
Cosmetic Medicine

Aesthetic Surgery Journal 
2025, Vol 45(3) 293–304 
Editorial Decision date: October 17, 2024; online 
publish-ahead-of-print October 30, 2024. 
© The Author(s) 2024. Published by Oxford 
University Press on behalf of The Aesthetic Society. 
This is an Open Access article distributed under the 
terms of the Creative Commons Attribution- 
NonCommercial-NoDerivs licence (https:// 
creativecommons.org/licenses/by-nc-nd/4.0/), 
which permits non-commercial reproduction and 
distribution of the work, in any medium, provided 
the original work is not altered or transformed in any 
way, and that the work is properly cited. For 
commercial re-use, please contact 
reprints@oup.com for reprints and translation rights 
for reprints. All other permissions can be obtained 
through our RightsLink service via the Permissions 
link on the article page on our site—for further 
information please contact 
journals.permissions@oup.com. 
https://doi.org/10.1093/asj/sjae222
www.aestheticsurgeryjournal.com

IncobotulinumtoxinA in the Treatment  
of Upper Facial Lines: Results From 
Two Randomized, Double-Blind,  
Placebo-Controlled, Phase III Studies

John Joseph, MD; Vladimir Sudimac, MD; Sabine Mersmann, PhD; 
and Martina Kerscher, MD, PhD

Abstract
Background: Two randomized, double-blind, placebo-controlled, Phase III studies of incobotulinumtoxinA for treating upper facial lines (UFLs; 
ie, a combination of glabellar frown lines [GFLs], horizontal forehead lines [HFLs], and lateral canthal lines [LCLs]) were conducted in the United 
States (ULTRA I: NCT04594213) and Germany (ULTRA II: NCT04622254).
Objectives: The aim of this study was to evaluate the safety and efficacy of simultaneous intramuscular injections for UFLs. Longer-term safety 
and efficacy were assessed in open-label extension periods.
Methods: Healthy participants (≥18 years) with moderate-to-severe GFLs, HFLs, and symmetric LCLs at maximum contraction on the 5-point 
Merz Aesthetics Scales were randomized 2:1:1 to receive up to 64 units of incobotulinumtoxinA in the main period for each trial. Treatment 
groups were: UFLs, GFLs, and HFLs (ULTRA I), LCLs (ULTRA II), and placebo. Primary efficacy endpoints were the proportions of GFL, HFL, 
and LCL responders, defined as a Merz Aesthetics Scale score for the respective area of 0 (no) or 1 (mild) and a ≥2-grade improvement 
from baseline to Day 30, as assessed by both investigator and participant.
Results: Overall, 362 and 368 participants received treatment in ULTRA I and ULTRA II, respectively. In both studies, incobotulinumtoxinA treat
ment was significantly more effective than placebo with respect to the primary endpoints (P < .0001) and key secondary endpoints (P < .0001). 
The open-label extension period results were consistent with those seen in the main period. No new safety findings were identified.
Conclusions: In ULTRA I and ULTRA II, the safety and efficacy of incobotulinumtoxinA for the simultaneous treatment of moderate-to-severe 
UFLs were demonstrated, with significant improvements across all primary and secondary endpoints vs placebo.

Level of Evidence: 1 (Therapeutic)
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The treatment of facial wrinkles with botulinum neurotoxin Type A 
(BoNT-A) is an effective and predictable aesthetic procedure. In the 
United States in 2022, BoNT-A treatment was the leading nonsurgi
cal cosmetic procedure, accounting for 39% of the total top nonsur
gical procedures, with 3.9 million administrations.1 Aesthetic 
dermatologists and plastic surgeons commonly administer BoNT-A 
preparations to reduce the appearance of glabellar frown lines 
(GFLs), lateral canthal lines (LCLs), and horizontal forehead lines 
(HFLs) due to muscle overactivity.2-10

BoNT-A is synthesized by a wild-type strain of the anaerobic 
bacterium Clostridium botulinum.10-12 BoNT-A forms a high- 
molecular-weight complex with hemagglutinins and other nontoxic 
nonhemagglutinin proteins.10,12 BoNT-A selectively acts on peripher
al cholinergic nerve endings by blocking release of the neurotrans
mitter acetylcholine and thereby inhibiting muscle contraction.11,12

IncobotulinumtoxinA, a freeze-dried formulation of BoNT-A, is 
highly purified without complexing proteins present.7,13 Complexing 
proteins can induce neutralizing antibody formation leading to sec
ondary treatment failure and are not required for effectiveness.14

Treatment with incobotulinumtoxinA therefore lowers foreign protein 
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load delivered per unit of toxin.14 As clients are seeking BoNT-A injec
tions at an earlier age, and new indications are emerging, the purity 
of the toxin is of prime importance. Currently approved in more than 
80 countries, including 30 European Union/European Economic Area 
countries, the United States, the United Kingdom, Canada, and 
Japan,15-19 incobotulinumtoxinA is marketed under the brand names 
Xeomin, Bocouture (European Union/European Economic Area only), 
Xeomin Cosmetic (Canada only for aesthetic use) and Xeomeen 
(Belgium and Mexico only). IncobotulinumtoxinA is approved in the 
United States to treat or improve the symptoms of adult patients with 
chronic sialorrhea, upper-limb spasticity, cervical dystonia, and ble
pharospasm, and to achieve temporary improvement in the appear
ance of moderate-to-severe GFLs with corrugator and/or procerus 
muscle activity.17 In the European Union it is approved for blepharo
spasm and cervical dystonia, spasticity, sialorrhea, GFLs, lateral 
periorbital lines, and upper facial lines (UFLs; ie, a combination of 
GFLs, HFLs, and LCLs).16 Combined treatment for the upper facial re
gion in the same session is desirable for many clients as it may result 
in a more harmonized aesthetic effect and maintenance of facial pro
portions.20 These 2 Phase III studies were conducted in the United 
States and Germany to provide further safety and efficacy data for 
simultaneous intramuscular injections of incobotulinumtoxinA for treat
ing UFLs, utilizing a horizontal injection technique in the HFL area. 
Open-label extension periods (OLEX) assessed longer-term safety 
and efficacy.

METHODS
Study Design
Two prospective, randomized, double-blind, placebo-controlled, in
ternational, multicenter Phase III studies were conducted across 
12 sites in the United States (ULTRA I; NCT04594213) and 12 sites 
in Germany (ULTRA II; NCT04622254). ULTRA I was conducted be
tween September 2020 and May 2022 and ULTRA II was conducted 
between November 2020 and July 2022. The protocol was ap
proved by IRBs and/or independent ethics committees: for the 
United States, Advarra, number Pro00044813; for Germany, the 
Ethics Committee of the Hamburg Medical Association, number 

PVN7390. All participants provided written informed consent, and 
the study was conducted in compliance with Good Clinical Practice 
and the Declaration of Helsinki. Both studies (Figure 1) consisted of 
a similar study design: a double-blind, placebo-controlled main peri
od (MP) with 1 incobotulinumtoxinA (Merz Pharmaceuticals GmbH, 
Frankfurt, Germany) injection cycle followed by an OLEX with 2 
incobotulinumtoxinA injection cycles.

Participants were randomly assigned 2:1:1 by an interactive web re
sponse system into 3 different treatment groups. During the MP, par
ticipants in the UFL treatment group (Group U) received a total dose 
of 64 units (U) of incobotulinumtoxinA as simultaneous injections in 
all three facial areas; 20 U in the GFL area, 20 U in the HFL area, 
and 24 U in the LCL area. Participants in the placebo group (Group 
P) received placebo in all 3 facial areas; participants in the GFL and 
HFL treatment group (ULTRA I, Group G&H) received a total dose 
of 40 U, 20 U each in both the GFL and HFL areas and placebo in 
the LCL area; and participants in the LCL treatment group (ULTRA 
II, Group L) received a total dose 24 U in the LCL area (12 U each 
side) and placebo in the GFL and HFL areas. Randomization was 
stratified by investigational site in blocks of 8. During the MP, blinded 
personnel prepared the intervention. Sponsor staff and data man
agement/biostatistics staff were blinded to the data.

The planned duration of the MP (Cycle 1) was 120 days plus screen
ing (Days −3 to −14). All randomized participants were to be followed 
up for 120 days and eligibility for reinjection was confirmed before 
participants entered the respective OLEX for each study. The OLEX 
for each study comprised 2 additional treatment cycles, Cycle 
2 and Cycle 3, with planned durations of 120 days each plus up to 
30 days for eligibility reassessments per cycle.

Study Participants
Eligible participants included male and female subjects, aged 18 years 
or older with HFLs, GFLs, and symmetric LCLs of moderate (score 2) 
to severe (score 3) intensity at maximum contraction as assessed by 
the investigator and participant according to the 5-point Merz 
Aesthetics Scales (MAS).21,22 Exclusion criteria included previous 
BoNT treatment of any serotype in the face within the last 12 months 

Figure 1. Study design for ULTRA I and ULTRA II. aVisit 7 (end-of-Cycle 1 visit) and Visit 8 (Cycle 2 baseline visit), as well as Visit 12 (end-of-Cycle 2 visit) and Visit 13 (Cycle 3 
baseline visit) were performed on the same day if all eligibility criteria were met. bIn ULTRA I, GFLs and HFLs were treated with incobotulinumtoxinA. cIn ULTRA II, LCLs were 
treated with incobotulinumtoxinA. dIf the eligibility criteria were not fulfilled, an eligibility reassessment for entry into the next cycle at an optional visit within 30 days if possible 
was required. eIf a participant fulfilled the eligibility criteria at an additional eligibility visit, this visit was combined with the next injection visit. GFLs, glabellar frown lines; HFLs, 
horizontal forehead lines; LCLs, lateral canthal lines; OLEX, open-label extension; UFLs, upper facial lines.
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before injection, any facial cosmetic procedure within the last 
12 months before baseline injection (eg, dermal filling, chemical peel
ing, photorejuvenation, mesotherapy, photodynamic therapy), and 
use of topical or systemic retinoids within the last 6 months prior to 
injection. Complete inclusion/exclusion criteria are shown in 
Supplemental Table 1. Participants were recruited irrespective of 
gender, ethnic background, and pretreatment status.

Study Treatment
IncobotulinumtoxinA was provided in quantities of 100 U in glass vi
als, lyophilized to be reconstituted with 2.5 mL unpreserved sterile 
physiological (0.9%) sodium chloride solution for injection. Placebo 
was provided in identical glass vials with excipients only (sucrose, 
human serum albumin). IncobotulinumtoxinA and placebo were 
manufactured by Merz Pharma GmbH, Dessau-Rosslau, Germany, 
and released by Merz Pharmaceuticals GmbH, Frankfurt am Main, 
Germany. In the MP, each injection point was injected with either 
0.1 mL of incobotulinumtoxinA or placebo. In the OLEX, each injec
tion point was injected with 0.1 mL of incobotulinumtoxinA 
(Figure 2).

Assessments
The severity of the GFLs, HFLs, and LCLs (left and right side sepa
rately) was determined according to the investigator’s live assess
ment and the participant’s self-assessment on the validated 5-point 
MAS for UFLs (0, “no lines”; 1, “mild lines”; 2, “moderate lines”; 3, “se
vere lines”; 4, “very severe lines”),21,22 as indicated in the study visit 
schedules. While the 4-point Facial Wrinkle Scales range from none 
to severe,23 the 5-point MAS has an advantage of including a very se
vere category,20 supporting better participant selection. All investi
gators were trained and qualified on the MAS before evaluating 
study participants.

Using baseline photographs as a comparison, investigators and 
participants also individually assessed aesthetic improvement after 
treatment using the balanced 7-point Likert Global Aesthetic 
Improvement Scale (GAIS) (range −3 to +3, where −3 = very much 
worse to +3 = very much improved). The GAIS was assessed on all 
postinjection visits.

Assessments were to be completed independently at a place with 
adequate lighting and without disturbance at the beginning of the re
spective study visit. Participants also completed diaries to record the 
onset of treatment effect. Additionally, all occurrences of adverse 
events (AEs), related treatment-emergent AEs (TEAEs), TEAEs of spe
cial interest (TEAESIs) and treatment-emergent serious AEs (TESAEs) 
were recorded.

Primary Endpoints
The 3 primary efficacy endpoints were the proportions of GFL-, HFL-, 
and LCL-responders at Day 30 of the MP. Response was defined as a 
MAS score for the respective area of 0 (no) or 1 (mild) and at least a 
2-grade improvement from baseline to Day 30 of the MP at maximum 
contraction as assessed by both investigator and participant. Left and 
right LCLs were assessed separately.

Key Secondary Endpoints
There were 7 key secondary efficacy endpoints: endpoints 1-3 were 
the proportion of participants with a score of 0 (no) or 1 (mild) on the 
MAS (as rated by the investigator) for GFLs, HFLs, and both the left 
and right LCLs at maximum contraction, respectively, at Day 30 of 
the MP; endpoints 4-6 were the proportion of participants with a 
score of 0 (no) or 1 (mild) on the MAS (as rated by the participant) 
for GFLs, HFLs, and both the left and right LCLs at maximum contrac
tion, respectively, at Day 30 of the MP; endpoint 7 was the GAIS score 
as assessed by the participant at Day 30 of the MP.

Further Secondary Endpoints
There were 4 further secondary efficacy endpoints: endpoints 1-3 
were the proportion of participants with at least a 1-grade improve
ment from baseline to Day 30 of the MP on the MAS (as rated by 
the investigator) for GFLs, HFLs, and both the left and right LCLs at 
maximum contraction, respectively; endpoint 4 was the GAIS score 
as assessed by the investigator at Day 30 of the MP.

Other Efficacy Endpoints
In the MP and OLEX (Cycle 2 and Cycle 3), the MAS was used to assess 
GFLs, HFLs, and both left and right LCLs. Assessments were made at 
each postinjection visit of the rating condition (maximum contraction/ 
rest) and by each rater (investigator/participant). From these assess
ments, the proportions of participants with at least a 2-grade improve
ment from cycle baseline, and at least a 1-grade improvement from 
cycle baseline or a score of 0 (no) or 1 (mild) were derived. The GAIS 
score was also assessed by the investigator and participant at the 
same time points.

Onset of treatment effect was assessed as the time from injection 
until date at which the effect was first noted by the participant in the 
diary for each treated area. For the LCL region, the effect had to be 
present for the left and right side simultaneously.

Safety Endpoints
No primary safety endpoint was defined. The secondary safety end
point was the incidence of related TEAEs in the MP and OLEX. 
Other safety endpoints included incidences of TEAEs, TEAESIs, 
TESAEs, and TEAESIs.

Statistical Analysis
Each study aimed to have 360 participants randomly allocated to the 
groups. The sample size was intended to ensure at least 300 partic
ipants completed the study to achieve statistical significance. The 
sample size provided sufficient power of >90% to assess efficacy un
der conservative assumptions for the responder rates in Group U and 
Group P.

Figure 2. Injection scheme. GFL, glabellar frown lines; HFL, horizontal forehead 
lines; LCL, lateral canthal lines; U, units. Copyright of this image is held by 
Quintessence Publishing (Batavia, IL; www.quintessence-publishing.com) and has 
been reproduced with permission from the copyright holder.
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The MAS assessments at Day 30 were used to determine treat
ment efficacy. A composite strategy approach was applied for inter
current events of BoNT treatment (except study medication) in the 
respective area and prohibited concomitant treatment indicating 
lack of efficacy. Treatment policy strategy was applied for intercur
rent events of other prohibited treatments possibly confounding or 
moderating the treatment effect. Imputation of missing primary end
point data followed a conservative approach.

Primary efficacy analysis was based on all randomized participants 
with HFLs, GFLs, and LCLs of moderate-to-severe intensity at maxi
mum contraction, as assessed by both investigator and participant in 
Groups U and P (the target population of the main primary estimand). 
Group G&H (ULTRA I) and Group L (ULTRA II) were not included in the 
primary efficacy analysis. Responder rates across all anatomical sites 
in treatment Groups U and P were compared by 2-sided 95% Wilson 
CIs. Stratum-adjusted differences in responder rates and correspond
ing 95% CIs were calculated, together with the P-value from the 
Mantel-Haenszel test of the 2-sided null hypothesis. A hierarchical 
test procedure was applied to control the family-wise 2-sided Type I 
error level α = 0.05. Several sensitivity and supplementary analyses 
were performed using the full analysis set (FAS), the per protocol set 
(PPS), and different strategies for handling missing data.

Key secondary efficacy endpoint analyses were also included in the 
hierarchical testing procedure. For the MAS-based endpoints, the 
same statistical method as described for the primary efficacy analysis 
was used. For the participant’s GAIS endpoint, an analysis of covariance 
with factors treatment group and site and mean of baseline MAS for the 
3 areas at maximum contraction assessed by the participant as a covar
iate was used to calculate the mean least squares (LS) difference and 
corresponding 95% CI and t-test P-value for the null hypothesis of no 
treatment difference. Several supplementary analyses were performed 
for the key secondary endpoints, using the FAS and the PPS.

Further secondary endpoints were not included in the statistical 
testing hierarchy and were analyzed using the FAS and the PPS, 
based on observed data. All 3 treatment groups were included; 

however, Group G&H (for ULTRA I) was not compared with placebo 
in the analysis for the LCL region, and Group L (for ULTRA II) was 
not compared with placebo in the analysis for the GFL and HFL re
gions because participants in these groups received placebo treat
ment in the respective areas.

Safety analyses were performed on the safety evaluation set, de
fined as all participants who were exposed to study medication at 
least once. All statistical analyses were performed with the SAS stat
istical software package, version 9.4 (SAS Institute, Cary, NC) by CRO 
Metronomia Clinical Research GmbH.

RESULTS
Demographics
From September 23, 2020 through May 9, 2022, a total of 362 par
ticipants in the United States underwent randomization in ULTRA I; 
and from November 12, 2020 through July 8, 2022, a total of 368 par
ticipants in Germany underwent randomization in ULTRA II. A total of 
226 participants (62.4%) in ULTRA I and 313 participants (85.1%) in 
ULTRA II completed the entire trial, including the OLEX. In ULTRA I, 
136 (37.6%) participants discontinued, and in ULTRA II, 55 (14.9%) par
ticipants discontinued. Approximately 20% to 30% of participants in 
both studies discontinued because participants did not require rein
jection (ULTRA I: n = 73 [20.2%]; ULTRA II: n = 18 [32.7%]). Other rea
sons for discontinuation included withdrawal by participant (ULTRA I: 
n = 32 [8.8%]; ULTRA II: n = 22 [5.9%]), participant lost to follow-up 
(ULTRA I: n = 14 [3.8%]; ULTRA II: n = 8 [2.1%]), and AEs (ULTRA I: 
n = 4 [1.1%]; ULTRA II: n = 2 [0.5%]). Further information regarding par
ticipant disposition is shown in Figure 3.

Demographics and participant clinical characteristics at baseline 
were similar across the treatment groups in each trial and were consid
ered representative of the typical population seeking BoNT-A treatment 
(Table 1). In ULTRA I, the mean participant age was 47.4 years (range, 
22-76 years) and 85.1% (n = 308/362) of participants were female. In 

Figure 3. CONSORT diagram of participant allocation and analysis for ULTRA I and ULTRA II. aIn ULTRA I, patients who discontinued during the study due to the COVID-19 
pandemic were in Group U (n = 1) and Group G&H (n = 2). In ULTRA II, the only patient who discontinued due to the COVID-19 pandemic was in Group L (n = 1). AE, adverse 
event; COVID-19, coronavirus disease 2019; G&H, glabellar frown lines and horizontal forehead lines; L, lateral canthal lines; P, placebo; U, upper facial lines.
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Table 1. Participant Demographics in ULTRA I and ULTRA II, Full Analysis Set

ULTRA I ULTRA II

Group Pa 

(N = 91)
Group Ua 

(N = 179)
Group G&Ha 

(N = 92)
Group Pa 

(N = 94)
Group Ua 

(N = 184)
Group La 

(N = 90)

Female sex 79 (86.8%) 154 (86.0%) 75 (81.5%) 84 (89.4%) 147 (79.9%) 72 (80.0%)

Age (years)

Mean [SD] 47.5 [13.0] 47.2 [13.2] 47.8 [13.5] 44.8 [9.15] 46.0 [9.92] 45.9 [9.88]

Median (range) 48.0 (23-74) 49.0 (22-76) 50.0 (22-73) 45.0 (27-64) 46.0 (19-70) 44.5 (27-70)

Age category

18-64 83 (91.2%) 162 (90.5%) 83 (90.2%) 94 (100.0) 177 (96.2%) 85 (94.4%)

65-84 8 (8.8%) 17 (9.5%) 9 (9.8%) 0 (0.0) 7 (3.8%) 5 (5.6%)

Ethnicity

Hispanic or Latino 28 (30.8%) 49 (27.4%) 29 (31.5%) 1 (1.1%) 2 (1.1%) 2 (2.2%)

Not Hispanic or Latino 63 (69.2%) 130 (72.6%) 63 (68.5%) 93 (98.9%) 182 (98.9%) 88 (97.8%)

Race

White 79 (86.8%) 150 (83.8%) 80 (87.0%) 94 (100.0%) 182 (98.9%) 89 (98.9%)

Black or African American 7 (7.7%) 20 (11.2%) 7 (7.6%) 0 (0.0%) 1 (0.5%) 0 (0.0%)

Asian 2 (2.2%) 7 (3.9%) 3 (3.3%) 0 (0.0%) 0 (0.0%) 1 (1.1%)

Otherb 3 (3.3%) 2 (1.1) 2 (2.2%) 0 (0.0%) 1 (0.5%) 0 (0.0%)

Fitzpatrick skin type

Type I 3 (3.3%) 3 (1.7%) 1 (1.1%) 1 (1.1%) 3 (1.6%) 2 (2.2%)

Type II 22 (24.2%) 37 (20.7) 25 (27.2%) 44 (46.8%) 76 (41.3%) 33 (36.7%)

Type III 31 (34.1%) 69 (38.5%) 30 (32.6%) 38 (40.4%) 86 (46.7%) 47 (52.2%)

Type IV 23 (25.3%) 49 (27.4%) 23 (25.0%) 11 (11.7%) 17 (9.2%) 8 (8.9%)

Type V 9 (9.9%) 15 (8.4%) 10 (10.9%) 0 (0.0%) 2 (1.1%) 0 (0.0%)

Type VI 3 (3.3%) 6 (3.4%) 3 (3.3%) 0 (0.0%) 0 (0.0%) 0 (0.0%)

Height (cm)

Mean [SD] 166.54 [10.01] 166.0 [9.03] 165.68 [9.28] 168.97 [7.84] 169.51 [8.15] 169.7 [8.97]

Median (range) 165.1 (147.3-210.8) 165.1 (142.2-198.1) 164.0 (151.0-193.0) 168.0 (150.0-190.0) 169.0 (148.0-193.0) 169.0 (150.0-195.0)

Weight (kg)

Mean [SD] 68.99 [12.70] 72.92 [15.30] 71.90 [19.53] 69.40 [13.29] 70.83 [14.48] 69.30 [12.61]

Median (range) 65.8 (44.5-111.6) 71.2 (45.8-119.7) 66.7 (47.6-158.8) 67.6 (43.0-110.0) 68.5 (43.0-125.0) 68.0 (45.0-101.2)

BMI (kg/m2)

Mean [SD] 24.9 [3.94] 26.4 [5.11] 26.1 [6.15] 24.2 [3.73] 24.5 [4.15] 24.0 [3.59]

Median (IQR) 24.0 (18-37) 25.7 (18-46) 24.4 (18-58) 23.7 (17-36) 23.9 (18-43) 23.8 (18-40)

Prior treatment with BoNT of any  
serotype for any indication

Yes 68 (74.7%) 130 (72.6%) 65 (70.7%) 54 (57.4%) 119 (64.7%) 50 (55.6%)

No 23 (25.3%) 49 (27.4%) 27 (29.3%) 40 (42.6%) 65 (35.3%) 40 (44.4%)
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ULTRA II, the mean age was 45.7 years (range, 19-70 years) and 82.3% 
(n = 303/368) of participants were female. Baseline severity of GFLs, 
HFLs, and LCLs at maximum contraction were comparable across treat
ment groups in both ULTRA I and ULTRA II, as rated by both investigator 
and participant (Table 1). Participant ratings tended to be more severe 
than investigator ratings. The mean total observation period was 316.7 
days (range, 35-477 days) for participants in ULTRA I and 347.7 days 
(range, 1-442 days) in ULTRA II.

Primary Efficacy Analysis
In both studies, incobotulinumtoxinA treatment was significantly more 
effective than placebo in achieving the primary efficacy outcome. In 

ULTRA I, there was a statistically significant difference in the proportion 
of responders at Day 30 between Group U and Group P for all 3 primary 

efficacy endpoints (Table 2). The stratum-adjusted risk difference 

was 51.9% (95% CI, 44.5-59.3; P < .0001) for GFLs, 66.6% (95% 

CI, 59.6-73.5; P < .0001) for HFLs, and 51.2% (95% CI, 43.8-58.6; 

P < .0001) for LCLs.
Similarly, in ULTRA II, a statistically significant difference in the propor

tion of responders at Day 30 between Group U and Group P was ob

served for all 3 primary efficacy endpoints (Table 2). The stratum- 
adjusted risk difference was 49.4% (95% CI, 42.1-56.7; P < .0001) for 

GFLs, 57.6% (95% CI, 50.4-64.8; P < .0001) for HFLs, and 32.1% (95% 
CI, 25.3-38.9; P < .0001) for LCLs.

Table 1. Continued

ULTRA I ULTRA II

Group Pa 

(N = 91)
Group Ua 

(N = 179)
Group G&Ha 

(N = 92)
Group Pa 

(N = 94)
Group Ua 

(N = 184)
Group La 

(N = 90)

Moderate (MAS score = 2) baseline  
severity, investigator assessed

GFLs 39.6% 39.1% 40.2% 44.7% 45.7% 47.8%

HFLs 33.0% 30.7% 26.1% 27.7% 29.3% 28.9%

Right LCLs 39.6% 45.8% 44.6% 50.0% 49.5% 36.7%

Left LCLs 39.6% 45.8% 44.6% 50.0% 49.5% 36.7%

Moderate (MAS score = 2) baseline  
severity, participant assessed

GFLs 35.2% 36.3% 40.2% 46.8% 39.1% 38.9%

HFLs 26.4% 22.3% 21.7% 20.2% 21.7% 16.7%

Right LCLs 35.2% 35.8% 32.6% 39.4% 39.1% 30.0%

Left LCLs 34.1% 36.9% 32.6% 39.4% 39.1% 30.0%

Severe (MAS score = 3) baseline  
severity, investigator assessed

GFLs 60.4% 60.9% 59.8% 55.3% 54.3% 52.2%

HFLs 67.0% 69.3% 73.9% 72.3% 70.7% 71.1%

Right LCLs 60.4% 54.2% 55.4% 50.0% 50.5% 63.3%

Left LCLs 60.4% 54.2% 55.4% 50.0% 50.5% 63.3%

Severe (MAS score = 3) baseline  
severity, participant assessed

GFLs 63.7%c 62.6%d 57.6%e 53.2% 60.3%f 61.1%

HFLs 72.5%c 76.0%d 77.2%e 79.8% 77.7%f 83.3%

Right LCLs 64.8% 63.1%d 66.3%e 60.6% 59.8%f 70.0%

Left LCLs 64.8%c 62.0%d 65.2%e 60.6% 60.3%f 70.0%

Values are n (%), mean [SD], median (range) or IQR (range). GFLs, glabellar frown lines; HFLs, horizontal forehead lines; IQR, interquartile range; LCLs, lateral canthal lines; SD, 
standard deviation. aGroup P: placebo group, Group U: upper facial lines (a combination of GFLs, HFLs, and LCLs) treated with incobotulinumtoxinA; Group G&H: only GFLs and 
HFLs treated with incobotulinumtoxinA; Group L, only LCLs treated with incobotulinumtoxinA. bOther race includes American Indian, Alaska Native, Native Hawaiian or other 
Pacific Islander, and more than one race. cIn ULTRA 1 Group P, 1.1% of participants rated their GFLs and HFLs and left LCLs as very severe. dIn ULTRA 1 Group U, 1.1% of 
participants rated their GFLs and both left and right LCLs as very severe; and 1.7% rated their HFLs as very severe. eIn ULTRA 1 Group G&H, 1.1% of participants rated their 
GFLs and HFLs and right LCLs as very severe, 2.2% rated their left LCLs as very severe, and 1.1% of participants rated their GFLs as mild. fIn ULTRA 2 Group U, 0.5% of 
participants rated their GFLs and HFLs and left and right LCLs as very severe, and 0.5% rated their right LCLs as mild.
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The sensitivity and supplementary analyses performed using the 
FAS and the PPS and different strategies for handling missing data 
for both trials showed comparable results.

Key Secondary Efficacy Analysis
In ULTRA I, a statistically significant difference in the proportion of re
sponders between Group U and Group P was observed for all 
MAS-based key secondary efficacy endpoints as assessed (separately) 
by the investigator and by the participant (Table 3). Endpoints based on 
investigator assessments showed stratum-adjusted risk differences 
of 88.4% (95% CI, 83.7-93.2; P < .0001) for GFLs, 92.0% (95% 
CI, 88.0-96.0; P < .0001) for HFLs, and 77.9% (95% CI, 70.9-84.9; 
P < .0001) for LCLs. Endpoints based on participant ratings showed 
stratum-adjusted risk differences of 73.3% (95% CI, 66.3-80.3; 

P < .0001) for GFLs, 76.3% (95% CI, 69.8-82.8; P < .0001) for HFLs, 
and 62.3% (95% CI, 54.4-70.2; P < .0001) for LCLs,

For participant-assessed GAIS at maximum contraction at Day 30, 
there was a statistically significant improvement in the GAIS score in 
those treated with incobotulinumtoxinA vs placebo and the estimated 
LS-mean difference for Group U compared with Group P was 2.16 
(95% CI, 1.98-2.34; P < .0001).

Similarly, in ULTRA II, statistically significant differences in the end
points between Group U and Group P were observed for all key second
ary efficacy endpoints as assessed (separately) by the investigator and 
participant (Table 3). The investigator assessments showed stratum- 
adjusted risk differences of 87.1% (95% CI, 82.3-91.9; P < .0001) for 
GFLs, 85.3% (95% CI, 79.9-90.6; P < .0001) for HFLs, and 73.4% (95% 
CI, 66.5-80.3; P < .0001) for LCLs. The participant assessments showed 
stratum-adjusted risk differences of 72.8% (95% CI, 66.1-79.5; P < .0001) 

Table 2. Primary Efficacy Endpoint Analysis, Including Sensitivity and Supplementary

Area of treatment ULTRA I ULTRA II

Group Pa Group Ua Stratum-adjusted 
risk differenceb

P-value Group Pa Group Ua Stratum-adjusted 
risk differenceb

P-value

n/N % n/N % % 95% CI n/N % n/N % % 95% CI

GFLs 0/90 0 92/176 52.3 51.9 44.5-59.3 P < .0001 0/94 0 90/182 49.5 49.4 42.1-56.7 P < .0001

HFLs 0/90 0 117/176 66.5 66.6 59.6-73.5 P < .0001 0/94 0 105/182 57.7 57.6 50.4-64.8 P < .0001

LCLs 0/90 0 91/176 51.7 51.2 43.8-58.6 P < .0001 0/94 0 59/182 32.4 32.1 25.3-38.9 P < .0001

The table includes the proportion of participants with score of 0 (no) or 1 (mild) and at least a 2-grade improvement from baseline to Day 30 of MP in GFLs, HFLs, and LCLs as 
assessed by both investigator and participant on the MAS (target population of the main primary estimand). GFLs, glabellar frown lines; HFLs, horizontal forehead lines; LCLs, 
lateral canthal lines; MAS, Merz Aesthetics Scale; MP; main period; n/N, number of responders/number of subjects in respective analysis set. aGroup P: placebo group, Group 
U: upper facial lines (a combination of GFLs, HFLs, and LCLs) treated. bMantel-Haenszel stratum weights and the Sato variance estimator used to calculate the stratum-adjusted 
risk difference with associated 95% CI and the P-value for the Mantel Haenszel test of the null hypothesis that the common risk difference (Group U-Group P) is zero. Study site 
served as stratum variable.

Table 3. Summary of Key Secondary Endpoints

Rater and area of treatment ULTRA I ULTRA II

Group Pa (N = 91) Group Ua 

(N = 176)
Stratum-adjusted risk differenceb Group Pa (N = 94) Group Ua (N = 182) Stratum adjusted risk differenceb

n (%) 95% CIc n (%) 95% CIc % 95% CIc P-value n (%) 95% CIc n (%) 95% CIc % 95% CIc P-value

MAS

Investigator-assessed GFLs 0 0.0-4.1 156 (88.6%) 83.1-92.5 88.4 83.7-93.2 P < .0001 0 0.0-3.9 158 (86.8%) 81.1-91.0 87.1 82.3-91.9 P < .0001

Investigator-assessed HFLs 0 0.0-4.1 162 (92.0%) 87.1-95.2 92.0 88.0, 96.0 P < .0001 1 (1.1%) 0.2-5.8 157 (86.3%) 80.5-90.5 85.3 79.9-90.6 P < .0001

Investigator-assessed LCLs 3 (3.3%) 1.1-9.3 143 (81.3%) 74.8-86.3 77.9 70.9-84.9 P < .0001 2 (2.1%) 0.6-7.4 138 (75.8%) 69.1-81.5 73.4 66.5-80.3 P < .0001

Participant-assessed GFLs 2 (2.2%) 0.6-7.7 133 (75.6%) 68.7-81.3 73.3 66.3-80.3 P < .0001 1 (1.1%) 0.2-5.8 134 (73.6%) 66.8-79.5 72.8 66.1-79.5 P < .0001

Participant-assessed HFLs 1 (1.1%) 0.2-6.0 136 (77.3%) 70.5-82.8 76.3 69.8-82.8 P < .0001 2 (2.1%) 0.6-7.4 144 (79.1%) 72.6-84.4 77.0 70.3-83.7 P < .0001

Participant-assessed LCLs 3 (3.3%) 1.1-9.3 116 (65.9%) 58.6-72.5 62.3 54.4-70.2 P < .0001 3 (3.2%) 1.1-9.0 119 (65.4%) 58.2-71.9 61.9 54.2-69.7 P < .0001

GAIS

Participant-assessed GAIS Group Pa Group Ua LS-mean difference vs Group P Group Pa Group Ua LS-mean difference vs Group P

LS-mean 95% CI LS-mean 95% CI LS-mean 95% CI P-valued LS-mean 95% CI LS-mean 95% CI LS-mean 95% CI P-valued

0.08 −0.06 to 0.23 2.24 2.14-2.35 2.16 1.98-2.34 P < .0001 0.02 −0.11 to 0.15– 2.00 1.90-2.09 1.98 1.81-2.14 P < .0001

The table includes (1-6) GFLs, HFLs, LCLs scoring 0 (no) or 1 (mild) at maximum contraction at Day 30 as assessed by investigator and participant on MAS and (7) covariance analysis of participant-assessed GAIS at Day 30 
(target population of main key secondary estimand). GAIS, Global Aesthetic Improvement Scale; GFLs, glabellar frown lines; HFLs, horizontal forehead lines; LCLs, lateral canthal lines; LS, least squares; MAS, Merz Aesthetics 
Scale; n, number of participants. aGroup P: placebo group, Group U: upper facial lines (a combination of GFLs, HFLs, and LCLs) treated with incobotulinumtoxinA. bMantel-Haenszel stratum weights and the Sato variance 
estimator used to calculate the stratum-adjusted risk difference with associated 95% CI and the P-value for the Mantel-Haenszel test of the null hypothesis that the common risk difference (Group U-Group P) is zero. Study 
site served as stratum variable. cWilson CI. dt-test of the null hypothesis that the LS-mean treatment difference (LS-mean Group U – LS-mean group P) is zero.
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for GFLs, 77.0% (95% CI, 70.3-83.7; P < .0001) for HFLs, and 61.9% (95% CI, 
54.2-69.7; P < .0001) for LCLs.

For participant-assessed GAIS at maximum contraction at Day 30, 
there was an estimated LS-mean difference of 1.98 (95% CI, 1.81-2.14; 
P < .0001) for Group U compared with Group P, indicating a statisti
cally significantly improved GAIS score in those treated with 
incobotulinumtoxinA vs placebo.

The supplementary analyses performed using the FAS and the PPS 
for both trials showed comparable results.

Representative photographs of participants used for GAIS assess
ments at baseline and Day 30 of the MP are shown in Figure 4. 
Representative at-rest photographs are provided in Supplemental 
Figure 1.

Further Secondary Endpoints
In ULTRA I, the statistical analyses indicated differences in Group U, 
Group G&H, and for the combined total incobotulinumtoxinA group in 
comparison to Group P for GFLs and HFLs. For LCLs, differences 
were seen in Group U in comparison to Group P. No comparisons 
were made for Group G&H for the LCL region because this region 
was treated with placebo in this group (Table 4).

In ULTRA II, the statistical analyses indicated differences in Group 
U, Group L, and for the combined total incobotulinumtoxinA group in 
comparison to Group P for LCLs. For GFLs and HFLs, the analyses in
dicated differences in Group U in comparison to Group P. No compar
isons were made for Group L with the GFLs and HFLs because these 
regions were treated with placebo (Table 4).

In both trials, analysis of GAIS as assessed by investigator also in
dicated an improvement in incobotulinumtoxinA treatment groups 
compared with placebo.

The results presented for further secondary endpoints are those 
for the FAS; however, the PPS results were comparable.

Other Efficacy Endpoints
In the OLEX for both trials, results across Cycles 2 and 3 were consis
tent with those seen for Group U in the MP. Rates of participants 
meeting each of the defined other secondary endpoints at maximum 
contraction were high, with peak efficacy observed early in both cy
cles (ie, Day 8 and Day 30) and then decreased towards the end of 
each cycle.

In ULTRA I, the estimated median time to onset of treatment effect 
in both Group U and Group G&H during the MP was 4 days for GFLs 
and 3 days for HFLs. Additionally, the median time to onset of treat
ment effect for LCLs was 4 days in Group U.

In ULTRA II, the estimated median time to onset of treatment effect 
in Group U during the MP was 4 days for GFLs and HFLs, and 5 days for 
LCLs. For Group L, the median time to onset of treatment effect was 7 
days.

For Group P in both trials, the median time to onset of treatment ef
fect was not estimable due to the overall low rate of participants not
ing a treatment effect.

Median time to onset of treatment effect in the OLEX of both trials 
was similar to that of Group U during the MP.

Safety Analysis
In the MP of ULTRA I, for participants treated with incobotulinumtoxinA, 
the incidence of any AE was 21.0% and the incidence of TEAEs was 6.3%, 
compared with 15.4% and 2.2% treated with placebo, respectively 
(Table 5). The overall incidences of TESAEs and of TEAEs leading to dis
continuation were low (0.4% and 1.1%, respectively) and none were relat
ed to treatment. In Group P participants, the incidence of TESAEs was 
1.1% and no participants in Group P had a TEAE that led to discontinua
tion. No TEAESIs were observed. Injection site bruising was the most 
common AE (3.0% in total incobotulinumtoxinA group vs 2.2% in the pla
cebo group) behind COVID-19 (3.7% in total incobotulinumtoxinA group 
vs 3.3% in the placebo group).

In the OLEX, the incidence of any AEs was 26.4% and the incidence 
of TEAEs was 6.3% (Supplemental Table 2).

In the MP of ULTRA II, for participants treated with incobotulinumtoxinA, 
the incidence for any AE was 45.6%, and the incidence of TEAEs was 
16.4%, compared with 44.7% and 12.8% in Group P, respectively 
(Table 5). The incidences of TESAEs, TEAEs leading to discontinuation, 
and TEAESIs were low (1.1%, 0.4%, and 0.4%, respectively). In Group P par
ticipants, the incidence of TESAEs was 4.3% and no participants in Group 
P had a TEAE that led to discontinuation. Additionally, there were no 
TEASIs in Group P. None of the TESAEs, TEAEs leading to discontinua
tion, or TEAESIs were related to treatment. The most commonly docu
mented TEAE in all groups was injection site hematoma (8.8% in total 
incobotulinumtoxinA group vs 8.5% in the placebo group).

A B

C D

E F

Figure 4. Representative participant photographs at maximum contraction: base
line (left) and Day 30 of the main period (right). (A) Baseline GFLs. (B) Day 30 
GFLs. (C) Baseline HFLs. (D) Day 30 HFLs. (E) Baseline LCLs. (F) Day 30 LCLs. 
GFLs, glabellar frown lines; HFLs, horizontal forehead lines; LCLs, lateral canthal 
lines.
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In the OLEX, the incidence of any AE was 62.7% and the incidence 
of TEAEs was 17.9% (Supplemental Table 2). Injection site hematoma 
incidence increased slightly in the OLEX, with an incidence of 12.1% in 
total.

DISCUSSION

BoNT-A treatment for aesthetic improvement is popular amongst 
men and women who want to maintain a youthful and healthy appear
ance without having surgery and is currently the most widely used 
nonsurgical procedure worldwide.24

In these 2 Phase III trials, the efficacy and safety of 
incobotulinumtoxinA vs placebo for improving moderate-to-severe 
UFLs was demonstrated. UFLs were targeted through simultaneous 
treatment in the GFL, HFL, and LCL areas, and the treatment effect 
with incobotulinumtoxinA was evident after 4 to 5 days in all treat
ment groups. Additionally, many participants discontinued as they 
did not meet the reinjection eligibility criteria. Therefore, those parti
cpants did not require reinjection and treatment effect was observed 
for up to 150 days.

The overwhelmingly positive primary endpoint results across both 
trials clearly showed statistically significant treatment effects of 
incobotulinumtoxinA compared with placebo, with the primary effica
cy endpoints met in all 3 facial areas, confirming the efficacy of simul
taneous UFL treatment. Results of the sensitivity, subgroup, and 
supplementary analyses were generally consistent with the results 
of the primary analysis. These results were further supported by sig
nificant treatment effects of incobotulinumtoxinA vs placebo in all 7 
key secondary endpoints, as assessed by both participants and in
vestigators, in addition to participant-assessed GAIS score. 
Participant ratings, both at baseline and at the specific endpoint as
sessments, tended to be more severe than investigator ratings. 
This resulted in slightly lower participant-based ratings of treatment 
effects compared with investigator ratings—a difference that has 
been seen in other studies and demonstrates the tendency of partic
ipants to have a more critical self-appraisal of facial aging.25 Despite 
this, overwhelmingly positive treatment responses were clearly dem
onstrated by both the investigator and participant assessments. 
Overall results were also comparable between Group U in the MP 
and the OLEX period and showed no reduction in efficacy due to 

Table 4. Summary of Further Secondary Endpoints

Rater and area  
of treatment

ULTRA I ULTRA II

Group 
Pa 

(N = 91)

Group Ua 

(N = 179)
Group G&Ha 

(N = 92)
Total Inco 
(N = 271)

Group 
Pa 

(N = 94)

Group Ua 

(N = 184)
Group La 

(N = 90)
Total Inco  
(N = 274)

MAS

Investigator-assessed 
GFLs

Crude response rates 1 (1.1%) 167 (96.5%) 89 (96.7%) 256 (96.6%) 5 (5.5%) 175 (96.7%) 4 (4.5%) NEd

Stratum-adjusted risk 
differences 
compared with 
Group Pb (95% CI)

— 95.3% 
(91.6-99.0)

95.4% 
(90.0-99.8)

95.3% 
(92.1-98.6)

— 91.1% 
(85.7-96.6)

NEd NEd

Investigator-assessed 
HFLs

Crude response rates 2 (2.2%) 166 (96.0%) 89 (96.7%) 255 (96.2%) 3 (3.3%) 174 (96.1%) 3 (3.4%) NEe

Stratum-adjusted risk 
differences 
compared with 
Group Pb (95% CI)

— 93.7% 
(89.3-98.1)

94.4% 
(89.5-99.4)

94.0% 
(90.0-97.9)

— 92.9% 
(88.1-97.6)

NEe NEe

Investigator-assessed 
LCLs

Crude response rates 7 (7.9%) 154 (89.0%) 27 (29.3%) NEc 8 (8.8%) 166 (91.7%) 60 (68.2%) 226 (84.0%)

Stratum-adjusted risk 
differences 
compared with 
Group Pb (95% CI)

— 81.7 
(74.6-88.8)

NEc NEc — 83.0% 
(76.0-90.1)

59.7% 
(48.7-70.7)

75.3% 
(68.1-82.5)

GAISf

Investigator-assessed 
GAIS

LS-mean differences 
compared with 
Group P (95% CI)

— 2.38 (2.22, 
2.54)

1.94 (1.75, 2.12) — — 2.20 (2.06, 
2.34)

0.65 (0.49, 
0.82

—

The table includes (1-3) GFLs, HFLs, and LCLs with at least a 1-grade improvement from baseline to Day 30 of the MP at maximum contraction at Day 30 as assessed by 
investigator on the MAS, and (4) the covariance analysis of investigator-assessed GAIS at Day 30 (FAS [OC]). FAS, full analysis set; GAIS, Global Aesthetic Improvement 
Scale; GFLs, glabellar frown lines; HFLs, horizontal forehead lines; LCLs, lateral canthal lines; inco, incobotulinumtoxinA; MAS, Merz Aesthetics Scale; MP, main period; n/ 
N, number of participants; NE, not evaluated; OC, observed cases. aGroup P: placebo group; Group U: upper facial lines (a combination of GFL, HFLs, and LCLs) treated 
with incobotulinumtoxinA; Group G&H: only GFLs and HFLs treated with incobotulinumtoxinA; Group L, only LCLs treated with incobotulinumtoxinA. bMantel-Haenszel 
stratum weights and the Sato variance estimator used to calculate the stratum-adjusted risk difference with associated 95% CI and the P-value for the Mantel Haenszel 
test of the null hypothesis that the common risk difference (test group—Group P) is zero. Study site served as stratum variable. cNo comparisons were made for Group 
G&H (or total incobotulinumtoxinA) with Group P for this endpoint because participants in Group G&H received placebo treatment in the LCLs. dNo comparisons were 
made for Group L or Total incobotulinumtoxinA with Group P for this endpoint because participants in Group L received placebo treatment in the GFLs. eNo comparisons 
were made for Group L or Total incobotulinumtoxinA with Group P for this endpoint because participants in Group L received placebo treatment in the HFLs. fGAIS 
analysis numbers for ULTRA I Group U (N = 172), and for ULTRA II Group U (N = 181), Group L (N = 88).
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repeated treatment cycles. The response rates for various endpoints 
in the present trials are similar to those reported in a previous 
European placebo-controlled, Phase III study and its OLEX, which 
also evaluated incobotulinumtoxinA for UFL treatment.20,25

Across the study periods (MP and OLEX) 136 participants in ULTRA 
I and 55 participants in ULTRA II discontinued. However, the discon
tinuation reason for many of these participants was that they did not 
require reinjection (ULTRA I: n = 73; ULTRA II: n = 18), which, whilst it 
qualifies as a reason for discontinuation, actually indicates successful 
treatment, especially longer-lasting treatment effects. Importantly, al
though “withdrawal by participant” was a common reason for discon
tinuation, with 32 (8.8%) participants withdrawing in ULTRA I, and 22 
(6.0%) participants withdrawing in ULTRA II, no participants in either 
trial withdrew because of a lack of treatment effect.

In the current studies, up to 64 U of incobotulinumtoxinA was well tol
erated when administered to all 3 facial regions, with no new safety find
ings; this is consistent with previous studies of incobotulinumtoxinA 

and other BoNT-A formulations, including onabotulinumtoxinA, 
daxibotulinumtoxinA, and abobotulinumtoxinA.3-5,20,26-29

Frequent TEAEs seen with BoNT-A formulations include eyebrow 
or eyelid ptosis, headache, blepharoptosis, injection site events, 
and unilateral eyelid ptosis.3,26,27 In both studies, there were no seri
ous TEAEs in either the MP or the OLEX, and relatively low numbers 
of treatment-related brow and eyelid ptosis were recorded. In the 
ULTRA I MP, brow ptosis, a known side effect for the single indication 
GFL, was reported in only 3 participants in Group U and there were no 
cases of eyelid ptosis. No cases of brow or eyelid ptosis were record
ed in the OLEX. In the ULTRA II MP, brow ptosis was reported in 1 par
ticipant, and there were no cases of eyelid ptosis. In the OLEX, there 
were 5 cases of brow ptosis and 3 cases of eyelid ptosis. The low 
rates of brow and eyelid ptosis could be attributed to the horizontal 
injection pattern in the HFLs as shown in Figure 2, which has shown 
previous success in a European study of incobotulinumtoxinA for 
UFLs.20 Overall, safety was comparable between the MP and 

Table 5. Safety Summary for Main Period, Safety Evaluable Set

ULTRA I ULTRA II

Group Pa 

(N = 91)
Group Ua 

(N = 179)
Group G&Ha 

(N = 92)
Total Inco 
(N = 271)

Group Pa 

(N = 94)
Group Ua 

(N = 184)
Group La 

(N = 90)
Total Inco 
(N = 274)

n (%) of participants with:

Any AEs 14 (15.4%) 37 (20.7%) 20 (21.7%) 57 (21.0%) 42 (44.7) 90 (48.9) 35 (38.9) 125 (45.6%)

TEAEs 2 (2.2%) 11 (6.1%) 6 (6.5%) 17 (6.3%) 12 (12.8) 35 (19.0) 10 (11.1) 45 (16.4%)

Any serious AEs 1 (1.1%) 0 (0.0%) 1 (1.1%) 1 (0.4%) 4 (4.3) 1 (0.5) 2 (2.2) 3 (1.1%)

Any serious TEAEs 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)

Any AEs leading to discontinuation 0 (0.0%) 0 (0.0%) 3 (3.3%) 3 (1.1%) 0 (0.0%) 1 (0.5%) 0 (0.0%) 1 (0.4%)

Any TEAEs leading to discontinuation 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)

Any fatal TEAEs 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)

Any TEAEs related to COVID-19 3 (3.3%) 8 (4.5%) 2 (2.2%) 10 (3.7%) 5 (5.3%) 3 (1.6%) 0 (0.0%) 3 (1.1%)

n (%) of participants with TEAEs (incidence ≥ 2% in any treatment group)

General disorders and administration site conditionsb 4 (4.4%) 6 (3.4%) 5 (5.4%) 11 (4.1%) 11 (11.7%) 23 (12.5%) 12 (13.3%) 35 (12.8%)

Injection site bruising 2 (2.2%) 4 (2.2%) 4 (4.3%) 8 (3.0%) NR NR NR NR

Injection site hematoma NR NR NR NR 8 (8.5%) 15 (8.2%) 9 (10.0%) 24 (8.8%)

Nervous system disorders 3 (3.3%) 4 (2.2%) 1 (1.1%) 5 (1.8%) 8 (9.6%) 21 (11.4%) 9 (10.0%) 30 (10.9%)

Headache 2 (2.2%) 4 (2.2%) 1 (1.1%) 5 (1.8%) 8 (8.5%) 19 (10.3%) 7 (7.8%) 26 (9.5%)

Infections and infestations 3 (3.3%) 13 (7.3%) 6 (6.5%) 19 (7.0%) 15 (16.0) 30 (16.3%) 7 (7.8%) 37 (13.5%)

Nasopharyngitis NR NR NR NR 4 (4.3%) 3 (1.6%) 3 (3.3%) 6 (2.2%)

COVID-19 3 (3.3%) 8 (4.5%) 2 (2.2%) 10 (3.7%) 4 (4.3%) 2 (1.1%) 0 (0.0%) 2 (0.7%)

Skin and subcutaneous tissue disorders 0 (0.0%) 5 (2.8%) 0 (0.0%) 5 (1.8%) 3 (3.2%) 6 (3.3%) 1 (1.1%) 7 (2.6%)

Brow ptosis 0 (0.0%) 3 (1.7%) 0 (0.0%) 3 (1.1%) 0 (0.0%) 1 (0.5%) 0 (0.0%) 1 (0.4%)

Eyelid ptosis 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)

AE, adverse-event; inco, incobotulinumtoxinA; NR, not reported; OLEX, open-label extension period; TEAE, treatment-emergent adverse event. aGroup P: placebo group, 
Group U: upper facial lines (a combination of glabellar frown lines, horizontal forehead lines, and lateral canthal lines) treated with incobotulinumtoxinA; Group G&H: only 
glabellar frown lines and horizontal forehead lines treated with incobotulinumtoxinA; Group L, only lateral canthal lines treated with incobotulinumtoxinA. bIncludes: 
injection site bruising, discomfort, injection site pruritis, edema, and injection site hematoma.
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OLEX, indicating that up to 3 cycles of simultaneous treatment in 3 
UFL indications did not raise any additional safety concerns.

Although both trials demonstrated overwhelmingly positive effica
cy results and safety profile, marginal differences were observed in 
outcomes between Germany and the United States. For example, 
the number of any TEAEs was higher in the ULTRA II trial in all cohorts 
vs ULTRA I (Group U: 48.9% vs 20.7%; Group L: 38.9% vs Group G&H: 
21.7%; Group P: 44.7% vs 15.4%). Similarly, rates of TEAEs were higher 
in the ULTRA II trial in all cohorts, including the placebo group, with 
the most frequently reported related TEAEs being headaches, injec
tion site hematoma, and injection site bruising. However, no serious 
TEAEs were observed in any group, in either the MP or the OLEX, 
across both trials. A potential reason for the increased frequency of 
AE reporting could be due to cultural/national differences.

The results of these 2 Phase III clinical trials add valuable informa
tion regarding the efficacy and safety of incobotulinumtoxinA for the 
simultaneous treatment of UFLs in a large sample of adult partici
pants from the United States and Germany. In addition, the results 
from the OLEX of both studies provide long-term efficacy and safety 
data for multiple treatment cycles of incobotulinumtoxinA over a pe
riod of approximately 1 year.

Regarding the study limitations, as with many other trials with 
BoNT-As,26 more than 80% of participants in both trials were women. 
Although this is representative of the typical population seeking aes
thetic procedures, there is currently an increasing interest being seen 
among men, and future trials could be required to confirm any sex- 
specific differences in treatment. A pooled analysis of male partici
pants from 3 Phase III studies of incobotulinumtoxinA indicated that 
males demonstrated lower response rates on wrinkle severity scales 
and that variations in treatment response can be attributed to male 
anatomic differences.30 Further investigation into the need for 
customized treatment for males could be warranted. Although 
the statistically significant positive outcomes observed on the 
participant-assessed GAIS suggest participants were satisfied with 
their treatment, this measure is unlikely to be as sensitive as a specif
ic participant satisfaction endpoint (using an instrument such as the 
validated Facial Lines Treatment Satisfaction Questionnaire).31

Finally, although the participants who continued through the OLEX 
were followed for approximately 1 year as per FDA guidance for 
BoNT-A treatment,32 as clients are seeking treatment at an earlier 
age, future studies assessing even longer-term effects of both one- 
off and repeated treatments would be informative.

CONCLUSIONS

The Phase III ULTRA I and ULTRA II studies successfully demonstrat
ed the safety and efficacy of incobotulinumtoxinA for the improve
ment of moderate-to-severe UFLs (whilst simultaneously treating 
the GFL, HFL, and LCL regions), with improvements compared with 
placebo seen across all primary and secondary efficacy endpoints. 
In both studies, incobotulinumtoxinA was well tolerated across up 
to 3 cycles of treatment and no new safety findings were identified.
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