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Sorry not to be with you

| thought | could bike to HCM city
Like these 2 ladies

But | started too late

Could not follow them

And | am too slow!
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DEFINITION

= First description by Yamamoto in 1830, but usually attributed to Takayasu in 1905
English literature 1950: « pulseless disease » then « aortic arch syndrome »

= Chronic large vessel granulomatous vasculitis

= Affects aorta, cervical, visceral and lower limnb main branches and coronary and
pulmonary arteries

® Inflammation initially leads to thickening of the arterial wall
®  Results in stenosis, occlusion, dilatation or angurysms

= Ubiquitous (5-8 cases/million), but in Japan (40 cases/million).
Mainly southern asia, mediterranean area and middle east.

= Predominately female (83-97%) hefore 30yo, but 15% after 40

= Morbidity+++: vascular claudication, heart failure, neurologic ischemic events
Impaired daily activities (74%)

» Mortality: 3-27% (congestive heart failura)

ACR 1990 classification

CRITERIA
. Age at disease onset< 40 years
. Claudication of extremities (Upper extremities++)

. Decreased brachial artery pulse

1

2

3

4. Blood pressure difference>10 mmHg between arms

5. Bruit over subclavian arteries or abdominal aorta (on auscultation)
6

. Arteriogram abrormality (narrowing, occlusion not due to atherosclerosis or
fibromuscular dysplasia

At least 3 criteria or more (Sensitivity= 91% et Specificity = 98%)

Arend WP et al. Arthritis Rheumn 1990
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Ishikawa’s criteria modified by
Sharma (1996)

3 major criteria

1. Left mid subclavian artery lesion
2. Right mid subclavian artery lesion

3. Characteristic signs and symptoms of at least one month duration
* Limb Claudication /pulselessness or significant blood pressure difference {>10
mmHg)
* Fever
+ Neck pain
* Transient amaurosis / blurred vision
* Syncope
* Dyspnea
+ Palpitations

Ishikawa’s criteria modified by
Sharma (1996)

High ESR > 20 mm/h

Carotid artery tenderness on palpation (UL or BL)

Hypertension> 140/90 mmHg brachial or popliteal> 160/90 mmHg
Aartic regurgitation or annuloaortic ectasialauscultation or US)
Pulmonary artery lesion

Left mid common carotid stenosis or occlusion

Distal brachiocephalic trunk stenosis or occlusion

Descending thoracic aorta lesion

Abdominal aorta lesion

Coronary artery lesion befare the age of 30 in the absence of dyslipidemia cu
diabetes

2 major criteria or 1 major+ 2 minor criteria or 4 minor criteria are highly suggestive of TA
[Sensitivity 92.5%5 - Specificity 95%).

Sharma BK et al. Diagnostic criteria for Takayasu arteritis. Int ] Cardiol 1996
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PEDIATRIC TAKAYASU ARTERITIS

The EULAR/PRINTO/PRES criteria for childhood Takayasu arteritis [55).

Criterion Definition
Angiographic abnormality Angiography (conventional, camputed
(mandatory criterion) tomography, or magnetic resonance

imaging) of the aorta or its main
branches and pulmonary arteries
showing aneurysmj/dilatation,
narrowing, occlusion or thickened
arterial wall not due to fibromuscular
dysplasia, or similar causes; changes
usually focal or segmental

Pulse deficit or daudication Lost/decreased /unequal peripheral
artery pulse{s)
Claudication: focal muscle pain induced
by physical activity

Blood pressure discrepancy Discrepancy of four limb systolic blood
pressure >10 mmHg difference in any
limb

Bruits Audible murmurs or palpable thrills
over large arteries

Hypertension Systolic/diastolic blood pressure greater
than 95th percentile for height

Acute phase reactants Erythrocyte sedimentation rate

~20 mm per first hour or C-reactive
protein any value above normal
(according to the local laboratory)

TA is classified when the mandatory criterion is present plus any other criteria.

<18 YO 100% sensitivity, 100% specificity

Takayasu Arteritis
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Takayasu:
Supraaortic ostium thickening

Takayasu Arteritis: Numano’s angiography classification

25% 20% 5% 10% 40%

g Thoracic descending Abdominal b + 1V
B + Abdominal Renal
Ascending Ao Descending Renal
Ao arch thoracic Ao
C(+) (coronaries), P(+ )(Pulmonary arteries) T —
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TA CLINICAL DIAGNOSIS
VARIOUS CIRCUMSTANCES

¥ General symptoms, ischemic symptoms, high blood pressure<50 YO
¥ Fortuitous discovery: absence of pulse, vascular murmur on physical examination

" |maging tests: arterial parietal thickening, arterial stenosis or aneurysms

» Associated diseases: Crohn's , ulcerative colitis, spendylarthropathy, rarely sarcoidesis

» i Pre-occlusive phase »: fever, arthralgia, myalgia, erythema nodosum,
pyoderma gangrenosum, carotinodynia, episcleritis
Often unnoticed, absent, or retrospectively identified

»  « Vascular phase »: results from arterial lesions (stencsis, cbliteration, aneurysms)
and symptoms depend on the impaired area

Sawedoun Orphonet | Rare Dis 2021

TA CLINICAL DIAGNOSIS

» Axillo-subclavian: asymptomatic, upper limb claudication or subclavian steal,
Blood pressure asymetry
Absence of pulses, murmur, Raynaud’s phenomenon

= Carotid: 10-30% of cases. Neck pain, carotidedynia, absence of pulse, murmur

= Dizziness, lipothymia, syncope, bilateral dark vision when getting up due tc transient
low verebral flow

Saadoun Orphoenet J Rore Dis 2021
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TA CLINICAL DIAGNOSIS

= Thoraco-abdoeminal Aorta: lower limb claudication

= Renal artery or pseudo-coarctation: renovascular

hypertension+++ very common
{ systolic blood pressure may be measured an ankles rather

than arms)

Soodoun Qrphonet J Rare Bic 2021

TA CLINICAL DIAGNOSIS

Cormamond Am J cardiol 2014

= Heart: from non specific perfusion abnormalities on MRI (26%) to angina
pectoris due to coronary involvement (5-15%),
Aortic insufficiency by dilatation of the ring (poor prognosis)++
Hypertrophic or left heart disease due to high blood pressure

* Lung: 50% of patients, asymptomatic or chest pain, cough, dyspnea,
hemoptysia

= Skin: Pyoderma gangrenosum, erythema nodosum

= Biological signs: no specific biomarker
Inflammation: CRP, ESR, fibrinogen, alpha2 globulin but erratic, may be absent

Saadoun Orphanet J Rare Dis 2021
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TA OCULAR MANIFESTATIONS

= Prevalence of ocular manifestations in TA: 8-65%
= May be inaugural {58% of cases) or any time during the course
= Associated with a severe TA phenotype and activity of the disease

B Anterior segment; ischemic uveitis

= (Cataract

= Pasterior segment++ aneurysms of central and peripheral retina, then retinal ischemia
= Symetric involvement: 50%

Carotid artery involvement induces an ISCHEMIC RETINOPATHY

-Hypoperfusion retinopathy (70% of cases): microaneurysms, venous
abnormalities, ocular ischemic syndrome,neovascular glaucoma,
proliferative retinopathy

-Hypertensive retinopathy: 30%

Sharma indian J Ophtalmol 2024

TA OCULAR MANIFESTATIONS

= Stage 1: vascular dilatation
la: with microaneurysms
1b: without
= Stage 2: vascular anasotomosis
= Stage 3: Complications (cataract, retinal ischemia, neovascularization, vitreous hemorrhage)

Patchy choroidal filling Microaneurysms Dye diffuse leakage
Due to prolonged in the peripheral in the late phase
arm-retina time retina Sharma Indian J Ophtalmol 2024
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APPROPRIATE IMAGING IS THE MAINSTAY FOR DIAGNOSIS

EULAR recommendations for the use of imaging in
large vessel vasculitis in clinical practice: 2023 update

4. |n patients with suspected TAK, MR to investigate mural inflammation or luminal changes 3 9.5(0.8) 9%
should be used as the first imaging test to make a diagnosis of TAK.

5. FDG-PET, CT or ultrasound may be used as alternative imaging modalities in patients with 3(CT) and 5 (PET and US} 9.7 (0.6) 100
suspacted TAK, Ultrasound is of limited value for assessment of the thoracic aorta.

6. Conventional angiography is not recommended for the diagnosis of GCA or TAK as it hasbeen 5 9.8 (05} 100
superseded by the previously mentioned imaging modalities.

7. In case of & suspected relapse of GCA or TAK, particularly when laboratory markers of disease 5 9314 8

activity are unreliable, ultrasound, FDG-PET or altematively MRI may be considered for the
assessment of vessel abnormalities, Imaging is not routinely recommended for patients in clinical
and hiochemical remission

= Conventional arteriography is no longer used for the diagnosis or the follow-up

=  QOther techniques such as doppler US, angio-CT, angio MRI and FDG-PET should be used

Quinn, A&R 2022 75: 98-107 Ann Rheum Dis 2024, 83: 741-51

APPROPRIATE IMAGING IS THE MAINSTAY FOR DIAGNOSIS

= Doppler Ultrasound {US):
-Advantages: simple, easily reproducible, no radiation
typical hypoechoic perivascular halo
measures the thickness of carotid and axillary walls
-Inconvenients: no determination of activity
Less sensitive than cross-sectional imaging for visceral arteries
Inaccessibility of thoracic aorta
= Angio-CT:
-Advantages: parietal thickening>2-3 mm, arterial stenosis or aneurysm
circumferential and regular sometimes enhanced by injection

excellent spatial resolution covering the entire arterial tree
-Inconvenients:  Radiation, iodinized contrast product injection

= Angio-MRI:
-Advantages: morphelogical study + parietal inflammation (T1 imaging+/-gadolinium)
No radiation, no iodinized contrast product injection
-lnconvenients: Disease inflammatory activity?

Sagdooun Orpfonet J Rare Dis 2021 Bhandari Cureus 2023
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APPROPRIATE IMAGING IS THE MAINSTAY FOR DIAGNQOSIS
2.[18-F]FDG-PET/CT

» More direct approach of the degree of vascular inflammation
=  Useful for the diagnosis
= SUV max, SUV ratio (Vascular SUV max/mean standard uptake)
= Compared the aortic uptake and the liver uptake: PETVAS
Grade 0; no uptake
Grade 1: lower uptake than liver
Grade 2: equal uptake
Grade 3: Greater uptake in the aorta

= To follow inflammatory activity?
Not alone but in combination with clinical, biological and other imaging technigues

Jimener Clin Exp Rbeomatol 2021 MNassarmad)i Front NMed 2023

APPROPRIATE IMAGING IS THE MAINSTAY FOR DIAGNOSIS
2-[18-F]FDG-PET/CT FOR DIAGNOSIS

Increased uptake in
the aortic arch, proximal left
subclavian and carotid in a patient
with left arm claudication

Increased uptake in the left
carotid artery in a patient
with carodinodynia

Increased uptake in
the ascending and descending
thoracic aorta in a patient
with fatigue and increased CRP

Luo Clin Radiol 2024
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APPROPRIATE IMAGING IS THE MAINSTAY FOR DIAGNOSIS

INITIAL DIAGNOSIS FOLLOW-UP
1/ MRI * No routine imaging if remision
2/ FDG-PET * If suspected relapse
CTor US without biomarkers
3/ Conventional angio * Orlong-term monitoring
not recommended FDG-PET (if SUV>1.3)
uUs, CT

Ann Rheumn Dis 2024, 83: 741-51

Chapel Hill Classification 2012

Immune Complex Small Vessel Vasculitis
Cryoglobulinemic Vasculitis
IgA Vasculitis (Henoch-Schénlein)
Hypocomplementemic Urticarial Vasculitis
(Anti-C1q Vasculitis)

Medium Vessel Vasculitis

Polyarteritis Nodosa [ Anti-GBM Disease
KawasakiDisease

ANCA-Associated Small Vessel Vasculitis
Microscopic Polyangiitis

| ] Granulomatosis with Polyangiitis
' (Wegener’s)
Large Vi I Vasculitis Eosinophilic Granulomatosis with Polyangiitis
(Churg-Strauss)

| Takayasu Arteritis |
Giant Cell Arteritis

Jennette JC et al. Arthritis Rheum 2013
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DIFFERENTIAL DIAGNOSIS

= INFECTIONS:
mainly tuberculosis, syphilis,
staphvylococcus, streptococcus, salmonella

= INFLAMMATORY DISEASES:

Behcet, Cogan, relapsing polychondritis,
Rheumatoid arthritis

Granulomatesis with polyangeitis

= NON-INFLAMMATORY DISEASES:
Atheroma

Genetic (Marfan, Ehlers-Danlos)
Post-radiation

Fibromuscular dysplasia

= PERIAORTITIS:

Erdheim-Chester

1gG4 disease

Perianeurysmal retroperitoneal fibrosis

"  PEDIATRICS: Kawasaki {coronary, palyarteritis nodosa)

Sowdoun Orpharet d Rore Dis 2021 Watanabe Curr Rheumatal Rep 2022

TA AND GIANT CELL ARTERITIS
NOT THE SAME DISEASES

e g, e

Age <50vo > 50 yo
Sex Female ratio 9/1 3/1
Geographic Origin Asia, North Africa, India Caucasian
Genetics HLA B52 HLA DRA

Aszsociated symptoms

*  Erythema nodosum + -
+  Scleritis + -
* lIschemic Optic neuropathy - +
* Retinopathy + -
Associated diseases IBD/SA/Sarcoidosis PMR

Saadeun Orphanet | Rare Dis 2021
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TA AND GIANT CELL ARTERITIS

Carotid artery tenderness + Exceptional
Subclavian arteries + Symetrical
Renal arteries + Exceptional
Mesenteric/carotid arteries ++ -
Axillary arteries + +t
Takayasu Arteritis Giant Cell Arteritis
A. temporalis
A. carotis A. ophthalmica
A. subclavia A. vertebralis
(proiomal) A. subclavia (distal)
Aorta A axillaris
(thoracic and
abdominal) .
. Aorta (thoracic)
A . celiaca

A. mesenterica

A. renalis

Cephalic arteritis,
symetrical subclavian
and axillary involvement
temporal artery biopsy++

Aorta (infrarenal)

un Orphanet J Rare Dis 2021 Watanabe Curr Rheumatol Rep 2022

TA AND GIANT CELL ARTERITIS

TAKA

Pam—
™ = S

—

»  (M)edia damage

* (i)ntima thickening ‘ (M]e'dia da'mage.
Inflammation + fibrosis * (I)ntima thickening
«  (A)dventitia fibrous Inflammation + fibrosis

Expansion and remodeling

Watanabe Curr Rheumatol Rep 2022
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TA AND GIANT CELL ARTERITIS

Cluster of
mononuclear cells
in the media
and
fibrosis of the adventitia

Infiltrate:
lymphocytes
few Plasma cells
histiocytes

of descending aorta TA histologic lesions are close from GCA but.....

media-adventitial junction
Watanabe Curr Rheumatol Rep 2022/Bhandari Cureus 2023

TA AND GIANT CELL ARTERITIS

= |L-12B A. Takayasu aortitis B. Giant cell aortitis
susceptibility gene
* Increased IL-12

l

CD4 TH-1 and TH-17

=2, g~

CD8 perf+ S . 3 (2
NK . (1
w

=

B Lympocytes:
Pro-inflammatory CD4+Tcell CD8+Tcell NKcell Macrophage Dendriticcell
anti-EC Ab
(4 ) ®@ 0 &
CD4/CD8/NK/ B CD4 disease

Soadoun A&R 2015/Watanabe Curr Rheumatol Rep 2022/Bhandari Cureus 2023
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TA INFLAMMATORY ACTIVITY

Difficult to evaluate!! Combination of clinical, biclegical and imaging criteria

* NIH: Recent onset or aggravation of at least 2 criteriaamong 4
-Signs of ischemia or vascular inflammation
-Systemic symptoms not attributable to other events
-Angiographic abnormalities (CT, MRI)
-Increased inflammatory markers (CRP, fibrinigen, ESR) (but may be unadapted in 30%)

* Turkish Disease Extend Index- Takayasu {(DEI-T)

* Indian Takayasu (ITAK)

Need for more precise tools......

TA INFLAMMATORY ACTIVITY

2-[18-F]FDG-PET/CT

Before
TRT

After
TRT

NOT YET ESTABLISHED......

Barra Autolmm Rev 2018/Nassarmandji Front Med 2024/Luo Clin Radiol 2024
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PROGNOSIS
HIGHLY VARIABLE
N=120
Retrospective
14 year
1m| |_I = W __ .*'l 1m fOIIDW'up
4 =y E— _
8. "LL__ Stage 2 L%

Ry . Poor Prognosis factors
= 50 —-—r o N 4 # Vascular Complications
e ] i © ﬂ,;;; .ih > Progressive disease
> i #Elevated ESR
E b A%

E
" A
|
20- T
l Survival at 15 years: 43%
E!||||.||||1:|‘n'i"~'||||'|||||'r""|—|
1] 2 L] [ -] 10 12 14 18

YEARS FOLLOWING DIAGHOSIS

Ishikowea K et al, Crculation 1994

TA AND DEATH

Death (n=16/300; 5%), survival 96.1% at 10years

Aneurysm rupture/dissection 259,
Mesenteric ischemia 259,
Septic shock 19%
Cardiac arrest 19%
Pulmonary emboli 6%
Cardiogenic shock 6%
Matsuura To 1% at 15 y 69 paticnts
Endo z‘?i: ;‘: ? g’y 31 paticnis
Sheikhradch 924% aloy 78 paticnis
Mivata 73.5% at20 vy 106 patients
Kerr 2 deaths 60 paticnis

CAP NHAT NHOUNG TIEN BO TRONG QUAN LY TOAN DIEN CAC BENH CO XUGNG KHOP




) _ HOINGHI KHOA HOC NAM 2025
LIEN CHI HOI BENH TU MIEN CO XUONG KHGP TP.HO CHi MINH

PROGNOSIS
HIGHLY VARIABLE Retrospective
N=318
178 (56%) patients had 2 1 event: Mlean age 36
- - 0,
Vascular Complication and/or relapse, and/or death 87% female
6 year follow-up
100 =,
L
-
20 h‘g
_ Event-free survival:
£ 1 year 75.6% (70.7-80.8)
g ® 3 years 59.9% (54.—66.2)
5 5 years 48.2% (42.2-54.9)
= | 10 years 36.4% (30.3-43.9)
z «— 15vyears27.1% (20.9-35.3)
@ 20 years 17.3% (11.5-26.2)
- EFS
20 FF=
CFs
‘:I Ll
a Zz 4 ] a2 10
Years
Comarmond C et al. Circulation 2017
PROGNOSIS
RELAPSE
100 =
5,
B0
Relapse-free survival:
# lyear 80.1% (75.5-85.0)
£ o0 3 years 66.6% (61.1-72.6)
3 5 years 58.6% (52.7-65.1)
2 €— 10 years 47.7% (41.2-55.1)
e 15 years 39.6% (32.6—48.2)
@ 20 years 32% (24.4-42.0)
- EBFE
20 4 RFS
CFs
] T T T T T

Camarmond C et al. Circulation 2017
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PROGNOSIS
VASCULAR COMPLICATIONS

100 .

S

Vascular complication-free
survival:

B0 1 year 90% (95%Cl: 86.6—93.6)
3 years 77.4% (72.4-82.7)

5 years 69.9% (64.3-76.0)

7 10 years 53.7% (46.8—61.7)
15 years 47.0% (39.5-56.1)
- EBS 20 years 28.2% (19.9-39.8)

20 RFS
CFS

Survival probability (%)

Comarmand C et al. Circulation 2017

PROGNOSIS FACTORS

Event-free survival

Progressive clinical course 1.67 (1.1510 2.41)
Thoracic aorta involvement 1.47 (0.99 to 2.18)
Carotidodynia 1.77 (1.10 to 2.85)

Relapse-free survival

Male gender 1.84 (1.00 to 3.36)
Elevated CRP 2.09 (117 to 3.76)
Carotidodynia 236(133t04.19)

Ischemic complication-free survival

Progressive clinical course 2.03 (1.14 to 3.62)
Thoracic aorta involvement 2.74 (1.29 to 5.85)
Retinopathy 340 (157 to 7.37)

|
|
|
|
|
|
|
l
|
L
|
|
|
|
|
|
|
1
|
|
3

0.75 15 2 3
Hazards ratio (85%CI)

Comarmond C et al. Circulation 2017
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PROGNOSIS SCORE

Patients are at high risk of death and vascular complications si 2 2 following factors

# Progressive evolution
# Thoracic aortic involvement

# Retinopathy

_ , Low risk group:
= :|-+ 21.6% complications at 5 years
S _
E ED ] - -I _______
E EE 1T
2 High risk group:
T 40 1 48.5% complications at 5 years
2
=
o Low risk
20 1 - High risk
(8] T T T T 1
0 12 24 36 43 60
Morths Comarmond C et al, Circulation 2017
TREATMENT
OBJECTIVES:

* Limit vascular complications and revascularization and control vascular inflammation
* Avoid relapses

* Limit corticosteroid side-effects

* Reduce cardiovascular risk factors, such as tobacco use and high blood pressure

» Anti-platelet antiaggregant drugs if no contraindication
(aspirin 75-300 mg/d if severe stenosis)

» Anti-coagulant: not recommended routinely

= Statins: often but no avidence-based data

INFLAMMATORY PHASE: steroids, oral DMRDs, bio-DMRDs

VASCULAR COMPLICATION: Revascularization only when

inflammation is under control
Saerdoun Orphanet | Rare Dis 2021
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TREATMENT

STEROIDS

Gold-standard TRT for the active inflammatory phase

Prednisone: 0.5 mg/kg [(mild forms)
0.7 to 1 mg/kg (<70mg/d in case of vital organ damage, coronaritis,
multiple or progressive arterial lesions, renc-vascular hypertension, intestinal
ischemia, cerebral infarction, aortic insufficiency)

Avoid methylprednisolone bolus except in life-threatening forms

» Progressive reduction until 5mg/d, then 1mg/month, then attempt to stop at 24 months of
guiescent disease

»  May achieve remission in 25-50% of cases
= But relapses in 30-40% of cases

» Side effects: 20-50% of patients

sagdoun Qrphanet J Rore Dis 2021

TREATMENT
STEROIDS

Weight >70 60to70 50to60  40to 50*
(ko) -\

Prednisone at mg/day
D1toD14 35 30 25 20
M1 17.5 15 125 10
M3 10 75 75 75
‘M6 <0.1 mg/kg
M12 5 '
Corticosteroid therapy started at 1
‘Weight 270  60to70 50t060 40to 50*
(kg)

Prednisone at mg/day
DitoD14 70 60 50 40
M1 35 30 25 20
M3 20 17.5 15 125
M6 < 0.1 mgkg
M12 5 '

Saadoun Crphanet J Rare Dis 2021
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TREATMENT
ORAL DMARDs

" NMETHOTREXATE:
-0.3mg kg fwk (20 mg/wk for 70 kg)
-Most experts recommmend its use as a first-line to reduce steroids
-only limited open studies
-50-80% remission in combination with steroids
-Teratogenic

= AZATHIOPRINE:
-2-3mg/kg/d (max: 150mg/d)
-Remission and steroid reduction but non-anatemical improvement

= MYCOPHENOLATE MOFETIL:

-2g/d
-Clinical remission and steroid reduction

= CICLOPHOSPHAMIDE:
-No more used

Saodoun Grphanet J Rore Dis 2021

TREATMENT
Bio-DMARDs

" Anti-TNF
-Mainly INFLIXIMAE (5-6mg/kg 0-2-4 wk and every 4 wks)
-ADALIMUMAB (40 mg/2wks)
-Especially in case of association with spondylarthropathy er inflammatory bowel
diseases

" Anti-IL-6r
-TOCILIZUMAB (8mg/kg/dwks)

EFFICIENT
70-80% response
Steroid-sparing effect
Even in patients refractory to oral DMRDs

Sweadoun Orphonet I Rare Dis 2021
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Anti-TNF in Takayasu
Total Infliximab Etanercept Adalimumakb
Hoffman et al. 2004 15 8 7 4]
Della Rossa et al. 2005 z 0 0
Karageorgaki et al. 2007 4 0 4]
Filocamo et al. 2008 4 4 0 0

Munes et al. 2010 3 3 0 0
Buonuomo et al. 2011 2 2 0 [
Osmanet al. 2011 2 1 0 1
Comarmond et al. 2012 5 5 0 [
Mekinian et al. 2012 15 15 0 0

Quartuccio et al. 2012

15 15

Bonilla-Abadfa et al. 2013 3
Movikov et al. 2013 9
Youngstein et al. 2014 8
Serra et al. 2014 5

Vinicki et al. 2016

+ 8 reparied cases

P02 8 W

o o o o o
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Retrospective or small case series

Anti-IL6r in Takayasu

Case series

MNishimoto et al, 2008

Tombetti et al. 2013

Seitz et al. 2011

Makaoka et al. 2013

Salvarani et al. 2012

Canas et al. 2014

Bredemeier et al. 2012

Loricera et al. 2014

Salvarani et al. 2012

Youngstein at al. 2014

Unizony et al. 2012

Schiavon et al., 2014

De Kruif et al. 2012

=W~ |

Mekanian et al. 2015

Bravo Manchefio et al. 2012

=T o S I T S I N S D B S

Osman et al. 2015

Goel etal. 2013

Vinicki et al. 2016

[y
L]

Xenitidis et al. 2013

hra

Risse et al, 2016

Abisror et al. 2013

9]

Deniz Batu et al. 2017
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Haws
ARAM

= Inclusion:

Patients with TAK who had relapsed within the previous 12 weeks were induced into
remission with oral glucocorticoid therapy.

= Design: Double-blind, placebo-controlled trial, patients were randomly assigned
1:1 to receive anti-1l6r or placebo subcutaneously

and oral glucocorticoids were tapered 10 %/week from week 4 to a minimum of 0.1 mg/kg/
day (until 19 patients relapsed).

The first dose of study treatment was administered after remission from TAK for 21 week.

* The primary endpeint was the time to relapse of TAK, defined as 22 of the following:
* objective systemic symptoms,
* subjective systemic symptoms, without imaging evaluations
+  elevated inflammation markers,
= vascular signs
* ischaemic symptoms.

Wokaoka ¥ et ol. Ann Rheum Dis 2018
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0 4 8 12 16 20 24 28 32 36 40 44 48 52 656

Week
Patients at risk, n
Placebo18 18 1% 8 4 3 3 2 2 1 1 1 1 1
Anti-ller > 162mg/week 18 18 16 14 8 8 6 4 3 3 3 3 1

Nakaoka Y et al. Ann Rheum Dis 2018
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Anti-TNF vs anti-ILér

10

08

p value = 0.81

06

No difference

Relapses free survival
04

—  ANH-TNFa
= = Tocilizumab

02

-

00

0 1 2 3 4 5

Patients at risk Years

Anti-TNFae 56 31 18 12 5 4
Anti-IL6r 14 6 1 1

Mekinian et al Circulation 2015

e . Anti-IL-6r appears
much better
3 than oral-DMARDs
-
£ 8
2
]
-
b
w
= — DMARDS
= o —-= Biotherapy
pvalue = 0.000
o
- 4 ‘
0 - ) 8 B 10
Patients at risk Years
DMARDS 73 18 8 3 2 1
Biotherapy 70 18 q 1

Mekinian et al Circulation 2015
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Abatacept (CTLA4-1Ig) in Takayasu Arteritis

I\ Abatacept .

IV Abatacept Or
.
Double blind Primary

Randemisation Criteria
0 Week 12 28 64

* Primary criteria: Remission duration (relapse-free survival)
= Secondary criteria: Tolerance

Langford CA et al. Archritis Rheumgrol 2017

Abatacept (CTLA4-Ig) in Takayasu Arteritis

34 treated patients _ B G, it == ficdn
26 randomized patients
11 abatacept, 15 placebo

; p =0.853
§
Relapse-free survival at 12 months § ;
22% abatacept E i
40% placebo (p=0.853) = ] TS
BEEEEREE - -

Manths

Abatacept does not reduce relapse rate in TA

Langford CA et al. Arthritis Rheumatol 2017
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OTHER bio-DMARDs in Takayasu

»  Ustekinumab

* Terao et al. Scand J Rheumatol 2015;27:1

— 3 patients
* Yachoui et al. Scand J Rheumatol 2017:Mar 3:1

Too limited

* Rituximab

* Hoyer et al. Ann Rheum Dis 2012, 71:75

- 3 patients with refractory TAK

* Galarza et al. Clin Rev All Immunol 2008; 34:124
- 2 patients

* Ernst et al. Case Rep Rheum 2012: Epub

- 1 patient

* Salvarani et al. Rheumatology 2017

- 7 patients

FRENCH GUIDELINES TO TREAT TAKAYASU ARTERITIS

Form with life-threstening pmgnosis
ot slake?

Soadoun Orphanet J Rare Dis 2021
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CONCLUSIONS

* TAis different from GCA

= TAis a more severe disease than GCA

= Appropriate vascular imaging is the mainstay of diagnosis

= Evaluate the inflammatory activity is not easy and relies on clinical, biological and imaging
= Steroids are the first-line therapy, possibly in association with methotrexate

= L50% of patients relapse and have vascular complications 10 years after diaghosis

= High risk patients are those with progressive course, retinopathy,
thoracic aortic involvement

* High risk patients may he treated more agressively with early bio-DMARDS

YOU ARE INVITED IN MARSEILLE 3 .
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