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Abstract

Background Angioedemas the result of swellingof cutaneousand/or mucosal
tissuedueto vasculareakage Therate of idiopathicangioedemas reported to
be up to 41% in previousclinical surveys Most casesof idiopathic recurrent
angioedemarespondto a regimenof H1 and H2 receptor antagonistsand/or
corticosteroidsand epinephrine

CasePresentation We report the caseof a 19 year old female with recurrent
idiopathic angioedemalimited to tongue, throat swelling and hoarse voice
(presumablylaryngealedema) never any wheezeor dyspneanor decreasein

SaQ but aware of sensationof throat closureand inability to breath normally

Shehad no hives,lossof consciousnessr Gl manifestations(includingGERD)
Past history was significant for controlled asthma Her symptoms were
escalatory, requiring multiple and higher doses of epinephrine and
corticosteroidsto control recurrences,ultimately culminating in a protracted
hospitaladmissionas only parenteralcorticosteroidscould be administereddue
to severe oropharyngealangioedema She was investigated extensively(see
Tablel) with the only clueto its underlyingetiologybeinga positive ANA(1:640),

but anti-dsDNA was negative A trial of hydroxychloroquine with

iImmunomodulatory IVIG produced seizuresand required discontinuation of

both. Dapsonewasinitiated andled to both methemoglobinemiaand hemolytic
anemia,despitea normalG6PDscreen Anopentracheostomywasplacedat the

LI (0 A Sedfues® o allow corticosteroid tapering with a secure airway

Ultimately, Rituximabwas initiated at a dose of 60 mg weeklyfor 4 weeks,and
producedsignificantreductionof symptomatologyafter the 3rd and4th infusion

this medication was used after having a written informed consent from the

patient and approvalfrom the hospital'spharmacyandtherapeuticscommittee

Conclusion We present a case of severe, steroiddependent recurrent
idiopathic/autoimmune angioedemaintolerant of usual corticosteroid sparing
agentsthat ultimately hadan excellentresponseo Rituximab

Background/iViethods

Angioedemais seltlimited, localizedswelling of the skin or mucosaltissues,
which results from extravasationof fluid into the interstitium due to a lossof

vasculanntegrity.

The causesof angioedemacan be subdividedinto three groups Mast cell

mediated etiologies, Bradykininmediated etiologies and unknown causes
(Idiopathic) Idiopathicangioedemasthe term appliedto recurrentepisodesof

angioedemawithout urticaria, for which no explanationcan be found after a

thoroughevaluationto excludeallergicdisorders,drug reactions,and defectsin

complementpathways Therate of idiopathicangioedemas reportedto be up

to 41% in previous clinical surveys Most casesof idiopathic recurrent
angioedemarespondto a regimenof H1 and H2 receptor antagonistsand/or

corticosteroidsandepinephrine

We describethe caseof a 19 year old female who developed
severe recurrent idiopathic angioedema,which was steroid-
dependant and resistant to current conventional treatments
requiring a 2%2month hospitalization It eventually responded
well to treatment with Rituximah
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Case Presentation

WA 19 year old nursing student was admitted to hospital after
experiencingrecurrent episodesof severe angioedemarequiring ER
treatments it had been previouslylabelled O 2 grall& allergy, which
wasruled out.

W 1st episodeoccurredin July2009while attendinga campin the Rocky
Mountainsinvolvingher tongue, throat, lips and face, associatedwith
malaise and N/V; Treated with PO antihistamines, and resolved
spontaneously

W Following episodesalways required aggressiveER managementbut
alwaysresolvedquicklywith epinephrine,and somewere managedby
Eptpenat home.

W Shewas assessedn the outpatient Allergy Clinicwhere skin testing
wasnegativeto environmentalandcommonfood allergens

W Symptomswere alwayslimited to tongue, throat swellingand hoarse
voice (presumably laryngeal edema), never any wheeze, acute
shortnessof breath or decreasein Sa@ but she was aware of throat
closure and inability to breathe normally no hives, loss of
consciousnessr Glmanifestations

W PastMedical History includedasthma,well controlled with Symbicort
200/6 BIDand SingulailOmgOD

W Reviewof Systemsrevealedphotosensitivitydescribedas @ NJBriekly
NJ airkKsuin exposedareas,with no malar rash otherwise no other
connectivetissue symptoms No HIV or Hepatitis B risk factors aside
from heterosexuaktontacts

W Prophylactictherapy was begun with combinedH1 and H2 receptor
antagonistg; i.e. cetirizine20mg POBIDandranitidine 150mg POBID

W Despite this, she suffered repeated episodesof severe angioedema
requiringmultiple and/or higherdosesof epinephrinein the ER one of
whichleadto a 48hr admissionfor IV steroids

W After discharge, however, she failed oral prednisone maintenance
(ranitidine and cetirizine had been continued as well) leading to
readmissionto hospital.

W Shewas started on Solumedrol125mg IV g8h, continued on H1/H2&
LTRAwith epinephrine0.3-0.5 mgIM PRN

W Dueto ongoingepisodesrequiringepinephrine(1-2 injectionsper day)
her steroid interval was adjusted first to g6h, then g4h (l.e. 125mg
Solumedrolg4h).

W An empiric courseof Cl esteraseinhibitor was ineffective levelslater
determineto be normal

W After positive ANAresult finding, Plaguenilwas started at 200mg bid
givenpresumedautoimmunebasis

W 2 dayslater, an empiric courseof IVIGwas givendue to failed steroid
taperingattemptsandbreakthroughepinephrinerequirements

W During her 2nd IVIGinfusion she suffered a generalizedseizurewith
posterior reversible encephalopathy syndrome (PRES)as an MRI
finding, PlaguenilandIVIGwere stopped
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Table 1: Categorized list of investigational studies performed

Immunologic

Complement Levels (clq, C2, C3, C4 & Normal
CH50)

C1 Esterase Inhibitor (level & function) Normal
Anti-Histone Antibodies Negative
Tryptase Level Negative
Coomb $ Test Negative
ANA 1:640
Anti dsDNA Negative
ANCA (P&C) Negative
RF Negative
JAK?2 mutation Negative
BCRABL gene Negative
Serum/Urine Protein Electrophoresis Negative
Flow-cytometery Normal
Bone Marrow Aspiration & Biopsy Normal

HIV Negative
Hepatitis B & C Negative
HTLV Negative
Lyme Serology Negative
Parvovirus B19, EBV, CMV Negative

Normal

CT Chest/Abdomen/Pelvis

W Work up for other causef seizurewasentirely negative

WWith w K S dzY |  &ppréval,8h@ @as started on Dapsone100mg
bid as the next attempted steroid-sparing agent Unfortunately she
developed methemoglobinemia and hemolytic anemia (GoPD
negative)as a side-effect of Dapsoneand it wasstopped patient was
treated with methyleneBlue

(W An open tracheostomywas placedat the LIl { A glésQaiallow
corticosteroidtaperingwith a secureairway, only slow tapering could
be tolerated.

LQJVW]

W Complicationsof steroid therapy developed, including diabetes mellitus,
steroid-induced myopathy,and mood swingswith hyperalgesiathese were
managedwith insulinandpregabalin

W Permissionwas obtained from the K 2 & LIAPhdrnia€y& Therapeutics
Committeefor experimentaluse of Rituximab (anti-C20) (written informed
consentobtainedfrom patient); startedat 560mg IV weekly x 4.

W Her symptomsimproved dramatically after the 3rd and 4th infusions with
successfutapering of the IV steroid dose, and transfer to oral prednisone
with ongoingtaper.

W Tracheostomywas removed, she was transferred to a rehab facility for
Inpatient physiotherapy

W She was dischargedhome 3 weeks later off steroids entirely, and has
remainedin remissionwith maintenancecetirizineand ranitidine eversince

DISCUSSION

Rituximabis a B cell depletingmonoclonalanti-C20 antibody; it hasbeen
reported to have beenusedin casesof acquiredCLl-INHdeficiency,and in
other autoimmuneconditions,but to our knowledgethere hasnot beena
report of successfuluse presumed autoimmunemediated idiopathic
angioedema

We hypothesizedthat given her sensitivity to steroids yet resistanceto
corticosteroidtaper that her angioedemawould respondwell to a more
specific B-cell suppressivetherapy and would allow for corticosteroid
withdrawal Our LJF O A @ngide@emaremained idiopathic, but the
presenceof ANAantibodiessuggestecan underlyingautoimmunebasis

This casehighlights the potential benefit of Rituximab in
the treatment of autoimmune or idiopathic angioedema,
evenin the absenceof hypocomplementemia
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