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Abstract

Introduction: The vasculitides are a heterogeneous group of disorders characterized by inflammation of blood vessels with
reactive damage to mural structures that have the potential to cause ischemia and organ damage. There is a wide spectrum of
involvement and severity. We described a series of patients diagnosed as vasculitdes. Diverse & severe manifestation of these
diseases is a big diagnostic and management challenge. Studying these cases may help to develop insight into vasculitides.
Methods: Examination & follow up of patients who had a definite diagnosis of vasculitis, with review of reports, clinical
examination and evaluation of treatment outcome, in Rheumatology and Vasculitis Clinic, department of rheumatology of
BSM Medical University, Dhaka, during May 16 to July 15, 2013. Results: A total of 29 patients were enrolled with a definite
diagnosis of vasculitis. Takayasu’s arteritis (TA)- 6, giant cell arteritis (GCA)- 2, polyarteritis nodosa (PAN)- 2, granulomatosis with
polyangiitis (GPA)-10, eosinophilic granulomatosis with polyangiitis (EGPA)- 3, rheumatoid vasculitis (RV)- 5, lupus vasculitis (LV)-
1. High dose glucocorticoid (HDGC) and glucocorticoid sparing agents (GSAs) like cyclophosphamide, azathioprine and
methotrexate (MTX) were employed in appropriately indicated patients. Infection was a concern in many of those patients
(44.82% in our series).Limb claudication of TA patients did not respond to immunosuppressives(n=4) . Conclusions: A bigger and
a more structured study with administration of newer biologics(e.g., in TA patients to help claudication), a more structured
follow up and better strategies to bring down the infection rate and minimize the adverse effects of drugs might improve
patient compliance and disease outcome.



An Introduction to Vascultis...



Vascultides: Definition & Perspectives

* Disorders characterizes by the presence of inflam. leukocytes in vessel walls
with reactive damage to mural structures

* Loss of vessel integrity may lead to bleeding, and compromised lumen lead to
downstream tissue ischemia and necrosis

* Vasculitis should be considered in patients who present with systemic
symptoms (e.g., fatigue, weakness, fever, arthralgias) in combination with
evidence of single &/or multiorgan dysfunction &/or neurologic
manifestations.



Distribution of vessel involvement by vasculitis
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2012 Revised International Chapel Hill Consensus
Conference(CHCC) Nomenclature of Vasculitides....



2012 Revised International Chapel Hill

Vasculitides
 Large vessel vasculitis (LVV)

Takayasu arteritis (TAK)
Giant cell arteritis (GCA)
* Medium vessel vasculitis (MVV)
Polyarteritis nodosa (PAN)
Kawasaki disease (KD)
* Small vessel vasculitis (SVV)
**» ANCA-associated vasculitis (AAV)
Microscopic polyangiitis (MPA)
Granulomatosis with polyangiitis (Wegener’s) (GPA)
Eosinophilic granulomatosis with polyangiitis (CSS)

s Immune complex SVV

Consensus Conference Nomenclature of

Anti-glomerular basement membrane (anti-GBM) disease

Cryoglobulinemic vasculitis (CV)

IgA vasculitis (Henoch-Schonlein) (IgAV)

Hypocomplementemic urticarial vasculitis (HUV) (anti-

Clq)

Variable vessel vasculitis (VVV)
Behcet’s disease (BD)
Cogan’s syndrome (CS)
Single-organ vasculitis (SOV)
Cutaneous leukocytoclastic angiitis
Cutaneous arteritis
Primary CNS vasculitis Isolated aortitis
Others
Vasculitis associated with systemic disease
Lupus vasculitis
Rheumatoid vasculitis
Sarcoid vasculitis
Others
Vasculitis associated with probable etiology
Hepatitis C virus—assoc. cryoglobulinemic vasculitis
Hepatitis B virus—associated vasculitis
Syphilis-associated aortitis
Drug-associated immune complex vasculitis
Drug-associated ANCA-associated vasculitis
Cancer-associated vasculitis
Others



CHCC 2012 Classification, simplified....

Large vessel vasculitis (LVV)

Medium vessel vasculitis (MVV)

Small vessel vasculitis (SVV)

Variable vessel vasculitis (VVV)

Single organ vasculitis (SOV)

Vascultis associated with systemic disease

Vascultis associated with probable etiology



Overview of Management

* Observant follow up + symptomatic treatment in less severe form
 IgAV, mild hypersensitivity vasculitis

« Removal of inciting agents:
» Drugs: hydralazine, propylthiouracil

« Treatment of known cause: hepatitis B & C, syphilis

« Supportive treatment: cleaning, debridement, etc

* Immunosuppressive treatment

* Prophylactic treatment: Cotrimoxazole, Ca+D, etc



Immunosuppressive Treatment...

* Treatment strategy:
* Induction of remission with HDGC
* Dose reduction to minimize toxicity followed by-
* Glucoroticoid sparing agents (GSASs):
**Cyclophosphamide (Cyclo)
s*Methotrexate (MTX)

s Azathioprine (AZT)



Vasculitis Clinic BSMMU....



Methods:

* Review of patients, who received treatment and came for follow up in vasculis
clinic of BSM Medical University, Dhaka, during May 16 to July 15, 2013:

* Detailed retaking of history
* Physical examination

e Study of documents including lab reports



Results and Discussion:



Types Encountered(n=29)

» Takayasu’s arteritis (TAK) — 6

e Giant cell arteritis (GCA) — 2

 Polyarteritis nodosa (PAN) — 2

* Granulomatosis with polyangiitis (GPA) (WG)— 10

* Eosinophilic granulomatosis with polyangiitis (EGPA) (CSS) — 3
* Rheumatoid vasculitis — 5

* Lupus vasculitis -1



Takayasu’s arteritis



ACR Classification Criteria

Presence of 3 of 6:

* Age at onset <50 years

Limb claudication

Diminished pulse in brachial arteries

SBP difference of >10 mmHg between 2 arms

Bruit over subclavian arteries or abdominal aorta

Arteriographic narrowing

I llaA AlloA AMA AN



All were female

Takayasu
Arteritis...our
patients( n=6)

Age around 20 yrs

4 had constitutional features

Limb claudication didn’t respond well to any (immunosuppressives)

Relapse of constitutional features during tapering 1
Relapse of angina during tapering

Adverse drug effects:
Cushing
Hypertension 1

Infections:
UTI 1

Paronychia & gingivitis

Fusiform aneurysm and wall thickening in a patient
with Takayasu arteritis( not from our series)



Giant Cell Arteritis



ACR Classification GCA: Case(1) Scenario
Criteria

64-yr-old woman, H/O rhinitis, rec. sinusitis, bilat.

OM with hearing loss, (R) facial pals
Presence of 3 of 5: 8 (R) DAy

Later: sudden severe headache, eye ache, blurring

Age >50 years at disease onset

Eye consult: acute ischemic optic neuritis (AION)

new onset localized headache

RX: HDGC. Rapid response. Was doing well on LDGC

Tenderness or decreased pulse of the
temporal artery

ESR >50

Biopsy: necrotizing arteritis + granuloma

Enlarged temporal artery in GCA
( not from our series)



Polyarteritis nodosa (PAN)



ACR Classification Criteria...

Presence of 3 of 10:

* Weight loss >4 kg

Myalgias, weakness

Testicular pain or tenderness

Livedo reticularis

Mononeuropathy or polyneuropathy

New onset DBP>90 mmHg

Elevated BUN or creatinine

Evidence of HBV.

Characteristic arteriographic abnormalities

Biopsy of medium/small-sized artery

containing PMNs



Case 1;

« @, 45-year-old, HTN, T2DM
* Pointers to PAN:
* Myalgia
* Abdominal pain
* Presentation: digital gangrene in upper limbs

e Biopsy: Typical finding
Treatment:

* Debridement, antibiotics, amputation »Oral cyclo+HDGC |
g

— Infection - Withdrawal of immunnosuppressants,
antibiotics - Reinstitution(immunno.) >Low grade |

infection persisted
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Figure 1V: PAN case 2
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Figure 11: Histopathological appearance
of digit proximal to gangrene
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Granululomatosis with polyangiitis
(GPA)



ACR Classification Criteria

Presence of at least 2 of 4:

 Painful or painless oral ulcers or purulent/ bloody nasal discharge

* Chest X-ray: nodules, fixed infiltrates, cavities

* Microscopic hematuria or red cell casts

* Granulomatous inflammation on biopsy of an artery or perivascular area

(PR-3 ANCA (cANCA) increases sensitivity & specificity)



GPA: Patient Profile(Our Series N=10).....

F-5, M-5, age 14—65

Presentation: typical — 8

 Digital gangrene -1, VC palsy and OM -1

Biopsy not done in 5: typical CF with strong +ve PR3-ANCA

Biopsy done in 5: vasculitis in all, granuloma in 3

PR3-ANCA :
+vein9

-ve in 1: granuloma in biopsy, destruction of hard palate



GPA: Outcome of Treatment...

»Tr.: Initial: HDGC + Cyclo -8
HDGC+MTX -2

» Initial response: goodin 7
No responsein 3
e 1 switched to cyclo from MTX
* 1 Rituximab

e 11VIg, maintained on MMF

GPA: Destruction of Hard Palate (of one patient)



GPA: Outcome of Treatment...
AdverseEvents | No._

Adverse drug effects:
» >4-year-FU-4: DM 2
Osteoporosis ;
* 1 on 20-year-FU: 3 major flares, Losings 5
grumbles now on MTX Hypertension 1
Azathioprine induced neutropenia 1
* 1 on 8-year-FU: 2 major flares now on A e NSt k11
AZT Infections: (total 5)
. Pneumonia 2
e 1on11-yr-FU: in drug free Enterocolitis
remission for 9 yrs Pulmonary TB 1 .
Superficial mycosis 1
e 1on4.5yrFU: on MTX for , —
blln activit Unusual disease complication(CVST) left transverse
grum g Y & sigmoid sinus thrombosis 1
Death: 3 months after remission, reportedly 1

preceded by fever & hypotension (?septic shock)



Eosinophilic Granulomatosis with

Polyangiitis(EGPA)



ACR Classification Criteria

Presence of 4 or more of 6:

e Asthma

Eosinophilia of >10%

Mononeuropathy (MNM) or polyneuropathy

Migratory or transient pulmonary opacities

* PNS abnormality

Biopsy: eosinophils in extravascular areas



Age | Presentat Other
i features Case-2 (presented with

1 F 25 Jointpain, Asthma, 32 -ve LCV 72 HDG

foot-drop, rhinitis, polyp % Eo+++ C  3flares
purpura since 01 Granu - CyCI F‘I;e_lf;-
©  crazr
50 mg
2 M 35 Fever 1.5  Asthma3yr 58 Vasculi 30 HDG GR
mo % tis, C  none
Foot & -V@ Eo+++ Cycl
purpura
3 M 50 Cough, Purpura, 28 LCV 21 HDG  GR
dysp, ankle max. % Eo- C CT: 100
pain, sinusitis, -Veé Granu- Cycl ™M~
F.oot & CXR o
wrist drop

opacities



Rheumatoid Vasculitis



Clinical Features

* Long-standing destructive RA, with nodules, often male

* RF, ACPA +ve at high titers Isolated nailfold infarct in RV
( not from our series)

* Constitutional: fatigue, myalgia, wt loss
 Ulcers, purpura, gangrene
* MNM, GPN

* Peripheral ulcerative keratitis, scleritis

* Pericarditis, arrhythmias, AR, M

Cutaneous ulceration in RV( not from our series)



Rheumatoid Vasculitis... (Our Series No.= 5)

*F-4, M -1

* All presented with digital gangrene

* 4 had long-standing RA, 1 six-months

* 4 had neuropathies: 2 mild GPN, 2 MNM

* 1 had skin ulcers, 1 purpura,
1 scleromalacia with impending perforation




RV: One Case with Digital Gangrene & Scleromalacia Perforans




RV: Our Treatment Experience...

* Treatment started with cleaning, debridement, antibiotics, and amputation
* Immunosuppression: (HDGC + Cyclo in 4); during treatment-

e Scleromalacia with impending perforation

* Advancing neuropthay

* Advancing ischemia in affected digits

* Infarcts in unaffected digits

* Wound infection complicated course, interfered treatmentin 3



RV with Digital Gangrene (Before & After Clinical features and investigation of our

RV cases (n=4).

Symptoms/signs

Neurological

‘ Number of patients

%

|Generalized poly-neuropathy 100
Mononeuritis multiplex 50
Rheumatoin nodule 0
ICutaneous
IPurpura 1 25
.Digital gangrene 4 100
TEye
:Scleromalacia perforans ‘ 1 25
.Cardiac involvement
ICoronary vasculitis (?) | 1 25
i :Infection

IAt amputated stumps Investigation 2 50
RA ¥ 4 100
:ACF’A we 3 75

) IBic:psy proven vasculitis 4 100
Duration, from diagnosis of RA to development of RV (%)
-5 5 years = 5 years to 15 years . =15 years
2 (50%) 0 . 2 (50%)



RV: CASE SERIES.....
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Abstract

Rheumatoid Vasculitis (RV) is a protean, destructive Inflammatory process that Is centered on the
blood vessel wall and is associated with substantial morbidity. Although rare, it is the most serious
extra-articular complication of Rheumatotd Arthritls (RA). Diverse and severe manifestations of
this uncommon condition are a big diagnostic and 2 t challenge, We describe a series
of patients with the common diagnosis of RV, who recelved treatment and came for follow up
In rheumatology inpatient department and vasculitls clinic of BSM Medical University, Dhaka,
Studylng these cases may help to develop insight into RV,

Introduction

“The vasculitides are defined by the presence of inflammatory leukocytes in vessel walls with
reactive damage to mural structures. The affected vessels vary in stze, type, and location in assoctation
with the specific vasculitic disorder. Vasculitis may be localized to a single organ or vascular bed
and may be clinically insignificant, but more commonly it is generalized [1]. It may occur as a
primary process [primary vasculitides) or may be secondary to another underlying diseases [1], e.g.,
viral infections (HBV, HCV, HIV and others), systemic lupus erythemat rh d arthritis,
relapsing polychondritis, Behget's disease, and other connective tissue disorders. The presence of
vasculitls should be considered in patlents who present with systemic symptoms in comblnation
with evidence of single and/or multi-organ dysfunction [2].

RV is a rare form of secondary vasculitis (the lifetime prevalence of RV among patients with
RA was 2% in one large retrospective study, overall annual incidence being 3. 4/million [3.4]). Itisa
serious complication of RA characterized by inflammation of small to medium-sized blood vessels,
Is associated with a particularly dire outcomes [5,6], with up to 40% of patients dying within 5 years
due to damage from vasculitls and/or consequences of | ppressive therapy |7.8]. Vascular
involvement in rheumatoid arthritis was first apprectated in 1898 in the works of Bannatyne [9],
who described an inflammatory infiltrate within the vasa nervorum of a RA patient with
peripheral neuropathy (PN).

RV can be clinically | e and can ly affect multiple vascular beds, Clinical
manifestations may include deep cutaneous ulcers, peripheral gangrene, vasculitic neuropathy,
Inflammatory eye disease and visceral Infarction, all associated with poor outcomes. Long-standing
RA, male sex, king, rt old nodules, use of anti-TNF, have been associated with an increased
risk of RV [10-12]. In Bangladesh, as far our knowledge is concerned, there is no systematic study
on RV, The cases we studied had diverse clinical ging from ¢ involvement

Syed Mchammad Monowar All, et al.,
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Table 2: Clincal | 1ol d bt
Crgan system Clinical presaniaton

based on organ system involved [15]

Purpurs, nail fold infarcts, digitnl ischemia/gangrens

Skin (mos! commorn

Cutaneous ulcers (upper or lower extramity)

[Monaneurtis e,
Paripheral Nervous Syslem(PNS)

Poly-nestrapathy

|Episcieris,

Distal asymmeric/symimetnic sensory andfor mixed

ginectotizing sche np

. vanitricular arthythmias ond complate hourt block)

Eve Schentis (antarionpostenor, ., TR
Panphaml ulcerative kerabtis (with or without comeal malt)
Retnal vasculiis
.Puﬂl:ﬂdllls
Henr .My'o:m\:lllls {pi RS Y
.CD!nm!ry wvasculitts (presenting as myocordial infarction)
Lung .Pulnwllarv angitis/capillantis (presenting as alveolar hemomhage)
Kidheys .F'mll:l-lmmuna glomenulanaphntis )

| Maodium vessel vasculilis (without micro Gneurysms)

Mesanteric vasculitis
Gastrointestinal tract

Hypertrophic pachymenngitis
Central nenvous system

Bowel (commonty deal or sigmoid) and'or perforation

Cantral nervous system vasculitis

1 includer . craninl nerve palsies, strokes and myalopathy

Figure 3: Digital gangrena and purpunc rash

Figure 2: RV with digital

with sc

of skin, digits, eyes, peripheral nervous system, to rare Involvement of the ¢ ular system
(coronary vasculitis) [13]. Study of this case series may help to elucidate different aspects of RV,

One of our cases (case 1), a 47-year-old male with a 10-pack year
smoking history, developed M1 during active RV. It was consldered
as a result of coronary vasculitls, since the patient was normotensive,
non- diabetic with normal lipid profile and had no family history

of premature coronary arterial disease. Although cases of coronary

vasculitls are well-documented in the medical literature, myocardial
infarctions that are the direct result of coronary arteritis in RV are
rare [22-24].

According to 2012 CHCC (revised international Chapel Hill
consensus conference nomenclature of vasculitides) RV fell under
the category of "Vasculitls associated with systemic disease’. There
is no validated diagnostic or classification criteria for RV; Scott et
al. [13], defined systemic rheumatold vasculitis as one or more of



Infection: Was a Concern Indeed!!!

* Documented in 13 of 29 patients (44.82%) ;rate was highest among PAN
(100%), followed by GPA (60%), RV (60%).

* One GPA pt. died of overwhelming sepsis
* Immunosuppressive needed to be stopped temporarily in both the PAN pts.

* Serious infection and ischaemic digits precluded
immunosuppressive Rx. in one RV

 The most commonly isolated organisms were
Enterobacter, Pseudornonas, and Staphylococcus



Conclusions



Conclusions:
* Interesting journey with those patients with vasculatides

* Some cases were clinically florid, biopsy not required

* Granulomas was not found regularly at biopsy in granulomatous
vasculitides, eg, GPA, EGPA: We had to rely on other features

* PR3-ANCA: very helpful in GPA

* ANCA not helpful in EGPA; diagnosed on clinical grounds &
eosinophilia



Conclusions:

* Managing infections, very important

* Infections sometimes preclude effective immuno-suppression,
particularly in those with gangrene

 Lab/imaging marker of TAK activity laking; urgently needed
* Immunosuppressives did not help TAK claudication

e Standard Rx. guidelines couldn’t be followed always; affordability
was a concern

* Despite some barriers, effective therapy possibly in the majority
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