NEa evoeicn Tou Tocilizumab:

[Tapouciaon mreploTaTikwy ye GCA

EuayyeAia ZautréAn, MD, PhD

PeupaTtoAdyog

A.Y., I MavemoTtnuiakn MNadoAoyikry KAviky EKTTA
[N.©.A «H ZwTtnpia»

fppt.com



2. UYKPOUON OUMPEPOVTWV

Honorarium opiAnTA, Roche
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FlVGVTOKUTTalen apTnEITIOq

2UOTNMATIKI VOOOG - PAEYHOVWONG AyYEITIOO HECOU KAl JEYAAOU

ueyEBoOUC ayyeiwv

H 1m0 ouyvr ayyelitida o€ atoua >50 €Twyv, ouyxvoTepa peTacu 70-
79 eTwyv, 9:4 =2.5:1

[eveTikn ouoxETion: HLA-DRB1*04, PTPN22

Etmitrrwon: B. EupwTtrn (~20/100,000 aropa> 50 €Twv) > N.
EupwTn (~10/100,000)

Autoimmun Rev 2012;11:544-54
Intern Med J 2014:;44:32-9
N Engl J Med 2014;371: 50-7

fppt.com




FlVO(VTOKUTTO(len apTnEITIOq

MeyAAn eTepoyEveEIa KAIVIKWY EKONAWOEWV-KAIVIKEG JOPPEG:
KpaVIaKr)/eCwKpaviakn/ouoTnUaTIK cuuTITwhaTtoAoyia/PMR-cuxva

o€ ouvOuaouo

2.UXVI QITia EUTTUPETOU ) QAEYHOVIC AyVWOTOU aITIOAoYiag
(FUO/IUO)

Biowia KpoTa@IKNG apTnpeiag: dIayvwaoTIKN £€ETAON EKAOYAG AAAG
LE TTEPIOPIOUOUC (TEXVIKN/UEYEBOG, unN ouveXOUEVEG BAGPBEC, OTADIO
vooou) — Néa dedopéva: US, PET/CT MRA

[Tlo coBapn emTTAoKA: atTwAeia 6paong (15-20%)

Ann Rheum Dis 2009;68:318-323
Rheumatology 2010;49:1594-7,
Rheumatology 2015;54:379-380;
Autoimmun Rev. 2017;16:1125-1130

fppt.com



[ IYaVTOKUTTAPIKN apTNEITION
Ocparreia

Bdaon tn¢ Bepartreiac:

UWPNAEG DOOEIC KOPTIKOEIDWYV, OUXVA YIa JOKPU XPOVIKO didoTnua

3. We recommend early initiation of high-dose glucocorticoid therapy
for induction of remission in large vessel vasculitis (level of evidence
3, strength of recommendation C)

Early intensive therapy with high-dose glucocorticoid induces
remission in patients with large vessel vasculitis.' * % Visual
loss in one eye is prevalent in 18% of patients at diagnosis.” It is
usually irreversible and pulsed intravenous methylprednisolone
may be of benefit to some patients who present early following
the onset of visual symptoms.* *** The initial dose of
prednisolone is |1 mg/kg/day (maximum 60 mg/day) and the
initial high-dose should be maintained for a month and tapered
gradually.'? 2! 52 ¢ ° The taper should not be in the form of
alternate day therapy, as this is more likely to lead to a relapse
of vasculitis.” At 3 months, the glucocorticoid dose in clinical
trials has been between 10—15 mg/day.”® ** ¢! © The duration of
glucocorticoid therapy for patients with giant cell arteritis is
variable and can extend to several years, but some patients may
not be able to tolerate complete discontinuation of glucocorti-
coid therapy due to recurrent disease or secondary adrenal
insufficiency.” All patients should have bone protection therapy
in the absence of contraindications in accordance with local
guidelines.®®

Ann Rheum Dis 2009;68:318-323
Arthritis Rheumatol 2016;68:1477-82
J Rheumatol 2015;42:119-25




[ IYaVTOKUTTAPIKN apTNEITION
Ocparreia

—Steroid Dose (mg/day)
—Cumulative Dose (g)

)]
o

o)
o

» AobBeveic og aywyn pe >10 mg
TpedvifoAovne/nuépa i >700 mg
aBpoloTIKNG TTPEDVICOAOVNG: T AOIUWCEEIG

N
(@)

W
o

» Adon TpedviCoAovnNc>10 mg/nuépa oT1o TEAOG
TOoU 19V €TOUCG BeparTreiac: T BvnoiyoTnTa
OXETICOPEVN ME ANoipwEeIC o€ aoBeveic ue KA

N
o

_—
(®))
S

S
)
»n
]

©

9
]
| .
)

et
w
>

Cumulative steroid dose (g)

6I

Months

0 8 |9 |10
Steroid Dose (mg/day) 13111 9
Cumulative Dose (g) , , , , \ \ 7,07, |8,

Curr Opin Rheumatol. 2017;29:17-23

fppt.com



[ IYQVTOKUTTOPIKN apTNEITIOA
Ocparreia

ETITTAOKEG OXETICOUEVEG UE TN XPOVIA XPHON KOPTIKOEIdDWV

MeTaBoAIkEG/ZA

ATTWAEIA HUIKAG

Hadag OCTEOTTOPWON

KapOlayyEIaKkES |

EmitrAéov... aocOeveig TpiTNG NAIKiOg Arthritis Rheumatol 2016;68:1477-82
J Rheumatol 2015;42:119-25
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[ IYaVTOKUTTAPIKN apTNEITIOA
AAAEC BEPATTEUTIKEC ETTIAOVEC

DaPHAKEUTIKN

oucia Etog n Meplopiopoi

Aayovn? » Kupiw¢ pyepovwuéva
AlaBioTTpivn? TTEPIOTATIKA
KukAooTropivn?t  AvTIKpououeva dedopéva

AvOeAOVOTIaKEL QATTOTEAECUATIKOTNTAG

e 2UXVA TTOPEVEPYEIEC TOLIKOTNTAC

» AoBeveic pe aAAou gidoucg
ayyelTida otov TTANBUoPO Twv
A0BEVWV TWV PEAETWYV

MeBoTpegdTn? n=84 « Mikpn ] AQVETTAPKNAC
Anti-TNFEs3 n=131  QTTOTEAECUATIKOTNTA

KukAopwaopauion?

1. Clin Rheumatol. 1994:13:289-92
2. Arthritis Rheum. 2007;56:2789-97
3. Mediators Inflamm. 2014:2014:493-593




FlVO(VTOKUTTO(ler] apmpmﬁa

21N MEYOAUTEPN TUXAIOTTNMEVN MEAETN: MTX avaTToTEAECHATIKI

AFRTHEITE & RESLINMATTSER
Wal 45 Ha %, Moy X0 g 1309-1008
[0 L I 10T

k& 302 Amariar ek 2l Rbsamsokgy

SN
S

A Multicenter, Randomized, Double-Blind, Placebo-Controlled
Trial of Adjuvant Methotrexate Treatment for
Giant Cell Arteritis

Gary 5. Hoffman,” Maria C. Cid* David B. Hellmann,* Loic Guillevin,® John H. Swne,”
John Schowshoe® Pascal Cohen* Leonard H. Calabrese,! Howard Dickler® Pewer A Merkel”
Faul Forin,® John A. Flynn" Geri A. Locker,” Kirk A. Eadey." Eric Schoed,”
Gene G. Hunder,” Michael C. Sneller.” Carol Tupple.! Howard Swanson,™
1. Herndindez-Rodrigucr? Alfons Loper-Smo,® Debora Bork! Diane B. Hoffman. !
Kenneth Kalunian," David Klashman," William 5. Wilke," Raymond J. Scheew.'
Brian F. Mandell," Barri 1. Fessler.! Gregory Kosmorsky,! Richard Prayson,” b S ' S . . S s '
Raashid A. Logmani,™ George Muki,'* Euan McRorie,"™ Yvonne Sherrer,”™ Shawn Baca ™ 4 5 6 7 8 9 10 11 12
Bridgit Walsh,"™ Dianc Ferland,” Martin Soubrier,® Hyon K. Choi,” Wl Giross, '
. Allen ML Segal,* Charles Lodivieo, '™ an?l Xavier Puechal # e Months on StUdy
fior the Imemadonal Nerwork for the Swdy of Sysiemic Vasculindes (INSSYS) === Dlacebo= MTX

Cumulative treatment failure

Table 2. Cumulative incidence of first relapses and treatment failures (Kaplan-Meier analyses)*

o CS + placebo (n = 47) CS8 + MTX (n = 51)
Time in study, Log-rank

Outcome months ; 0 05% CI Ny Ny % 05% C1 P

First relapset 6 661  S02-820 13 29 689  548-829 0a1
12 3 913 80.6-100.0 8 31 748 612884 -
Treatment failuref f 19.2-51.6 29 10 244 11.2-37.6
12 773]  61.9-928 5 2 41.6-T3.4 0-26

Hoffman GS et al. Arthritis Rheum. 2002;46:1309-18
fppt.com




FlVO(VTOKUTTO(ler] apmpmﬁa

2Tn MEYOAUTEPN TUXAIOTTNMEVN MEAETN: MTX avaTToTEAECHATIKI

AFRTHEITE & RESLINMATTSER
Wal 45 Ha %, Moy X0 g 1309-1008
|unu|mlm

k& 302 Amariar ek 2l Rbsamsokgy

A Multicenter, Randomized, Double-Blind, Placebo-Controlled
Trial of Adjuvant Methotrexate Treatment for
Giant Cell Arteritis

Gary 5. Hoffman,” Maria C. Cid* David B. Hellmann,* Loic Guillevin,® John H. Swne,”
John Schowshoe® Pascal Cohen* Leonard H. Calabrese,! Howard Dickler® Pewer A Merkel”
Faul Forin,® John A. Flynn" Geri A. Locker,” Kirk A. Eadey." Eric Schoed,”

Gene G. Hunder,” Michael C. Sneller.” Carol Tupple.! Howard Swanson,™
1. Herndindez-Rodrigucr? Alfons Loper-Smo,® Debora Bork! Diane B. Hoffman. !
Kenneth Kalunian," David Klashman," William 5. Wilke," Raymond J. Scheew.'
Brian F. Mandell," Barri 1. Fessler.! Gregory Kosmorsky,! Richard Prayson,”
Raashid A. Logmani,™ George Muki,'* Euan McRorie,"™ Yvonne Sherrer,”™ Shawn Baca ™
Bridgit Walsh,"™ Diane Ferland,” Martin Soubrier,® Hyon K. Choi,” Wolfgang Gross, '
Allen M. Segal,* Charles Lodivico,"™ and Xavier Puechal
for the Imemadonal Nerwork for the Swdy of Sysiemic Vascolindes (INSSYS)

In conclusion, this large, randomized, double-
blinded, placebo-controlled trial did not demonstrate
statistically significant effects of MTX in reducing either
the relapse rate of strictly defined GCA remissions,
cumulative doses of CS, or serious CS- and disease-
related morbidity.

Hoffman GS et al. Arthritis Rheum. 2002;46:1309-18




[ lyavTOKUTTOPIKN apTNEITION

AAAEC BepQTTEUTIKES ETTIAOYEG,




[ KA: TTEPIOTATIKO 1

Nuvaika 73 eTwyv
ATOMIKO avapvnoTIKO: AY uttd aywyn atrd 20eTiag
Oikoyevelako 10TopIkO: TTatépac OEM-avakott 60 eTwv

Artia e10600u:
ATTwAEgIa Bapoucg (6kg o€ 3 PVEG)
Aduvapia/koéTTwaon/kakouyia
Eutrupeto ewg 38.6°C amd 20 nuepwv
[ToAuapBpiTida (MIKPEC Kal HEYAAEG apBpwaoelg) atrd 20 nuepwv
KolAlakd aAyog (petayeupaTikd) atro 10 nuepwv

EpyaoTnplakd eupiuaTa:

* Avaipia xpoviag vooou (Hct 29.2%), 6popBokuttapwaon (506000/uL)
o 1 OcikteC PAeyuovnc: TKE 90mm/h, CRP 150mg/L (<5mg/L)

 RF, Anti-CCP, ANA, cANCA/pANCA: apvnTiKa

fppt.com



[ KA: TTEPIOTATIKO 1

ATTOKAEIONOG Aoipwing & KakonOeiag
(aipo/oupokalAiEpyelg, diabBwpakikd  US
kapdiag, CT Bwpakoc/KolAiag)

Bioyia kpota@ikig (AE): didoTtraon tou
£0W eAAOTIKOU TTETAAOU KOl DIAXUTEC TTUKVEC
PAeypovwoelc dinBRoeIc aTro
TTOAUPOP@OTTUPNVA, AEJPOKUTTAPA,
I0TIOKUTTAPA Kal TTOAUTTUPNVO
YIYOVTOKUTTOPO

CTA KoIAIOK\G aopTAS (aAnpeiou
TPiTTOdA): TTAXUVON TOU TOIXWMATOG
TNG KOIAIOKNC A0PTAG Kal TG AV
MEOEVTEPIOU apTnpiac (PAeyhovn-
ayyelTIda KAAdWV aopTnG)

fppt.com



[ KA: TTEPIOTATIKO 1

Ay: TITANTOKYTTAPIKH APTHPITIAA

MpedvifoAdvn 1mg/kg/nuéEpa = aueon KAIVIKI KAl EpyacTnpIOKn
BeATiwon

Apyn otadiakn peiwon TpedvioAOvNG =2 PETA 2 £TN:

2.£ 000¢IC TTPEOVIOAOVNC < 15mg/nuEpa: UTTOTPOTTEC apBPITIdAC,
EMUTTUPETOU, KOIAIOKOU AAYOUC, 1T OEIKTWV PAEYUOVAGC

[MpooOrikn MTX 20mg/edoudda—> xwpic onuavTikh BeATiwan




[ KA: TTEPIOTATIKO 2

Nuvaika 80 eTwyv

ATOHIKO avapvnoTIKG: 2A-Il uttd avTidiaBnTika diokia atrd 18¢Tiac,
METEUMNVOTTAUCIAKI OOTEOTTOPWOT AVEU AYWYNG, TTPWNV KATIVIOTPIA

Artia e10600u:
KepalaAyia & euaiobnaia Tou TpIXWTOU KEPAANC ATTO INVOC
AlaAgiTrouca XwAOTNTA KATW YvABou atrd unvog

[Mapodiko e1TeI00dI0 £TEPOTTAEUPNG (AO) atTwAglag 6paong dIAPKEIG
Aiywv AeTrTwv (apaupwon fugax) rpo 24 wpou

BuBookotrnon:
o |loyaipikr oTrTikr veupotraBeia AO (0idnua oTrTIkou VEUPOU,
TEPIONAQieC aipoppayieg)

EpyaoTnplokd eupfHaTa:
« 1 Ocikteg PAeypovnc: TKE 82mm/h, CRP 30mg/L (<5mg/L)

fppt.com



[ KA: TTEPIOTATIKO 2

Ay: TITANTOKYTTAPIKH APTHPITIAA

Apeon €vapen 3 IV woeswv peBuAtrpedvifoAdvng 19 via 3
OUVEXOUEVEG NUEPEC =2 Img/kg/nuEpa peBUATTPEDVICOAOVN p.O

« Ymrepnyxoypaenua (Doppler) KpoTa@IKwy apTnpIwy:.
(a) XapaKTNPIOTIKI) OKOTEIVI TTEPIAYYEIOKN UTTONXNTIKN
«AAW» Kal (B) TTEPIOXEC THNMATIKNG OTEVWONG

LEFT TEMP ART

fppt.com



[ KA: TTEPIOTATIKO 2

‘Eva yAva peTa: neBUATTPEDdVICOAOVN 48Mg/nuépa

l

AtroppuBuion ZA-II
avaykn IvVOOUAIVOBEpaTTEiag

3 /
OOTEOTTOPWTIKA KATAYUATO
OTTOVOUAWV

v

| AtroppuBuion AY v

KatabAiyn

fppt.com
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[ IYaVTOKUTTAPIKN apTNEITIOA
[laBopuaoioAoyia

ESwkpaviakoi KAGdoI KapwTidwV (KPOTAPIKK, IVIOKK), AUXEVIKN,
oPOaApIKN) Kal dAAol KAAdoI aopThG

®ucioloyiKi v Alatapaxr] aAAnAeTTidpaong
apmpia L, ayYEIaKoU TOIXWUOTOG-

0vOOOAOYIKOU CUOTHUATOG
v Quoiki & 1ikTNTN Avoaoia

v ToTmikA ayyeiakn AEypov >
OTEVWAN QUAOU-> I0XAIUIKA
PaIvOUEVA

v' DAeYUOVWOEIC KUTOKIVEC
OUCTAMATIKA CUPTITWUATA

Autoimmunity Reviews 2017;16:833—-44

fppt.com



FlVO(VTOKUTTO(ler] apTnEITIOq

[laBo

QuoioloyiKA apTnpia:
awpa DCs Tou €w-péoou
XITWVA = avOOOAOYIKOI
(PPOUPOI TOU ayYEIOKOU
TOIXWMATOG

Adventitia

! Systemic
hanlfestatlons

NKA:

AyvwoTo Ag—> atTwAgla avoooAOYIKAS avoxXng
—>¢evepyotroinon DCs 2 mrpooéAkuon CD4+ T
AEPPOKUTTAPWY OTOV HECO XITWVA

Autoimmunity Reviews 2017;16:833-44




FlVO(VTOKUTTO(ler] apTnEITIOq

[laBo

QuoioloyiKA apTnpia:
awpa DCs Tou €w-péoou
XITWVA = avOOOAOYIKOI
(PPOUPOI TOU ayYEIOKOU
TOIXWMATOG

Adventitia

! Systemic
hanlfestatlons

NKA:
CD4+ T Aep@okUTTAPA PECOU XITWVA, avaAoya ue
TIC KUTOKIVEG TTAPOUCEC OTO MIKPOTTEPIBAAAOV:

* AZoVaG EVEPYOTTOINUEVOG
O€ TTPWIKUN KAl UN
Bepatreupévn vooo

* [TANBwpa KUTOKIVWV

* 2UOTNMATIKEG
PAEYHOVWOEIC EKONAWOEIG

* AUCNoN TWV OEIKTWYV
QAEYUOVNAG, avalyia Kal
BpoupBokuTTdpwon

» KataoTéAAETAI AUECO ATTO
KOPTIKOEION

Autoimmunity Reviews 2017;16:833—-44




FlVO(VTOKUTTO(ler] apTnEITIOq

[laBo

QuoioloyiKA apTnpia:
awpa DCs Tou €w-péoou
XITWVA = avOOOAOYIKOI
(PPOUPOI TOU ayYEIOKOU
TOIXWMATOG

Adventitia

! Systemic
hanlfestatlons

NKA:
CD4+ T Aep@okUTTAPA PECOU XITWVA, avaAoya ue
TIC KUTOKIVEG TTAPOUCEC OTO MIKPOTTEPIBAAAOV:

* IFN-y: evepyoTtroinon
Mp/evdoBnAlakwyY Kal Asiwv
MUIKWV KUTTAPWYV

* dNUIOUPYia KOKKIWHATWYV

» d1GoTTACON/UTTEPTTAACIA £0W
XITwva

* Xpévia @AeyuovA—2>attoppagn
ayYEIOU Kal IOXAIMIKEG
ETTITTAOKEC

* MTTOpEi va eupével TTapd Tnv
aywyn ME KOPTIKOEION

Autoimmunity Reviews 2017;16:833—-44




[ IYaVTOKUTTAPIKN apTNEITIOA
[laBopualoAoyia - 0 pOAoC TnC IL-6

« 1 1L-6 o€ 10TOUC aTTd BlowieC KpOTAPIKWY apTnplwv aoBevwy pe KA
1 IL-6 oTov 0p6 acBevwy pe KA

ETritreda IL-6 opou acBevwy pe 'KA cuoxeTilovral YPAPMIKA UE TOUG OEIKTEC
PAEYMOVNAG KAl TV EVEPYOTNTA TNG VOOOU

1 IL-6 = avicopportria petagu Thl7/Treg pe aucnon Twv Th1l7 o€ 1I0TOUG KAl
0p06 aobevwyv pe KA kal peiwon Twyv Treg

KopTiko€idr): peiwvouv ta Th1l7 aAAd dev atrokaBioTouv 1a Treg

Peupartocidr¢ apbpitida: atrevepyoTtroinon Tou povoTtraTiou Tn¢ IL-6->
d10pBwon TNG avicoppoTriac Th1l7/Treg ye peiwon Twv Th1l7 Kar augnon Twv
Treg

Arthritis Rheum 2012;64:3788-98
Arthritis Rheum 2012;64:2499-503
Ann Rheum Dis 2017;76:898-905

fppt.com



[ IYaVTOKUTTAPIKN apTNEITIOA
; Tocllizumab

V4

AAAEC BspQTTEUTIKEC ETTIAO

Mepovwuéva TTEPIOTATIKA KAl MIKPEC O€IpEC aoBevwy pe TKA :
Tocilizumab (IL-6Ra avaoToA£ag) @aiveTal va | TNG ATTAITOUUEVEG DOOEIC

KOPTIKOEIOWYV Kal va dlaTnpEi Tnv Upeon o€ aocBeveic pe NKA

. Seitz M, et al. Rapid induction of remission in large vessel vasculitis by IL-6 blockade: a case series. Swiss Med Wkly 2011; 141
w13156;
Unizony S, et al. Tocilizumab for the treatment of large-vessel vasculitis (giant cell arteritis, Takayasu arteritis) and polymyalgia
rheumatica. Arthritis Care Res (Hoboken) 2012; 64: 1720-9.
Oliveira F, et al. Tocilizumab, an effective treatment for relapsing giant cell arteritis. Clin Exp Rheumatol 2014; 32: Suppl 82: S76-
S78.
Loricera J, et al. Tocilizumab in giant cell arteritis: multicenter open-label study of 22 patients. Semin Arthritis Rheum 2015; 44:
717-23.
Evans J, et al. Long-term efficacy and safety of tocilizumab in giant cell arteritis and large vessel vasculitis. RMD Open 2016;
2(1):e000137.

. Vinicki JP, et al. Sustained remission after long-term biological therapy in patientswith large vessel vasculitis: an analysis of ten
cases. Reumatol Clin 2017 ;13:210-213
Regent A et al. Tocilizumab in giant cell arteritis: a multicenter retrospective study of 34 patients. J Rheumatol 2016; 43: 1547-52.
Koster MJ, et al. Recent advances in the clinical management of giant cell arteritis and Takayasu arteritis. Curr Opin Rheumatol
2016; 28: 211-7.

fppt.com
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AAAEC BspQTTEUTIKEC ETTIAO

The NEW ENGLAND
JOURNAL o MEDICINE

ESTAELISHED IN 1812 JULY 27, 2017 VOL. 377 NO. 4

Trial of Tocilizumab in Giant-Cell Arteritis

J.H. Stone, K. Tuckwell, S. Dimonaco, M. Klearman, M. Aringer, D. Blockmans, E. Brouwer, M.C. Cid, B. Dasgupta,
J. Rech, C. Salvarani, G. Schett, H. Schulze-Koops, R. Spiera, S.H. Unizony, and N. Collinson

fppt.com



[ IYAVTOKUTTOPIKN apTNEITION
Gilant-Cell Arteritis Actemra (GIACTA) trial

Kevtpik utroBeon: TCZ PEIWVEI TIC ATTAITOUUEVES
000e€IC KOPTIKOEIdWV (steroid-sparing effect) yia

dlaTAPNOoN TNG UPECNC

e 251 aobeveic > 50 etwv pe N'KA (ACR 1990) uéoa o€ 22 Prveg

* 75% yuvaikeg, 1:1 véa diayvwon:utrotpotrialovoca NKA

E I ig i b i I i ty C rite ri a : https://www.rocherheumatology.com/1/212/GIACTAOral_Stone
Modified 1990 ACR Classification Criteria

» Age at onset >50 years
* ESR >50 mm/h (or CRP 22.45 mg/dL)

e Unequivocal cranial symptoms of GCA and/or

¢ Unequivocal symptoms of PMR

* Temporal artery biopsy and/or

¢ Imaging evidence of large-vessel vasculitis

ACR, American College of ESR, erythrocyte i rate; GCA, giant cell arteritis; PMR, polymyalgia rheumatica.

N Engl J Med. 2017;377:317-328

fppt.com



[ IYAVTOKUTTOPIKN apTNEITION
Gilant-Cell Arteritis Actemra (GIACTA) trial

Baseline Characteristics

Feature

All
patients
N = 251

Newly diagnosed Relapsing

GCA
in =119

GCA
in = 132

Time since diagnosis, months,
mean (SD)
History of ESR = 50 mm/h, n (%)

Cranial CCA symptoms at diagnosis, n (%)

New-onset headache

Saalp enderness

TA tenderness

TA decreased pulsation
Ischemia-related vision loss
Mouth pain/jaw claudication

PMR symptoms alone
Cranial GCA and PMR symptoms

Negative TAB, n (% of N)

Imaging performed, n (%)

169 (67.3)

a0 (35.9)
72 (28.7)
29 (11.6)
25 (10.0
85 (33.9)

51 (20.3)

104 (41.4)

TAB Erfﬂrmed‘ n (% 172 (68.5) 80 (67.2 92 (69.7
Positive TAB, n (% of N) 156 (62.2) 74 (62.2) 82 (62.1)

16 (6.4%)

138 (55.0)

Positive imaging
MRA
CTA
PET/CT

110 (474)

8(3.2)
13 (5.2)
97 (38.7)

91 (168) 0.5 (0.5)

241 (96.0) 114 (95.8)

85 (714)
43 (36.1)
28 (23.5)
12 (101)
7 (5.9
39 (32.8)

27 (22.7)
51 (42.9)

6(5.0)

68 (571)
B0 (50.4)
4 (3.4)
6 (5.0)
55 (46.2)

16.9 (20.3)
127 (96.2)

84 (63.6)
47 (35.6)
44 (33.3)
17 (129)
18 (13.6
46 (34.9)

24 (18.2)
53 (40.2)

10 (7.6)

70 (53.0)
50 (44.7)
4(3.0)
7(5.3)
42 (318)

All Newly diagnosed Relapsing
patients  GCA GCA

Feature N=251 n=119 n =132

+wve TAB and +ve imaging
+wve TAB but imaging -ve

+wve TAB but imaging not done
+ve imaging but TAB —ve

+ve imaging but TAB not done

25 (10.0)
19 (7.6)
112 (44.6)
16 (6.4)
78 (311)

15 (12.6)
8 (6.7)
51 (42.9)
6 (5.00
39 (32.8)

10 (7.6)
1 (83)
61 (46.2)
10 (7.6)
39 (29.5)

Aiayvwon €ite pe Bloyia KPOTAPIKAG 1N ME
ATTEIKOVIOTIKEG HEBOOOUG (MRA, MRI, CTA, PET/CT):
TTapoOpola o€ OAEG TIG OHADEG

N Engl J Med. 2017;377:317-328
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[ IYAVTOKUTTOPIKN apTNEITION
Gilant-Cell Arteritis Actemra (GIACTA) trial

TAB performed

172 (68.5)

38 (76.0)

33 (64.7)

64 (64.0)

37 (74.0)

Positive

156 (62.2)

36 (94.7)

29 (87.9)

57 (89.1)

34 (91.9)

Negative

16 (6.4)

2 (5.3)

4 (12.1)

7 (10.9)

3(8.1)

Imaging performed*

139 (55.4)

27 (54.0)

27 (52.9)

58 (58.0)

27 (54.0)

Positive for LVV

115 (45.8)

19 (38.0)

23 (45.1)

50 (50.0)

23 (46.0)

*Imaging methods included CTA, MRA, MRI, and PET-CT.

N Engl J Med. 2017;377:317-328
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[ IYAVTOKUTTOPIKN apTNEITION
Gilant-Cell Arteritis Actemra (GIACTA) trial

4 opadeg aoevwv

‘.".’oﬁk 52 Week 156
SC placebo + 26-week pred taper (PBO + 26; n = 50)

SC placebo + 52-week pred taper (PBO + 52; n = 50)

Open-label
TCZ if flare

Primary end point

PBO, placebo; pred, prednisone; Q2W, once every 2 weeks; QW, once a week; SC, subcutaneous.

6

N Engl J Med. 2017;377:317-328
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[ IYAVTOKUTTOPIKN apTNEITION
Gilant-Cell Arteritis Actemra (GIACTA) trial

AlatApnon TnG UPEONS OTO £TOG

Sustained remission: absence of flare following induction of remission within 12 weeks of BL and maintained up to week 52

mprBo +26 M PBO+52 I Tczaw M TCZ Q2W

p <0.0001 - AiatApnon Tng
vpeong oe 4TrAdoio
apiOud aodevwv

[==]
o

p < 0.0001

56

Patients in Sustained Remission, %

49

p = 0.0002
J
p < 0.0001

Primary end point: TCZ + 26-week prednisone versus 26-week prednisone only: sustained remission from week 12 to

week 52 AND adherence to the protocol-defined prednisone taper

Key secondary end point: TCZ + 26-week prednisone versus 52-week prednisone: sustained remission from week 12 to

week 52 AND adherence to the protocol-defined prednisone taper N Engl J Med. 2017;377:317-328




[ IYAVTOKUTTOPIKN apTNEITION
Gilant-Cell Arteritis Actemra (GIACTA) trial

Meiwon TnG atraITOUPNEVNG 0BPOICTIKG BOONS TWV KOPTIKOEIOWYV
yia d1atApnon Tng UPeonNsg OTO £TOG
TCZ Had a Significant Steroid-Sparing Effect

—— 26 wk pred (n=50)

—»— 52 wk pred (n=51) ]

—A— 26 wk pred + TCZ QW (n=100) lqﬂpowﬂxng

—v¥— 26 wk pred + TCZ Q2W (n=49) déong
KOPTIKOEIDWYV
KaTa 44%

Actual Cumulative Dose to PBO + 26 PBO + 52 TCZ QW
Week 52, mg n =50 n=51 n =100

Median 3296 3818 1862

Cumulative Glucocorticoid Dose, mg

12 16 20 24 28 32 36
Time, weeks

N Engl J Med. 2017;377:317-328
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[ IYAVTOKUTTOPIKN apTNEITION
Gilant-Cell Arteritis Actemra (GIACTA) trial

https://www.rocherheumatology.com/1/212/GIACTAOral_Stone

Safety Overview

AEs balanced across groups

No new safety signals/laboratory abnormalities observed
No deaths

No bowel perforations
2 malignancies (both in prednisone-only groups)

PBO+26 | PBO +52 TCZ QW | TCz Q2w
n=50 n =51 =100 n=49
Pts with 21 AE, %

Total AEs, n 470

Pts with 21 SAE, % 22.0

Pts with 21 SI, % 4.0

AE, adverse event; pts, patients; SAE, serious adverse event; S, serious infection.

N Engl J Med. 2017;377:317-328




[ IYaVTOKUTTAPIKN apTNEITIOA
Tocilizumab

Media Release

Basel, 22 September 2017

Roche receives European approval for Actemra /RoActemra in giant cell arteritis

+ Actemra/RoActemra is the first therapy approved for the treatment of giant cell arteritis
(GCA) in Europe

+ GCA can lead to blindness, aortic aneurysm or stroke if left untreated
+ The approval was based on the outcome of the phase lll GIACTA study

The European approval was based on the outcome of the phase lll GIACTA study, which showed
that a weekly dose of Actemra/RoActemra, initially combined with a six-month steroid taper,

significantly increased the proportion of patients achieving sustained remission at one year (56%; p
<0.0001) compared to a six-month steroid taper given alone (14%). The results of the phase Il
GIACTA study were recently published in the New England Journal of Medicine in July 2017.1

In May 2017 Actemra/RoActemra was approved for the treatment of GCA by the US Food and
Drug Administration (FDA) and New Zealand's Medsafe.

fppt.com



[ IYaVTOKUTTAPIKN apTNEITIOA
Tocilizumab

ITAPAPTHMA I

HEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITIPOIONTOX

RoActemra 162 mg 610AVLLO Y10 EVEGT] O TPOYELGLEVT) GUPTY Y.

4. KAINIKEY ITAHPO®OPIEX

4.1 OsgpomevTIKES evoeilalg

To RoActemra svoeikvotal yia 11 Bepaneia g vivaviokvTTopikne apmmpitoas (IKA) og evijhikeg
voleveic.

4.2 Aocoloyiu KUl TPOTOS LopiynoNS

[1yOVTIOKDTTUPIKT apTNPiTIo

H cuvigtolevn) 6ocoioyia sivarl 162 mg vwodoping 1o @opd TV £fO0LLAOU GE GLVOLUGLO LIE
OTUO10KY] LEIOT] TNS 00GNS TOV YAVKOKOPTIKOEWO®V. To RoActemra pmopel va yxpnoipono el g
LovoBepameia LETA GO T O1UKOMTI TV YAVKOKopTikoeomy. H povobepaneia pe Roactemra oe Ba
TPETEL VO ypNCLLOTOLEiTal Vi T1) Bgpansia TV oleimv vrotpondv (PA. 4.4).

Bdoetl g gpoviag eoons e TKA. 1 Bepansio népav tov 52 efdopadmy Ba nmpenet va kaBodnyeita
OITO TNV EVEPYOTITA TNC VOO0V, T1) O1UKPITIKI) EVYEPELD TOV 1UTPOV KOl TNV EMAOYT TOL acbBevouc.

fppt.com



[ KA: TTEPIOTATIKO 1

['uvaika 73 eTwv ue 'KA kal OUPMETOX GAAWYV HEYAAWY QyYEIWV
e META 2 £TN AYWYNG ME KOPTIKOEION UTTOTPOTI] VOOOU Ot OOOEIG
TTPedVICOAOVNG < 15mg/nuépa & atroTuyia PeBOTPECATNG

|

RoActemra sc 162mg gw & €évapgn tapering TTpedvi{oAOvVNG

6 NAVEC WETA dlaTrPNON Upeons & TTpedvioAovn 2.5

fppt.com



[ KA: TTEPIOTATIKO 2

['uvaika 80 etwv pe TKA/o@BaAuikn TTpooBoAr, oakxapodianTiKh Kal
TTOAANQTTAEC QVETTIOUUNTEG EVEPYEIEC ATTO UWNAEC DOTEIC KOPTIKOEIDWV

AtroppuBuion ZA-II
avaykn IVOOUAIVOBEpATTEIQG

OoTOTTOPWTIKA KATAYUATA
OTTOVOUAWV

AmoppUBuion AY
KatadBAipn

fppt.com



[ KA: TTEPIOTATIKO 2

[uvaika 80 etwv pe KA, ocakxapodiaBnTikl Kol TTOANATTAEG
QVETTIBUPNTEC EVEPYEIEC ATTO UWNAEC DOOEIC KOPTIKOEIDWY

|

RoActemra sc 162mg gw & évapcn tapering ueBUATTPEDdVICOAOVNG

|

@ diatripnon upeong pe peBuATTpedvICoOAOVN 4mg qd

fppt.com



[ IYAVTOKUTTOPIKN apTNEITION
2 UUTTEQLATUATIKA

Ta KopPTIKOEION atroTeAouoay yia >50 xpovia Tn
hHovadikn atroteAeopaTikn Bepatreiag TG 'KA

H didpkeia Bepatreiag Pe TTPOOJEUTIKI HEIWON TWV
KOPTIKOEIOWV UTTOPEI VA DIAPKEDTEl EWC Kal 3 £€TN KAl
~ 10 50% TwvV aoBevwyv Ba gPPavicel UTTOTPOTTH
VOOOU KATA TN MEIWON TV KOPTIKOEIdOWV

* To 80% Twv aocBevwy Ba eugavicel KATToIa
QVETTIOUUNTN EVEPYEITQ ATTO T KOPTIKOEION KATA TN

dlapKela TNG vOOOU

fppt.com



[ IYaVTOKUTTAPIKN apTNEITIOA
2 UUTTELAOUQATIKA

TCZ otnv 'KA: ypnyopoTepn atréoupon
KOPTIKOEIdWV & peiwon TG aBpoloTIKAG dO0NG
auTwyv (steroid-sparing effect)

[MpooBnkn TCZ kal TTPO0dEUTIKA YEIWON
KOPTIKOEIOWY O€ veodlayvwaoBeioa 1y
uttoTpotniadlouca ['KA: kaAuTtepn diaripnaon Upeong
META 1 £TOC CUYKPITIKA PE JovoBEepATTEIa PE
KOPTIKOEION

1010 TTpO@IA ao@AaAeiag/ avetTiBUUNTWYV EVEPYEIWV

H atmroteAeopatikdtnTa ToU TCZ emiefaiwvel Tov
TTaBoyeveTIKO pOAO TNG IL-6 otn TKA

Y1rapxel TAEov evaANaKTIKA Bepartreia otn KA
ETITTAEOV TWV KOPTIKOEIOWV

fppt.com



