, unrelated to investigational product; one participant with leukaemia in the romosozumab group had a haemorrhage and one participant in

the teriparatide group had a gastrointestinal haemorrhage.
Adapted from: Langdahl BL, et al. Lancet 2017;390:1585-94.



Phase Il = FRAME
Romosozumab vs placebo 2E METEMHNOIIAYSIAKEZ TYNAIKES ME
O>TEOIOPQIH

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
2UMMETOXN OVA YEWYPOAPIKN TTEPIOXN

Total N =7180

Adapted from Cos et al N En J Med 2016:375:1532-43.

Upon request this has been provided by UCB for educational purposes. ©2020 Amgen IP All rights r ved. ©2020 UCB G | rights ri g\l RM-OP-1900050
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FRAME Phase Il Study Design

FRActure study in postmenopausal woMen with ostEoporosis

Double-blind? Open-labelt

Romosozumab

E

N

R

IC_) 210 mg SC QM Denosumab
L

M

E

N

T

(n = 3589) 60 mg SC Q6M

Placebo
SC OM Denosumab

(n = 3591) 60 mg SC Q6M

Extension?

Denosumab
60 mg SC Q6M
(n =3003)

Denosumab
60 mg SC Q6M
(n =3042)

. AN AN

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

Spine x-rays A A A A A

DxA W N B N B N

BTMs <¢¢ ¢¢ “ o L X ¢ ¢ ¢

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

*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.



FRAME
BMD OMZZ kat oAtkoU woXiou otouc 12 pRveC

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

16 1 13.3%* 121
(]
£
K] 6.8%*
© 8 ]
0
£
e
o
[J]
: 1
© 4
S 06.8%
%, TA4.3% |
£ 0.4% 0.0%
S
[J]
(-8

+—

_2 . -4
‘Evapén Mnvac 6 Mnvag 12 ‘Evapén Mnvag 6 Mnvag 12

Mnvag MeAétng Mnivag MeAétng
*p < 0.001 versus placebo.

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



FRAME
BMD avyéva pnplaiov otouc 12 pvec

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

Auxévag pnpilaiou

16 - Placebo vs romosozumab
12 -

8 5.2%*

Percentage change from baseline

4 -
25.9% t
0 f A3.6% ]
T ]
-1.3% | -0.7%
I:aseline 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 ] Med 2016;375:1532-43.



Avénon T-score otnv OM22 otnv FRAME o€ oxéon Me tTh
FREEDOM Kalt TnV EMEKTOON TNG

—®— Romosozumab =@— Denosumab

1,6 -

FREEDOM FREEDOM Extension
1,4 41 FRAME
&
Q
g 12 -
W
he]
B
<] 1,0
g
o |1 e
Q
= 0,8 -
=
<
a
2 0,6 1
®
=2
3 0,4 1
W
=
0,2 1
0,0 T T T T T T T T T T T T T 1 T T T T T 1
0 1 2 3 4 5 6 8 10
‘ETog peAETNG
FRAME* n = 3170 150 3141 59 2855
FREEDOM' n = 3261222 212 206 3158 2166 2059 1605 1565 1263

*

Adapted from: Cosman F, et al. J Bone Miner Res 2018;33:1219-26.



AU¢non T-score oto oAwkO Loxio otnv FRAME o€ oxéon e
FREEDOM Kot TNV EMEKTAOCH TNG

=®— Romosozumab =®— Denosumab

0,6 -
FREEDOM FREEDOM Extension

o FRAME
2 0,5 1
2
©
0
£ 0,4 -
o
‘@
g
- 0,3 1
<=
(8]
g
o
2 0,2 1
,;
c
©
[T}
= 0,1 1

0,0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

0 1 2 3 4 5 6 8 10
‘ETtog peAéTng
FRAME* n = 3238 150 3187 61 2895
FREEDOM' n = 3612221 3569 3352 3119 2155 2039 1585 1534 1229

*BMD was measured more frequently (months 6 and 18) in a subset of patients from FRAME who participated in a DXA substudy; additionally, BMD was measured at Month 6 in
women from Argentina.

fBMD was measured more frequently in a subset of patients from FREEDOM who participated in a DXA substudy.

n = number of patients with a baseline and at least one post-baseline DXA BMD measurement; n = number of patients with evaluable data at the time point of interest.

BMD = bone mineral density; DXA = dual-energy x-ray absorptiometry.

Adapted from: Cosman F, et al. J Bone Miner Res 2018;33:1219-26.



FRAME
NMocooTtiaia petaBoAn dsiktwv romosozumab vs. placebo

—&— P1INP B CTX

Noocootiaia petaBoln
ano évapén vs placebo

— i j

+2 eB6ouadeg +2 eB6ouadeg +2 eBbouadeg

Mnvecg LeAETNG

PINP, romosozumab n = 62, placebo n = 62; CTX, romosozumab n = 61, placebo n = 62. Data presented as bootstrapped median
treatment difference and 95% ClI.

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



FRAME

METABOAN 0OTIKAG LATOG KOL MLKPOOPXLTEKTOVIKNAG o€ UCT otoug 12 PAVES

@)
@)
&)
&)
©
o
| e
Tb.BV% (mean)=16.55 (17.55) Th.BV% (mean)=17.41 (17.55) Th.BV% (mean)=18.25 (17.55)
33710003001 33769002663 33714004127
O
@®©
S
-]
N
@)
(%)
@)
S
@)
o

Th.BV% (mean)=22.04 (21.93) Th.BV% (mean)=22.18 (21.93) Th.BV% (mean)=21.21 (21.93)
33723002019 33743002008 33740002010

1. Chavassieux P, et al. ] Bone Miner Res 2019;34:1597-608; 2. Roux J-P, et al. Poster presented
at ASBMR 2017, 8-11 Nov, Denver, Colorado US. (#M00664)



FRAME

KOTAANKTIKA ONMUELOL KOTOYHATWY - 12 MAVEC

4% S
3% A
g
o
3
Eo
(=4
[¥N)
1% -
0%
Placebon =

RRR =73%
—

NEo oTIOVOUALKA

59
16

[ Placebo (n = 3591) B Romosozumab (n = 3589)

RRR =36%
RRR = 25%

: RRR = 40% RRR = 71%
2,1% : RRR=33% '

1,5% \

RRR =46%

KALvLK G Mn orovbuAikd = MelZova pn Me lova Néa i emudeivwaon loyiou
¢ gmovBulikd OOTEOTIOPWITLKG aTiovBUALKWV
90 75 55 63 59 13

58 56 : 37 38 17 7

Romosozumab n = :
p (adjusted) <0.001 0.008 0.096 : 0.096 NA* 0.096 0.18

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



Blame the Latinos.....

12 pnveg, all

Romo Placebo P RRR
2ToVOUALKAL 0,5% 1,8% <0,001 73%
Mn omovOUALKA 1,6% 2,1% NS 25%
loxlo 0,2% 0,4% NS 56

12 punvec: Latin America (40%) Vs All others (60%)

Romo Placebo P HR
Mn 1,5% 1,2% NS AN25%
OoTtoVO UALKQL
Latin America
Mn 1,6% 2,7% 0,04 V42%
OTtoVO UALKQL
All others

Cosman F, et al. N Enal J Med 2016.



FRAME: Latin American Subjects Generally had Low Fracture
Risk and a Narrow Range of Baseline FRAX Scores

[] Rest-of-World B Latin America

Distribution of subjects by 10-year probability of major osteoporotic fracture using FRAX

60 -
50 -
40 -

30

Subjects (%)

20 4

10_. \

3 9 15 21 27 33 39 45 51 57 63 69 75

10-year probability of major osteoporotic fracture

Country-specific FRAX models were used to calculate 10-year probability of fracture risk with the exception of the Dominican Republic
and Latvia, where the models from Colombia and Estonia were used.
Adapted from: Cosman F, et al. J Bone Miner Res 2018;33:1407-16.



FRAME: Effect of 12 Months of Romosozumab Treatment on
Fracture in Rest-of-World Versus Latin America

Treatment-
by-region
interaction
p value p value RR or HR (95% CI) Romosozumab
New vertebral fracture*
Rest-of-World 0.26 <0.001 —— 11/1857 (0.6%) 43/1892 (2.3%)
Latin America 0.30 0.014 0.79 —— 5/1464 (0.3%) 16/1430 (1.1%)
Clinical fracture
Rest-of-World 0.48 <0.001 HIH 33/2039 (1.6%) 69/2057 (3.4%)
Latin America 1.17 0.590 0.014 i 25/1550 (1.6%) 21/1534 (1.4%)
Nonvertebral fracture
Rest-of-World 0.58 0.012 HEH 32/2039 (1.6%) 56/2057 (2.7%)
Latin America 1.25 0.47 0.041 o 24/1550 (1.5%) 19/1534 (1.2%)
Major nonvertebral fracturett
Rest-of-World 0.52 0.012 HlH 21/2039 (1.0%) 41/2057 (2.0%)
Latin America 1.12 0.75 0.087 - 16/1550 (1.0%) 14/1534 (0.9%)
New/worsening vertebral
fracture*
Rest-of-World 0.28 <0.001 il 12/1857 (0.6%) 43/1892 (2.3%)
Latin America 0.30 0.014 0.90 —a— 5/1464 (0.3%) 16/1430 (1.1%)
Hip fracture
Rest-of-World 0.41 0.12 —a— 4/2039 (0.2%) 10/2057 (0.5%)
Latin America 0.99 0.99 0.38 A 3/1550 (0.2%)  3/1534 (0.2%)
Major osteoporaotic fracturets
Rest-of-World 0.42 <0.001 HElH 21/2039 (1.0%) 50/2057 (2.4%)
Latin America 1.28 0.50 0.013 i 17/1550 (1.1%) 13/1534 (0.8%)
Multiple new/worsening
Vertebral fracture*! ) )
Rest-of-World 0.11 0.012 f L y 1/1857 (< 0.1%) 9/1892 (0.5%)
I 1
0.01 1 100

Favours romosozumab Favours placebo

.

*Risk ratio was based on Mantel-Haenszel method adjusted for age and prevalent vertebral fracture stratification variables; p values were based on a logistic
regression model, adjusted for age and prevalent vertebral fracture stratification variables. THR and p values were based on a Cox proportional hazards model,
adjusted for age and prevalent vertebral fracture stratification variables. ¥Major nonvertebral fracture included fractures of the pelvis, distal femur, proximal tibia, ribs,
proximal humerus, forearm and hip. $Major osteoporotic fracture included clinical vertebral fractures and fractures of the hip, forearm and humerus, regardless of
trauma severity. "No events were observed in Latin America through 12 months of the study.

Latin America: Colombia, Brazil, Argentina, Dominican Republic, Mexico. Rest-of-World: Central/Eastern Europe, Western Europe and Australia/New Zealand, Asia
Pacific, North America. Cl = confidence interval; HR = hazard ratio; RR = risk ratio.

Adapted from: Cosman F, et al. J Bone Miner Res 2018;33:1407-16.
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ARCH Phase lll Study Design
MeA£ETn KOTaAypATwy rom vs aAevdépovatng
OE METEUUNVOTTOLUGLOKEC YUVOLLKEC HE ooTEOTIOPWON Kot uPnAo kivéuvo
katoypatwv (N = 4093)

Active- g R — | e » - |

| - -bli ! Open-label ¥ rimary analysis*
contRolled | LN P | y analy
fraCture study | B  Romosozumab
in i 210 mg SC QM

| B (n = 2046)
postmenopausa 0% subiects, |

| women with | 2
osteoporosis at | E>
High risk of |

fracture L N
| >
! 500 to 1000 mg calcium, 600 to 800 IU vitamin D daily
| | | | |
! i i i i >
Month 0 6 12 18 24 36
Spine and
thoracic x-rays A A A
DXA N n m m n
BIMs ¢&¢ o L 4 4 L 4 L 4 L 4 L 4 L 4

*Median time on study at primary analysis was 33 months (IQR: 27-40).

BTM = bone turnover marker; DXA = dual-energy x-ray absorptiometry; IQR = interquartile range; IU = international unit; PO = orally; QM =
monthly; QW = weekly; SC = subcutaneous.

Adapted from: Saag KG, et al. N Engl J Med 2017;377:1417-27.



[Nowrevov TEAIKO anueio

ARCH: Incidence of New Vertebral Fracture Through Month 24

I Romosozumab IAIendronate Romosozumab-to-alendronate
Alendronate-to-alendronate
12 Months* 24 Months*
15 - 15 1 RRR = 48%t
p <0.001
|
11.9%
10 1 243/2047
RRR = 37%ft
p = 0.003

Subjects (%)
Subjects (%)

6.3%
128/2047

6.2%

127/2046
4.0%

82/2046

n/N1 = number of subjects with fractures/number of subjects in the primary analysis set for vertebral fractures.

*Missing fracture status was imputed by multiple imputation for patients without observed fracture at an earlier time point. n and % are based
on the average across five imputed datasets.

TRRR at 12 months by LOCF: 36% (nominal p = 0.008): Romosozumab: 3.2% (55/1696) vs alendronate: 5.0% (85/1703).

fRRR at 24 months by LOCF: 50% (nominal p < 0.001): Romosozumab-to-alendronate: 4.1% (74/1825) vs alendronate-to-alendronate: 8.0%
(147/1843).

LOCF = last observation carried forward; RRR = relative risk reduction.

Adapted from: Saag KG, et al. N Engl J Med 2017;377:1417-27.



ARCH: EMNTQZH MH ZNMONAYAIKQN KATATMATQN

— Romosozumab === Romosozumab-to-alendronate
- Alendronate === Alendronate-to-alendronate

Primary analysis

20 Romosozumab Open-label
vs alendronate alendronate
RRR = 19%
=0.037 R

o 15— P [

S === I i

= =" ===t

" 4

o) . —

2 10_ -rﬂ -‘_r_———

< R . ——

= -r -

= I r T -l

S - _—

O s a4 ‘ - - _— wll

o o —_——

-
0—— T T T T T T T 1
0 6 12 18 24 30 36 42 48
n= Month
Romo-to-Aln 2046 1867 1770 1693 1627 1114 714 350 109

Aln-to-Aln 2047 1873 1743 1661 1590 1097 697 330 110

*Secondary endpoint. n = number of subjects at risk for event at time point of interest.
Aln = alendronate; Romo = romosozumab; RRR = relative risk reduction.
Adapted from: Saag KG, et al. N Engl J Med 2017;377:1417-27.



ARCH
pnetofoAnl BMD OMZZ kat oALKOU LoXLoU 6TouG 36 MAVES

I Romosozumab-to-alendronate Alendronate-to-alendronate
om:z OAwO wyio
20 1 Romosozumab (n = 1750) 20 1 Romosozumab (n= 1826)
Alendronate (n = 1757) Alendronate (n = 1829)
15.2%* 14.9%*
113.7%* 15
10 -
7.1%* 7.0%*
6.2%*
5 .
3.4% 3.6%
0 i T
12 24 36 24 36

*p < 0.001 adjusted for multiplicity.

Adapted from: Saag KG, et al. N Engl J Med 2017;377:1417-27.



AIAOOPEZ ME TEPINAPATIAH

e 2NV petaBaon amno to Denosumab oto ROMO dev mapatnpsital n mopodikn pHeiwon
TNG OOTIKAC TTUKVOTNTOC OTO LOXLO OTIWC UE TNV HETABaon otnv teputapatdn.

Denosumab and Teriparatide: Difference in
Hip BMD Gain by Treatment Sequence

Change From Baseline in total hip BMD
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4-year gain in femoral neck BMD: 8.3% with teriparatide first vs 4.9% with denosumab first

*P < 0.05 versus the other group. 'P < 0.0005 versus the other group

Adapted from Leder BZ, et al. Lancet 2015;386:1147-55. SEM, standard error of mean.
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MetaovaAuon 00TEOTIOPWTIKWY PapUAKWV yia TpoAnyn
KOTOLYMOATWV OE KOUKOOLEC LETEUNVOTIOLUCGLAKEC YUVALKEG LE 1] XWPELG
TIPONYOULEVO OTTIOVOUALKO KATOYLOL

* By Bayesian random effects network meta-analysis stratified by prevalent
vertebral fracture (PVF).

e Conclusion

» Different effective drugs should be used to prevent fragility fractures
according to postmenopausal women with or without PVF, and

e Romosozumab is the only one which can reduce clinical and vertebral
fractures in both of the two populations.

Osteoporosis International 2020



KivbuvoC MTWOEWV O€ UETEUNVOTIOLUCLOLKEC YUVOLKEC LLE OlyWwVYN
romosozumab: npwipa amoteAeopoto TK MEAETQN

A

Romo Control

Studies Risk Ratio (95% Cl) n/N n/N
NCT00896532 0.38 (0.05; 3.00) 1/51 7/135 «
NCT01796301 STRUCTURE 2.36 (0.84; 6.57) 12/218 5/214
Subgroup Open-Label: p=0.85 1.19 (0.21; 6.74) 13/269 12/349 ——
Heterogeneity: /2=58.47%, p=0.12
NCT01575834 FRAME 0.80 (0.68; 0.93) 255/3,581 320/3,576 -
NCT01631214 ARCH 0.82 (0.66; 1.03) 129/2,040 155/2,014 —i
Subgroup Double-Blind: p<0.01 0.80 (0.71; 0.92) 384/5,621 475/5,590 <
Heterogeneity: /2=0.0%, p=0.82

Overall: p=0.10 0.84 (0.67; 1.04) 397/5,890 487/5,939 -
Heterogeneity: 1?=36.61%, p=0.19 r T T T T —

0.1 0.2 0.5 0.841.0 2.0 5.0 7.0

Relative Risk (log scale)
Favors Romosozumab Favors Control

B Romo Control
Studies Risk Ratio (95% Cl) n/N n/N
NCT01575834 FRAME 0.90 (0.80; 1.01) 491/3,581 545/3,576 ——
NCT01631214 ARCH 0.84 (0.73; 0.97) 300/2,040 353/2,014 —_—
Overall: p<0.01 0.88 (0.80; 0.96) 791/5,621 898/5,590 —_—
Heterogeneity: 12=0.0%, p=0.45 I ; -
0.5 0.88 1.0 1.5

Relative Risk (log scale)
Favors Romosozumab Favors Control

ginal article

sk of falls in postmenopausal women treated with romosozumab:
eliminary indices from a meta-analysis of randomized, controlled
als

Osteoporosis and Sarcopenia 6 (2020) 20—-26

This analysis indicates that romosozumab has a tendency to reduce risk of
falls in post-menopausal women with osteoporosis.



ARCH
cofapa avermBuunta cuppfavia

Mivag 12: MNpwtebovca avaiuon:
Double-blind period Double-blind kot open-label nepiodoc*
Romosozumab og AAevpovdrn o€
Romosozumab AAevSpovarn alevépovatn aAevSpovatn

Z0uBapa (n = 2040) (n =2014) (n = 2040) (n =2014)
ZoBapod averlBOuNTo cuppav 262 (12.8%) 278 (13.8%) 586 (28.7%) 605 (30.0%)

Ixetl{Opnevo cofapo KapSLoayyELAKO

(CV) oupBav' 50 (2.5%) 38 (1.9%) 133 (6.5%) 122 (6.1%)
loXoUpKO KapSLaKO eNeELCOSL0 16 (0.8%) 6 (0.3%) 30 (1.5%) 20 (1.0%)
AYYELOKO EYKEDAALKO EMELGOSLO 16 (0.8%) 7 (0.3%) 45 (2.2%) 27 (1.3%)
Kap8lakn avendpkeia 4 (0.2%) 8 (0.4%) 12 (0.6%) 23 (1.1%)
@dvarog 17 (0.8%) 12 (0.6%) 58 (2.8%) 55 (2.7%)
Mn otedaviaio emavayyeiwon 3(0.1%) 5(0.2%) 6 (0.3%) 10 (0.5%)
NepidepLkd ayyeLOKO LOYXOULULKO

GUMBGV mou Sev xpnieL 0 2 (<0.1%) 2 (<0.1%) 5(0.2%)
enavayysiwon
Odvarog 30 (1.5%) 21 (1.0%) 90 (4.4%) 90 (4.5%)*

*Serious CV adverse events were adjudicated by the Duke Clinical Research Institute. CV deaths include fatal events that were adjudicated as being
CV-related or undetermined (and, therefore, possibly CV-related).

*One patient had a non-treatment-related serious adverse event of pneumonia that was incorrectly flagged as death in the primary analysis snapshot
and was not included in the analysis of fatal events.

Adapted from: Saag KG, et al. N Engl J Med 2017;377:1417-27.



AZDOAANEIA

'Hreg ToTkeG avtidpAoELg otn BEon Twv evecewv £xouv avadepOel oto 4.4%-
5.2 otnv opada tou romosozumab kat oto 2.6%-2.9% otnv opada eAeyxou.

2tnv peAetn FRAME avadepOnke
1 nepinmtwon Ooteovekpwaong yvabou
Kol 1 ATUTIOU KATAYLLOTOC pnpLlaiou.

Aev UTIAPXEL AVTEVOELEN YLa TNV XOpryNon Tou dapuakou o acBeveic pe
LELWMEVN VEPPLKN AELTOUpYLa, N KAPKLVO .



AZMAAEIA

e Xtnv peAetn ARCH avadepOnkav mepltocotepa kapdLayyeLlaka cupupopata otnv
opada tov romosozumab (50-2.5%) o ouykpLon pe tnv opada tng aAevdépovatng
(38-1.9%).

e Aev eival Eekabapo eav n dtadopad odeiletal :

— otn xopnynon tou ROMO og €va mTANBuopo peyaAUTEPNCS NALKLOG KOl aUENLEVOU

kapdlayyelakou KivOUvou o€ cUykpLlon HE Tov SUMAACLo TANBUOUO TNG LEAETNG
FRAME omou dev napatnpnOnke kamoila dtadpopa

— otnv Bewpntikn KapdlompooTateuTik Spacon TG aAevdpovatng

— N Hovo otn TN, yati ot aplBpoi Twv cupPaviwy elvat PKpol xwpic n HeAETN
va €XeL TN SUvOUN va aviXveUOEL TETOLO TEALKA CnUEL



MPOEIAONOIHZH

* FDA box warning ywa tnv pun xopnynon tou ROMO oe aoBeveic nou
emtaBav epdppaypa n AEE tov mponyoupevo xpovo.

 EMA pun xopnynon oe acBeveic pe Lotoplko spdpaypatoc n AEE
aveéaptnta amo To MOTE CUVEPN.



2YMNEPAZMATIKA

OAa ta pappaka Tou €xouv eyKpLOEL ya TV avileTwriion tng OoTeomMOpwonG Uopouv va petafaAlouvy
Betikd TNV OoTIKA TIUKVOTNTA, Vo BeATiwvouv TNV OOTIKN avToXA Kol LELWVOUV ToV KivOUVO KOTAYHOTOG aAAd

Movo ta avafolikd pappaka SnULoupyouV VEO 00TO Kal EMAvVAPEPOUV TOUAAXLOTOV HEPLKA TNV amtoSopnUevn
oKeAeTIKA doun.

EIAIKOTEPA

To romosozumab gival o TIPWTOC BEPATIEVTIKOC TTAPAYOVTAC TIOU TAUTOXPOVA
eTLPEPEL AUENON TNC OOTLKNC TTAPOYWYNC KAl LELWON TNC OOTIKAC armoppodnong

OL AV&NOELC TNC OOTLKNG TIUKVOTNTOC TTOU ETLTUYXAVOVTOL LE TO romosozumab oe 1
£TOC Bepareiac elval oL peyaAUTEPEC ATIO TIC QLUENOELC OAWV TWV AOUTWV
SlaBEopuwy BepameLlwy yLot TNV 0OTEOTIOPWON

To romosozumab gpdavilel peyaAltepn eAATTWON TOU KIvOUVOU KOTAYUOTOC O OAa

TOL OKEAETLKA ONUELOL CUYKPLTLKA LLE TNV OVTLOOTEOTIOPWTLKNA Beparmeio avadopag
(aAevdpovatn)



EuxapioTw TTOAU Via TNV UTTOPOV O




