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MepiTTTwon acBevoug

Q72 eTWV

NMpooépXEeTAl HE CUNTTTWHATOAOYIA :
ApBpalyiec avw Kal KATw AKpWwV aTTd 2urvou
2UOTNUATIKA CUNTITWHATA (KOTABOAR OUVANEWY)

ATOUIKO avauvNOTIKO
OoTteomrépwon (denosumab)
ApBpoTtrAacTik AP 10Yiou
Katappdktng AO
Aptnpiakn YTréptaon




MepiTTTwon acBevoug

©:37,20C
"R All:130/80mmHg

A . SatO2 98%

" KolAIG :paAakr, euTrieoTn, avwoduvn, AXOI K
@ AVATIVEUOTIKO : KP

AuokoAia £éyepong atré Tnv kadioT 0€on
Aduvapia aviypgwong avw akpwv

WBC 12620 (neut 91%)
Hb 14,3 mg/dl, Hct 40,8%
Plt 172.000

TKE 90mmbhr

CRP 21 mg/l (<5mg/l)
RF(-), antiCCP(-)




MepiTTTwon acBevoug

40%-60% Twv aocBevwyv pe GCA 6a trapouciacTouv kal ye PMR

» ATTOKAEIOUOG YIYAVTOKUTTAPIKAG apTNEITIOAC
XOPAKTNPIOTIKA CUPTITWHATA

(kepaAaAyia, XwAoTnTa Yvabou, d/xec Opaong, euaiodnaia TpIXWTOU)
KAIVIKG eupfjuata (wnAa@non KPoTagIkwy apT., GUOTNUATA)

Triplex KpoTa@IKwV apTnPIWY (-)

Pucelj NP et al. Clin Rheumatol. 2019
Tuckwell K et al. Semin Arthritis Rheum. 2017



MepiTTTwon acBevoug

Aiayvwon PeupaTikig NMoAupuaAyiag

TABLE 1. 2012 ACR/EULAR CLASSIFICATION CRITERIA

| Age at onset = 50 years (required)

Bilateral shoulder aching (required)

Abnormal CRP and/or ESR (required)

Morning stiffness duration > 45 min (2 points)
Hip pain or limited range of motion (1 point)
Absence of RF or ACPA (2 points)

Absence of other joint involvement (1 point)
Required for classification: score of 4 or more

TABLE 2. CHUANG ET AL. CRITERIA (1982)

‘Evapgn aywyng
tb prednisolone 20mg/d + CaD3

Affects older people,
mainly women.

Polymyalgia rheumatica

Symptoms

| Age at onset 2 50 years (required) 94/100 | 94% Pain and morning stiffess Clinical diagnosis, laboratory markers
ESR 2 40 mm/hr 96/100 | 96% of shoulders and pelvic girdle. of inflammation
Bilateral aching for 2 1 month involving two of
the following areas: Acute/subacute onset Novel imaging modalities - ultrasound,
- Neck 47/100 | 47% MRI, PET-CT are promising diagnostic tools
- Shoulders or proximal regions of the 89/100 | 89%
arms
- Hips or proximal aspects of the thighs 90/100 | 90%
::n::;::n of all other diagnosis of mimicking 100/100 | 100% Mockaisi Current treatment
All criteria are required for classification 94/100 | 9a% Synovial & periarticular inflammation, Glucocorticoid therapy;

muscular vasculopathy long term toxicity, many relapses

|
Driven by IL-6 signaling Potential future treatment

Immunosuppressive drugs,
including biologics

Association with giant cell arteritis

IL-6

Dasgupta B et al., Annals of the Rheumatic Diseases 2012
Lundberg l.et al., Journal of Internal Medicine, 2022



MepiTTTwon acBevoug

Aueon BeATiwon TWV CUPTITWHATWY

2U0Taon yia otadiako tapering Twv KOPTIKOOTEPOEIDWV

4. The panel strongly recommends individualizing dose tapering schedules, predicated to regular monitoring of patient disease activity, laboratory

markers and adverse events.The following principles of GC dose tapering are suggested:
A. Initial tapering: Taper dose to an oral dose of 10 mg/day prednisone equivalent within 48 weeks.
B. Relapse therapy: Increase oral prednisone to the pre-relapse dose and decrease it gradually (within 48 weeks) to the dose at which the relapse

occurred.
C. Tapering once remission is achieved (following initial and relapse therapies): Taper daily oral prednisone by 1 mg every 4 weeks (or by 1.25 mg
decrements using schedules such as 10/75 mg alternate days, etc.) until discontinuation given that remission is maintained.

Dejaco C et al. Arthritis Rheumatol 2015 Oct;67(10):2569-80



MepiTTTwon acBevoug

> 7 UNveg apyorepa

[Mpocépxetal oo El avagpépovtag utroTpoTTh) TwV CUUTITWHUATWY
QUOKANWIA WHIKAG KAl TTUEAIKNG {wvng
Evw AapBavel tb prezolon 5 mg/d

ATOUIKG avauvnoTiKO
OoTteommépwon (denosumab)
ApBpotTrAaoTikr) AP 10)iou
KaTtappdaktng AO
Aptnplakn YTTépraon




MNMopcia vooou : YITOTPOTTéEQ

s >40% TwV acBevwy Ba TrTapoucidocouv >1 UTTOTPOTTH

Study Proportion (95%CI}  Weight N
Mairk C. 2020 [ | 025 (0.19-032) 12.0% 174
Ayano M. 2020 F & ! 034 (0.17-050D) 10.7% 32
Lee JTH. 2013 - - | 038 (0.23-054) 10.9% 39
Macchioni P. 2009 . 039 (0.26 - 0.52) 11.3% 57
Weyand CM. 1069 I - 1 044 (0.25-0.64) 103% 27
Mackie SL. 2015 ‘ - : 0.57 (0.35-0.80 9.9% 21
Do JG. 2018 [ L | 068 (0.51-084) 10.9% 34
Owerall (IP=24% . p<0.001) R w— 0,43 (0.29 - 0.56) 100 %

[ I | | | [ I

] 0.25 0.50 0.75 1.0

AcBeveic TTou TTapauévouv o€ Beparreia
ME KOPTIKOOTEPOEIDN)

Mapdyovreg KIVOUVOU yia UTTOTPOTTN

100
HAIKia
80 @UAO(?)
60 51% TESR/CRP o1n diadyvwon
40
25%
; L
0
1 €t0¢ 2 €tn 5 étn

‘ETn geTG TN didyvwon

Floris A. et al, Clinical Rheumatology 2022



NMapoucia cuvvoonpoTATWV

2UVvoOonpPOTNTEG : XPron KOPTIKOOTEPOEIDWYV, NAIKIQ

H 1Tapoucia cuvvoonpotATwy dev eTTnNpeadlel Tn BvnoigoTnTa TV 000EVWV
TToU TTdoxouv amdé PMR

Cancer

Cancer (3,4284) e
Leukaemia, ymphoma (378} ——
Prostate cancer (402) .
Melanoma (142) ——
Colorectal cancer (409) ——
——

QoT1600, cTTnNPEedleTal N TOIOTNTA (WIS TWV ACBEVWV ey =

Vascular

e ’ 4 4 4 A Wascular (3,964 .
KOBIOTWVTAG avayKaio Tov £€yKalpo £AEYXO TOUG. . —
CVD (1,603) —
CCF (1,844) ——
HTN (3,268) —-—
CVA (2,078) e
Respiratory
Respiratory (1,656) —
Lung fibrasis (234) —_—
Asthma (772) ——
COPD (1,337) ——
Renal
Renal disease (5,167) -
Gastroenterological
Gastroenterclogical (743} —_—
Ulcerative colitis (184)
Crohn's disease (28)
Peptic ulcers (360) —
Maoderate liver disease (214) e
Musculoskeletal
Ostenarthritis (311} -
Endocrine
Endocrine (2640} —
T1DM (53)
TZDM (1,998) —_—
Hyperthyroidism (201) —_—
Hypathyroidism (977) —_—
Neurological
Neurclogical {1,877) -
MS (7}
Parkinson's disease (260) e
Dementia (1,687) —
Psychiatric
Psychiatric (1,440) ——
Depression (1,167) —
T T Bipolar disease (18}
Q 2 4 [+ 8 10 Anxiety (966) —
- = Schizophrenia (19) —_—
-rIITIﬂ fl]"l.'.?ﬂ'll'lg II'II:hI dﬂtﬂ E]'EP-EIF‘E!I Fragility fractures
Combined (1,492) bl

survival in first 10 years following diagnosis date in patients with hejor e i iom
. . . . . . Wrist fracture (574) ——
polymyalgia rheumatica (PMR) (solid line) and without PMR (broken line). pfacwatsts o
Combined [3,?5:) —_—
Cataracts (3,121) —

Glaucoma (398) ——

Infections
Combined (3,765) —

1.00

0.75

Survival
050

025

0.00

Skin infections (478)
URTI(3,472)
um (3,242}

Partington R et al Semin Arthritis Rheum 2020 Aug 4RI (1503
Partington R et al. Arthritis Care Res (Hoboken). 2021 Dec “ " Hazmrdratios




EULAR/ACR RECOMMENDATIONS FOR PMR MANAGEMENT

Patient fulfilling PMR case definition (primary or secondary care)
Assess comorbidities’, other relevant medications and other risk factors for steroid related side effects?
Assess possible risk factors for relapse/prolonged therapy®

Consider specialist referral (experience or risk of side-effects, relapse/prolonged therapy and/or atypical presentation)
Document minimal clinical and laboratory dataset

et o o o

Start oral prednisone equivalent
12 5-25mg/day® t

Increase steroid dose'®

|
—+

Re-assess
Consider MTX if at high risk for side effects/
relapse and/or prolonged therapy®
L
yes
Chinical improvement fi of EMR fia ks Diagnosis
2-4 Wk s SeneRn N in question
Syt
Gradual tapering of
-

; Taper prednisone
Remission® yes until discontinuation!®4142
fConsider i m_methylprednisolone

as an alternative to oral O’ 5]

prednisone®

Dejaco C et al. Arthritis Rheumatol 2015 Oct;67(10):2569-80



APKEI N auc¢non Twv KOPTIKOOTEPOEIDWV
YIO TV QVTIMETWTTION TNG UTTOTPOTING?

[Tw¢ Ba pTTopoucaue va Bpouue EVOANAKTIKEC

Oepartreieg?



NMaBoyéveia Tng PMR

2.€ YEVIKEG YPAMMEG €ival ayvwaoTn
ApPOBPOOKOTTIKES Blowieg avadelkvUouV UTTEPTTAACIO apBOpIKOU UPEVA Kal ayYEIAKOU TOIXWHATOG
AInBnon Kupiwg atrdé yakpo@aya kal T AeppokUTTapa

Stimulus (possible candidates: Toll-like receptor ligands)

M'u'sculoskeletal Vascular
system

Systemic inﬂémmétory
syndrome

F foer _ Activation
CRP | | ofvascular |
Semmamy!mdA  Anorexia . Penamcular |} DCsand
ﬂaptogbbm Altered sleep umﬂammatnon, endothelial

b Lt cells

Cornelia M Weyand , J6rg J Goronzy, Ann Intern Med. 2003
Lundberg | et al., Journal of Internal Medicine 2022



OepATTEUTIKEG ETTIAOYEG : 0 pOAOG TG MTX

2015 Recommendations for the Management of
Polymyalgia Rheumatica

» [lpooBnikn MTX €I0IKG o€ TTEPITITWOEIC JE
TTAPAYOVTEG KIVOUVOU YIa UTTOTPOTTH)
TTAPOUCIia oUVVOONPOTATWY
UTTOTPOTTI) VOOOU
epeavion GC related AE

Characteristic 0-76 Weeks
Methotrexate Placebo P
Group Group Value
Patients no longer taking prednisone at 24, 48, 28732 16/30 0.003
and 76 wk, n/n
Relapses, n 20 3 -
Recumrences, n 7 17 =
Patlents with =1 relapse or recurmrence, n/n 15/32 22/30 0.04
Duration of prednisone therapy, wi 3775 2174 51.73 2012
Medlan duration of prednisone therapy (1st-3rd 30(24-44) 56(36-72) 0.007
quartlies), whk
Total prednisone dose, g 262 03 322+13
Medlan prednisone dose (1st-3rd quartiles), g 2.10196-29) 297 (2.17-3.68) 0.032

PMR MODE trial:
MTX 25 mg/week versus placebo in recently diagnosed PMR

Mikpb¢ apiBudc acBevwv
NIYEC JEANETEC

Agev peiwbnkav onuavTika
ol AE a6 1a GCs

Caporali R., Ann Intern Med. 2004
Dejaco C et al. Arthritis Rheumatol 2015



‘Exouv 0¢on o1 anti-tnf oTn Bgpartreia Tng PMR?

H 1mpooBrkn anti-TNF dgv cupuBAAEl aTn YEIWON TWV UTTOTPOTTWV Infliximab
2UvoOeUETAl ATTO AVETTIOUUNTA CUPBApaTa etanercept
1,00
Table 3. Adverse Events
0,75 Adverse Event Infliximab Placebo
Group Group
K (n=23)n (n=28),n
E Diabetes mellitus 1 0
r 050 Cataract 0 1
£ Dyspepsia 0 1
g Hypertension 0 i
T Exacerbation of hypertension 0 3
et e e Bladder cancer 0 1
0.25— Infuslon reaction 4 0
Glant cell arteritis 1 0
— Placebo Systemic Infection 1 0
e |EX Pancreatitls or cholecystitls 1 o
0.00-
o 5 10 5 2 2 30 3% 4 45 50 55
Weeks

Salvarani C et al. Ann Intern Med. 2007
Kreiner and Galbo Arthritis Research & Therapy 2010



OepATTEUTIKEG ETTIAOYEG : 0 pOAOG TwV JAKINh

Efficacy and safety of tofacitinib in patients
with polymyalgia rheumatica: a phase 2 study

n=14 pts DRelapslng' . New diagnosed

TOfalomg/d+GCS]_5mg/d 1 2 3 4 5 6 7 8 9 10 11 12 13 14

* relapsing on prior Iguratimod, MTX+LEF, MTX
KataAnKTIKO onueio respactively

Aiatipnon LDA (PMR —-AS <7 + PRE<2.5 mg/day) Duo response [JJJJ] Response*

yia 4 €30 perd Tnv €86.20 3 4 5 6 7 8 9 10 11 12 13 14
B g B N N

*85.7%, 95%CI(57.2%-98.2%), p=0.014

PMR AS
Wk 48: 40% D/C oT1epoeldn

AveETTIOUUNTEG EVEPYEIEG
5 aoBeveig
\ Oyx1 CVD, VZV, kakonBeia

WKO WK2 WK4 WK8 WK12WK16WK20WK24WK48 e - -
+ BAriCitinib Healing Effect in earLy

PMR-AS pOlymyalgia Rheumatica (NCT04027101)
CRP (mg/dL) + (duration of morning stiffness in

mins x 0-1) + elevation of upper limbs (range 0-3) + ]
(VAS) for pain (range 0—10) + VAS physician’s global (range 0-10). Le Zhang et al. Ann Rheum Dis May 2023




OepATTEUTIKEG ETTIAOYEG : 0 pOAOG TOU RTX

BRIDGE-PMR study
38 pts new PMR
9 pts relapsing

Glucocorticoid-free and remission

RTX group(n=23) PCB group(n=24)
21wks 48% (n=11) 21% (n=5)
52 wks 52% (n=12) 21% (n=5)

73% Twv acBevwy Tou RTX group diathpnoav Tnv ugeon
o€ OAo 10 didoTnua flup

“Ypeon
58% newly PMR
25% relapsing PMR

Single iv infusion RTX 1000mg vs PCB

17-week glucocorticoid tapering scheme

—— Placebo
— Rituximab

T
11

BRIDGE-PMR

Bolhuis TE. et al., Lancet Rheumatol 2023

1 R A PR N
17 21 26 30 34 38 42 46

BRIDGE extension



H avaoTtoAn Tng IL-6 wg BepatreuTiKn €TIAOYR oThV PMR

Augnuéva etritreda IL-6
oToV 0pO TwV aocBevwyv pye PMR
0€ OUYKPION ME AAAEC KUTTAPOKIVEG

Macrophage  Th17
synovitis / Periarthritis
Vascular endothelial activation

>

]
gt

4 —
20—
3_
= = 1.5
£ E
g, g
- ==} 1_0_
£ o
1 05
0_
Control PMR pre  PMR post Control PMR pre  PMR post
2.5
2,5 —
p=0.001 2,0 —
T 20+ " p< 0,001 I =
) — -5, p <0027
2 Ta5 —
= 15_ &
= 0 F 10

0.5
Control PMR pre  PMR post
‘ -
p=0.018
—

— 3 _ p<0.001
E = r )
) Efao
=3

. i
2 8

Control PMR pre  PMR post Control PMR pre  PMR post

L Alvarez-Rodriguez et al ,Ann Rheum Dis 2010



controlled tria s
o
n=36 pts (new onset)
F/up 24 wks B
sc TCZ vs PCB vyia 16 €[30.
+
GCs 20mg/d ue tapering o Omg TNV €0.11
= Ymepoxn TCZ évavti PCB oTnv emmiteu¢n upeong
= Auvatotnra dIaKOTTH G KOPTIKOOTEPOEIOWY KAl g
TTapapovn o€ UPeon Aveu aywyng.
g
g
=

Bonelli M, et al. Ann Rheum Dis 2022

remission rate (%)

Probability of relapse (%)

Tocilizumab

prednisone dose (mg)

100% - Log Rank p = 0.007

75% -

50% -

25% -

0% -

9 18 7 9% 1M %
Placebo |17 16 12 6 3 2

T

0

] 1 I 1
4 8 12 16 20 2
Weeks

- N ©

—

K

1500 —

1000 ~

500

1 1 | 1 T I 1

0 4 8 12 16 20 24
Weeks

—(O— Placebo —@— Tocilizumak



H avaoTtoAn tng IL-6 wg BepatreuTIiK £TTIAOYRA 0TNV avBekTiIKR PMR

SAPHYR trial

A Phase 3,Multicenter, Randomized,
Double Blind,Placebo Controlled Trial

Sarilumab 200mg gq2w+14 Week Taper GCs
VS
Placebo+52 Week Taper GCs

n=118 pts relapsing PMR

Sustained remission at wk 52

Disease remission by wk 12 + absence of disease flare,
normalization of CRP, and adherence to GC taper from
wks 121052

Placebo adjusted difference (95% Cl):

28.3% 18.0 (4.15, 31.82); P=0.0193

Placebo adjusted difference (95% Cl):

Sustained remission at wk 52 without CRP
Sustained remission at wk 52 exciuding the
acute phase reactant CRP

31.7% 17.9 (3.13,32.61); P=0.0280

Achievement of disease remission by wk 12
Resolution of PMR signs and symptoms +
CRP normalization [<10 mg/L))

Absence of disease flare from wk 12 to 52

Flare: recurrence of signs and symptoms attributable to active
PMR + increase in GC dose due to PMR, OR elevation of ESR
attributable to active PMR + increase in GC dose due to PMR

Sustained reduction of CRP from wk 12 to 52

CRP values measured at wks 16, 20 and 24. If there are

22 consecutive visits with CRP 210 mg/L, then it is categorized as
no normalization of CRP

Successful adherence to prednisone taper from wk 12

No rescue therapy from wks 12 to 24 and may include the use of
any excess prednisone (beyond the per protocol GC tapering
regimen) with a3 cumulative dose of <100 mg (or equivalent)

0% 20% 40% 60% 80%
Patients, %
B Placebo + 52 wk GC Taper (n=58) = SAR Q2W + 14 wk GC Taper (n=60)

Dasgupta B et al., annrheumdis-2023-eular.
Dasgupta B, et al. Ann Rheum Dis. 2022,81:210-211



Dasgupta B et al., annrheumdis-2023-eular.
Dasgupta B, et al. Ann Rheum Dis. 2022;81:210-211



MepitTrTwon aoBevoug

o TNV avTIJETWITION TNG UTTOTPOTTAG

» Al0¢non 66ong pedvifoAdvng og 10mg/d
> MpooBbnkn peBorpegdarng 15mg/wk + filicine 5mg/wk



2UUTTEPACHATO

=  H peupaTik) TTOAUMUOAYia gival éva voonua TTou eg@avifetal ouvhBwg

o€ aoBeveic heyAANG NAIKIAg, ME KAIVIKE EIKOVA TTPOCQPATNG EVapEng

OUOKAPWiag wWHIKAG Kal TTUENIKAG {wvng, TTPWIVA QUOKANWIQ Kal EVIOTE CUOTAMATIKA
OUNTITWHATA.

= O akpoywviaiog AiBog oTn BepATTEUTIKA QVTIMETWITION €ival T KOPTIKOOTEPOEIDN.
QoT1600, ol acBeveic ouxva UTTOTPOTTIAJOUV UE ATTOTEAECHA TN HAKPOXPOVN XPHOoN
KOPTIKOOTEPOEIDWY KAl KAT ETTEKTACT TNV AUENMEVN ETTITITWON TWV OXETICOPMEVWV
QVETTIOUUNTWYV EVEPYEIWV.

» H avaykn yia evoAAaKTIKA Bepatreia e oTOXo ToV KAAUTEPO EAEYXO TNG VOOOU Kal TNV dIaTPNOoN
TNG UYEONG €ival HEYAAN ,00NywWVTAG O€ TTANBWC EPYACIWY TTOU JE TN XPAoN d1apopwV
Tapayoviwy (1rx. JAKihn, antiCD20, antilL6) otoxeuouv oTn Bepatreia Twv aocbevwyv pe PMR.

= 27NV TTapouca ¢aorn, To mab sarilumab (anti IL6) €xel Aapel Eykpion atrd Tov FDA w¢
BepatreuTikn €TIAOYr) 0T PMR.



