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To the Editor: 63 

 We describe results from a phase IV study in patients with chronic idiopathic urticaria 64 

(CIU) that provide an expanded view of omalizumab treatment benefits in protocol-defined 65 

responders and nonresponders and offer insight that may be useful to clinicians when deciding 66 

treatment duration for omalizumab nonresponders. The Xolair Treatment Efficacy of Longer 67 

Duration in Chronic Idiopathic Urticaria (XTEND-CIU) study was a US-based, multicenter, 68 

randomized, double-blind, placebo-controlled trial (Fig 1) that included patients with CIU 69 

between the ages of 12 and 75 years. After the 24-week open-label period during which 70 

patients received omalizumab 300 mg every 4 weeks, patients were stratified by their 7-day 71 

Urticaria Activity Score (UAS7): UAS7 ≤6 (protocol-defined responder) versus UAS7 >6 72 

(nonresponders); responders entered a double-blind phase. Symptoms were recorded 73 

electronically by patients using the Urticaria Patient Daily Diary
1,2

 and by paper-based clinician- 74 

and patient-reported instruments.  75 

A total of 206 patients were enrolled in the open-label period, and 205 were treated 76 

with omalizumab. At baseline, patients enrolled in XTEND-CIU reported a substantial disease 77 

burden, reflected in UAS7 (mean [SD], 32.2[7.0]) and patient-reported outcome (PRO) scores, 78 

despite treatment with H1 antihistamines, H2 blockers, and/or leukotriene receptor modifiers. 79 

By week 1, 3.9% of patients had achieved a UAS7 ≤6; complete response was evident as 80 

early as week 2 in 13.7% of patients, and improvements continued to week 24. The percentages 81 

of patients meeting the definition of protocol-defined responder or complete responder, 82 

respectively, were: 38.2% and 17.6% at week 4, 58.8% and 36.8% at week 12, and 73.0% and 83 
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52% at week 24 (Fig 2). Among protocol-defined nonresponders (ie, nonrandomized patients), 84 

64% experienced a UAS7 improvement ≥10 between baseline and the end of week 24.  85 

PRO measures showed improvement in all evaluated areas; the most notable 86 

improvement occurred between baseline and week 12, with additional improvement achieved 87 

by week 24. Even protocol-defined nonresponders reported evidence of clinically meaningful 88 

improvement (achievement of minimally important difference response) in Dermatology Life 89 

Quality Index and Insomnia Severity Index scores through 24 weeks of omalizumab treatment. 90 

Mean activity and productivity impairment scores improved in responders and nonresponders. 91 

No new safety signals were detected. 92 

Patients in XTEND-CIU had a disease burden consistent with that described in other 93 

large studies.
3-6

 Protocol-defined response at randomization was 65% at week 24, exceeding 94 

the expected 57% response at week 24 based on data from the GLACIAL study, which enrolled a 95 

similar population to the current study.
3
  96 

These preliminary findings from XTEND-CIU, reflecting the initial 24-week open-label 97 

period, demonstrate that in patients with evidence of moderate to severe CIU symptoms at 98 

baseline, improvements in UAS7 score were observed as early as week 1 and continued to week 99 

24; PROs followed a similar trend. Even among protocol-defined nonresponders there was 100 

evidence of a treatment response. Data from the double-blind period of XTEND-CIU will 101 

enhance understanding of the safety and efficacy of longer-term (48 weeks) administration of 102 

omalizumab in patients with CIU. 103 

Thomas B. Casale, MD 104 

University of South Florida 105 

Tampa, Florida 106 
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Figure Legends 184 

 185 

 186 

Fig 1. XTEND study design. Q4W, every 4 weeks; UAS7, 7-day Urticaria Activity Score. 187 

*Patients not meeting criteria for randomization (eg, because of nonresponse to omalizumab 188 

during the open-label treatment period) returned for a final follow-up visit 12 weeks after the 189 

week 24 visit, which included assessments for adverse events and patient-reported outcomes. 190 

Patients were not required to complete the electronic diary during this 12-week period. 191 

†
At week 24, patients were randomized 3:2 (omalizumab: placebo). 192 

‡
The final 2 weeks of the open-label treatment period were scheduled to occur during weeks 23 193 

and 24. Double-blind randomization not permitted after day 190 from baseline. 194 

§
Patient eligibility to transition to open-label omalizumab, at the discretion of the investigator, 195 

was based on investigator-judged clinically significant worsening of their CIU accompanied by 196 

UAS7 score of ≥12 for at least 2 consecutive weeks. 197 

 198 

 199 

Fig 2. Protocol-defined (UAS7 score of ≤6) and complete (UAS7 score = 0) responders during the 200 

24-week open-label period. UAS7, 7-day Urticaria Activity Score. 201 

 202 

 203 
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