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Abstract
Context: Based on various Botulinum toxin A  products, reports of the lower efficacy of Incobotulinum toxin A  compared with 
Onabotulinum toxin A for muscle contouring were observed. In addition, complications of trapezius myalgia and shoulder contouring 
treatment from malpractice have been reported. Aims: The study aimed at comparing the efficacy between Incobotulinum toxin 
A and Onabotulinum toxin A; research was conducted on a safe treatment technique for trapezius hypertrophy and trapezius myalgia. 
Materials and Methods: A split-shoulder, double-blind, randomized controlled trial was performed. Twenty volunteers with trapezius 
hypertrophy and trapezius myalgia were randomly injected with 30 units of Incobotulinum toxin A and Onabotulinum toxin A in 
each trapezius muscle guided by ultrasound. Results: The trapezius thickness among those receiving treatment with Onabotulinum 
toxin A and Incobotulinum toxin A on day 60 was 7.35 ± 1.11 and 7.33 ± 1.21 mm, respectively, which did not portray a significant 
difference (P = 0.991). Compared with the muscle size from day 60 to one year, the size of the trapezius muscle that had been treated 
by Onabotulinum toxin type A regained a significantly larger size compared with that treated by Incobotulinum toxin A (P = 0.027). 
On comparing the size of the trapezius muscle treated by Incobotulinum toxin A between one year and day 0, it was observed that 
the trapezius thickness at one year had significantly decreased (P < 0.001). On comparing the pain score from day 60 to day 0, it was 
observed that the pain scores of trapezius myalgia treated by Onabotulinum toxin A and Incobotulinum toxin A significantly differed 
(P = 0.003). Conclusions: Incobotulinum toxin A had the same efficacy but a longer lasting effect for the trapezius size contouring and 
a higher efficacy for trapezius myalgia treatment compared with Onabotulinum toxin A.
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IntroductIon
Trapezius myalgia and trapezius hypertrophy are 
conditions usually occurring together among middle-aged 
women; many women are concerned about the thickness 
of their neck and shoulders pertaining to their appearance, 
resulting in a loss of confidence.

Trapezius myalgia is characterized by symptoms such 
as stiffness, pain, and tightness of the upper trapezius 
muscle, which could present as acute or chronic neck and 
shoulder pain.[1]

In addition, trapezius myalgia could be definitely 
diagnosed when muscle tightness, neck pain, and trigger 
point are presented without tension neck syndrome or 

cervical syndrome presentation.[2] Usually, the upper 
trapezius muscle thickness is approximately 5 mm.[3] The 
hypertrophic process of the trapezius muscle increases 
the size of the muscle beyond normal thickness; trapezius 
hypertrophy could affect women, as it makes them appear 
more masculine than feminine.

Botulinum toxin A not only relieves myofascial pain but 
also improves shoulder and neck contouring. The efficacy 
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of Botulinum toxin A  for trapezius myofascial pain has 
also been reported for five years in Thailand.[4] Moreover, 
it could be used in cosmetic applications, such as facial 
rhytids, brow lifting,[5] and masseteric hypertrophy for 
lower facial contouring.[6] In the past, Botulinum toxin 
type A,which had a component of complex proteins, was 
believed to contribute greater stability and effectiveness, 
but presently, one study has demonstrated no difference 
in outcome between with and without complex proteins.[7]

Botulinum toxin A  could interfere with the releasing 
of many mediators of pain transmission, for example, 
substance P, calcitonin gene-related peptide (CGRP), 
and ATP. Simultaneously, noradrenaline and dopamine 
provide pain relief.[8] Three Botulinum toxin formulations 
that have been approved by the US Food and Drug 
Administration and that are well known consist of 
Onabotulinum toxin A, Abobotulinum toxin A, and 
Incobotulinum toxin A.[9] All three preparations have 
similar mechanisms and are produced from Clostridium 
botulinum, a gram-positive, anaerobic bacterium serotype 
A.  The active neurotoxin is pure 150 kDa; however, the 
nontoxic accessory proteins (NAPs) bonding with the 
toxin differ in size, creating various molecular weights 
of Botulinum toxin complex.[10] The complex size of 
Onabotulinum toxin A  is 900 kDa, Abobotulinum toxin 
A  is 500–900 kDa, and Incobotulinum toxin A  is pure 
150 kDa without any complex proteins included.[11] 
In vivo potency between Onabotulinum toxin A  and 
Incobotulinum toxin A  also differed as reported.[12] All 
unopened vials have a shelf  life of approximately three 
years, Incobotulinum toxin A  could be stored at room 
temperature (below 25°C), and others require a storage at 
2°C–8°C. However, all products should be stored for only 
24 h at 4°C after reconstitution.[13]

Also, differences of pharmacological details have 
been reported between Onabotulinum toxin A  and 
Incobotulinum toxin A, such as quantities of neurotoxin 
(ng/100 U), the specific potency of neurotoxin,[14] the 
median effective dose (ED50) potency,[15] and the median 
lethal dose (LD50).[16] Further, Onabotulinum toxin A is 
prepared under a process of repeated precipitation under 
low pressure or vacuum-dried,[17] whereas Incobotulinum 
toxin A is stabilized in the lyophilization process.[18]

Saad and Gourdeau demonstrated the noninferiority 
of Incobotulinum toxin A to Onabotulinum toxin A for 
benign essential blepharospasm (BEB).[7] Mastromauro 
et  al. described an earlier onset of Incobotulinum 
toxin A  compared with that of Onabotulinum toxin 
A.[11] Chundury et  al. reported that Incobotulinum 
toxin A  had a shorter effective period compared with 
Onabotulinum toxin A  in treating patients with BEB,[19] 
whereas Roggenkämper et al. described the same duration 
of effect between both products.[20] However, Rappl 
et  al. reported a longer lasting effect of Incobotulinum 
toxin A  in treating glabellar frown lines, compared with 

Onabotulinum toxin A  and Abobotulinum toxin A.[21] 
Further, reports have revealed that some patients receiving 
Botulinum toxin A with complex proteins could develop 
neutralizing antibodies, resulting in antibody-induced 
therapy failures.[22,23]

The differences between Incobotulinum toxin A  and 
Onabotulinum toxin A  still need to be determined due 
to disparity in previous reports of the differences in the 
onset, efficacy, complex proteins, molecular weights, 
manufacturing process, LD50 dosage, and also the 
quantity of neurotoxin. Consequently, the relationship 
between the dose and clinical effects of Incobotulinum 
toxin A  (Xeomin) and Onabotulinum toxin A  (Botox) 
should be studied.

This clinical study aimed at evaluating the therapeutic 
equivalence in the efficacy of Incobotulinum toxin 
A compared with Onabotulinum toxin A in the treatment 
of trapezius hypertrophy contouring and other outcomes, 
such as the efficacy of Botulinum toxin A  for trapezius 
myalgia without considering the trigger point, the period 
of effectiveness from the treatment and safety of trapezius 
contouring with Botulinum toxin A  under the secured 
injection design. Further, other serious complications, 
such as shoulder drop or limited ranges of neck motions 
due to accessory nerve injury, were observed in this 
study.[24]

MaterIals and Methods

Study design
The study comprised a one-year, prospective, split-
shoulder, double-blind, randomized controlled trial 
conducted between May 2019 and May 2020. Twenty 
patients with trapezius muscle hypertrophy and trapezius 
myalgia, matching the inclusion and exclusion criteria, 
were included. The patients comprised newly diagnosed 
subjects and subjects who had not previously been 
injected with Botulinum toxin A.  The study protocol 
was approved by the Mae Fah Luang University Ethics 
Committee on Human Research (approval no. 200/2561) 
and conformed to the guidelines of  the 1975 Declaration 
of  Helsinki. Written informed consent was obtained 
from all participants. All patients were treated with 
Botulinum toxin A in one session, with two-month and 
one-year follow-up periods. Single injections of  30 U of 
Onabotulinum toxin A and 30 U of  Incobotulinum toxin 
A were administered to all participants in a randomized, 
double-blind, split-shoulder manner.

Population and sample
In examining related studies, none had compared the 
efficacy of Incobotulinum toxin A  and Onabotulinum 
toxin A  on trapezius contouring effectiveness. However, 
one related study had recorded the thickness decrease of 
the muscles after being treated with a Botulinum toxin 
A  injection,[25] which was calculated as two dependent 
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mean formulations for the sample size in this study, and 
the sample size should be at least 19. Hence, with the 
probability of a 5% dropout, 20 subjects were enrolled. 
Twenty female patients with trapezius hypertrophy 
concerns, aged from 20 to 45 years, at an outpatient clinic, 
were randomly enrolled in the study from May 1, 2019 to 
May 1, 2020.

Symptoms such as muscle spasm, limited ranges of 
shoulder motions, and myalgia were reported, of which 
the average trapezius thickness was around 5 mm.[26] 
Consequently, the inclusion criteria overarched the 
myofascial pain at the shoulders and neck according to 
the neck and shoulder thickness. The trapezius thickness 
was greater than or equal to 6 mm, which was confirmed 
by ultrasonography and subjects were available for the 
follow-up at the hospital on day 60 and at one year. In 
this regard, all participants agreed to sign an informed 
consent form, approving their photographs to be  
published.

The exclusion criteria included allergic reactions to 
Botulinum toxin, medical illnesses in contraindicated 
diseases, such as myasthenia gravis, Eaton-Lambert 
syndrome, and amyotrophic lateral sclerosis; current 
medication, such as aminoglycoside antibiotics, 
cyclosporine, muscle relaxants, magnesium sulfate, 
lincosamide, history of cervical injury or cervical 
spondylolisthesis, lactation or pregnancy, history of 
Botulinum toxin injection at the trapezius area; and 
medical illnesses, such as cervical dystonia.

Procedure
Preparation
In all, 100-U vials of crystallized Onabotulinum toxin 
A  and Incobotulinum toxin A  were reconstituted with 
2 mL of 0.9% of preservative-free saline to yield 5 
U/0.1 mL.

Injection design
Trapezius muscle is the largest complex scapulothoracic 
muscle consisting of three parts: descending part, 
transverse part, and ascending part.[27] The descending part 
of the trapezius muscle is clinically associated with neck 
pain and aesthetic applications.[28] In clinical applications, 
the injection site is confined to the upper portion 
connecting the neck (C7, spinous process of vertebra 
prominence) and shoulders (acromion). The main trunk of 
the accessory nerve is distributed from the foramen ovale 
down to the trapezius and sternocleidomastoid muscle, 
while perforating the branch innervated descendant part 
of the trapezius muscle about 2 cm medial to the trapezius 
muscle.[29] Injury to this nerve can cause wasting of the 
shoulder muscles, winging of the scapula, and weakness 
of shoulder abduction and external rotation.[30] Therefore, 
considering nerve distribution and homogenous outcome, 
six injection points were designed at the middle area of 

an imaginary line [Figure 1] from the C7 to the acromion 
process; the interval between each point of the injection 
was 1 inch [Figure 1].

This design of the injection technique was safe for both the 
patients and physicians due to its proper area of injection 
to minimize the size of the trapezius muscle without nerve 
injury. In addition, the pattern of the injection points, 
which were aligned along the trapezius muscles, was useful 
for homogenous contouring related to the equal spreading 
of Botulinum toxin A at each point of the injection that 
Botulinum toxin A  generally diffuses 2–4 cm from the 
injection site.[31]

Ultrasound-guided injection technique
Onabotulinum toxin A  and Incobotulinum toxin 
A  were randomly injected in the trapezius muscle. An 
ultrasound-guided injection of the trapezius muscle was 
administered with a 1.5-inch 30-G needle. Thirty units 
of Onabotulinum toxin A and Incobotulinum toxin A 
were randomly injected to each side at the prominent 
portions of the upper trapezius muscle and 5-unit dosage 
of Botulinum toxin A per one point; in total six points 
on each side according to the study design and using the 
ultrasound guided injection technique [Figure 2]. This 
would be useful only for an injection placed precisely in 
the muscle that would not accidentally mislead the needle 
in the subcutaneous fat layer.

Outcomes and methods of assessment
The primary outcome was the thickness of the trapezius 
size, which was measured by ultrasonography. The 
secondary outcome was the visual analogue scale (VAS) 
of the pain scores using a 10-point pain scale (0  =  no 
pain to 10 = severe pain) and other complications, such as 
bruising, muscle fatigue, and pain after treatment based 
on the provided questionnaires. A  photograph of the 
shoulder area was taken before the treatment and on day 
60 [Figures 3 and 4].

Ultrasonography of the trapezius size was performed 
on day 0, day 60 and at one year at the most prominent 

Figure 1: Six points of injection in the middle part of an imaginary line 
from the cervical spine level 7 to the acromion process
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portions of the upper trapezius muscle. Moreover, the 
pain of the trapezius myalgia was assessed by the VAS of 
pain scores at the shoulder area before and 60 days after 
treatment.

Statistical analyses
The reduced thickness of the trapezius was reported 
by ultrasonography, and the mean trapezius thickness 
decreased after the treatment was calculated. The 
paired t-test was used to compare the decreasing muscle 
thickness and regaining of the trapezius hypertrophy 
within the group. The student t-test was used to compare 
the mean of the decreasing muscle thickness and regaining 
between Onabotulinum toxin A and Incobotulinum toxin 
A.  Significant levels for all analyses were set at P value 
<0.05. The pain assessment by VAS of the shoulder area was 
recorded before and after treating trapezius hypertrophy 
with Onabotulinum toxin A  and Incobotulinum toxin 
A.  The mean of the trapezius myalgia VAS pain score 
was calculated. The paired t-test (normal distribution) 
was used to compare the VAS pain score of the trapezius 
myalgia within the group, and the student t-test was used 
to compare the mean pain score between Onabotulinum 
toxin A and Incobotulinum toxin A.

results
The participants’ demographic details are provided in 
Table 1.

All the enrolled subjects were measured for their trapezius 
thickness by using ultrasonography to obtain more precise 
data of the thickness. This was performed on day 0, day 60 
and at one year after the treatment [Figure 5].

From the results of the Onabotulinum toxin A injection 
compared with the baseline of trapezius thickness, the size 
had significantly decreased after 60 days (95% CI = 2.30; 
P < 0.001) and at one year; however, the difference was 
not significant (95% CI = 0.04; P = 0.585). In contrast, 
when comparing the trapezius thickness of one year with 
day 60, the muscle had regained at a significant level (95% 

Figure 2: Ultrasound-guided injection technique

Figure 3: Before treatment

Figure 4: After treatment

Table 1: Participants’ demographics
Data characteristics Subject, n (%)
Gender  

 Female 20 (100)

 Male 0

Age  

 Mean ± SD 36.15 ± 5.62

 Minimum–maximum 28–45

Occupation  

 Housekeeper 4 (20)

 Therapist 5 (25)

 Office employee 5 (25)

 Nurse 6 (30)

Underlying disease  

 Dyslipidemia 1 (5)

 Allergic rhinitis 1 (5)
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CI = −2.27; P < 0.001) [Table 2]. For the Incobotulinum 
toxin A  injection compared with the baseline trapezius 
thickness, the size had significantly decreased after 60 days 
(95% CI = 2.30; P < 0.001) and at one year (95% CI = 0.74; 
P < 0.001). Nonetheless, comparing the trapezius thickness 
between one year and day 60, the muscle size had regained 
at a significant level (95% CI = −1.56; P < 0.001) [Table 3].

Comparing the muscle size on day 0 with that at one 
year, the thickness of the trapezius muscle, treated by 
Onabotulinum toxin type A, had regained a larger size 
compared with that treated by Incobotulinum toxin A, 
which was at a significant level (95% CI = −0.70 ± 0.44; 
P < 0.001) [Table 4; Figure 6]. Therefore, Incobotulinum 
toxin A  was equally effective in reducing the trapezius 
muscle thickness compared with Onabotulinum toxin 
A  on day 60 after treatment. Nevertheless, after four 
months, the period of the reversible effect of every type of 
Botulinum toxin A, the trapezius muscle, which was treated 
by Incobotulinum toxin A, was still smaller than baseline 
thickness and had regained less muscle mass compared 
with Onabotulinum toxin A. The differences between the 
products might be the result of being free from complex 
proteins in the Incobotulinum toxin A  structure, which 
might have caused a longer lasting effect due to a lack of 
reactions from the immune system to complex protein,[32] 
which did not contain Incobotulinum toxin A.

In this regard, the pain scores decreased significantly 
in both products (P  <  0.001) after Botulinum toxin 
A  injection [Table 5]. The differences in the pain score 
(0–10) of trapezius myalgia between Onabotulinum toxin 
A and Incobotulinum toxin A were at a significant level 

(95% CI = −1.5; P = 0.003). Incobotulinum toxin A had 
a higher efficacy in treating trapezius myalgia compared 
with Onabotulinum toxin A  [Figure 7], which might be 
related to the smaller molecular size of Incobotulinum 
toxin A, which could cause greater distribution to the 
muscle and create a higher effect for muscle relaxation and 
higher efficacy in treating trapezius myalgia.

dIscussIon
Both types of Botulinum toxin A were effective in reducing 
the trapezius muscle in the same way, as proved by a related 
study in which the calf  was reduced using Onabotulinum 
toxin A.[33] Other studies also reported the effectiveness 
of Incobotulinum toxin A for the reduction of masseter 
muscle.[34] This study reported the effective treatment of 
Botulinum toxin type A for both trapezius contouring and 
myalgia. Incobotulinum toxin A had a superior outcome 
for muscle myalgia compared with Onabotulinum toxin 
A, which may be related to the smaller molecular size, 
resulting in easier distribution to the muscle and an earlier 
onset of the efficacy.[6] Incobotulinum toxin A also had a 
longer lasting effect for reducing the muscle size, similar 
to a related study.[21] Further, this might be related to the 
condition of being free from complex proteins in the 
preparation of Incobotulinum toxin A.

Even though Botulinum toxin A  has been used for the 
myofascial trigger point in treating myofascial pain 
syndrome for a while, this study performed the procedure 
without detecting any trigger points in the treatment area. 
In addition, a positive result was observed of gradual pain 
relief  in two weeks along with reduced size of the trapezius 

Figure 5: Trapezius thickness from ultrasonography: (A) before; (B) after

Table 2: Results of trapezius thickness from ultrasonography before and after treatment with onabotulinum toxin A
Time of evaluation of onabotulinum toxin A Mean difference (95% CI) P value
Time Mean ± SD Time Mean ± SD
Baseline 9.66 ± 2.07     

  60 days 7.35 ± 1.11 2.31 (1.56 to 3.06) <0.001

  12 months 9.62 ± 1.97 0.04 (−0.10 to 0.1) 0.585

60 days 7.35 ± 1.11     

  Baseline 9.66 ± 2.07   

  12 months 9.62 ± 1.97 −2.27 (−2.99 to −1.56) <0.001
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muscle, in which the effectiveness for trapezius myalgia 
treatment could be related to the muscle relaxation effect 
of Botulinum toxin A, which was supplied to the whole 
trapezius muscle mass, causing an affirmative result of the 
trapezius myalgia treatment.

Considering the injection technique, the ultrasound-
guided injection at the injection landmarks in this study 
was safe. Satisfaction with the shoulder contouring was 
achieved without any irregularity of  the trapezius area. 
In addition, the ultrasound-guided injection was useful 
for injecting Botulinum toxin in the muscle, which was 
related to a previous study reporting that instrumental 
guidance was found to be superior to a manual needle 
injection.[35]

conclusIons
Botulinum toxin type A  is the treatment of choice 
for trapezius hypertrophy and trapezius myalgia. 
The ultrasound-guided along injection technique in 
this study and 30-unit dosage were recommended for 
practical trapezius contouring because no serious 
side effects were found, and this contributed to the 
satisfactory outcomes for all patients. Incobotulinum 
toxin A  had a superior outcome for trapezius myalgia 
compared with Onabotulinum toxin A, and it had a 
longer lasting effect for reducing the size of the trapezius  
muscle.
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Table 4: Paired differences of mean trapezius thickness
Onabotulinum toxin A Incobotulinum toxin A Mean difference ± SD P value

Mean ± SD Mean ± SD
Day 60+ 2.31 ± 1.59 2.30 ± 1.16 0.01 ± 1.30 0.991

1 year++ 0.04 ± 0.28 0.74 ± 0.48 −0.70 ± 0.44 <0.001

1 year+++ −2.27 ± 1.53 −1.56 ± 1.07 −0.71 ± 0.30 0.027
+Day 0–60
++Day 0–1 year
+++Day 60–1 year

Figure 6: Comparison of trapezius thickness within the group at different 
points of time: The different letters indicate significance
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Figure 7: Pair differences of mean pain scores in trapezius myalgia (* 
indicating a significant difference, P = 0.003)

Table 3: Results of trapezius thickness from ultrasonography before and after treatment with incobotulinum toxin A
Time of evaluation of incobotulinum toxin A Mean difference (95% CI) P 

valueTime Mean ± SD Time Mean ± SD
Baseline 9.63 ± 1.58     

  60 days 7.33 ± 1.21 2.30 (1.76 to 2.85) <0.001

  12 months 8.89 ± 1.52 0.74 (0.52 to 0.96) <0.001

60 days 7.33 ± 1.21     

  Baseline 9.63 ± 1.58   

  12 months 8.89 ± 1.52 −1.56 (−2.07 to −1.06) <0.001



Supornpun, et al.: An updating protocol for trapezius contouring

      174 174  Journal of Cutaneous and Aesthetic Surgery ¦ Volume 15 ¦ Issue 2 ¦ April-June 2022

Conflicts of interest
There are no conflicts of interest.

references
1. De  Meulemeester  K, Calders  P, De  Pauw  R, Grymonpon  I, 

Govaerts A, Cagnie B. Morphological and physiological differences 
in the upper trapezius muscle in patients with work-related trapezius 
myalgia compared to healthy controls: A  systematic review. 
Musculoskelet Sci Pract 2017;29:43-51.

2. Larsson  B, Søgaard  K, Rosendal  L. Work-related neck/shoulder 
pain: A  review on the magnitude, risk factors, biochemical 
characteristics, clinical picture, and preventive interventions. Best 
Pract Res: Clin Rheumatol 2007;21:447-63.

3. O’Sullivan C, Meaney J, Boyle G, Gormley J, Stokes M. The validity 
of rehabilitative ultrasound imaging for measurement of trapezius 
muscle thickness. Man Ther 2009;14:572-8.

4. Kwanchuay  P, Petchnumsin  T, Yiemsiri  P, Pasuk  N, Srikanok  W, 
Hathaiareerug C. Efficacy and safety of single botulinum toxin type 
A (Botox®) injection for relief  of upper trapezius myofascial trigger 
point: A  randomised, double blind, placebo control study. J Med 
Assoc Thai 2015;98:1231-6.

5. Dashtipour K, Chen JJ, Walker HW, Lee MY. Systematic literature 
review of abobotulinum toxin A  in clinical trials for adult upper 
limb spasticity. Am J Phys Med Rehabil 2015;94:229-38.

6. Park  MY, Ahn  KY, Jung  DS. Botulinum toxin type A  treatment 
for contouring of the lower face. Dermatol Surg 2003;29:477-83; 
discussion 483.

7. Saad J, Gourdeau A. A direct comparison of onabotulinum toxin 
A (Botox®) and incobotulinum toxin A (Xeomin®) in the treatment 
of benign essential blepharospasm: A split-face technique. J Neuro-
Ophthalmol 2014;34:233-6.

8. Pirazzini  M, Rossetto  O, Eleopra  R, Montecucco  C. Botulinum 
neurotoxins: Biology, pharmacology, and toxicology. Pharmacol 
Rev 2017;69:200-35.

9. Samizadeh  S, De  Boulle  K. Botulinum neurotoxin formulations: 
Overcoming the confusion. Clin Cosmet Investig Dermatol 
2018;11:273-87.

10. Scaglione  F. Conversion ratio between Botox®, Dysport®, and 
Xeomin® in clinical practice. Toxin 2016;8:65.

11. Mastromauro L, Trerotolli P, Romanelli E, Marvulli RG, Ranieri G. 
Incobotulinum toxin A  (Xeomin®) versus onabotulinum toxin 
A (Botox®): Evaluation of clinical onset of action with rating scales 
and electroneurography. Int J Neurorehabilit Eng 2015;2:1000182.

12. Ferrari  A, Manca  M, Tugnoli  V, Alberto  L. Pharmacological 
differences and clinical implications of various botulinum toxin 
preparations: A critical appraisal. Funct Neurol 2018;33:7-18.

13. Frevert  J. Xeomin is free from complexing proteins. Toxicon 
2009;54:697-701.

14. Frevert  J. Content of botulinum neurotoxin in Botox®/Vistabel®, 
Dysport®/Azzalure®, and Xeomin®/Bocouture®. Drugs R D 
2010;10:67-73.

15. Brown  M, Nicholson  G, Ardila  MC, Satorius  A, Broide  RS, 
Clarke  K, et  al. Comparative evaluation of the potency and 
antigenicity of two distinct BoNT/A-derived formulations. J Neural 
Transm (Vienna) 2013;120:291-8.

16. Hunt  T, Clarke  K. Potency evaluation of a formulated drug 
product containing 150-kd botulinum neurotoxin type A. Clin 
Neuropharmacol 2009;32:28-31.

17. Inoue  K, Fujinaga  Y, Watanabe  T, Ohyama  T, Takeshi  K, 
Moriishi K, et al. Molecular composition of clostridium botulinum 
type A progenitor toxins. Infect Immun 1996;64:1589-94.

18. Dressler  D, Benecke  R. Pharmacology of therapeutic botulinum 
toxin preparations. Disabil Rehabil 2007;29:1761-8.

19. Chundury  RV, Couch  SM, Holds  JB. Comparison of preferences 
between onabotulinum toxin A  (Botox) and incobotulinum toxin 
A  (Xeomin) in the treatment of benign essential blepharospasm. 
Ophthalmic Plast Reconstr Surg 2013;29:205-7.

20. Roggenkämper  P, Jost  WH, Bihari  K, Comes  G, Grafe  S; NT 
201 Blepharospasm Study Team. Efficacy and safety of a new 
botulinum toxin type A  free of complexing proteins in the 
treatment of blepharospasm. J Neural Transm (Vienna) 2006;113: 
303-12.

21. Rappl T, Parvizi D, Friedl H, Wiedner M, May S, Kranzelbinder B, 
et  al. Onset and duration of effect of incobotulinum toxin A, 
onabotulinum toxin A, and abobotulinum toxin A in the treatment 
of glabellar frown lines: A  randomized, double-blind study. Clin 
Cosmet Investig Dermatol 2013;6:211-9.

22. Frevert J, Dressler D. Complexing proteins in botulinum toxin type 
A drugs: A help or a hindrance? Biologics 2010;4:325-32.

23. Stengel G, Bee EK. Antibody-induced secondary treatment failure 
in a patient treated with botulinum toxin type A for glabellar frown 
lines. Clin Interv Aging 2011;6:281-4.

24. Benedetto AV. Botulinum toxins in clinical aesthetic practice. 2nd ed. 
London: Informa Healthcare; 2011. p. 954.

25. Park G, Choi YC, Bae JH, Kim ST. Does botulinum toxin injection 
into masseter muscles affect subcutaneous thickness? Aesthet Surg J 
2018;38:192-8.

26. Salavati  M, Akhbari  B, Ebrahimi  Takamjani  I, Ezzati  K, 
Haghighatkhah  H. Reliability of the upper trapezius muscle and 
fascia thickness and strain ratio measures by ultrasonography and 
sonoelastography in participants with myofascial pain syndrome. J 
Chiropr Med 2017;16:316-23.

27. Westad  C. Motor control of the upper trapezius. Trondheim, 
Norway: Department of Biology, Norwegian University of Science 
and Technology; 2005. p. 8.

28. Nagrale  AV, Glynn  P, Joshi  A, Ramteke  G. The efficacy of 
an integrated neuromuscular inhibition technique on upper 
trapezius trigger points in subjects with non-specific neck pain: 
A  randomized controlled trial. J Man Manip Ther 2010;18: 
37-43.

29. Kierner  AC, Zelenka  I, Heller  S, Burian  M. Surgical anatomy of 
the spinal accessory nerve and the trapezius branches of the cervical 
plexus. Arch Surg 2000;135:1428-31.

30. Kelley  MJ, Kane  TE, Leggin  BG. Spinal accessory nerve palsy: 
Associated signs and symptoms. J Orthop Sports Phys Ther 
2008;38:78-86.

31. Ramirez-Castaneda  J, Jankovic  J, Comella  C, Dashtipour  K, 
Fernandez  HH, Mari  Z. Diffusion, spread, and migration of 
botulinum toxin. Mov Disord 2013;28:1775-83.

32. Chen  F, Kuziemko  GM, Amersdorfer  P, Wong  C, Marks  JD, 
Stevens RC. Antibody mapping to domains of botulinum neurotoxin 
serotype A in the complexed and uncomplexed forms. Infect Immun 
1997;65:1626-30.

33. Wanitphakdeedecha  R, Ungaksornpairote  C, Kaewkes  A, 
Sathaworawong  A, Vanadurongwan  B, Lektrakul  N. A pilot study 
comparing the efficacy of two formulations of botulinum toxin type 
A  for muscular calves contouring. J Cosmet Dermatol 2018;17: 
984-90.

34. Shome  D, Vadera  S, Shiva  Ram  M, Kapoor  R. Efficacy of 
incobotulinum toxin-A for the treatment of masseter muscle 
hypertrophy in Asian Indian patients: A 2-year follow-up study. J 
Cosmet Dermatol 2020;19:1892-9.

35. Alter  K, Karp  B. Ultrasound guidance for botulinum neurotoxin 
chemodenervation procedure. Toxins (Basel) 2018;10:18.

Table 5: Pain scores of trapezius myalgia before and after treatment
Group VAS, day 0 VAS, day 60 Mean differences (95% CI) P value
Onabotulinum toxin A 7.75 ± 1.65 5.50 ± 1.79 2.25 ± 0.79 (1.88 to 2.63) <0.001

Incobotulinum toxin A 7.40 ± 1.98 3.65 ± 1.93 3.75 ± 1.97 (2.83 to 4.67) <0.001


