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INTRODUCTION

Polyarteritis nodosa (PAN) is a systemic necrotizing vasculitis first
described in 1866 by Adolph Kussmaul and Rudolph Maier.

Typically affects medium-sized arterial vessels but may affect small-sized
arterial vessels.

Not associated with ANCA.

ETIOLOGY: -
Primary : cases of PAN are idiopathic.

Secondary : often associated with hepatitis B, hepatitis C, and
malignancies such as hairy cell leukemia, Sjogren syndrome, rheumatoid
arthritis.

Other organisms : Klebsiella, Toxoplasma, Pseudomonas, trichinosis,
parvovirus B-19, and Yersinia species.

caused by recessive mutations in CECR1, the gene encoding adenosine
deaminase 2 (ADA2).

Middle-aged and older adults . M>F : 1.7:1
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EVALUATION - ALGORITHM

ANCA negative, necrotizing arteritis of medium or small arteries without
glomerulonephritis or vasculitis in arterioles, capillaries, or venules

Offending Medication Yes
e.g. Minocycline?

W

Drug induced PAN?

ll\ln

Single organ Yes Single-organ
e.g. skin limited? vasculitis e.g. cutaneus PAN?

W
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Yes

HBV nfection ?
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HBV associated PAN?
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Childhood or familial cases? Yes Yes

Early-onset strokes with —>| ADA2 deficiency? —> | ADAZ2 deficiency associated PAN

systemic inflammation?

No

Idiopathic generalized PAN
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Polyvarteritis nodosa
(PAN)

Cutaneous PAN

Consider therapy with:
* NSAIDs
* Colchicine
»+ GCS
=+ Dapsone
» + Immunouppressants

HBV-associated PAN

Consider therapy with:
« Antiviral agent
e + Short-term GCS
« + Plasma exchanges

Is the disease restricted to the
skin and/or to the (lower) limbs?

*+— Yes |

No
Is there evidence for aciive
hepatitis B virus infection?
-—Yes

Idiopathic generalised PAN |«

Presence of factors of
disease severity?

‘ Yes

Severe

Consider therapy with:

« GCS +
cyclophosphamide
(preferentially 1V)

* + Switch from
cyclophosphamide to
azathioprine or
methotrexate for
remission-maintenance

No ———1

Non-severe

Consider therapy with:
« GCS
* = GCS-sparing
immunosuppressant
(e.g.. azathioprine or
methotrexate)
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TREATMENT

Biologics: Infliximab

(a TNF inhibitor) or Tocilizumab
(an IL-6 inhibitor) used in
resistant cases.



Clinical Characteristics and Outcomes of Polyarteritis Nodosa:

'GLOBAL-PAN' Study

@ Observational Cohorts of 9 Countries (n=358; 1990-2020) @ Mortality Predictors

g 51.4% 48.6%

FMF (11 Pts)
DADA2 (16 Pts)

Gl Manifestations
HR: 3.39
(95%CI:1.06-10.87; p=0.03)

HBV-related i Age 2 65
. - (95%CI:1.23-12.06; p=0.02)

K- .
Systemic/Cutaneous PAN: 282 Pts/76 Pts
Mean (SD) age at diagnosis: 44.3 (18.1)
Pediatric-onset Disease: 25 Pts

@ Time to First Relapse & Survival

v v
Probability of First Relapse Survival all
1 year: 18.8% 1+ year: 97.8% Cre >140 pmol/L CNS Involvement
5" year: 36.6% 5" year: 95.3% HR: 4.93 HR: 3.56
10*year: 49.8% 10™year: 91.2% (95%Cl:1.61-15.12; p=0.005) (95%Cl:1.17-10.80; p=0.02)
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