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Mo. of studias showing
Biomarkear CS5U featura significant association” Commant Refarances

D-dimer Discase acti ssociated with

ity 13

more active disease

C-reactive protein Disease 11 Higher levels are associated with

14,16,17,22-24,34,35

Prothrombin (ragment 142 Discase ac 5

IL-6 Disease 4 ¢ e
miore active discase

Mean platelet volume Disease activity 3 Higher levels are associated with
more active disease

D-dimer Response o antihistamines 2 Higher levels are associated with fhan
insufficient clinical response

Basophil histamine release assay Response to cyclosporine 2 Positive result i taa
salisfactory climical response

D-dimer Response to cyclosporine 1 Lower levels are associated with ".‘
satistactory clinical response

IL-31 Response o omalizumab | Lower levels are associated with =
satisfactory clinical response

Basophil FeeRl receptor Response to omalizumab I Lower expression is associated with "
insufficient clinical response

Total IgE levels Response o omalizumab | Lower bascline levels and a lesser e
increase after start of treatment are
associated with insufficient clinical
response

Antithyroid antibodies Discase course 2 Its presence is associated with longer '
disease duration

CD63 expression Disease course 1 Higher levels are associated with I\'

pontancous resolution in

CSU, Chronic spontaneous urticaria; FeeRl, hi
*Information adapted from Ref. 5.

affinity IgE receptor.
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Clinical trials
Biologic agent Drug catagory CSU dosing/frequancy Mechanism of action in CSU idantifiar Refarances
Omalizumab? Anti-IgE FDA approved: 150 or 300 mg Binding of I2E at the Fe region N/A s
every 4 wk reduces free IgE levels leading to
Off-label: doses up o 600 mg dow! tlation of FeeR1
4 wk or 300 mg every 2 wk have EXPIEssion On mast ce
been used successfully in basophils, and denc cells,
refractory cases resulting in decreased mediator
release
Vlg IVIg 15 ghkg every 4 wk for 6-51 mo or  Blocks FeeRI activity on mast cells,  N/A o

TNF-¢ inhibitors TNF-t inhibitor
(etanercept.
adalimumab,

infliximah)

Chimenc murine/
human
anti-CD20 mAb

Rituximab

IL-1 inhibitors IL-1 inhibitor
(anakinra.

canakinumak)

Ligelizumab Anti-IgE
(QGE031)

GSK206406204 Syk inhibitor

AZDIYS1 PGDR2 antagonist

GDC-0853 Btk inhibitor

2 glkg over 2 d every 4-0 wk

Etanercept: 50 mg SC weckly
Adalimumab: 40 mg SC every 2 wk
Infliximab: 5 mg/kg IV every 8§ wk

375 mg/m” weekly injections for
4 wk

Anakinra: 100 mg SC

Canakinumab: 150 mg 5C every
8wk

QGEO3 ] every 4 wk » 13 wk

Topical application for 28 d

40 mg orally 3 times daily for a total
ol 7d

Oral administr:
total of 56 d

on twice daily for a

which prevents IgE binding and
degranulation. Also may decrease

B-cell amoanubody producton
or NIA AR
urticarial vasculitis because TNF-o.

Used in the treatment of €

sulated in the lesional

may be upr
and nonlesi

with CSU

al skin of patients

B-cell depletion via complement and — N/A
antibody-dependent cytotc
results in deercased cirenlating
autoantibody levels

Inhibition of 1L-1f may madify the NCTOI63S127 1

clinical course of urticarial lesions
in CSU

Similar to omalizumab excepts binds
to free IgE with greater alfinity

NCT02477332 ¢
NCTO2649218
Upregulates transcription factors NCTO2424799 7
responsible for the synthesis
degranulation of proinflammatory
mediators

and

CRTy2 inhibition could reduce NCT02031679  7°

Irey

ey and severity of urti

lesions because of overexpress
of CRTy2 on eosinophils in
patients with CSU

Unknown NCTO3137069 ™

— lecul

Rik, Bruton tyrosine kinase; CRTy2, ch

receptor b

Administration: /V1g, i sus glot
Table adapted from Refs, @ and 95,
*FDA approved in the United

ates for the treatment of CSU in 2014,

i expressed on Ty
lin; PGD2R, prostaglandin D2 receptor; S, subcutaneous

sell; CSU, chronic spontaneons urticaria; FIA, Food and Drug
spleen tyrosine kinase.
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