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LoTopiko

AoBevic , OnAv, D9 eTWwv TTpooépXETal AITIWHEVN
» TTPWIVEC €PIOPWOEIC ATTO 2HUAVOU

- aduvapia, kataPpoAn

» Ama urtoTpoTidlovTa €melc6dia kepaAaAyiag

A/a : utoBupeocIdIoUOC
KWwvoeION EKTOHUA TpaxnAou



LoTopikd

TTpookopilel epyaoTnpiakd £Aeyxo pe :
« auénuévoucg OEIKTEC PAEYHOVAC
( TKE: 80, CRP : 7,9 (<0,5)]
» Avaipia uttoxpwpn HIKPOKUTTAPIKA
(Ht: 30, Hb:95)
« OpoupokutTtdpwon ( PLT : 540.000 )

ATIO 101WTN TTaBoA0Yo TTApaTEHPONKE o€ aipaToAdyo Kal
uttePAnBn o CT OAKO :

- Katlouaga Bwpakikn aopth Kat KoK aopTH HE TTaxuvan
TOU TOWWHATOC EWC 4 mm - B£Touv TV UTTOVOLA apXOUEVNG
mBavnc o elac aptnputdac.
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Eicaywyn 6/2/2017 yia diepelvnon mOavig
apThp!iTidac

KAIvika

o AVAPEPOUEVEC ATUTIEC KEPAAAAYiIEC XWpiC
OUUTTTWHATA ad Toug owOaApoug

- aduvapia, koTTwaon

AVTIKEIUEVIKA EUPAHATA

* YNAAPNTEC KPOTAWPIKEC APTNPIEC,

* (PUOIOAOYIKEC TTEPIPEPIKEC OPULEEIC, XWPIC pUONUATA
o gumtupeTo (- )



EpyaoTnpiakoc €Acyxoc

- Avaipia (Ht : 31,4, Hb: 9,5,
MCV 79,3, MCH: 24, MCHC: 30,3)
« PLT :539.000
- TKE: 76, CRP:79(<0,5)
« RA test : 4 (<30)
e Urea:16 ,Cr:0,7
-« SGOT: 12, SGPT: 13, ALP: 92, y-GT: 22
« PTH: 50 ( 15-68 ), BiT. D3: 6,25 ( 20-60)
« TSH:1,76 (0,35-494)
-« ANA : 1/80 (+), 1/160 (-)
« c-ANCA: (-), p-ANCA: (-)



- A/a Bwpakoc : K

- U/S kapdidcg :
MéTpia mepikapdiakn cuAhoyn ( Ttepitou 1,3 cm aTo
Toixwpa LV ), puoioroyikéc diaoTdosic avioloac-
KaTiovoac¢ dopTHC, OHAAEC poEC OTNV KaATiovuod
Owpakikn aopTh, YUGIoAOYIKN CUOTAATIKOTNTA AP
KolAiag, Ao Tpimttuxn, MR/TR pikpoU paBpuou

O1dPUYAH
- DEXA
OMZX O1:-2 AE 1oxio aux: -2,5
02: -2 ouv: -16
03: -1.3 AP 1oxio aux: -2.,9

O4. -16 ouv: -15



Aiapopikh didyvwon

PAcyHovWOEIC

- Aoipwdeic
* Bacterial ( Salmonella spp. , Staphylococcus

Giant cell arteritis (femporal arteritis) | SPP., Strepfococcus pneumoniae, Other)

Takayasu arteritis
Rheumatoid arthritis
Systemic lupus erythematosis

« Syphilis
« Mycobacterial (i.e., M. tuberculosis)
* Other

HLA-B27 associated spondyloarthropathies ( AS, Reiter )

Other vasculitides

Behget's disease

Cogan syndrome
Relapsing polychondritis
Sarcoidosis

ANCA-associated vasculitides = Wegener's arteritis

m Polyarteritis nodosum
m Microscopic polyangiitis

- Isolated idiopathic (thoracic) aortitis

- Chronic periaortitis  -Idiopathic retroperitoneal fibrosis (Ormond's disease)
-Inflammatory abdominal aortic aneurysm
-Perianeurysmal aortitis
-TIdiobathic isolated abdominal periaortitis



» Bioyia kpoTa@iknc apthpiac

=> 01doTTdon Tou £0w £AAoTIKoU TTETAAOU Kal
O1AXUTEC TTUKVEC pAeypovwdeic dINBARoeIC amo
TToAUHOpoOTIUPNVA, AEHPOKUTTAPA, I0TIOKUTTAPA
Kdl TToAuTTUphva yiyavrokuTTapd

e => EUPAUATA YIYAVTOKUTTAPIKAC dpTNP!1iTI0dC



Vasculitis
, . l
Medium-size vassal vasculits amall-wassal vasculitis Large-vessel vasculitis
Pobyarteritis nodosa | Giant cell arteritis
Kawasaki’s disease l lakayasu’s disease
L
ANCA-associsted small-vessel vasculitis Nor-ANCA small-vessel vasculitis
Wegeners granulomatosis
Microscopic polyangiitis
Churg-Strauss syndrome l l
Direg induced L
Paraneoplastic  Immune-complex small-vessel vasculits  Inflammistory bowel
smallvessel — Henoch-Schnlein purpura disease vasculitis
vasculitis Cryoglabulinemic vasculitis
Lupus vasculitis
Rheumatopid arthritis
Goodpasture’s syndrome

yrgens  disease

Drug-induced immune-complex vasculitis
Behet” 5 disease

Infection-induced immune-compex vasculits



[ITANTOKYTTAPIKH APTHPIITIAA
(KPOTASIKH APTHPIITIAA)

» EBivai mia ouotnpatikA gAsypovwdng ayyeliTida,
ayvwaoTou aiToAoyiag, ou epgavietal cuvRbwe oe
NAIKIWHEVA ATOoWd, HE TTOIKIAEC OUOTNUIKEC,
VEUPOAOYIKEC KAl 0OAAHOAOYIKEC ETIITTAOKEG.

» TTpoaPpdAel Tnv KpoTaWIKA dpTnpia, aAAd Kai kdBe
Headiov pHeyEOouc apThpia TG KEPAANC Kai Tou
auxéva.

« H amwAeia Tn¢ épaoncg €ivail n mo onUAavTIKA diTia
voonpoTnTac. Movipun PAAPn TnC oTTIKAC oUTNTAC
utopei va mpokAnBei oto 20 7% Twv aoBevuy,
oTtdvia ddpoTEPOTTAEUPN TUPAWON.




In healthy medium-sized arteries, immature, In temporal arteritis, a triggering antigens (e.g., an infectious agent,
nonactivated dendritic cells reside In the adventitia near drug, toxin, or autoantigen) activates dendritic calls resident in the
the adventitia-media border. When immature dendritic arterial wall.

cells present antigen to T celis, the T cells are inhibited,
which may be important in maintaining immune tolerance. | | The activated dendritic cells release chemokines that attract T cells
from the vasa vasorum and macrophages into the arterial wall. Binding
of those chemokines 1o the dendritic cells traps them in the evolving

HPASSS

Adventitia

Vasa
Vasorum

External
Elastic

artery

Lamina
Endothelium
Intima

The activated dendritic cells express receptors and release Activated macrophages produce a variety of mediators
inflammatory cytokines (interleukin [IL] 6, IL-18) that promote that lead to progressive vascular inflammation,
activation of T cells and vascular inflammation. IL-18 up-regulates endothelial damage, disruption of the internal elastic
the release of interferon (IFN) yfrom T cells. IFN-y released from lamina, and intimal hyperplasia. Macrophages also release
activated T celts promotes Inflammation, granuloma formation, cytokines (IL-1, IL-6) that may contribute to systemic
and macrophage activation features of temporal arteritis.
and differentiation. i '

o - Adventitia o Matrix o <sipks
A"De'“:m Cols Meta|loprote|nases -

ndritic — Iff.@ \ o Oy \_' ~ Disruption of
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Intermediates
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Platelet-derived

Growth Factor




2YMMETOXH AITEIS2N

« KpoTawikéC apTnpieg

» Koivéc éow kai é€w KapwrTidecg, ouvhOwe eEwkpdvia

» Evdo-opBaApikoi kAddol, 18iw¢ n omioBia apThpia
TOU AKTIVWTOU oWwpAToC Kal ol 0opOaAHIKEC apThpieg

» 2. TTOVOUAIKEC apTNnpieC

« YTrokAcidieg, paoxaAiaiec kai otiaBiec Ppaxioviec
apTnNPiec

AvioUod dopTH, OTEPAVIAIiEC APTNPIEC

KaTtioUoa aopTn, HEGEVTEPIEC, VEPPIKEC, AAYOVIEC
Kdl Hnplaiec apTnpieg

» TTveupovikEC apThpiec

ATIWAEg1d TG 6paong oweiAeTal ag 1oxaIldia Tou TPO0OIoU OTITIKOU VEUPOU, TO
OTI0I0 AINATWVETAI KUPIWG atd TIC oTtioBIeC AKTIVWTEC AdpTNPiEG



Right Carotid Artary (17%)
Left Carotid Atery (213%)
Right Subclavian Artery (39%)

Left Subclavian Artery (613%)

Right Axillary Artery (44%)

Left Axillary Artery (39%)

Thoracic Aorta (61%)

Right Renal Antery (18%) Abdominal Aorta (42%)

Left Renal Antery (8%)
Mesentaric Artery (18%)

Right lliefemoral
Arteries (13%)

Left liofemoral
Arterias {17%)

Frequency of arterial involvement in giant cell arteritis.?




Gizat cell arteritis (GCA)

— Age over 50 years

— New onset of localized
headache

— Abnormality of temporal artery
(temporal artery tenderness,
reduced pulsation)

— Raised ESR (= 50 mm/1* hour)

— Abnormal artenal biopsy

(vasculrtis with predominantly
mononuclear cell infiltration or
granulomatous inflammation
vidence of giant cells)

EULAR-ACR classification criteria for polymyalgia rheumatica®
N

Polymyalgia rheumatica (PMR)

— Moming stiffness =45 minutes (2 points)

— Rheumatic factor andfor ant-CCP-antibodies
neqative (2 points)

- Pelvic girdle pain or reduced hip mobility
(1 point)

No ather painful joint (1 point)

- Ultrasound: inflammatory changes in both
shoulders (including subdeltoid bursitis) (1
point)

— Ultrasound: inflammatory changes in at least
one shoulder and hip joint (1 point)

*Classification as P
of GCA must be fulfilled.

requires 4 points {10}, for giant cell arteritis (GCA), three critena for the classification

Modified from (14). EULAR, European League Against Rheumatism; ACK, Amencan College of Rheuma-
tology; ESR, erythrocyte sedimentation rate; CCP, anti-cyclic citrullinated peplide antibodies



Symptoms in giant cell arteritis*

Symptoms due to involvement of | Headache

cranial vessels Jaw claudication (pain on chewing)
Scalp tenderness

Loss of vision

Abnormalities of the temporal artery
(pain, nodules, absence of pulse)

Symptoms due to involvement of | Claudication of extremities (especially arm)
great vessels (aorta and bran-

ches of aorta)

Symptoms due to systemic Fever, night sweats, weight loss

inflammation

Polymyalgia rheumatica Mainly proximal myalgia and stifiness of the neck

and shoulder and pelvic girdles




ritis

Temporal Arte

Giant cells (arrow) within a granuloma (circle)

of granulomatous inflammation

103

(c) 2007. Michae! A Kahn DDSAynn'W. Solomon, DDS



RN
Takayasu aptnpiitida ( “"Agguypn véoog” )

Mn €101KA KOKKIwpaTwong pAsypovwong ayyeliTidoa ,
ayvwoTou aiTiToAoyiag, tou tpooPpaAAel yeyaAa ayyeia kai
eppavietal ouvnBwce age dropa katw 40 eTwv , CGUVABWC
0€ YUVAIKEC.

Apxwn ofela pAeypovwdne /ouotnuatikn @aon (40-50%)

- eUTIUPETO, KAKouXia, amwAeia pdpouc, euaiobnoia oTnv
ynAdpnon Twyv dpThpIWY TToU TTACXO0UV

Amoppaktkn gaon ( 50-60%)

- EYKATEOTNUEVN aowpaln R aveupluoparda



Table 6 Clinical Presentation in TA Patients

by Symptom*
Systemic symptoms 66
Vascular symptoms 97
Absent or decreased pulses 88
Asymmetrical BP arms 81
Bruits 77
Hypertension 43
Ocular 36
CNS (stroke, TIA, visual changes) 63

Cardiac 57



Takayasu arteritis ACR criteria

1. Age at disease onset <40 years: Development of symptoms or
findings related to Takayasu arteritis <40 years of age

2. Claudication of extremities: Development and worsening of
fatigue and discomfort in muscles of =1 extremity while in use,
especially the upper extremities

3. Decreased brachial artery pulse: Decreased pulsation of one or
both brachial arteries

4. Blood pressure difference >10 mm Hg: Difference of >10 mm Hg
in systolic blood pressure between arms

5. Bruit over subclavian arteries or aorta: Bruit audible on
auscultation over one or both subclavian arteries or abdominal
aorta

6. Arteriogram abnormality: Arteriographic narrowing or occlusion
of the entire aorta, its primary branches, or large arteries in the
proximal upper or lower extremities not due to arteriosclerosis,
fibromuscular dysplasia, or similar causes; changes usually focal
or segmental

The presence of >3 criteria is consistent with a diagnosis of Takayasu
arteritis, with a sensitivity of 91% and specificity of 98%




Right Carotid Artery (25%)
Left Carotld Artery (37%)
Right Subclavian Artery (40%)
Left Subclavian Artery (69%)

Right Axillary Artery (9%) Laft Axillary Artery (11%)
Thoraclc Aorta (46%)
Right Renal Artery (16%) Abdominal Aorta (37%)

Left Renal Artery (15%)
Mesenterlc Artery (36%)

Right lliofemoral
Aranes (20%) Laft liotemaoral

Arterias (19%)

=¥

Frequency of arterial involvement in Takayasu arteritis?



lMyavrokutTapikn aptnplitida AptnpiiTida Takayasu

TTio ouxvh otn Auon TTio ouxvh othv Ivdia

HAikia > 50 eTwyv 2 € véoucg < 40 eTwyv

O¢ceia évapén Xpovia mopeia

TTpoopdAAel Kupiwg KAddoug TG €Ew Kupiwg Tnv dopTh Kai Toug KUpiwg
KapwTidag, 10iw¢ TNV KPOTAPIKA KAddou¢

apThpia

EmimAokéC @ TpoaBia 1oxaigikA OTTTIKA & du@iPpAnoTpoTtdOcia, umépTaan,
VEUPOTIAO<Id, TTApean Kpaviakwy aopTIkA TaAivdpopunon, copaph 1oxaipia
veUpwy, oTtavia ioxdigia HeyaAwyv oTa akpda

ayyeiwv

Aiayvwon : pioyia kpoTapikA¢ apthpiac Kupiwg pe ayyeioypagikd euphuata



, add text or send a document for signature

. Approach to the Patient with Giant Cell and Takayasu Arteritis .H

Patient with nonspedfic constitutional
symptoms consistent with vasculitis

* Weight loss

Consider giant cell arteritis Consider Takayasu arteritis

* Aneurysmal degeneration
P R ST

* Subclavian steal

* Renovascular hypertension



—
Oc¢parteia

KopTikooTepoeidn

» TTpedviCoAdvn per os 40-60 mg/day

« 2£ 0Ccicc opBaApoAoyikéc, veupoAoyikéc diaTapaxéc :
o iv 0,25-1 gr/day peBuA-mtpedvioAdvng via 3 nUépEG

» Oepameia epodou via 2-4 epd. R HEXP! VA UTTOXWPACOUV Td
onueia kai va opaAomoinBouyv ol O€ikTeC PAEYHOVAC

- Tapering pe eAdTTwon 10% tng d6ong kaBe 2 epd
2 Uppwva e TI¢ odnyieg Tou Royal College of Physicians 2010
o« EAatTwon 10mg kdBe 2 gpdopddec éwg 20 mg
= MeTd 2.5mg kdB¢ 2-4 epdouadeg éwg 10 mg
= MeTd Img kdB¢ 1-2 pAveg, pe Tnv TpoUTdBeon 6TI dev EXEl

UTTOTPOTIA
- YmoTpomég maparnpouvTal oe dogoAoyia 5-10 mg/d



—
O¢eparteia

AvVOOOKATAOTAATIKA

= MeBoTpe€dTtn 15-25 mg/w

» KukAopwopoopapidn o€ pnvidie¢ Woeig
= AlaBeiompivn 1,5-2,5 mg/kg/d

Anti-TNF : infliximab, etarnecept
Anti-IL 6 : tocilizumab

AvTiaipoTeETaAIAKA (aomplvn)

= EAATTWvoUV Thv ouxvoTnTa 09OaAuoAoyikwv
ETUTTAOKWY, 1I0XAIHIKWY £TTEICO0IWV



Combined Treatment of Giant-Cell Arteritis with Methotrexate

and Prednisone

A Randomized, Double-Blind, Placeho-Controlled Trial

Juan A. Jover, MD, PhD; César Hernindez-Garcia, MD, PhD; Inmaculada C. Morado, MD; Emilio Vargas, MD, PhD; Antonio Bafares, MD,

PhD; and Benjamin Fernindez-Gutiémez, MD, PhD

Background: Corticosteroids remain the comerstone of therapy
for giant-cell arteritis, but relapse during dose tapering and corti-
costeroid-related adverse events often complicate management of
this condition. Although several approaches, including combined
therapy with cytotoxic agents, have been suggested to overcome
these problems, no study has clearly shown benefits of altemate
treatments.

Objective: To analyze the safety and efficacy of combined ther-
apy with corticosteroids and methotrexate in giant-cell arteritis.

Design: Randomized, double-blind, placebo-controlled trial.
Setting: University-based clinic.

| | - L T R W1 T R — PO B UR Y | R SN T Y ——_— |

Results: Compared with combined prednisone and placebo ther-
apy, treatment with prednisone and methotrexate reduced the
proportion of patients who experienced at least one relapse (45%
vs. 84.2%,; P =0.02) and the proportion of patients who experi-
enced multiple relapses (P = 0.004). The mean cumulative dose of
prednisone was 4187 + 1529 mg in the methotrexate group and
5489.5 £ 1396 mg in the placebo group (mean difference, 1302
mg [95% CI, 350 to 2253 mg];, P = 0.009). Overall, the rate and
severity of adverse events were similar between groups. Treatment
was discontinued in 3 patients in the methotrexate group who
experienced definite drug-related adverse events. In sensitivity
analysis that included patients lost to follow-up, differences be-
tween groups in number of relapses and cumulative dose of

Conclusions: Treatment with methotrexate plus corticosteroid is

a safe alternative to corticosteroid therapy alone in patients with
giant-cell arteritis and is more effective in controlling disease.



- A Multicenter, Randomized, Double-Blind, Placebo-Controlled -m

Trial of Adjuvant Methotrexate Treatment for
Giant Cell Arteritis

Gary S. Hoffman,' Maria C. Cid,” David B. Hellmann,” Loic Guillevin,* John H. Stone,”
John Schousboe,” Pascal Cohen,* Leonard H. Calabrese,! Howard Dickler,” Peter A. Merkel,’
Paul Fortin,” John A. Flynn,” Geri A. Locker.' Kirk A. Easley," Eric Schned,’

Gene G. Hunder,” Michael C. Sneller,” Carol Tuggle,' Howard Swanson,"

I. Herndndez-Rodriguez,” Alfons Lopez-Soto,” Debora Bork,' Diane B. Hoffman,'

I etk Falamine D Thaetd Tlachoeae 1D 11N Ame © WElka | Dacenaemd T O adhoaods 1

Conclusion. The results of this randomized, mul-
ticenter trial do not support the adjunctive use of MTX
to control disease activity or to decrease the cumulative

dose and toxicity of CS in patients with GCA.

Supported in part by granis from the Food and Drug Admin-
istration and the Office of Orphan Products Development (FD-R
001040} Dr. Hoffmans work was supporied by the George B. Storer
Foundation and the Ayhan Sahenk Foundation. Dir. Cid's work was
supported by a grant (FIS 980443) from Fondo de Investigacidn
Sanitaria.

'Gary 5. Hoffman, MD, Leonard H. Calabrese, DN, Geri A,
Locker, BS, Kirk A. Easley, M5, Carol Tuggle, RN, Debora Bork, MA,
Diiane B. Hoffman, MSN, William 5. Wilke, MD. Raymond J1. Schectz,
MDD, Brian F. Mandcll, MD, PhD, Barri J. Fessler, MD, Gregory
Kosmorsky, DO, Richard Prayson, MD, Allen M. Segal, DO: Cleve-
land Clinic Foundation, Cleveland, Ohio; “Maria C. Cid, MD, J. Her-
néndez-Rodriguez, MD, Alfons Lopez-Soto, MD: Hospital Clinic |
Provincial, Barcelona, Spain; “David B. Hellmann, MD, John H.
Stone, MD, MPH, John A. Flynn, MD: Johnse Hopkins University
School of Medicine, Baltimore, Maryland; *Loic Guillevin, MD, Pascal
Cohen, MD, Martin Soubrier, MD, Xavier Puechal, MD: Universite

ments and diminishes disease- and treatment-related
morbidity.

Methods. This was a multicenter, randomized,
double-blind study. (ver 4 years, 16 centers from the
International Metwork for the Study of Systemic Vascu-
litides enrolled patients with unequivocal GCA. The
imitial treatment was 1 mg'kg/day (=60 mg every day)
prednisone, plus either 0.15 mgkgweek MTX (in-
creased to .25 mg'kgiweek, for a maximom weekly
dosage of 15 mg) or placebo. Two physicians, both
blinded to treatment allocation, evaluated each patient
at every trial visit. One physician was responsible for
providing global medical care. The other assessed (GCA
status according to a standard protocol. Treatment



EULAR recommendations for the
management of large vessel vasculitis

C MukhtyarlL Guillevin2, M C Cid3, B asgupta4 K de Groot, W Grossé, T Hauser7, B Hellmich8, D Jayne9, C G M Kallenbergl0, P A
Merkelll, H Raspeé, C Salvaranil2, D 6 I Scott13, C StegemanlO, R Watts14, K Westmanl15, J Witterl16, H Yazicil7, R Lugmanil,
for the European Vasculitis Study Group

4. We recommend that an immunosuppressive agent should be
considered for use in large vessel vasculitis as adjunctive therapy (level
of evidence 1A for giant cell arteritis, strength of recommendation B;
level of evidence 3 for Takayasu arteritis, strength of recommendation
(&)

Giant cell arteritis requires long-term glucocorticoid therapy; 86% of patients suffer
glucocorticoid-related adverse events at 10-year follow-up.>2 In an effort to reduce the
duration of glucocorticoid therapy, there have been three randomised controlled

trials of methotrexate as adjunctive therapy to glucocorticoid. A meta-
analysis of these three trials demonstrates a modest role for methotrexate (10—15
mg/week) in reducing relapse rate and lowering the cumulative dose of glucocorticoid
therapy.®® The combination of infliximab and glucocorticoid therapy does not reduce
the risk of relapse as compared to glucocorticoid monotherapy, and is not
recommended in giant cell arteritis.


http://ere.isonet.gr/cgi-bin/nph-proxy.pl/000000A/http/ard.bmj.com/content/68/3/318#ref-52
http://ere.isonet.gr/cgi-bin/nph-proxy.pl/000000A/http/ard.bmj.com/content/68/3/318#ref-54
http://ere.isonet.gr/cgi-bin/nph-proxy.pl/000000A/http/ard.bmj.com/content/68/3/318#ref-62
http://ere.isonet.gr/cgi-bin/nph-proxy.pl/000000A/http/ard.bmj.com/content/68/3/318#ref-64
http://ere.isonet.gr/cgi-bin/nph-proxy.pl/000000A/http/ard.bmj.com/content/68/3/318#ref-65
http://ere.isonet.gr/cgi-bin/nph-proxy.pl/000000A/http/ard.bmj.com/content/68/3/318#ref-61

- Annals of Internal Medicine ARTICLE

Infliximab for Maintenance of Glucocorticosteroid-Induced Remission
of Giant Cell Arteritis

A Randomized Trial

Gary S. Hoffman, MD: Marla C. Cid, MD; Karen E. Rendt-Zagar, MD; Peter A, Merkel, MD, MPH; Cornella M, Weyand, MD;
John H. Stone, MD, MPH; Carlo Salvarani, MD; Welchun Xu, PhD; Sudha Visvanathan, PhD; and Mahboob U. Rahman, MD, PhD,
for the Infliximab-GCA Study Group*

Background: Tumor necrosss factor-a is present in arfenes in giant Results: Infliximab therapy did not increase the proportion of pa
cell arteritis tients without redapse at week 22 compared with placebo (43% vs.
50%, bvedy, difference, ~7 percenta [95% CI, —-38

necrosis factor-a agent, in giant cell arteritis. tion of patients whose glucocorticosteroxd dosages were tapered to
: Rusid \roled 10 mg/d without refapse (61% vs. 75%, respectively, difference,
S i e ~14 percentage points [CI, ~42 to 14 percentage points), P =
Setting: 22 4tes in the United States, the United Kingdom, Bel- 0.31). The inadence of infection was 71% with nflimab and

grum, Italy, and Spain 56% with placebo (difference, 15 percentage ponts [Cl, —14 to 45
p 44 h newly dagnosed giant cell artentis that P !
atients: 44 patients wit iant entis
was in glucocorticosteroid-induced ,,,mm_gm Limitations: The sample was too small to rule out modest effects
of infliimab and inchuded only pauens with a new dagnos:s Only
'menm'b_ Naedlilnsabe ciinin anadacil. coolmand la a M4 aabia ba SSPRE BRI B BT D R Qe A WY GOX BREE g | SR | s ‘m

recene o COndlusions: This nial & oo wnall to daw definibve condusions,
Patents 1o DUt it provides evidence that wsing inflidmab as maintenance ther o,
Measurems APY i pabients in gheocorticoid-induced remission of newly diag- 1 oo
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A double-blind placebo controlled trial of etanercept
In patients with giant cell arteritis and corticosteroid
side effects

V M Martinez-Taboada," V Rodriguez-Valverde,' L Carrefo,” J Lopez-Longo,*
M Figueroa,” J Belzunegui,® E M Mola,* G Bonilla®

Results: Baseline characteristics were similar in the two groups, although patients in the
etanercept group showed higher levels of hasal glyvcaemia (p=0.02) and a higher enthrocyte
sedimentation rate (ESHE) (p=0.01). After 12 manths, 50% of the patients in the etanercept
group and 22.2% in the placebo group were ahle to control the disease without corticosteroid
therapy (pvalue not significant). Patients in the etanercept group had a significant lower dose
of accumulated prednisone during the first year of treatment (p=0.03). There were no
differences in the number and type of adverse events.

Conclusion: The limited number of patients included in this study does not allow us to draw
definitive conclusions. Etanercept therapy was well tolerated in this aged population. The
therapeutic role of etanercept in patients with GCA should be evaluated in studies with a
larger numhber of patients.

groups, althougn patents in the etanercept group SNOWed  MONONUCIEar cels closeé to the Internal elastc
higher levels of basal glycaemia (p = 0.02) and a higher laminae of the inflamed wvessels in patients with
erythrocyte sedimentation rate (ESR) {p = 0.01). After GCA has been reported.™ The localisation of TNFa
12 months, 50% of the patients in the etanercept group  and its receptors in close proximity to the internal
and 22.2% in the olacebo arouo were able to control the  elastic laminae suggest that TNF could be involved
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- Besides cor’rncos’reronds and befor'e TCZ onset,

19 of 22 patients had also received several conventional
immunosuppressive and/or biologic drugs.

Of 22 patients,
- 19 achieved rapid and maintained clinical improvement
following TCZ therapy
- after a median follow-up of 9,
= the C-reactive protein level had fallen from 1.9 (1.2-5.4)
t0 0.2 (0.1-0.9) mg/dL (p o 0.0001) and

= the erythrocyte sedimentation rate decreased from 44
(20-81) to 12 (2-20) mm/1st hour (p % 0.001).

> The median dose of prednisone was also tapered
from18.75 (10-45) to 5 (2.5-10) mg/day (p o 0.0001).
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Tocilizumab for induction and maintenance of remissionin =~ >@ “x ®
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Tocilizumab plus Placebo plus Risk difference (95% Cl) pvalue
prednisolone (N=20) prednisolone (N=10)
Endpoints
Complete remissions
After 12 weeks 17 (85%) 4(40%) 45% (11to79) 0-0301
After 52 weeks 17 (85%) 2 (20%) 65% (36 to 94) 0-0010
Patients whose prednisolone dose tapered to 0 mg per day 16 (80%) 2 (20%) 60% (3010 90) 0-0041
Cumulative prednisolone dose (mg/kg)
After 12 weeks 34(32t035) 36 (34t039) .. 0-0477
After 26 weeks 41(39t046) 66 (52to 75) & 0-0015
After 52 weeks 43(39to52) 110 (88 to 150) i 0-0005
Patients with any adverse event 15 (75%) 7 (70%) 5% (-29to 39) 1.00
Patients with a serious adverse event 7 (35%) 5 (50%) -15% (-52to 22) 0-46
First relapse”
Timepoint of first relapse (weeks) 110 12-0 (10-1to17-1) R 077
Prednisolone dose at first relapse (mg/kg per day) 011 0-10 (0-09to 0-17) . 077
Erythrocyte sedimentation rate at first relapse (mm/h) 200 20-0 (10:0t0 30-0) “ 014
C-reactive protein concentration at first relapse (mg/L) 3-00 16-0 (11-0t0 25-0) . 023
Data are n (%) or median (IQR) unless stated otherwise. *One patient in the tocilizumab group and five in the placebo group had first relapse.
Table 2: Treatment effect on primary and secondary endpoints
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Tocilizumab in GCA ( GIACTA)

ABSTRACT NUMBER: 911
Efficacy and Safety of Tocilizumab in Patients with Giant Cell

Arteritis: Primary and Secondary Outcomes from a Phase 3,
Randomized, Double-Blind, Placebo-Controlled Trial

251 patients with GCA (confirmed by temporal artery biopsy or
cross-sectional imaging),

- 50 pts short-course prednisone (26 week taper) + sc placebo
- 51 pts long-course prednisone (52-week taper) + sc placebo

- 100 pts weekly subcutaneous tocilizumab, 162 mg + 26-week
prednisone taper

49 pts every other week tocilizumab, 162 mg, plus 26-week
prednisone taper.

Date of first publication: September 28, 2016



Table. Efficacy and Safety During GIACTA Part 1

52 weeks, n (%)

At month 12, sustained remission

56% pts tocilizumab /w + prednisone

53.1% pts tocilizumab /2w + prednisone.
14% pts placebo + short-course prednisone (P<0.0001)
17.6% pts placebo + long-course prednisone (P<0.0002)

A) Short- B) Long- C) Weekly D) Every
course course SCTCZ other week SC
prednisone prednisone n =100 TCZ
n =50 n =51 n=49
R LSRN LSS RINC et 7(14.0) 9(17.6) 56 (56.0) 26 (53.1)

Patients with event, n (%)

) umunm}c LD 0se, mealan 3206.00 3817 50 1{:};{:}11 1862 00
min-max - . 0 _ 30.0- ——
932.0-9777.5 | 822.5-10697.5 6602.5 205.0-99]12.5
A 48 (96.0) 47 (92.2) 0% (98.8) 47 (95.9)
. i ] e L) e A i, "

Patients with event, n (%) [ [ [
Withdrawals 1 6 (12.0) 5(9.8) 15 (15.0) 9 (18.4)

Patients withdrawn from study, n

(%) o

Withdrawals due to an AE, n (%) 2(4.0) ’ F0) 3(6.1)
SAEs

11(22.0 3(25.5 15(15.0 Til4.3

Patients with event, n (%) { ) [ ) > ] E )
Infection SAEs .
i ECHOM SAES 2 (4.0) 6(11.8) 7(7.0) 2 (4.1)

ACR Meeting Abstracts - http://acrabstracts.org/abstract/efficacy-and-safety-of-tocilizumab-inpatients-with-giant-cell-arteritis-primary-and-
secondary-outcomes-from-a-phase-3-randomizeddouble-blind-placebo-controlled-trial/
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Emtaveéértaon 28/2/2017

« H aoBevinc o ToAU KaAn yeviKA KaTdoTaon

« Meiwon Tng kopTifdvng oe 28 mg Medrol
» TTpooOnkn MTX 15mg/w

Emtavetétaon 24/5/2017

- 12 mg Medrol
» MTX 15mg/w



Emavetétaon 28/2/2017

- 8/2/2017 28/2/2017 24/5/2017

WBC 7.540 (74- 18-5) 11.210(73,6- 21,7- 4,3) 10.920 (73-21-3,8)

Ht 31,4 38,8 40,4

Hb 95 12,1 13

PLT 539.000 282.000 319.000
TKE 76 7 6

CPR 7,9 0,0 0,0
Urea 16 32 27

Cr 0,7 0,71 0,76
SGOT 12 13 17

SGPT 13 18 26
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