llyavtokuttapkn (kpotadikn)
aptnptitida: Tt veoTePO;

AA€€Loc HALGmouAoc¢
PeupatoAoyko Tunpa NIMTZ

ETMEMY, MoptoyxéAl, 27 AntpiAiov 2018




2UYKpOUGnN CUUPEPOVTWV
Conflict of interest

A€V UTTAPYXEL TIUNTLKA apoBn optAntou yia tTnv mapovaciaocn

EKTTOLOEVUTIKEC-EPEVVNTLKEG-OUUPBOUAEUTLKEC ETILXOPNYNOELC TNV TEAEUTAL
Oletia:

Amgen-GSK, BMS, UCB, MSD, Pfizer, Novartis, Enorasis, Abbvie




vV WV V VY

Mepiypappa tTnC mapouvcioonc

Neotepa dedopéva otoug KALVIKOUC, ma0o¢puoloAoyLKouc Kot

LotoAoylkou¢ vrtotumnoug tng NKA

Neotepa dedopéva otnv nabodpuoioloyia

Néa Sedopéva amoteAeopatikotTntog TG pebotpeéatng
Neotepa dedopéva ano xprion BLOAOYLKWV TAPAYOVTWV

H aAAayn otnv OgpameuTiki QVILLETWTTILON LE TNV £YKPLON XPRONG TOU

Tocilizumab




Myavtokuttapikn aptnpitida (FKA)
- Agv €ival povo kpotadlkn aptnpitida

Kokkiwpatwdng ayyetitida nov npooBaAAeL toug peiloveg KAASOUG TNG 0LOPTHG
Zuxva apopad : ortovSOUALKEC, UTLOKAELSLEC, E€WKPAVIOKOUG KAASOUC TwV
KOLPWTLO WV TTOU CUUTTEPLAABAVOUV TLG KPOTADLKEG OLPTNPLEC

Katd nepintwon adopd peydAou Kat LECOU HeEYEOOUC apTnpieg

H KA givoi n mA€ov ouxvi TPWTONAONC CUCTNHOTLKN ayyEeLitida Kot
Xapaktnpiletal ano xpovia-vnotponialovoa nopeia

Npoodata dcdopeva Seixvouv OTL TTPOKELTAL YLOL VOGO ETEPOYEVEG UE
SitapopeTikoUC UTTOTUTTIOUG

H mBavotnta epdavionc NKA otig HMNA €xeL umtoAoyloOei o€ mepimov 1% otig
Yuvaikeg kat 0.5% otouc avopeg

Salvarani C, et al. Lancet. 2008;372:234-245
van der Geest KSM, Arthritis Rheumatol 2018 Apr 12
Guevara M, Curr Rheumatol Rep. 2018;20:25.



Giant Cell Arteritis -1990 CRITERIA FOR THE CLASSIFICATION OF GIANT
CELL (TEMPORAL) ARTERITIS - EXCERPT

1. Age at disease onset >=50 years

Development of symptoms or findings beginning at age 50 or older
2. New headache

New onset of or new type of localized pain in the head
3. Temporal artery abnormality

Temporal artery tenderness to palpation or decreased pulsation, unrelatd to
arteriosclerosis of cervical arteries

4. Elevated erythrocyte sedimentation rate
Erythrocyte sedimentation rate >=50 mm/hour by the Westergren method
5. Abnormal artery biopsy

Biopsy specimen with artery showing vasculitis characterized by a predominance of
mononuclear cell infiltration or granulomatous inflammation, usually with
multinucleated giant cells

* For purposes of classification, a patient shall be said to have giant cell (temporal) arteritis if at
least 3 of these 5 criteria are present. The presence of any 3 or more criteria yields a sensitivity
of 93.5% and a specificity of 91.2%

Hunder GG, Bloch DA, Michel BA, Stevens MB, Arend WP, Calabrese LH, et al. The American College of
Rheumatology 1990 criteria for the classification of giant cell arteritis. Arthritis Rheum 1990;33:1122---8.

https://www.rheumatology.org/Practice-Quality/Clinical-Support/Criteria/ACR-Endorsed-Criteria



H MKA eivai ayyetitido peyalwv ayyeiwv

Arteries Vein

Large-Vessel

Vasculitis (e.q.,
iant-cell arteritis,
akayasu aneritis)

Medium-Sized

Vessal Vasculitis

(e.g.. polyarteritis nodosa,
Kawasaki disease)

Arteriole Venule

Capillary

Goodpasture syndrome

Small-Vessel Vasculitis
(e.q., microscopic polyangiitis, Wegener granulomatosis)

Isolated
cutaneous LCA

Henoch-Schonlein purpura and
cryoglobulinemic vasculitis

Microscopic polyangiitis, Wegener granulomatosis and
Churgg-'satrauss syndrome

Jennette JC, New Engl J Med 337:1512, 1997



KAwvikoi urtotumot otnv NKA

Ou aoBeveic pe €vtovn pAeypovwdn amnavinon €Xouv KPOTEPO Kivouvo
LOXOLLULKAC KPAWVLOKAG VOOOU OO TOUC A0OEVELG LE NILOTEPN
dAeypovwdn anavinon

Ta enineda TKE kat CRP mpv tnv xopriynon aywyng cuoxetilovtol
avtiotpoda e TOL CUMTTTWHATA OO TNV 0poon

Ou aoBeveic pe €vrovn pAeypovwdn anavinon €Xouvv avénpévo Kivbuvo

UTTOTPOTIWV KOlL OLVALYKN YLOL LEYAAUTEPEC HOOGELC KOPTIKOELO WV

Zav €vrovn ¢Asypovwdng anavnon otnv NKA éxel OswpnBei n vmapén
TouAaxtotov 3 ano ta akoAovBa: Mupetdc, anwAela Bapoug, TKE > 85

mm/hour, aipoodarpivn < 11 g/dL

van der Geest KSM, Arthritis Rheumatol 2018 Apr 12



Classification of large vessel vasculitis: Can
we separate giant cell arteritis from
Takayasu arteritis?

'KA: KAwvikol UtOTUTIOL

Large vessel vasculitis

Takayasu arteritis

GCA
Large-Vessel

GCA
Cranial & Large-vessel

GCA

Cranial

Distinctive features:

¢ Ageatonset<40

e Vascularsigns and
symptoms of the
extremities

¢ lLargeartery
involvement confirmed
by imaging

* Frequency of arterial
carotid, subclavian,
-aorta >> axillary

Distinctive features:

¢ Ageofonset250

¢ Absence of cranial
symptoms

* Vascular signs and
symptoms of the
extremities

¢ largeartery
involvement confirmed
by imaging

* Frequency of arterial
involvement
subclavian, axillary,
aorta >> carotid

Distinctive features:

* Presence of cranial
symptoms

* Transientor
permanent vision loss

¢ Histologic (or
ultrasonographic)
proof of temporal
arteritis

¢ largeartery
involvement confirmed
by imaging

Distinctive features:

¢ Olderindividuals

¢ Presence of cranial
symptoms (new onset
temporal headache,
scalp tenderness, jaw
claudication, temporal
artery abnormality)

* Histologic (or
ultrasonographic)
proof of temporal
arteritis

* Transientor
permanent vision loss

* Llackof large artery
involvement on
imaging

Koster MJ, Presse Med.(2017)
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ALITCIMMUNITY
REVIEWE

Autoimmunity Reviews

e s MpooBoAn peydAwv ayyeiwv ko
diataon tng aoptng otnv NKA

Large-vessel involvement and aortic dilation in giant-cell
arteritis. A multicenter study of 549 patients

Ou acBeveig pe LVI Atav

100
l =4 Large-vessel involvement VEQp()TEpOl (p<00001) ’

++¢+  Absence of large-vessel involvement

NEPLOOOTEPEG Yuvaikes (p=0.01),
Kol €LY0LV ALlyOTEPOL KPOLVLOLKAL

20- cupntwpata (p<0.0001) kat

PEVHOTIKA TTOAUpUOAYiOL

Log-rank test: p=0.0015

10+ (p=0.001) aAAa neploootepa

Occurence of aortic dilation (%)

€EWKPOAVLIAKA YYELOKA
04—l L . . - 1 ouprtwpata (p=0.05) amné tou
0 12 24 36 48 60 72 84 HITOH (p ) S
Months after diagnosis aoegvgiq xwpiq LVI
No. at risk
LVI 154 140 121 91 72 54 35 24
NoLvl 123 109 82 7l 61 51 26 18 LVI: large-vessel involvement

de Boysson H, Autoimmun Rev. 2018 Apr;17(4):391-398



What is the Current Evidence for Disease Subsets in Giant Cell Arteritis?
NORMAL ARTERY INFLAMED ARTERY GCA
ADVENTITIA Vasa vasorum o ® rapnane
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I - high risk cranial ischemia [ = low risk cranial ischemia

(M) = high relapse rate/glucocorticoid requirement

{L) = low relapse rate/glucocorticold requirement

van der Geest KSM, Arthritis Rheumatol 2018 Apr 12



lotoAoyikoi untoturnot otnv NKA

= H tunkn LlotoAoyikn elkOva eivat dtatoywpatiki pAsypovi Kot Twv 3
oTLBAS WV TOU apTNELAKOU TOLXWHATOC, TOU £EW, LEOOU Kal £0W XLTWVa

"  Tpelg evaAAaKTLKOL LOTOAOYLKOL UTTOTUTTOL £XOUV TiepLypadei:

— small vessel vasculitis (SVV) mou neplopiletal ota mepLayyeLoka
ayyeia tou £€w xttwva Kat mepLBAaAAovy pa ¢uctoAoyiki

Kkpotadlki aptnpia
— vasa vasorum vasculitis (VVV)

— @Aegypovi nou meplopiletal otov
£¢€w yrtwva (inflammation limited
to the adventitia, ILA)

o ”l'“
C e :!- v ;
_f-. o’\ - A
v i
» |
¥ L
:
P
i
4 d

van der Geest KSM, Arthritis Rheumatol 2018 Apr 12



H BAapBn otnv KA

@uocodoykn kat pAeypaivovoa kpotadiki aptnpia, 4X, H&E Stain

John H. Stone, 2016



H BAapBn otnv KA

Hematoxylin eosin safran staining of a healthy artery and of an artery affected by GCA. The healthy artery is characterized by a well-
structured media and a thin intima separated by a preserved internal elastic lamina (IEL). In the healthy artery, the artery wall is free
of inflammatory cells and its lumen is large. By contrast, many mononuclear inflammatory cells infiltrate the three layers of the artery
affected by GCA (panarteritis). The media and the IEL are destroyed, thus allowing the migration and proliferation of vascular smooth
muscle cells in the intima, leading to intimal hyperplasia and vascular occlusion. Magnification x40. Adv: adventitia; IEL: internal

elastic lumina; int: intima; med: media.

M. Samson et al. Autoimmunity Reviews 16 (2017) 833-844



'KA: maBoyEveon

HEALTHY Lovontiva RN GCA
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M. Samson et al. Autoimmunity Reviews 16 (2017) 833—-844



Avoooiotoxnueia o€ kpotadikn aptnpeia otnv KA

Avocoiotoxnukn avaiuvon Browiag kpotadikng aptnpiag otnv KA. Oetikd KUTTOPA O KAdE Xpwon.
Awakpivetat 5tOnon tou aptnplakol toyywpatog pe T kuttapa (CD3), pe unepoxn twv CD4+ T
KUTTApWvV Kot Alya CD8+ T kuttapa, poakpodaya (CD68), Th17 kuttapa (IL-17), Thl kOttapa (IFN-y).
Avtifeta, oAU Aiya Treg kOttapa (FoxP3) kat oxedov kaBoAou B kuttapa (CD20). MeyévBuon x40

M. Samson et al. Autoimmunity Reviews 16 (2017) 833-844



H IL-6 kaBopileL tnv

molecules MbPY ,

Revieww avVIoOoppPOTILA

Th utic Potential of T ting the Th17/Treg Axi

in grsaimliugee]gisirgersarge e i i TH 17/ TregS otnv rKA

IL-6 plays a key role in the
regulation of

TH17/Tregs imbalance in
GCA and appears to
correlate with clinical
disease activity in GCA.

Guevara M, Curr Rheumatol Rep. 2018
Apr 2;20(5):25.

IL-6 + IL-1B

B
. 5o, IL-22

IL-17 @ * % *
IL-10 IL-21

Patrizia Fasching, Molecules 2017, 22, 134



Jed molecules MBPY , ,
MoAAartAn octoxsvon

Therapeutic Potential of Targeting the Th17/Treg Axis _
in Autoimmune Disorders thv "- 17

Clazakizumab )
Ustekinumab

Sirukumab
Olokizumab Tildrakizumab
® Guselkumab
— ® 123
Tre _ Tocilizumab IL-6 @
& Sarilumab Q @ ¢

Secukinumab

Ixekizumab
/Erodalum ab

IL-17 o
VTP-43742 P
GSK2981278 ® 0
&
®

Tofacitinib

Therapeutic tools targeting Th17-cell cytokines, cytokine receptors and transcription factor pathways facilitate
correction of the Th17/Treg imbalance in favor of the Treg-population. All Th17-modifying agents listed in this
figure are either approved or are currently studied in clinical trials.

Patrizia Fasching, Molecules 2017, 22, 134



Awatapayn 6To avoooAoyLlko cuotnpa eAeyxouv PD-1/PD-L1

The programmed death-1/ programmed death ligand-1 (PD-1/PD-L1) checkpoint is overreactive
in cancer patients, curbing antitumor immunity. Monoclonal antibodies that block the
programmed death-1/programmed death ligand-1 (PD-1/PD-L1) pathway have yielded
unprecedented therapeutic benefit in patients with advanced solid tumors. PD-1 is expressed on
activated T and B cells and its engagement by its ligands PD-L1 or PD-L2 disrupts kinase activity in

the TCR-activation cascade.

Tissue-infiltrating CD3* T cells

A B 130 — I Healthy PBMC / Control IgG
c PD-L1 PD-1 = Healthy PBMC / Anti-PD-1
UE'J 5 * 4 o E ® GCA PBMC / Control IgG
@ * ok S 9
®4 T 31 g10- = GCA PBMC / Anti-PD-1
o 3 '|’ z P S o
o 2 L
g2 :
5 1 |
® 0 N N . . .
The intensity of PDL1 expression correlated
I Normal [ Normal [ GCA artery inversely with the intensity of inflammation
aorta medium measured by acute phase reactants

artery

Zhang H, Proc Natl Acad Sci USA 2017;114:E970-E979



Odeileton n KA otov 10 VZV;

Varicella Zoster Virus and Large Vessel Vasculitis, the Absence
of an Association Pathog Immun. 2017;2: 228-238

The Journal of Infectious Diseases

MAJOR ARTICLE

Varicella Zoster Virus Infection in Granulomatous
Arteritis of the Aorta

Don Gilden,'? Teresa White,' Philip J. Boyer,* Kristin M. Galetta,’® E. Tessa Hedley-Whyte, Meredith Frank,® Dawn Holmes,? and Maria A. Nagel'

BIDSA

ica  hiv medicine association

Gary W. Procop!, Charis Eng?, Alison Clifford34, Alexandra Villa-Forte?, Leonard H.
Calabreses', Eric Roselli5, Lars Svensson5, Douglas Johnston5, Gosta Pettersson5‘ Edward
Soltesz?, Lisa Lystad®, Julian D. Perry®, Alexander Blandford®, Deborah A. Wilson’, and

Gary S. Hoffman®

Author’s Accepted Manuscript

No detection of varicella-zoster virus in temporal
arteries of patients with giant cell arteritisVZV
infection in GCA

Francesco  Muratore, Stefania Croci, Ione
Tamagnini,  Alessandro  Zerbini,  Salvatore
Bellafiore, Lucia Belloni, Luigi Boiardi, Alessandra
Bisagni, Nicolo Pipitone, Maria Parmeggiani,
Alberto Cavazza, Carlo Salvarani

ARTHRITIS & RHEUMATISM

Varicella zoster virus (VZV) antigen (B; red) was detected in the adventitia of the same temporal artery by
using rabbit anti-VZV 63 antibody but by using rabbit anti—-herpes simplex virus type 1 antibody (C)

Don Gilden and Maria Nagel, JID 2015:212 (Suppl 1)



KEY POINTS

e VZV is the only human virus shown to replicate in
arteries and cause disease.

e The pathology of intracerebral VZV vasculopathy and
GCA is the same and characterized by
granulomatous arteritis.

e Productive VZV infection (herpesvirus virions, VZV
antigen, and VZV DNA) is seen in intracerebral VZV
vasculopathy and GCA.

e The number of temporal artery sections examined for
VZV is critical.

e The distribution of VZV in the temporal artery and the

presence of VZV in skip areas parallels the pathology
in GCA.

¢ The detection of VZV in some normal temporal arteries
indicates subclinical VZV reactivation, not VZV latency.

e Because VZV likely triggers the immunopathology of
GCA, antiviral treatment is likely to confer additional
benefit to corticosteroid-reated patients, although the
optimal antiviral regimen remains to be determined.

Don Gilden and Maria Nagel, Curr Opin Rheumatol 2016, 28:376—-382

Odeiletar n KA
otov 10 VZV;

Rather than a cause of GCA,
we think that “VZV temporal
vasculopathy” should be
considered a differential

diagnosis of GCA

M. Samson et al. Autoimmunity Reviews 16 (2017)
833-844



KA: veotepa dedopeva otn
SLayvwoTikn mMPOcEyyLon



To eyxpwpo urtepnyoypadnua otnv NKA

LT PARIETAL BR LT PARIETAL RAMUS

i

- — ‘z'_“

T~

RT PARIETAL RAMUS

Duacodoykn kat pAeypaivovca kpotadiki aptnpia oe EyXpwpo
unepnxoypadnma, cnUelo tng aAw John H. Stone, 2016

2e peta-avaAvon 998 acOevwv o€ 17 pelétec n evaltcOnoia tov onpeiov tng
aAw o€ Oetikég otn Brogia NKA Atav povo 75% kau n etdkotnta povo 83%.

Weyand CM, N Engl J Med 2014;371:50-7



RHEUMATOLOGY

O r I g I n al a rt I C I e doi:10.1093/rheumatology/kex341
The proposed role of ultrasound in the management
of giant cell arteritis in routine clinical practice

Sara Monti'?, Alberto Floris®, Cristina B. Ponte*®, Wolfgang A. Schmidt®,

Andreas P. Diamantopoulos’, Claudio Pereira’, Sophie Vaggers' and
Raashid A. Lugmani’

Rheumatology key messages

« US provides high positive predictive value for diagnosing GCA, reducing the need for temporal artery biopsies.
« Fast-track services should be implemented for GCA, since glucocorticoid treatment duration significantly ham-

pers colour duplex sonography sensitivity.

« We demonstrated a significant change in extent of halo distribution during follow-up and flares of GCA.

2uyxpovn 0€on twv

untepnxwv otn NKA

N=18 {33%)

CDS: colour duplex sonography

K12 (46%)

'--' =TT (20%)
W=10 {19
N=3 (4T%
u-Et (31%)
® =1{37 HeT (13%)
bR ‘5(9%!
Med [1E *\.]
.
H=1 (%) N=Z [4%)
: Nl 4% M-l (2%) I
. a - - 0 0 oo

with hala 2 sites with halo 3 sites with halo 4 sites with b ith hala & sites with halo B sites with halo

EOUERY GCA FOLLOW UP B FLARE

Proportion of patients with a specific number of sites
showing a halo according to the different visit time-points

Among new referrals with <7 days of GC
treatment (n = 55), the sensitivity of CDS
was 63.3% (95% Cl: 44%, 80%), specificity
100% (95% Cl: 83%, 100%), positive
predictive value 100% and negative
predictive value 64.5% (95% Cl: 53%,
74%). Sensitivity rose to 81.8% in
patients with jaw claudication and high
inflammatory markers. During the
observation period, the rate of temporal
artery biopsies decreased from 72 (42%)
to 36 (25%) (P = 0.002).

Monti S, Rheumatology (Oxford). 2018;57:112-119



Oyt Bloyia

EULAR recommendations for the use of imaging in '
large vessel vasculitis in clinical practice Kpotadikng

Statement LoE LoA

1. In patients with suspected GCA, an early imaging test is recommended to complement the clinical criteria for diagnosing GCA, 1 9.2 (2.1)
assuming high expertise and prompt availability of the imaging technique. Imaging should not delay initiation of treatment. 90% =8
2. In patients in whom there is a high clinical suspicion of GCA and a positive imaging test, the diagnosis of GCA may be made without 2 9.4(1.0)
an additional test (biopsy or further imaging). In patients with a low clinical probability and a negative imaging result, the diagnosis of 90% =8

GCA can be considered unlikely. In all other situations, additional efforts towards a diagnosis are necessary.
3. Ultrasound of temporaliaxlllaryartenes is recommended as the first i |mag|ng modallty in patients with suspected predominantly 1 9.7 (0.6)

eIl PCAR A ____ L I O g O = g Sty OGRS = T S N o I Byl ) 4 nnns

2e ao0eveic pe uPnAn kKAwikn vrtopia N’KA kot Otiko
OLTLELKOVLOTLKO TEOT, N Stayvwon tng NKA pmopei va yivel xwpic
gva emunAéov teot (Bloia N anewkovion).

2e a00eveic pe xyoonAn KAwikn riibavotnta Kol apvnTiko
OLTLELKOVLOTLKO TEOT, N Stayvwon tng NKA pnopei va OewpnOei un

roavn.

FOIULUIgny W usLoLL DUV, WLLIUD U, UG LG Uyl ainawn a@ircun yauid. 1He NSy usiiny ui QU Ty a3 vWen a3 uic nnayiniy i o FI U=

applied should be decided on an individual basis.

12. Imaging examination should be done by a trained specialist using appropriate equipment, operational procedures and settings. The 5 9.8 (0.6)
reliability of imaging, which has often been a concern, can be improved by specific training. Suggestions for technical and operational 100%
parameters are depicted in box 1. =8

Dejaco C, Ann Rheum Dis 2018;77:636—643



Recommendation

EULAR recommendations for the use of imaging in
large vessel vasculitis in clinical practice

To onpeio tng AAw dev eivar maboyvwpoviko tng NKA

«Wevdwc Otk AAw MopEel Katd mepintwon va evpedel ka oe AAAEC
ayyetitidec (my, oe ANCA-Oetikn ayyetitida), oe Aotpwdelg mabnoeLg, N o€
aoBeveic pe (Baprd) aptnplookAnpwon. Ta eupRpATH TWV UTTEPAXWV Ba ITPEMEL

TLAVTOTE VO GUVEKTLUWVTOL KE TA KAWVIKA KOL EPYOLOTNPLAKA EUPHHLOTOY

Dejaco C, Ann Rheum Dis 2018;77:636—643



The NEW ENGLAND JOURNAL of MEDICINE

INpooBoln tng aoptrig otn MKA

Caren G. Solomon, M.D., M.P.H., Editor

Giant-Cell Arteritis
and Polymyalgia Rheumatica

Cornelia M. Weyand, M.D., Ph.D., and Jérg J. Goronzy, M.D., Ph.D.

27O £val TETOPTO TWV acBevwyv pe NKA mpooBaAAetal
n aoptn Ko ot peiloveg kKAadot tng. H vocog twv
HEYAAWV ayyeiwv pmopel afloniota va Stayvwo0Oel
ME afoViKA | payvnTikni topoypadia

Computed tomographic angiography (CTA) (Panel A) shows the
results of aortic-root repair and aortic-arch replacement with an
“elephant trunk graft” in a 71-year-old woman who had biopsy-
confirmed giant-cell arteritis. The graft terminates in the proximal
descending thoracic aorta. Arrows indicate an aneurysm that is
maximally dilated at the proximal descending thoracic aorta. The
image was created with data from contiguous axial images
reformatted in the sagittal and coronal planes. Contrast-enhanced
magnetic resonance angiography (MRA) (Panel B) shows the aortic
arch and its branches in a 72-year-old woman with biopsy-positive
giant-cell arteritis. Arrows indicate stenotic lesions in the bilateral
subclavian and axillary arteries, and arrowheads indicate long-
segment occlusions of the proximal brachial arteries.

Weyand CM, N Engl J Med 2014;371:50-7



PET CT otnv NKA: Auénuévn npooAnyn tov FDG oto
Tolywpa tng Aviovoog kot Katiovoocg Aoptng

AlaoTtAoELg TNG aviovoog aoptnG: 4.6 x 4.3 cm.

John H. Stone, 2016
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MRI otnv KA

High-Resolution Magnetic Resonance Imaging of
Scalp Arteries for the Diagnosis of Giant Cell Arteritis

Me tnv Boyia cav teot
avadopac n MRI ixe
gvacOnoia 93.6% kaut
geldwkotnta 77.9%. H
ovtiotown apvnTkn
npoyvwotikA a¢ia tng MRI
ntav 98.2% kat n Oetikn

npoyvwotikn aia ntav 48.3%

H MRI Oa prtopouoe va givat n apxkn dtayvwoTtikl dokipacia otnv MKA, ko n Boyia
va yivetal povo o acBeveig pe Oetika evpripota otnv MRI

Rhéaume M, Arthritis Rheumatol. 2017;69:161-168



Cliﬁical and epidemiolbgical research

EXTENDED REPORT M RA r'] PET;

ComParlson of magnetic resonance anglography
and '°F- ﬂuorodeoxyglucose positron emission
tomoaraphy in large-vessel vasculitis
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H MRA 8ei)vel kaAUtepa TNV £KTaon tng vooou Ko to PET scan kaAUtepa tnv
gvepyotnta. O KAWVLKEG KOl QITELKOVLIOTIKEG SOKLHOOLEG cuxva dev apakoAouBouv
TNV Nopeia TG vooou otnv ayyeLitida twv HeyaAwv ayyeiwv.

Quinn KA, et al. Ann Rheum Dis 2018;0:1-7



AloyvwoTtikoc aAyopOpoc yia mbavn NKA

Very low clinical
suspicion
(< 1 positive finding)

Moderate clinical
suspicion
(2 positive findings)

High clinical
suspicion
(> 2 positive findings)

Evaluate for

Oral prednisone
(1 mg/kg/d)

IV solumedrol (1 gm/d)
or oral prednisone

(1 mg/kg/d)

—

»

alternative diagnosis

Evaluate for
alternative diagnosis

TAB

Continue steroids

Continue steroids

TAB

Consider contralateral biopsy
if clinical suspicion remains
high for GCA + continue
steroids

El-Dairi MA, et al. J Neuroophthalmol. 2015;35:246-253



AloyvwoTikoc adyoplOpoc yia tibovn rkKA
T !

Predominant Cranial Symptoms: Predominant Extra-Cranial Symptoms:
Headache, scalp tenderness, jaw Arm/leg claudication, vascular bruits, pulse
claudication, abnormal temporal artery discrepancy, constitutional symptoms, fever of
examination, visual symptoms unknown origin, refractory polymyalgia rheumatica

Vs

Temporal artery
ultrasound and/or biopsy

low clinical Intermediate/high GCA GCA Intermediate/high low clinical
probability clinical probability confirmed confirmed clinical probability probability

=

MRA /CTA /PET-CT

<:I<E

U

Consider MRA /CTA /PET-CT Obtain Consider temporal Consider

alternative baseline artery ultrasound alternative

diagnoses @ MRA/CTA and/or biopsy diagnoses

GCA
confirmed

Consider

alternative
diagnoses GCA Consider
confirmed alternative

diagnoses

Koster MJ, Rheumatology 2018;57:ii32-ii42



KA: TL vEOTEPO OTNV KALVLKN ELKOVOL

Salvarani C, et al. N Engl J Med 347:261, 2002



loxatuikn vékpwon otnv NKA

Akram Q, N Engl J Med. 2016 11;374(6):e6

16ia mepintwolg



AnwAewa opaonc kat AEE otnv KA

= Visual loss is the most feared

manifestation of giant cell
— nterna Opthalmic arteritis (GCA) and occurs in up to
B"l Opitiafii / et e 20% of patients before
Sety szl : L glucocorticoid therapy is
carotid
Vertcbro i commenced
artery
Right Ginkiy =  Anterior ischaemic optic

common
carotid artery

Right

artery

D neuropathy (AION) owing to
arteritis of the posterior ciliary

Left common
carotid retinal

ubclavian artery ciliary . .
Bhphl N ey Biteny arteries arteries is the most common
trunk G | i e cause of visual loss in GCA and
i must be differentiated from non-
Opti head Posterior ciliar . cuna og e
prchars e o Bt £ arteritic AION

=  Cerebrovascular accidents —
stroke and transient ischaemic

Gk ' : ” Optic
el p y Y, attack — occur in 1.5-7% of
2 ‘ --------- ci..  Patients with GCA and are caused
Central e iio l . .
retinalvein ———— \)J ~! by stenosis or occlusion of the
retinal artery onieiy extradural vertebral or carotid

arteries

Soriano A, Nat Rev Rheumatol. 2017;13:476-484



Rheumatology 2018;57:ii63-ii72
RH E U M AT O LO G Y doi:1 U.u1 UQS/rheTJmatology:’lkex:ES

Ophthalmic manifestations of giant cell arteritis Anterior  Retina
optic nerve
Choroid

|34 Central

Ivana Vodopivec'? and Joseph F. Rizzo Il
retinal artery Sclera

Mpocoxn otnv afltoAdynon
nPodpopwv opOaApLKWY
CUMMTTWHATWYV, OTtw¢ avadePOMEVN
TLOLPOSLKA ATMWAELOL OPOLONG, OTTTLKEC Rl

PevdarcOnoeig kat SumAwnio cortidariery  Ophthalic

OL Bpayxeic KAASOL TwV OMicOLWVY AKTIVWTWV apTnPLWV
SnULoUPYOUV EVaV OVOCTOUWTLKO aPTNPELOKO KUKAO (Tov
KUKAO Twv Zinn-Haller) movu atpatwvel tnv kepaAn tou
OTTLKOU VEUPOU (MPooOLo TUApa Tou ontTikoU vevpou). To
omicOLo TUAHA TOU OMTIKOU VEUPOU OLLLATWVETAL IO HLKPOUG ﬂnmm
kAadoug tng opOaApkAg aptnpiag. Ta €éow 2/3 Tou . -'t\%
apdBANCTPOELSOUG aLpATWVOVTOL ATIO TNV KEVIPLKA aptnpia | oot i
Tov apdBAnoTpoeLldoug Kot Toug KAAdoug tng

ircle o

ciliary arteries

Rheumatology key messages

+ All acute ophthalmic manifestations of GCA are emergencies, given the risk of permanent visual loss.

+ The importance of premonitory symptoms in GCA, including transient monocular vision loss, visual hallucinations
and diplopia, is frequently unrecognized.

+ High-dose glucocorticoids are the mainstay of initial treatment of GCA patients with visual symptoms.




CLINICAL PROBLEM-SOLVING

Caren G. Solomon, M.D., M.P.H., Editor

An Unusual Cause of Leg Pain

A 67-year-old woman
presented to her primary care
physician with leg pain. Seven |
weeks before presentation, she | Normal temporal-artery
. . . segment with "skip” lesion
noticed a cramping sensation
in the thighs and calves that
developed after she had S T
walked a couple of blocks and [ internal elastic lamina o P s
was relieved with rest. ' 2 :

I : '»-"-:‘?;".\\
e, Intirnal scarring, ¥

BN
Edema of the vasculitic A
wall with a
“halo” sign (blue
arrows), a finding of a
dark halo around

the arterial lumen on

: ultrasonography Abnormal Segments of the Temporal
Artery

Kelly NP, N Engl ) Med 2017;377:2267-72



Chewing Gum Test for Jaw Claudication in
Giant-Cell Arteritis?

Mrmopei va eAeyxOei KAwika n Otapén dtaAeimovoac
XWAOTNTAC TWV HACNTAPWYV HE TNV pHAaonon ToixAag yia 3-4

Aenttd. PuOpoc paonong 1/sec

Kuo CH, N Engl J Med. 2016;374:1794-5



H yevikn aipatog otnv apxtkn dtayvwon tnc KA
O avénuévoc apldudc aponetaiiwv (>400 x10°/L) ¢paivetal va cuoxetileTatl pHe

unapén NKA neproootepo kat ano tnv TKE

Multivariate analysis of factors associated with a positive temporal artery biopsy in 537 patients
with suspected giant cell arteritis (Observations used: 347; GCA Negative: 268, GCA Positive: 79)

Variable Odds Ratio p-value
(95% Confidence Interval)

WAge 1.011 (0.982-1.041) 0.465
Female Sex 1.124 (0.606-2.084) 0.710
Erythrocyte Sedimentation Rate (ESR) > 50 mm/hr 2.005 (1.004-4.002) 0.049
C-Reactive Protein (CRP) > 24.5 mg/L 1.587 (0.806-3.124) 0.182
Neutrophil-to-lymphocyte ratio (NLR) > 9.35 x 10’ 1.447 (0.743-2.820) 0.277
Monocyte-to-lymphocyte ratio (MLR) >0.70 x 10° 0.962 (0.480-1.926) 0913
Platelets > 400 x 10’ 3.187 (1.721-5.902) <0.001

In univariate analysis high platelets (OR 4.44,p<0.001), NLR (OR 1.81, p=0.02), PLR (OR 3.25,
p<0.001), CRP (OR 3.00, p<0.001), ESR (OR 3.62, p<0.001) and increased age (OR 1.03, p=0.006)
were strongly associated with a positive biopsy. In multivariate modelling only high platelets
(p<0.001) and ESR (p=0.049) maintained significance

Oh LJ, Intern Med J. 2018 Apr;48(4):408-413



TL veotepo otnv Beparneia tng NKA



Oepamnevutikn mtpooEyylon otnv NKA

Induction Therapy

Prednisone, 1 mg/kg/day
Goal: resolution of laboratory
and clinical abnormalities

Course: generally 2—4 wk

Begin bone-protective therapy

Consider aspirin

Consider gastroduodenal
protection

p
Maintenance Therapy

Taper prednisone by 10-20%/mo
Monitor clinically
Monitor acute-phase reactants

— ™| (ESRand CRP)

When dose <10 mg/day, taper by
1 mg/mo

~
Management of Flares

Severe flare: repeat prednisone
induction therapy

Mild flare: increase prednisone
by 10-20%

Be cautious in treating elevated
ESR or CRP level in absence of
clinical symptoms

Glucocorticoid-sparing agents:
methotrexate, marginal benefit;
infliximab, no benefit; dapsone,
adalimumab, leflunomide,
hydroxychloroquine,
tocilizumab, azathioprine,
anecdotal use

Weyand CM, N Engl J Med 2014;371:50-7



Incidence of Severe Infections and Infection-Related Mortality
During the Course of Giant Cell Arteritis

A Multicenter, Prospective, Double-Cohort Study

Notpwéerc otnv NKA
Per 100 patient-years
4.0
3.5 4
3.0 -
2.5 1
20
15
1.0 4
0.5 -
0.0 - —

Incidence rate ratio 2.1, incidence rate 11.1/100 patient-years in patients with GCA versus 5.9/100
patient-years in controls). Specifically, septic shock and infectious colitis were more frequent
among the patients with GCA. Mortality caused by infections was higher in patients with GCA
compared to controls (P < 0.0001 by log rank test).

Schmidt J, Arthritis Rheumatol. 2016;68:1477-82



Methotrexate otnv KA

* Hoffman et al. Arthritis Rheum. 2002 May;46(5):1309-18.
— No benefit of adding methotrexate to steroids

e Jover et al. Ann Intern Med 2001;134:106-114.
— MTX + corticosteroids > corticosteroids alone
— 42 patients, 21 per group
— >or=1relapse: 45% vs. 84% (NNT 3)
— >or=2relapses: 10% vs. 47% (NNT 3)

° Spiera et al. clin Exp Rheumatol 2001 Sep Oct;19(5):495-501.
— No benefit of adding MTX to corticosteroids



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

Gary S. Hoffman,' Maria C. Cid,” David B. Hellmann,” Loic Guillevin,* John H. Stone,’

Audrlopntoupevn arnoteAsopatikotnta tng MTX otnv KA

100 -
90 -
80 7%
70~
60
90 -
40
30 -
201
101

Cumulative treatment failures

0 1 2 3 4 5 6 7 8 9 10 11 12
Months on study
— Placebo — MTX

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



MTX otnv NKA: npoodata dsdopeva

Methotrexate: Effect on Relapse Rates in GCA!

e —o— MTX
w10 \ - - Non-MTX
(1]

$ o
r =
[=]
@ 6
2e 47 e
[ a T e -H
g 2
0 I I
Before After

Time Period Relative to
Start of MTX/Index Date

168 aoBeveig

1. Koster M et al. ACR/ARHP 2016. Abstract 861.

A total of 84 patients with GCA receiving methotrexate were
identified and compared to 84 patients with GCA receiving only
prednisone. Prior to methotrexate initiation, the observed
relapse rate was 11.8 relapses per 10 person-years. This
decreased to 3.69 relapses per 10 [person]-years following the
initiation of methotrexate, a rate ratio of 0.31. In the control
group, the relapse rate was 3.42 relapses per 10 [person]-years
before the index date, and 2.27 relapses per 10 person-years
following the index date, a rate ratio of 0.66.

John H. Stone, Highlights ACR 2016

— . — Infection

------- Inefficacy

—————— Sustained clinical response
Severe ADR

—— Moderate ADR

108 aoBeveig

%

T T T T T T T T T

| S, () T s e i B U s ey
1 2048 C4 057 67 89010111 1213141571617 ‘18

Time (years)

Fig. 2. Kaplan-Meier failure estimate curves, by the main causes of MTX discontinuation.

While the incidence of ADRs is elevated, most of them were
reversible without severe clinical impact. Therefore, it seems
that MTX is a safe drug in the treatment of GCA. Moreover, we
also want to highlight the lower incidence of discontinuations
due to inefficiency compared to the discontinuations due to
sustained clinical response.

Leon L, Clin Exp Rheumatol. Clin Exp Rheumatol 2017;35 Suppl
103:165-170



= PAMP and DAMP

receptor stimulation

Dendritic cell

Co-stimulation

MHC class Il
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Dejaco C, Nat Rev Rheumatol. 2017;13:578-592



Infliximab otnv KA

Relapse-Free Patients Through Day 390

100 — B Infliximab, 5 mg/kg

Hl PBO

H D [00)
o o o

Patients Without Relapse, %
S

0
0 30 120 210 300 390
No. at risk Time, d
Infliximab 28 27 16
Placebo 16 16 13

Hoffman GS, et al. Ann Intern Med. 2007;146:621-630



2TOXEVMEVN Oeparneia otnv NKA

Evploketan o€ e€€AEn RCT pe aywyn anti-IL-12/23 (clinicaltrials.gov
#NCT02955147)
Eupioketan og €€€AEn RCT pe aywyn e baricitinib (clinicaltrials.gov
#NCT03026504)

To tofacitinib, £éxeL emiong BeAtiwoel tnv ayyelakn pAeypovn oe
TLELPOLLOLTLKO oVTEAO KA

To anakinra (IL-1RA) €xel 6eifel kaAd anotéAacpata o case series
acBevwv pe NKA ko Oa Eekivioel RCT (clinicaltrials.gov #NCT02902731)

H aywyn pe CTLA4-Ig £xel Heifel kaAd amoteAEopata otnv dStatipnon
¢ Udeong o acBeveic pe NKA

van der Geest KSM, Arthritis Rheumatol 2018 Apr 12



Abatacept otnv KA
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Figure 3. Relapse-free survival rates following randomization.

Langford et al. Arthritis Rheum. 2017;69:837-45



Figure 2. Meta-analysis plot of prednisone mean differences (mg) for GCA

patients treated with TCZ from case series.

Study Mean Difference Mean Difference
IV, Random, 95% CI IV, Random, 95% CI
Beyer 2011 -26.25 [-30.49, -22.01] -
Salvarani 2012 -5.00 [-14.80, 4.80] —
Sciscia 2011 -20.00 [-33.86, -6.14) =
Seitz 2011 -9.50 [-18.04, -0.986) ——
Unizony 2012 -21.86 [-35.53, -8.19] L
Total (95% CI) -16.55 [-26.24, -6.86] e
30 220 <10 0 10 20 30

reduction in prednisone  increase in prednisone

{mg) after TCZ

Heterogeneity: Tau® = 95.24; Chi® = 23.07, df = 4 (P = 0.0001); I* = 83%
Test for overall effect: Z = 3.35 (P = 0.0008)

{mg) afler TCZ

Osman M, Pagnoux C, Dryden DM, Storie D, Yacyshyn E (2014) The Role of Biological Agents in the Management of Large Vessel Vasculitis (LVV):
A Systematic Review and Meta-Analysis. PLOS ONE 9(12): e115026. https://doi.org/10.1371/journal.pone.0115026

http://journals.plos.org/plosone/article?id=10.1371/journal.pone.0115026

@'PLOS ‘ ONE


http://journals.plos.org/plosone/article?id=10.1371/journal.pone.0115026

Tocilizumab for induction and maintenance of remission in
giant cell arteritis: a phase 2, randomised, double-blind,
placebo-controlled trial

— 20 patients: TCZ and prednisolone

— 10 patients: PBO and prednisolone
— 16 (80%) in the TCZ group and 7 (70%) in the PBO and prednisolone group had new-

Survival, %

onset GCA
Mean Time to Relapse TCZ and prednisolone (n = 20)
100 — PBO and prednisolone (n = 10)
P =.0005
75 —
50 —
25 7
0 | | ,
0 12 26 52
Time, wk

Villiger PM, et al. Lancet. 2016;387:1921-1927
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Trial of Tocilizumab in Giant-Cell Arteritis

Tocilizumab og NKA

Table 1. Demographic and Disease Characteristics of the Patients at Baseline.*
Tocilizumab Tocilizumab
Weekly Every Other Week

Characteristic (N=100) (N=50)
Age —yr 69.5£8.5 69.4+8.2
Female sex — no. (%) 78 (78) 35 (70)
Race — no. (%)

Asian 0 1(2)

Black 1(1) 0

Other 1(1) 1(2)

White 97 (97) 47 (94)

Unknown 1(1) 1(2)
Weight — kg 69.8£13.8 70.8+16.1
Body-mass indext 26.0x4.4 26.0£6.2
Giant-cell arteritis — no. (%)

Newly diagnosed 47 (47) 26 (52)

Relapsing 53 (53) 24 (48)
Prednisone dose — no. (%)

=30 mg/day 52 (52) 25 (50)

>30 mg/day 48 (48) 25 (50)
Disease duration — days 307+564 258+501
Cranial signs or symptoms — no. (%) 78 (78) 41 (82)
Symptoms of polymyalgia rheumatica— no. (%)9 59 (59) 32 (64)
Erythrocyte sedimentation rate — mm/hr 24.6+18.7 20.8+18.1
Diagnosis — no. (%)|

By means of positive temporal-artery biopsy 57 (57) 34 (68)

By means of positive imaging 50 (50) 23 (46)

Placebo
+26-Wk Taper
(N=50)

69.3+8.1
38 (76)

0
0
0
50 (100)
0
70.1£15.8
25.7+4.5

23 (46)
27 (54)

27 (54)
23 (46)
365+570
40 (80)
30 (60)

28.8+25.4

Placebo
+52-Wk Taper
(N=51)

67.8+7.7
37 (73)

25.8+4.1

23 (45)
28 (55)

26 (51)

25 (49)

255+436
40 (78)

35 (69)
24.2+182

29 (57)
23 (45)

Stone JH, N Engl J Med 2017;377:317-28




Tocilizumab og KA — 4 opadec acOsvwv

Week 52 Week 156
26 wk pred (n = 50) I
|
|
52 wk pred (n = 50) I
Open-label |
TCZ if flare I
26 wk pred + TCZ 162 mg QW (n = 100) = > |
|
----------------------------- > I
|
26 wk pred + TCZ 162 mg Q2W (n = 50) |
............................. > I
= [ |

Primary Endpoint

pred, prednisone; QW, every week; Q2W, every 2 weeks; TCZ, tocilizumab; wk, weeks.

Stone JH, N Engl J Med 2017;377:317-28



Tocilizumab o€ IKA: A§LoAOynon Tou AMOTEAEGLOTOC

* ‘E€apon: umotpomnn onpueiwv i cupntwpatwy tne NKA kot/f TKE 230 mm/h
nov va arnodidetal otnv NKA
— AU&non tn¢ d6on tn¢g kopT{dvNnG
* ‘Yoeon: anovoia £€apong ko puotooyiky CRP
— OuvaoBeveic v OswpnOnkav o€ Upeon av n CRP Atav 21 mg/dL os Vo
SLOLOOXLKEG EMLOKEYPELG
* Awatipnon Udeong: Upeon ano eféondda 12 otnv eféopada 52
— OuLaoBeveic Enpene va peivouv oto oxnpa peiwong tng koptlovng
ocUudpwva LE TO MPWTOKOAO

Stone JH, N Engl J Med 2017;377:317-28
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Trial of Tocilizumab in Giant-Cell Arteritis

Tocilizumab og TKA

Tocilizumab weekly (N=100)

Patients without Flare of Giant-Cell Arteritis (%)

207 Tocilizumab every other week (N=49)
Placebo + 26-wk taper (N=50)
Placebo + 52-wk taper (N=51)
0 [ [ [ [ [ [ [ I [ [ [ [ |
0 4 3 12 16 20 24 28 32 36 40 44 43 52
Weeks
No. at Risk
Tocilizumab weekly 100 a3 88 85 85 81 77 74 71 69 67 64 63 5
Tocilizumab every 49 47 45 40 40 39 35 32 30 30 29 26 24 2
other week
Placebo + 26-wk taper 50 44 40 36 34 29 23 19 1% 16 14 13 13 3
Placebo + 52-wk taper 51 43 4 4 38 35 32 30 28 25 22 17 15 0

Stone JH, N Engl J Med 2017;377:317-28




H xpnion tou TCZ ixe oav anoteAEopa CNUAVILKN HEIWON

Cumulative Glucocorticoid Dose, mg

4000

3000

2000

1000

TNC GUVOALKNC 00NC KOPTLKOELO WV

PBO QW + 26 wk (n = 50)
——spe—PBO QW + 52 wk (n = 51)
—a— TCZ QW + 26 wk (n = 100)
——v— TCZ Q2W + 26 wk (n = 49)

Meiwon cuvoAikng 86on¢ otepoetdwv Katd 44%

T T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52

Time, weeks

Stone JH, N Engl J Med 2017;377:317-28



Arthritis Care & Research A\ orReminsirorocy

Ovnouotnta otnV
Brief Report I-KA

Mortality in Patients with Giant Cell Arteritis: A Cohort Study in
UK Primary Care

Lin Li2, Tuhina Neogi. Susan Jick

First published: 6 February 2018 | https://doi.org/10.1002/acr.23538

XpNOLLOTIOLWVTOG TO LOTOPLKO 9778 vEwV acBevwv pe NKA artd tn Baon
6edopévwy tou UK ano to 1990-2014 drarmiotwOnke dtL ot acBeveic pue NKA
gixav avénuévo Kivouvo Bavatouv to mMPpwTto £T0C HETA Th dtayvwon
(HR=1.51), aAAd 0L 5 £€tn peta tn Stayvwon tng KA. O kivéuvocg ntav

MEYAAUTEPOC OE ATOMA <65 £TWV

Li L, Arthritis Care Res (Hoboken). 2018



Oavartoc arno NKA

AcOevn¢ 82 etwv pe kepalalyia,
dakpUppola

Apxkn Bepamneia

iv Methylprednisolone* 1g x 3d, then

iv Prednisolone 75mg/d x 7d, then

tb Methylprednisolone 16mg x 3 (2-1-0)
tb Salospir 100mg/day

O aoBevic avéntuée ooBapn puomnadeia ard tnv Kopti{ovn, 0€ onUEiLo
KAWVOOTOTIOMOU, Mapa Tn HElwon tng 86on¢ kaw tnv Evapén MTX 15mg/week.

2T CUVEXELQ, TIOLPOUGLOLOE MVEVOVIQ, YLa TNV omtoia Xpetdotnke va teOei AwveloAidn,
TtOVU POKAAEoe Bapld ovdeteponevia, kot 0 acBevic katéAnée and onyn.

Me ta onpepva dedopéva Oa pmopovos va eixe xopnynOsei RoActemra



Napadewypa Fast-track avripetwnionc otnv NKA

AcOevn¢ nAkiag 64 eTwV MPOCEPXETOL OTO
vocokopueio tnv 24/4/18, pe apdotepomAcupn MNapelakog KAadog Se€Lag
kpotadk kepaadyia and 10pepou, He oTadLOKNA kpotadikng (eykapoia toun)
emdeivwon kot epdavion dakpuppolag Se€Ld anod Frane Bl
4nuépov. H kedpalalyia eivat tooco £€vtovn mou
ovadEpeL OTL £XEL KOLUNOeL povov 4 wpec abpoloTika
TLG TEAEUTOUEG 4 MEPEG

Mvetal apeoca v/xo KpotadLKWV KoL SLAMLOTWVETOL
gwkova NKA, ondte tibBetal oe aywyn pe Solumedrol
40mg 1x2 iv. AUo wpeC HeTA TNV £yxuon avadEpet
onMovTikh BeAtiwon Kat TNV EMOMEVN HEPA TTARPNG Znueio tng GAw
UdEoN TWV CUMTTTWHATWV

TKE= 57, CRP= 36mg/L

Bloyia €ywve U0 pHEPEC apyltepa
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Temporal artery biopsy in the diagnosis of giant cell arteritis: Bigger is
not always better

Marios Papadakis ", Sarantos Kaptanis °, Aikaterini Kokkori-Steinbrecher ¢,
Nikolaos Floros ¢, Frauke Schuster ?, Gunnar Hiibner *

H British Society of Rheumatology (BSR) ocuviota eAd)xLoto LRKOG ayyeiou yla
Boyia 10 mm Kat tdavikd prikog 20 mm

The total sample consisted of 116 patients with a mean age of 76.1 (SD 7.7) years.
Mean specimen length post-fixation was 0.94 cm (SD 0.49). The TAB(+) group
consisted of 64 patients (55.2%). The specimen length was comparable in the two
groups (0.96 cm vs 0.91 cm, p=0.581). Twenty six TAB(+) patients (41%) had a post-
fixation specimen longer than 1 cm, comparable with the respective percentage in
the TAB(-) group (42%, p=1). All laboratory tests performed were statistically
significantly different in the two groups.

ZUMTTEPOOOL: ZUMTIEPALVOUE OTL TO MAKOG TNG BloYiog tng KA dev avtiotoy el pe
TNV aélomiotia tng dtayvwong oe acBeveic pe KAk vrtoPia yia N’KA

Papadakis M, Am J Surg. 2018 Apr;215(4):647-650



ZUMUITEPACHATOL

H véa avtiAnyn otnv NKA npoBAENEeL u/X0 TwWV KpOoTAPLKWY APTNPLWV
Kol Twv KAAdwV toug Kol Oepamneia mpwv tnv BloPia

H Boyia dev eival anapaitntn o€ 0Aou¢ Touc acBeveic

MNpénel va avalntape nibavi mpooBfoAn Twv peyaAwv ayyeiwv otn NKA
To Tocilizumab pac mapéxel véa Beparmnevtiki Suvatotnta, T0oo otnv
OLTIIOTEAECUOLTIKOTNTA, OGO Kal TNV anoduyn Twv coapwv

OVETILOU UNTWV EVEPYELWV ATTO LEYAAEC SOOELG KOPTLKOELOWV OE ATOMOL

MEYAANG nAWKiag
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Adaptive Immune Responses
in Vasculitis and the Consequences
of Arterial-Wall Injury

In Panel A, activation and trapping of dendritic cells in the
arterial adventitia generate the conditions required for
the recruitment and stimulation of antigen-specific T
cells. CD4+ T cells that enter the microenvironment of
the arterial wall interact with dendritic cells and begin
secreting cytokines. Interferon-y is a critical cytokine that
regulates the differentiation and function of
macrophages. The functional commitment of the
macrophages in the vascular infiltrates is closely linked to
their location in the arterial wall. Macrophages in the
adventitial layer supply the inflammatory cytokines
interleukin-1 and interleukin-6. Macrophages in the
media secrete metalloproteinases and play a critical part
in oxidative injury through the production of reactive
oxygen intermediates. Three aspects of oxidative damage
in the media are shown in Panel B. Protein nitration
occurs in endothelial cells lining neocapillaries. Toxic
aldehydes are formed in the process of lipid eroxidation,
and smooth-muscle cells undergo apoptosis. In parallel,
reactive oxygen intermediates also trigger cellular
activation, as exemplified by the induction of aldose
reductase. The response of the artery to injury is shown
in Panels C and D. Arteritis does not necessarily result

in luminal stenosis and may proceed without
compromising blood flow (Panel C). In patients with
ample production of platelet-derived growth factor and
vascular endothelial growth factor, rapid and exuberant
intimal hyperplasia ensues, causing lumen-occlusive
arteritis (Panel D). Accordingly, the clinical presentation
of arteritis may or may not include ischemic
complications

Cornelia M. Weyand, N Engl J Med 2003;349:160-9



% of 63 Patients

Attiec anwAeglog opaonc otnv NKA

AION  PION CRAO
(55) () (3)

AION - anterior ischemic optic neuropathy
PION - posterior ischemic optic neuropathy
CRAO - central retinal artery occlusion

BRAO  CI OA
(3) (4) (3)

BRAO - branch retinal artery occlusion
Cl — choroidal infarct
OA - optic atrophy (unclear etiology)

Liu et al. Ophthalmology 1994;101:1779-1785.



