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ONABOTULINUMTOXINA DEMONSTRATES SIMILAR IMPROVEMENTS IN URINARY 
INCONTINENCE AND QUALITY OF LIFE REGARDLESS OF THE USE OF CLEAN 
INTERMITTENT CATHETERISATION OR THE PRESENCE OF URINARY TRACT INFECTION 
IN PATIENTS WITH OVERACTIVE BLADDER 
 
Hypothesis/aims of study 
OnabotulinumtoxinA 100U significantly reduces urinary incontinence (UI) and improves quality of life (QOL) as demonstrated in 
two phase 3, randomised, placebo-controlled trials of patients with idiopathic overactive bladder (OAB) who were inadequately 
managed by ≥1 anticholinergic therapy. OnabotulinumtoxinA was well tolerated, with adverse events primarily localised to the 
urinary tract. Initiation of clean intermittent catheterisation (CIC) and urinary tract infection (UTI) occurred at a higher frequency 
in OAB patients following treatment with onabotulinumtoxinA compared with placebo. Therefore, the impact of the use of CIC, 
and the presence of UTI on the treatment response to onabotulinumtoxinA 100U were analysed in OAB patients with UI. In 
addition, patient baseline demographics and disease characteristics were analysed for possible trends associated with CIC use 
and UTI status. Duration of CIC, and time to onset of UTI were also determined.  
 
Study design, materials and methods 
Two phase 3 trials (NCT00910520 and NCT0091845) enrolled OAB patients (N=1105) who had experienced ≥3 urinary 
urgency incontinence (UUI) episodes over a 3-day period and ≥8 micturitions per day. All patients were inadequately 
managed by ≥1 prior anticholinergic. Patients with a predominance of stress UI were excluded. Patients were randomised 
1:1 to receive 20 cystoscopic intradetrusor injections (0.5 mL/injection) of onabotulinumtoxinA (total dose: 100U; n=557) or 
placebo (n=548), sparing the trigone. Data from the two phase 3 trials, identical in design, were pooled for analysis. The 
following parameters were assessed by CIC use/non-use within the first 12 weeks (duration >1 day) and UTI status 
(presence/absence) during the first 12 weeks of treatment: baseline demographics and disease characteristics, the proportion 
of patients with a positive response (condition ‘greatly improved’ or ‘improved’) on the treatment benefit scale (TBS), and 
changes from baseline in incontinence-quality of life (I-QOL) total score and King’s Health Questionnaire (KHQ) domains of 
role limitation, social limitation, physical limitation and incontinence impact.  Change from baseline at week 12 in UI 
episodes/day was assessed by UTI status. Duration of CIC (for patients who catheterised during the first 12 weeks) and time 
to onset of UTI (for patients who has a UTI during the first 12 weeks) was determined. The minimal important differences 
(MIDs) were based on published literature and determined a priori as follows: +10 points for I-QOL, and -5 points for KHQ 
domains. 
 
Results 
During the first 12 weeks of treatment, 35 of 557 (6.3%) patients catheterised for >1 day in the onabotulinumtoxinA group, 
compared with 1 of 548 (0.2%) patients in the placebo group. Mean baseline characteristics were largely similar in both 
onabotulinumtoxinA- and placebo-treated patients in the subgroups by CIC use, with the exception of a few notable trends: the 
proportion of onabotulinumtoxinA-treated patients who reported having diabetes at baseline was higher in the subgroup with CIC 
compared with patients in the subgroup without CIC (31.4% [11/35] vs 13.6% [71/522], respectively). In the 35 patients who 
initiated CIC during the first 12 weeks after onabotulinumtoxinA treatment, the median duration was 8.3 weeks (min; max: 0.1; 
33.7). The 1 placebo patient who catheterised during the first 12 weeks had a duration of 2.6 weeks. The perception of treatment 
benefit improved with onabotulinumtoxinA regardless of CIC. At week 12, a positive TBS response was observed in 61.7% of 
patients (319/517) in the onabotulinumtoxinA group who were not using CIC, compared with 62.9% of patients (22/35) who 
initiated CIC. OnabotulinumtoxinA treatment resulted in similar improvements in QOL measures regardless of CIC. Clinically 
relevant increases in I-QOL total score (>2-fold MID) were seen at week 12 in patients without CIC (mean increase, 22.4 points) 
and with CIC (mean increase, 23.2 points). Improvements in KHQ domain scores of role limitations, social limitations, physical 
limitations, and incontinence impact were also similar regardless of CIC, with clinically relevant improvements (3 to 6-fold >MID) 
in all four KHQ domains. During the first 12 weeks, UTI occurred in 99/557 (17.8%) patients in the onabotulinumtoxinA group and 
in 30/548 (5.5%) patients in the placebo group. Baseline characteristics were largely similar in both the onabotulinumtoxinA and 
placebo-treated patients across the subgroups by UTI status, although an association was observed between age and gender 
and the presence of UTI: patients who were older and female were more likely to have UTI in both onabotulinumtoxinA and 
placebo treated groups. There was also an association between the presence of UTI and the number of UI and UUI episodes at 
baseline; patients with UTI reported a higher daily average frequency of UI and UUI episodes/day than patients without UTI. The 
median time to onset of UTI was comparable between the onabotulinumtoxinA (4.7 weeks) and placebo groups (6.2 weeks). 
OnabotulinumtoxinA treatment resulted in a greater reduction in daily UI episodes versus placebo, and the treatment effect at 
week 12 was similar regardless of UTI status (-2.76 vs -0.93 episodes/day without UTI; -3.01 vs -1.19 with UTI). A corresponding 
increase in the proportion of patients with a positive TBS response was noted with onabotulinumtoxinA versus placebo at week 
12, regardless of UTI status (63.8% vs 27.6% without UTI, and 52.5% vs 33.3% with UTI). Improvements in I-QOL total score 
were similar regardless of UTI status (mean increases of 23.7 vs 6.6 points without UTI, and mean increases of 16.8 vs 6.4 points 
with UTI). In contrast to the placebo group, clinically relevant improvements (1.5- to 2-fold >MID) were noted with 
onabotulinumtoxinA in I-QOL total score, regardless of UTI status. Clinically relevant improvements (3- to 6-fold >MID) were also 
observed in all four KHQ domain scores following onabotulinumtoxinA treatment that were similar regardless of UTI status. 



 
Interpretation of results 
The results of these subgroup analyses suggest that there may be an association between baseline age, gender, frequency of 
daily UI, and UUI episodes, and the presence of UTI in both onabotulinumtoxinA and placebo groups. In the onabotulinumtoxinA 
group, the results suggest that there may be an association between CIC use and diabetes at baseline.The median duration of 
CIC following onabotulimumtoxinA treatment was 8.3 weeks. The time to onset of UTI was similar at 5-6 weeks in both the 
onabotulinumtoxinA and placebo groups. Importantly, the QOL improvements with onabotulinumtoxinA were clinically meaningful 
and similar, regardless of CIC use or UTI status. Daily UI episodes were reduced with onabotulinumtoxinA regardless of UTI 
status. These improvements were reflected in corresponding increases in treatment benefit, with 53-64% of the OAB patients 
reporting their condition as greatly improved or improved with onabotulinumtoxinA regardless of CIC use or UTI status.  
 
Concluding message 
OnabotulinumtoxinA increased the positive perception of treatment benefit and provided clinically relevant improvements in QOL 
outcomes, regardless of CIC use or UTI status, in OAB patients who were inadequately managed by ≥1 anticholinergic therapy. 
Furthermore, onabotulinumtoxinA treatment resulted in similar reductions in daily incontinence episodes regardless of UTI status. 
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