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ABSTRACT

METHODS:

We performed a de-identified retrospective review of the utilization and
efficacy of omalizumab 300mg a month for chronic urticaria and/or
angioedema unresponsive to high dose antihistamine and Montelukast x6
weeks as indicated by urticarial control test ,patient history and /or exam.
RESULTS:

There were 55 patients :8(15%) males and 47(85%) femalaes,41
Caucasians(75%),5 African Americans(10%)and 9%Hispanics with age range
19t091 years,mean72 years,median 56 years.Their histories of urticaria and /or
angioedema ranged from 5months to 30years with a mean of 3 years and
median 6.3years with duration of Omalizumab 1month to 6years ,mean 3 years
median 1.7years.There were 69% of patients who were urticaria and /or
angioedema- free on only Omalizumab for a range of zero to 5.6 years ,mean of
1.3 years median 1year.4 (7%) of patients failed taper offered if one year free of
urticarial or angioedema and returned to control with Omalizumab 300mg
every 4weeks whereas 4 patients (7%) discontinued Omalizumab after at least
1 year and 3%(75%)of the patients continued on no medication with %
(25%)patients on intermittent Allegra 180mg urticarial free after at least 2-15
months.4(7%) patients failed to respond to Omalizumab for at least 1.5 years
with continued urticaria despite high dose antihistamines and Montelukast
requiring systemic steroid bursts for control.Response to Omalizumab usually
occurred within 12months.

Conclusions :

Omalizumab 300mg monthly was effective usually within 12 months in
abolishing or at least controlling chronic urticarial and /or angioedema alone
or with antihistamines in up to 69% of patients failing antihistamines and
Montelukast.

. INTRODUCTION

Omalizumab is a humanized IgG1kappa monoclonal antibody
that binds specifically to FcEpsilon 3 domain of unbound IgE and
inhibits IgE binding to the high affinity FcEpsilon Rl receptor on
mast cells and basophils. Omalizumab inhibits the
inflammatory pathway mediated by IgE without enhancing
degranulation (1). In 2014, omalizumab was approved for
therapy in children ages >/=12years and adults with chronic
urticarial defined as at least 6 weeks in duration not controlled
with H1-antihistamines. The 300mg dose monthly achieved a
primary outcome of 70% decrease in itch severity over 12 weeks
versus 40% with placebo. Since 44 - 53% of candidates with
chronic spontaneous urticaria experience angioedema by
extension, omalizumab therapy of such candidates is also
efficacious in decreasing the episodes of angioedema (2).

A real-life study of omalizumab demonstrates efficacy and
safety in ‘complex’ patients with comorbidities including
cardiac, metabolic, oncologic, infectious, allergic, immunologic
and psychiatric diseases (3). Obesity, elevated C3, arterial
hypertension and CRP may be factors in increased resistance to
omalizumab (4). We report in a single private practice real life
experience with efficacy and safety in candidates with
spontaneous urticaria and / or angioedema over 12 months. A
retrospective chart review of 43 chronic urticarial patients with
omalizumab between 2006 - 2015 reports that 90% (37/41)
responded in 3 months (5-6). Cost effectiveness for CIU awaits
home administration (7). Pediatric guidelines for CIU
management with omalizumab have been issued by Italian
allergy specialists (8).

We performed a de-identified, retrospective review of our two-
provider private practice utilization and efficacy of omalizumab
300mg a month for chronic urticaria and / or angioedema. As
approved by the FDA, omalizumab is designed for urticarial and /
or angioedema intractable to high dose antihistamine and
montelukast sodium x 6 weeks as indicated by urticarial control
test, patient history and / or physical exam.

lll. RESULTS

mean of 1.3 years (16 months) and median of 1 year (12 months). Three patients (5%) failed taper and returned to control with
omalizumab 300mg every 4 weeks whereas 4 candidates (8% ) tapered off omalizumab for periods of 2 to 12 months. Of those
patients, three (5%) are asymptomatic on no medication x2 - 12months but one patient (2%) continues to experience periodic
urticaria which either self-resolves or responds to minimal antihistamine, fexofenadine 180mg x1 dose. Four candidates (8%) failed
omalizumab therapy after at least 18 months to 2.5 years and have responded only to systemic steroids. Response to omalizumab
usually occurred within 12 months. Two other candidates with highly elevated IgGantilgE did not respond to conventional dose
300mg a month for 6 months or 450mg g4 weeks x3 months.
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TABLE 1 ,
DEMOGRAPHICS Range Mean Median F M A‘r\ri:cr;rciz:n Hispanic | Caucasian | N % N %
lotalk oS patientss AT T b 56 47 8 5 9 41 |34(62%)| 11 (20%)

YEARS WITHOUT URTICARIA ON
OMALIZUMAB
38755 PATIENTS (69%)
8 PATIENTS (15%) IMPROVED
URTICARIA
Range Mean | Median | Range Mean | Median Range Mean | Median

TABLE 2
OMALIZUMAB
THERAPY

YEARS URTICARIA YEARS OMALIZUMAB

5m - 30y 3.0y 63y | 1m-67m 3y 17y 0-66m 13y 1.0y

Successful outcome
without urticaria

TABLE S5
TRIAL UPDOSING and
TRIALS OFF
UPDOSING

TRIAL FAILURE ON
OMALIZUMAB

UPDOSING

Failed Successful | Failed | After 18mo - 2.5y
4 (8%)
3 (75%)
No 2/2
symptoms | (100%)
(2m -12m) | 450mg
1(25%) q4wk
Periodic
symptoms

3 (5%) 4 (8%)

IV. DISCUSSION

Response to omalizumab is noted in 70% of patients with CSU within the first week of treatment (9) and is related to IgE
autoantibodies (10). Less optimal or a more delayed response is noted with positive diagnostic tests for Type Il B Autoimmune CSU
including autologous serum skin test and basophil histamine (9, 11). In contrast, failure to respond is related to low baseline total
IgE and no alteration in the total IgE within 4 weeks following the first injection (10, 12) and low baseline levels of Fcepsilon Rl on
basophils (11, 13). The same reviewer (14) cites evidence that updosing may be helpful in those patients with partial or no response
to 3 - 6 doses of 300mg of omalizumab. Control of disease is achieved in 13/18 with CSU (77%) with 450mg dose and 13/22 patients
(59%) with 600mg dose (13,15,16), though our experience with two patients with high antilgt with 450mg dose every 2weeks
indicated there was no improvement in efficacy.

Omalizumab has a good safety profile and is approved for self-administration in other countries. Evidence for omalizumab efficacy
indicates significant enhancement in disease activity and quality of life (12, 17 - 18).

V. CONCLUSION

montelukast, usually within twelve months.
Tapering off omalizumab was tolerated without
recurrence of urticaria by one candidate (2%) and
another candidate (2%) has eliminated omalizumab
with only periodic urticaria that is self-limited or
responsive to a single dose of antihistamine. Two of
our patients (4%) had no response to omalizumab
over at least 6 months. Two other candidates (4%)
with highly elevated IgGantilgE did not respond to
conventional dose 300mg a month for 6months or
450mg q4 weeks x3 months.

1. Chiarella SE: Immunobiologic treatments for severe asthma, atopic
dermatitis and chronic urticaria. Allergy Asthma Proceedings 2019:40(6):485-89
2. Zazzali JL; Kaplan A; Maurer M; Raimundo K; Trzakoma B; et al: Angioedema
in the omalizumab chronic idiopathic / spontaneous urticarial pivotal studies.
Ann Allergy Asthma Immunology. 2016;117:370-77

3. Vollono L; Piccolo A ; Lanna C; et al: Omalizumab for chronic spontaneous
urticaria in “complex” patients: Data from real-life clinical practice.

Drug Devel Ther 2019 Sept 6 ;13:3181-3186

4. Magen E; Chikovani T; Waitman DA; Kahn N: Factors related to omalizumab
resistance in chronic spontaneous urticarial.

Allergy Asthma Proc 2019;40;273-8.

5. Clark JJ; Secrest AM; Hull CM; Eliason MJ; Leifman KM; et al:

The effect of omalizumab dosing and frequency in CIU: Retrospective chart
review. JAM Acad Dermatol 2016;74(6):1274-6.

6. Kumar C; Zito PM: Omalizumab Update 2019 Stat Pearls Publishing LLC

7. Shaker M; et al: Estimation of Health and Economic Benefits of Clinic versus
home administration of Omalizumab and Mepolizumab.

JAllergy Clincal Immunol In Practice 2019 OCT15

8. Caffarelli C; et al: Management of CU in children: A clinical guideline. Italian }
Pediat 2019;45: 101

9. Nettis E; Cegolon L; DiLeo E; Lodi RF; Rizzini F; Detoraki A; Canonica G:
Omalizumab chronic spontaneous urticari: Efficacy, safety predictors of
treatment outcome and time to response.

Annals Allergy Asthma Immunology 2018;121:274-478

10. Ertas R; Ozyurt K; Atasoy M; Hawro T; Maurer M:

The clinical response to omalizumab in chronic spontaneous urticarial patients
is linked to and predicted by IgE levels and their change. Allergy,2018;73:705-12.
11. Deza G; Bertolin-Colilla M; Pujol RM; et al: Basophil FcR1 expression in
spontaneous urticaria: A potential immunologic predictor of response to
omalizumab therapy. Acta Derml Venereol.2017;97:698-704

12. Urgert MC; van den Eizen MT; Knulst AC; Fedorwicz Z; van Zuuren E}J:
Omalizumab in patients with chronic spontaneous urticaria: Asytmatic review
and GRADE assessment. Br ) Dermatolo.2015;173:404-415

13. Kocaturk E; Deza G, Kiziltac K; Gimenez-Amau AM:

Omalizumab updosing for better disease control in chronic spontaneous
urticarial patients. Arch Allergy Immunol.2018;177:360-364

14. Kolkhir P; Altrichter S; Munoz M; Hawro T; Maurer M: New treatments for
chronic urticarial. Annals of Allergy,Asthma and Immunology 2020;124(1):2-12
15. Aghdam MA; van den Broek F; Rijken F; Knulst AC; Rockmann H:

High dose omalizumab use in patients with chronic spontaneous urticaria
Clinical Communications. J Allergy Clin Immunol Practice 2019 November in
press :1-3

16. Al-Shailkhly T; Rosenthal JA; Ayars AG; Petroni DH:

Omalizumab for chronic urticaria in children younger than 12 years of age.
Ann Allergy Asthma Immunology 2019;123:208-210.e2

17. Bernstein JA; Kavati A; Tharp MD; et al: Effectiveness of omalizumab in
adolescent and adult patients with chronic idiopathic / spontaneous urticaria:
A systematic review of ‘real world’ evidence.

Expert Opin Biol Ther.2018,18:425-448

18. Zhao Z-T; )i C-M; Yu W-; et al: Omalizumab for treatment of chronic
spontaneous urticaria: A meta-analysis of randomized clinical trials.

J Allergy Clin Immunol.2016;137:1742-1750.e1744 18.




