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Abstract 

Background: Orthodontic treatment is commonly more time-consuming in adults than in teenagers, especially 
when it comes to the maxillary en-masse retraction, which may take 9 months or even longer. As to solve this con-
cern, orthodontists have been striving to seek new methods for shortening orthodontic treatment time. Piezocision, 
as a popular alternative treatment, has been widely used in different types of tooth movement. However, its effect on 
en-masse retraction of maxillary anterior teeth remains unclear. This randomized controlled trial intends to figure out 
the role piezocision plays in accelerating en-masse retraction.

Methods: This protocol is designed for a prospective, single-center, assessor-blinded and parallel-group randomized 
controlled trial. Twenty adult patients aged from 18 to 40 whose orthodontic treatment required bilateral maxillary 
first premolars extraction will be randomly assigned to the piezocision group and the control group at a ratio of 1:1. 
The piezocision group will undergo en-masse retraction immediately after the piezo surgery, while the control group 
will start en-masse retraction directly. Both groups will be followed up every 2 weeks to maintain the retraction force 
until the end of space closure. The space closing time is set as the primary endpoint. Meanwhile, the secondary 
endpoints include the change of root length, labial and palatal alveolar bone thickness, vertical bone height, probing 
depth of maxillary anterior teeth, cephalometric measurements, visual analogue scale, and postoperative satisfaction 
questionnaire.

Discussion: This study will attempt to provide more convincing evidence to verify whether piezocision will shorten 
the time of en-masse retraction or not. Distinguished with previous studies, our study has made some innovations in 
orthodontic procedure and primary outcome measurement, aiming to clarify the efficacy and safety of piezocision-
assisted en-masse retraction in Chinese population.

Trial registration: Chinese Clinical Trial Registry ChiCT R 19000 24297. Registered on 5 July 2019
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Introduction
Background and rationale {6a}
To improve facial appearance and oral function, 
numerous people have an increasing demand for 
orthodontic treatment [1, 2]. One of the main chal-
lenges adult patients and orthodontists face is the pro-
longed orthodontic treatment time. It may take adults 
an average of 2–3 years to complete the treatments, 

depending on the severity of malocclusion and indi-
vidual characteristics, much longer than the time 
required for adolescents [3].

The prevalence of convex deformity appeared rela-
tively high in Chinese population. To correct this 
deformity, the most effective orthodontic treatment 
is extraction of bilateral maxillary first premolars, fol-
lowing with en-masse retraction (ER) of anterior teeth 
to improve the facial profile. It might take almost 9 
months to retract anterior teeth in cases with upper 
premolars extraction assisted by miniscrew anchor-
age [4, 5]. Moreover, various complications, including 
caries, periodontal diseases, and root resorption, are 
largely attributed to the prolonged treatment time [6]. 
Therefore, accelerating orthodontic tooth movement 
(OTM) to shorten the orthodontic treatment time is 
currently one of the hottest research focuses.

A large amount of research has been conducted to 
dig diverse approaches out to accelerate tooth move-
ment during the orthodontic treatment, consisting 
of surgical and non-surgical interventions generally. 
Surgical interventions contain corticotomy [7–9], dis-
traction osteogenesis [10–12], and circumferential 
supracrestal fiberotomy [13–15], while nonsurgical 
ones include laser [16–21], vibration [22–25], drug [26, 
27], ultrasound [28, 29], and electromagnetic therapy 
[30, 31].

However, non-surgical interventions have problems 
such as uncertain effects, short effective time, operating 
inconvenience, and high compliance requirements for 
patients [32, 33]. On the other hand, surgical interven-
tions are increasingly accepted by both orthodontists 
and patients. Among them, corticotomy has received 
extensive attention in recent years [34].

Literature on corticotomy was initially put forward by 
Kole in 1959, in which corticotomy was used to form 
free bone blocks to accelerate OTM, resulting in great 
trauma [35]. Vercellotti and Podesta performed corti-
cotomy with conventional periodontal flap and ultra-
sound osteotome for accelerating OTM since 2007 [36]. 
Dibart et al. reported a flapless approach in 2009, which 
was named after piezocision [8].

The corticotomy with a piezoelectric apparatus is 
performed after an interdental gingival incision. This 
method causes much less tissue traumatic damage to 
patients and accomplishes better prognostic quality, 
though it takes more time to realize the acceleration of 
OTM than the conventional flap surgery according to 
related literatures [37, 38]. However, the total period 
was shortened by 59% in the experimental group as 
piezocision was applied to alleviate the crowding of the 
mandibular dentition [39].

http://www.equator-network.org/reporting-guidelines/spirit-2013-statement-defining-standard-protocol-items-for-clinical-trials/
http://www.equator-network.org/reporting-guidelines/spirit-2013-statement-defining-standard-protocol-items-for-clinical-trials/
http://www.equator-network.org/reporting-guidelines/spirit-2013-statement-defining-standard-protocol-items-for-clinical-trials/
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Objectives {7}
The purpose of this trial is to investigate the efficacy and 
safety of piezocision in accelerating maxillary anterior 
teeth ER in normodivergent adults with convex deform-
ity, whose treatment plans involve bilateral maxillary first 
premolars extraction.

Trial design {8}
This study will be a single-centered, assessor-blinded, 
and prospective randomized controlled trial (RCT), 
which was designed following the guideline of SPIRIT 
2013 statement [40]. After initial screening and 
informed consent forms (ICF) obtained, all subjects 
will be randomized according to random numbers into 
the piecocision group (PG) and the control group (CG) 
in a 1:1 ratio. The observation period of this study will 

be 12 months. The study design is fully illustrated in 
the flowchart (Fig. 1).

Methods: participants, interventions, and outcomes
Study setting {9}
All the subjects who are eligible for the trial will be enrolled 
at Shanghai Stomatological Hospital, from October 2019 
to March 2022. Shanghai Stomatological Hospital, as a 
municipal tertiary hospital, has set the relevant clinical 
departments of periodontitis and orthodontics, which can 
meet the demand of this trial. The recruiting announce-
ments will be posted on the official websites of the hospital. 
In the preliminary trial stage, we have confirmed the sci-
entific validity of piezocision surgical scheme through dis-
cussions with several periodontal and orthodontic experts, 
combined with the results of Dibart et al. [8].

Fig. 1 Flow chart of the trial design
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Eligibility criteria {10}
Participants can only be included in the study if the fol-
lowing criteria are met:

Inclusion criteria

1. Age from 18 to 40, male and female
2. Good oral condition: healthy periodontal condition 

or mild periodontitis (alveolar bone absorption less 
than 10%), no periapical infection, and unfilled caries

3. Convex deformity and normodivergent facial pattern 
with the treatment plan including 2 maxillary first 
premolars extraction

4. No or mild overcrowding in maxilla dentition

Exclusion criteria

1. History of temporomandibular disorders, systematic 
diseases, and systemic metabolic diseases

2. Laser, radiation workers
3. The presence of bone island, osteoma, apical cyst, 

root resorption, and root exposure in the tooth 
movement area

4. Periodontitis patients with alveolar bone absorption 
more than 10%

5. Gingival recession over 2 mm
6. Smokers
7. Abnormal bone metabolism (including taking anti-

bone absorption drugs, hormone drugs, immuno-
suppressant)

8. Mental disorders or movement disorders
9. Pregnancy

Who will take informed consent? {26a}
A qualified researcher will explain all the details about 
this trial, including the study procedure, benefits, and 
potential risks to all the subjects, and ensure that subjects 
are fully understood. Subsequently, informed consents 
will be obtained.

Additional consent provisions for collection and use 
of participant data and biological specimens {26b}
Since this study will not involve the collection or use of 
biological specimens, this item is not applicable.

Interventions
Explanation for the choice of comparators {6b}
Considering there is no internationally accepted treat-
ment of accelerating OTM and the intervention in this 
study is a surgical one, we set the conventional ortho-
dontic group as the control group, aiming to clarify the 

effectiveness and safety of piezocision on accelerating ER. 
In order to minimize the bias, participants in both groups 
will undergo the same orthodontic treatment procedure, 
operated by one senior orthodontist.

Intervention description {11a}
Following randomization, all the participants will receive 
straight wire orthodontic treatment utilizing self-ligating 
brackets (H20, Jinhua, Zhejiang, China) with the slot size 
of 0.020×0.028 inches. The maxillary dental arch will 
be aligned and leveled utilizing nickel-titanium wires in 
the following order: 0.014niti, 0.018niti, 0.014×025niti, 
and 0.018×025niti, with a senior orthodontist evaluat-
ing whether the alignment and leveling have been fully 
achieved. Subsequently, elastics with a force of 250 g per 
side will be applied to the traction hook on the distal 
side of the lateral incisor brackets, which is 8 mm long, 
with orthodontic anchorage provided by mini-screws 
implanted in the zygomatic alveolar crest area. Before 
beginning ER, the 0.018×025 stainless-steel wire should 
be left in place for 4 weeks to guarantee minimal sliding 
resistance.

The participants will have either piezo-assisted ER or 
conventional ER. Prior to retraction, patients in PG will 
get piezo surgery. Afterwards, all the participants must 
be revisited every 2 weeks to replace the elastics in order 
to maintain the retraction force until the space is com-
pletely closed. The piezocision operation will only be 
performed by a senior periodontist with clinical experi-
ence more than 10 years. Meanwhile, a chief orthodon-
tist will be responsible for orthodontic treatment and 
mini-screws placement in the zygomatic alveolar ridge. 
Preceding the trial, all researchers will get training in 
accordance with the protocol. Subjects’ enrollment and 
assignment, standard treatment procedure, case report 
forms (CRF) filling, and adverse event reporting system 
(AERS) will be all elaborated in the training conference.

Piezocision group (PG) Piezocision will be performed in 
4 weeks after the placement of 0.018×0.025-in. stainless 
steel archwire and insertion of mini-screws. The patient 
will be anesthetized with local infiltration (Articaine 
4% with 100,000 epinephrine) after a 1-min flush with 
chlorhexidine gluconate 0.12%. The surgical procedure 
will be performed as described by Dibart et al. [8]. Once 
anesthesia has set, vertical incisions will be performed 
in the attached gingiva of maxillary anterior region buc-
cally and interproximally using a scalpel with a blade No. 
15. Incisions will be started 4 mm below the base of the 
interproximal papillae to prevent any further gingival 
recessions. A piezo surgical knife (Satelec, Acteongroupe, 
Merignac, France) will be used to create the cut. The ver-
tical length will be 5–8 mm and the depth of the cut will 
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be approximately 3 mm. The incisions will not be sutured. 
Patients will be required to avoid hot and spicy food for 
5–7 days and maintain oral hygiene after surgery.

The elastic chain will be extended bilaterally from the 
mini-screws to the power hooks to initiate the ER imme-
diately following the surgery. In order to confirm the 
force (250 g), a dynamometer (Xihu Cooperation, Hang-
zhou, China) will be used (Fig. 2).

Control group (CG) This group of patients will only 
undergo orthodontic therapy. The elastic chain will be 
stretched from the screws’ head to the power hooks 
for ER.

Criteria for discontinuing or modifying allocated 
interventions {11b}
Subjects who are unable to complete follow-up for any 
reason can quit the study at any time without conse-
quences. Participants can drop out of the trial if they 
have any of the following behaviors that affect out-
comes during the trial, including smoking, pregnancy, 
and taking medications that may affect bone metabo-
lism. Furthermore, if adverse events (AE) occur during 
treatment, the subjects will be allowed to discontinue 
the study. We will document a detailed record of the 
procedures.

Strategies to improve adherence to interventions {11c}
A clinical research nurse will organize outpatient visits 
and follow-up with participants in this research. Patients 
will get text messages reminding them of the appoint-
ment time in advance of the subsequent visits. When a 
patient fails to return on time, the research nurse will 
contact them through phone or WeChat. To further alle-
viate the stress on subjects, we will streamline the trial 
procedure to improve the efficiency of treatment.

Relevant concomitant care permitted or prohibited 
during the trial {11d}
Other therapies that could have an impact on the study’s 
outcomes, such as medications affecting bone metabo-
lism or treatments which may facilitate OTM, will be 
prohibited during the period of the trial.

Provisions for post‑trial care {30}
Participants will be informed that it is voluntary to 
be enrolled in this trial prior to the study. Subjects can 
refuse to participate or drop out of the study at any phase 
of the trial for any reason. Their medical care and rights 
will not be affected. We will record it faithfully. If an 
intervention-related adverse event happens during the 
trial, patients will get appropriate treatment measures for 
free and financial compensation after the evaluation of 
the expert committee.

Outcome measures {12}
Outcome measurements will be recorded before ran-
domization (V0), at the initiation of ER (V1) and after 
space closure (V2). The primary outcome is the space 
closing time, which can reflect the effectiveness of pie-
zocision directly. The secondary outcomes are designed 
to compare the periodontal health, the alveolar bone 
changes, and torque control of maxillary anterior teeth 
before and after ER between the two groups. We will also 
pay attention to the patient-centered outcomes as to eval-
uate the surgery more comprehensively.

Primary outcome
The primary outcome with respect to the efficiency of 
piezo surgery is the space closing time  (TV2-V1) from 
the initiation of ER (V1) to the end of the space closure 
(V2). All the subjects will be revisited every 2 weeks. An 
assessor blinded to groups assignment will take charge 
of recording each visit time and evaluate whether the 
extraction space has been completely closed by using 
dental floss to confirm the contact point of adjacent 
teeth.

Fig. 2 The ER treatment after the piezocision surgery
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Secondary outcomes
The secondary outcomes will contain the root length, 
thickness of labial and palatal alveolar bone, vertical 
bone height (VBH), probing depth (PD) of maxillary 
anterior teeth, cephalometric analysis, visual analogue 
scale (VAS), and postoperative satisfaction questionnaire 
(PSQ).

Root length
Participants will take cone beam computed tomography 
(CBCT) scans at V0 and V2 using KaVo 3D eXam (KaVo, 
Biberach, Germany). The CBCT scan data will be stored 
as Digital Imaging and Communications in Medicine 
(DICOM) files and imported into a software (OnDe-
mand3D Application, CyberMed Corporation, Seoul, 
Korea) for reconstruction and measurement. The root 
length will be measured as the vertical distance from the 
cementoenamel junction (CEJ) to the root apex (Fig. 3).

Thickness of labial and palatal alveolar bone
Paralleled to and passing through the long axis of each 
examined tooth, the sagittal plane will be adjusted to be 
perpendicular to the labial surface of the tooth in mul-
tiplanar reconstruction image. The root length will be 
divided into 3 equal parts (L0 representing the long axis 
of the teeth; L1 representing the CEJ; L4 representing the 
root apex). The thickness of the labial and palatal alveolar 
bone of the anterior teeth will be measured from the cor-
tical plate of the alveolar bone to the root surface (Fig. 3).

VBH
The VBH is defined as the perpendicular distance 
between the alveolar ridge crest and the CEJ, which will 
be measured in the same sagittal plane mentioned above 
(Fig. 2).

PD
The probing depth of maxillary anterior teeth will be 
measured using the electronic Florida probe (Florida 
Probe Cooperation, Gainesville, Florida, USA) with the 
controlled force of 15 g.

Cephalometric measurements
Preoperative and postoperative lateral radiographs of 
each subject will be all taken by the same X-ray machine 
(OC200D, Ingram, Finland). The Dolphin Software (Dol-
phin Imaging Software V11.7, USA) will be used for 
cephalometric analysis of the lateral radiographs. Cepha-
lometric parameters are shown in Fig. 4, including SNA, 
an indicator reflecting the anteroposterior position of the 
maxillary bone relative to the cranium; MP-SN, the index 
reflecting the steepness of mandibular body; U1-SN, 
the index reflecting the inclination of maxillary anterior 
teeth; and UL-Ep, an indicator of the soft tissue protru-
sion of the upper lip.

VAS
The level of discomfort will be evaluated utilizing VAS 
from the day of ER initiation (V1) in both groups for suc-
cessive 7 days. Briefly, we will grade the intensity of pain 
on a scale from 0 (no pain) to 10 (maximum pain).

PSQ
PSQ will be filled out on the day of surgery for subjects in 
PG. Patients will share their subjective perception during 
the surgical treatment, including the feeling of vibration, 
sound fear, pain, teeth ache, and teeth numbness, which 
will be graded on a scale from 0 (the minimum of feeling) 
to 5 (the maximum of feeling).

Fig. 3 Measurements of the root length, labial and palatal alveolar bone thickness, and the vertical bone height of maxillary anterior teeth. Line 
0 represents the long axis of the teeth and line 1 the CEJ, while line 4 is parallel to line 1 and passes through the root apex. The root length will be 
divided into 3 equal parts by line 2 and line 3. Meanwhile, a, b, c, d, e, and f represent the distance from the labial and palatal alveolar bone to the 
root surface. The VBH will be measured as the distance between the CEJ and the alveolar bone crest
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Participant timeline {13}
The timeline of the clinical trial is shown in Table 1.

Sample size {14}
The sample size will be calculated using PASS system (ver-
sion 15.0.5) in this study. According to a study reported in 
2016, the mean alignment time is reduced by 40% in the 
intervention group compared to the control group [41]. 
Our anticipated hypothesis is that the overall treatment 
time of ER in CG is assumed to be 9 months, while in PG is 
5.4 months, with standard deviation of 2 for both groups. 
Assuming equal variance, 8 participants in each group can 
provide 90% power to reject the null hypothesis. The sig-
nificance level is 0.05 and the power is 90%. Considering 
an anticipated 20% dropout rate, the final sample size is a 
total of 20, and 10 participants in each group.

Recruitment {15}
Shanghai Stomatological Hospital will serve as the 
primary research center for participants’ recruitment. 

Eligible subjects will be recruited through posters in 
the waiting area and recruitment ads on official web-
site and WeChat official account of the hospital, from 
October 2019 to March 2022. Shanghai Stomatologi-
cal Hospital comprises relevant departments involved 
in this study, including orthodontic department and 
periodontal department, with a team of medical pro-
fessionals. Eligible patients from outpatient clinics 
will be informed by clinical physicians and contacted 
by clinical research coordinators (CRC) to arrange 
screening visits. After obtaining the informed consent, 
screening will be conducted, and subjects who meet 
all inclusion and exclusion criteria will be enrolled in 
the study.

Assignment of interventions: allocation
Sequence generation {16a}
An independent statistician will generate a random 
sequence of 40 sequential numbers utilizing SPSS (ver-
sion 24.0).

Fig. 4 Cephalometric landmarks and indicators. S sella, N nasion, A subspinale, Ui upper incisor, Uir upper incisor root, Me menton, Go gonion, UL 
upper lip anterior, MP the mandibular plane, Ep the aesthetic plane, UL-Ep distance between UL and the aesthetic plane
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Concealment mechanism {16b}
Sequential numbered, opaque, sealed envelopes (SNOSE) 
will be used as a method of allocation concealment.

Implementation {16c}
An independent researcher will be responsible for the 
enrollment of participants. After signing the ICF and 
screening, eligible subjects will receive SNOSE with orderly 
numbers according to the order of enrollment. The inves-
tigator will write down the patients’ detailed information 
(name, gender, age, and ID number) on the SNOSE and 
take out the cards immediately. The subjects’ group will be 
determined by the random numbers in the SNOSE. The 
random operator and the random date will be recorded.

Assignment of interventions: blinding
Who will be blinded? {17a}
Since the intervention in this RCT is a surgery treatment 
and setting a sham surgery may cause unnecessary harm 
to the participants, the medical staff and subjects cannot 
be blinded in this study. To minimize the bias, the out-
come assessor and data statistical analyst will be blinded 
during the trial.

Procedure for unblinding if needed {17b}
Since the researchers and participants in this study 
will not be blinded, the procedure for unblinding is not 
applicable in this trial.

Table 1 Schedule of enrollment, interventions, and assessments (recommended by SPIRIT)

VBH vertical bone height, PD probing depth, VAS visual analogue scale, PSQ postoperative satisfaction questionnaire
a VAS will be filled out daily for 7 days postoperatively
b PSQ will only be filled out in participants of piezocision group
c All the subjects will be followed up every 2 weeks. The status of space closure will be monitored every visit time
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Data collection and management
Plans for assessment and collection of outcomes {18a}
After randomization, participants in PG will undergo 
ER immediately after piezocision surgery, while the 
ones in CG will receive ER therapy directly. All of them 
will be asked to fill out the VAS for 7 successive days 
after ER to compare the discomfort feeling between the 
two groups. Subjects in PG will additionally fill in the 
PSQ after the surgery.

The primary outcome is the space closing time 
 (TV2-V1), which will be measured from the initiation 
of ER (V1) till the end of the space closure (V2).CBCT 
will be taken at V0 and V2 to measure the root length 
and the thickness of the labial and palatal bone of the 
6 maxillary anterior teeth. Dolphin will be used for 
cephalometric analysis of lateral radiographs to ana-
lyze indexes related to dental, skeletal, and soft tissue 
changes including U1-SN, SNA, MP-SN, and UL-E.

Study staff, including orthodontists, periodontists, 
clinical study nurses, CRC, assessors, and statisticians, 
will be trained in data management.

Plans to promote participant retention and complete 
follow‑up {18b}
Patients will get text messages reminding them of the 
appointment time in advance of the visits. When a 
patient fails to return on time, a clinical study nurse 
will contact them through telephone or WeChat. We 
will streamline the trial procedure to improve the effi-
ciency of treatment.

Data management {19}
This study uses printed CRF and network-based elec-
tronic case report forms for transmission of study 
information and data. The CRC will fill in the CRF with 
original data and input them into the electronic data 
capture (EDC) system. A clinical research assistant 
will verify the integrity and precision of the data. Only 
investigators and authorized personnel who know the 
username and password can get access to the EDC to 
view the subject’s information. All manual (paper) and 
electronic data will be kept at the sponsor center for 5 
years after publication.

Confidentiality {27}
Subjects’ name, ID card, telephone, address, and other 
personal information will be treated anonymously to 
protect personal privacy. Unauthorized access to clini-
cal trial data will not be permitted except investigators, 
clinical research center staff, ethics committee mem-
bers, monitors or auditors. After the trial, clinical trial 
documents will be uniformly stored in the archive’s 
office of the institution. Only the members of the 

original clinical trial research team and inspectors are 
eligible to view the documents with the approval of the 
principal investigator (PI) and the director of the clini-
cal research center.

Plans for collection, laboratory evaluation, and storage 
of biological specimens for genetic or molecular analysis 
in this trial/future use {33}
Since biological specimens are not involved in this study, 
this item is not applicable.

Statistical methods
Statistical methods for primary and secondary outcomes 
{20a}
All data will be analyzed by an independent statistician 
utilizing SPSS (Version 24.0). The data analysis set in 
this study will comprise of the full analysis set (FAS), per 
protocol (PP) set, and safety set (SS). The subjects who 
receive the treatment at least once after randomization 
and have corresponding evaluation will be analyzed as 
the FAS. The subjects who follow the protocol strictly 
and complete the follow-up will be enrolled in the PP set. 
SS includes the subjects who have received intervention 
at least once with safety assessment during the trial. The 
primary endpoint will be analyzed in the FAS and PP, and 
secondary endpoints will be analyzed in the FAS. The 
safety of the treatment will be analyzed in the SS.

Continuous data will be presented as the mean ± 
standard deviation (SD) or median (P25-P75), while cat-
egorical data will be presented as absolute frequencies 
(percentages). T test or Mann-Whitney U test will be 
used to compare primary endpoints between groups. For 
secondary endpoints, the t test or Mann-Whitney U test 
will be used to compare continuous variables between 
groups, and categorical variables will be analyzed by chi-
square test or Fisher’s exact test. The statistical tests used 
in the study will be two-sided. When P<0.05, it will be 
considered statistically significant.

Interim analyses {21b}
No interim analyses will be planned in this study.

Methods for additional analyses (e.g., subgroup analyses) 
{20b}
No subgroup analyses or any other additional analyses 
will be planned in this study.

Methods in analysis in handle protocol non‑adherence 
and any statistical methods to handle missing data {20c}
For subjects who drop out of the study halfway or have 
not completed ER at 12 months, the primary outcome 
will be filled out for 12 months.
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Plans to give access to the full protocol, participant‑level 
data, and statistical code {31c}
We will publish the trial protocol in a peer-reviewed 
journal. Original data will be stored in the de-privacy 
processed will be stored in the database managed by the 
data management platform of Shanghai Stomatological 
Hospital. The data can be reasonably required with the 
approval of PI.

Oversight and monitoring
Composition of the coordinating center and trial steering 
committee {5d}
This study is a single-centered trial, which will be super-
vised by clinical research center and ethics commit-
tee. The quality control of this trial will be ensured by 
an independent quality control coordinator (QCC) and 
a clinical research associate (CRA) in accordance with 
the principal of Good Clinical Practice (GCP). They will 
take charge of monitoring the study progress, check-
ing whether the protocol is followed, and submitting 
the study status and revision suggestions to PI. PI will 
be responsible for organizing discussions on study pro-
tocol, revisions, and annual reports to the Ethics Com-
mittee. The data management team will include PI, two 
orthodontists and a data management (DM) team for 
CRF design, CBCT measurements, and cephalometric 
analysis. The DM team will confirm the integrity, accu-
racy, and integrity of data collection, entry, and analysis, 
as well as maintaining the database.

Composition of the data monitoring committee, its role, 
and reporting structure {21a}
The intervention in this study is low risk with few safety 
concerns. In addition, assessors and CRC will be trained 
to collect and input data in strict accordance with proto-
col requirements. Reliable methods have been established 
for data measurements. Therefore, no data monitoring 
committee will be set up in this trial.

Adverse event reporting and harms {22}
All AE will be recorded in detail on the CRF by research-
ers, including the time of starting and ending, grade, and 
relationship with the intervention treatment. The out-
come and progress of AE will be closely monitored. AE 
will be assessed and managed by a supervisory team of 
3 experienced dentists. All patients with AE should be 
followed up not only during the clinical trial, but after 
the end of the trial, until it is completely stabilized. The 
follow-up data will be recorded in CRF. Subjects who 
drop out of the study due to AE will also be followed up 
to record relevant data. Serious adverse event (SAE) will 
be reported to relevant health administrative department 
and the Ethics committee within 24 h. All participants 

can quit the trial at any time. Circumstances under which 
participants may discontinue in this study include the 
occurrence of AE, SAE, and the discovery of evidence 
that might affect the study results.

Frequency and plans for auditing trial conduct {23}
This study is initiated by investigators. PI will hold reg-
ular meetings every 6 months to check the project. The 
audit includes original medical records, CRF completion, 
adverse events, and ICF. PI will submit an annual report 
on research progress to the Ethics Committee.

Plans for communicating important protocol
Amendments to relevant parties (e.g., trial participants, 
ethical committees) {25}
Any modification of the protocol will be submitted to the 
Ethics Committee for approval. The new version of the 
documents will be uploaded to the Chinese Clinical Trial 
Registry for updating. We will keep detailed records of all 
the procedures.

Dissemination {31a}
The final research report will be published in a peer-
reviewed journal. The results will be presented to the 
public at international conferences and seminars.

Discussion
Convex deformity has always been a problem that con-
cerns some Chinese adults a lot [42, 43]. Adult patients 
with convex deformity, mainly aged from 18 to 40, have 
high treatment expectations, demanding the most retrac-
tion to achieve a straight profile [44, 45]. The typical 
orthodontic treatment is the anterior teeth retraction 
after the extraction of first premolars [46]. Two basic 
bio-mechanical strategies can be used to close extraction 
spaces: two-step retraction (TSR) or ER. It is reported 
that TSR takes between 1.8 and 2.2 times longer than ER 
to close the extraction spaces, so that ER is commonly 
used for anterior teeth retraction in clinical practice to 
improve the patients’ profile [47, 48]. However, the dura-
tion of ER treatment depends on the rate of alveolar bone 
remodeling and the tissue response of adults to ortho-
dontic forces which is less reactive compared to adoles-
cent patients, resulting in longer orthodontic treatment 
time [49]. How to accelerate the tooth movement in 
adults is one of the hot topics in current studies, and it is 
necessary to find an effective way to accelerate ER treat-
ment to shorten the orthodontic time of convex deform-
ity [50].

As a minimally invasive method of OTM accelera-
tion, piezocision has been widely used in clinical prac-
tice [51]. To the best of our knowledge, piezocision has 
been verified to have an acceleration effect on several 
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types of tooth movement, including dentition alignment, 
canine distalization, molar intrusion, and protraction [41, 
52–54]. However, there is still no clear conclusions on the 
efficacy of piezocision in accelerating ER treatment so far. 
Two recent trials studied the effectiveness of piezocision 
in accelerating ER in premolars extraction orthodontic 
cases reached disputed conclusions [55, 56]. Different 
trial designs and study populations are probably the main 
reasons accounting for the controversial conclusions. 
In this study, piezocision will be performed in the labial 
anterior region before ER. It is expected that the retrac-
tion time will be shortened by piezocision through accel-
erating bone remodeling so as to improve the efficiency 
of orthodontic treatment.

There are several differences between our study 
and previous study designs, as detailed below. Firstly, 
the amount of space closure in 4 months was mainly 
observed as a primary outcome in previous studies [55]. 
The primary outcome in this trial is the space closing 
time from the initiation of ER to the end of space clo-
sure. The observation time is longer than previous stud-
ies which can reflect the effects of piezocision in ER more 
directly. Secondly, the torque of anterior teeth could be 
better controlled by the orthodontic force applied by 
zygomatic alveolar ridge implant anchorage with 8-mm 
traction hook. The resistance center of anterior teeth is 
reported to be approximately 12.2 mm apically from the 
incisor edge and approximately 6.5 mm apical to the 
bracket position for the six-tooth units [57, 58]. The use 
of 8-mm traction hook can ensure that the force line can 
be vertically as close to the resistance center as possible 
so that the torque of anterior teeth could be better con-
trolled. Besides, due to the position of zygomatic alveo-
lar ridge, the direction of force applied by the anchorage 
screws implanted in this area assisting anterior tooth 
retraction will be closer to the resistance center, which 
is conducive to the bodily movement of the anterior 
teeth and prevents the anterior teeth from being too 
upright due to torque loss [59]. Thirdly, this trial will be 
conducted in Chinese population, which has not been 
reported previously.

This study also has some limitations. First of all, sub-
jects and the piezocision operator cannot be blinded due 
to the nature of surgery. To reduce the research bias, par-
ticipants in each group will be treated separately to avoid 
mutual communication and the assessor and statistician 
will be blinded. In addition, many factors may affect the 
efficiency of piezocision, including the length and depth 
of the surgical incision, as well as the magnitude and fre-
quency of the orthodontic force, which will be explored 
in further research. Thirdly, this study is a single-centered 
trial, which may lead to restriction of future generaliza-
tion and lack of external validity.

In summary, it has not reached an agreement on 
whether the piezo surgery will impose a positive accelera-
tion effect on the maxillary anterior teeth ER treatment or 
not. This trial is expected to provide more reliable clinical 
evidence of the potential value of piezocision in this field.

Trial status
The study is currently in the recruitment phase, which 
began in October 2019 and is expected to be completed 
by the end of March 2022. The protocol version is 2.0 
(issue date 22 April 2019).

Abbreviations
ER: En-masse retraction; OTM: Orthodontic tooth movement; RCT : Randomized 
controlled trial; ICF: Informed consent forms; PG: Piezocision group; CG: Control 
group; CRF: Case report forms; AERS: Adverse event reporting system; AE: Adverse 
events; VBH: Vertical bone height; PD: Probing depth; VAS: Visual analogue scale; 
PSQ: Postoperative satisfaction questionnaire; CBCT: Cone beam computed 
tomography; DICOM: Digital imaging and communications in medicine; CEJ: 
Cementoenamel junction; CRC : Clinical research coordinators; SNOSE: Sequential 
numbered, opaque, sealed envelopes; EDC: Electronic data capture; PI: Principal 
investigator; FAS: Full analysis set; PP: Per protocol; SS: Safety set; SD: Standard 
deviation; QCC: Quality control coordinator; CRA : Clinical research associate; GCP: 
Good clinical practice; DM: Data management; SAE: Serious adverse events.

Supplementary Information
The online version contains supplementary material available at https:// doi. 
org/ 10. 1186/ s13063- 022- 06389-4.

Additional file 1. SPIRIT Checklist for Trials.

Acknowledgements
We are grateful to Dr. Wei Zhang for his methodological guidance for our 
clinical study.

Authors’ contributions {31b}
The idea of this study was conceived by Ly H and Xy C. The protocol was 
designed and detailed by Xy C, Lm Y, Yh W, Yy L, and JP. The manuscript was 
drafted by Xy C and Xq T. Yh L, Yh W, and JP will be in charge of the recruit-
ment and screening of subjects. Xq T will take charge of data collection, and 
the data will be analyzed by Yj Y. The research funding will be managed by 
Lm Y. The final manuscript has been reviewed by all authors and obtained 
the approval of publication. Xy C and Lm Y contributed equally.

Authors’ information
Not applicable.

Funding {4}
This trial was funded by the Science and Technology Commission of Shanghai 
Municipality (grant number 19411961900 and 20Y11904100) and Shanghai 
Hospital Development Center (grant number SHDC12019126). The funding 
sponsors have not been involved in the study design, execution, data collec-
tion, and statistical analysis of the clinical trial.

Availability of data and materials {29}
The data can be reasonably required with the approval of corresponding author.

Declarations

Ethics approval and consent to participate {24}
This study has been approved by the Ethics Committee of Shanghai Stoma-
tological Hospital with the certificate number 2019-004. All subjects will be 

https://doi.org/10.1186/s13063-022-06389-4
https://doi.org/10.1186/s13063-022-06389-4


Page 12 of 13Xu et al. Trials          (2022) 23:476 

screened to the trial after fully informed of the trial procedure, benefits, and 
risks and signing ICF.

Consent for publication {32}
Obtained.

Competing interests {28}
The authors declare that they have no competing interests.

Author details
1 Department of Orthodontics, Shanghai Stomatological Hospital & School 
of Stomatology, Fudan University, Shanghai, China. 2 Shanghai Key Laboratory 
of Craniomaxillofacial Development and Diseases, Fudan University, Shanghai, 
China. 3 Department of Pediatric Dentistry, Shanghai Stomatological Hospital & 
School of Stomatology, Fudan University, Shanghai, China. 

Received: 15 January 2022   Accepted: 9 May 2022

References
 1. Mathews DP, Kokich VG. Managing treatment for the orthodontic patient 

with periodontal problems. Semin Orthod. 1997;3(1):21–38.
 2. Afrashtehfar KI. Evidence regarding lingual fixed orthodontic appli-

ances’ therapeutic and adverse effects is insufficient. Evid Based Dent. 
2016;17(2):54–5.

 3. Ruan MJ, Chen G, Xu TM. Comparison of orthodontic tooth movement 
between adolescents and adults based on implant superimposition. 
PLoS One. 2018;13(5):e197281.

 4. Krishnaswamy NR, Sakthi S, Vikraman B, Shobana VR, Iyer S. Corticot-
omy-assisted retraction: an outcome assessment. Indian J Dent Res. 
2014;25(6):748.

 5. Afrashtehfar KI. Patient and miniscrew implant factors influence 
the success of orthodontic miniscrew implants. Evid Based Dent. 
2016;17(4):109–10.

 6. Geiger AM, Gorelick L, Gwinnett AJ, Benson BJ. Reducing white spot 
lesions in orthodontic populations with fluoride rinsing. Am J Orthod 
Dentofacial Orthop. 1992;101(5):403–7.

 7. Wilcko WM, Wilcko T, Bouquot JE, Ferguson DJ. Rapid orthodontics with 
alveolar reshaping: two case reports of decrowding. Int J Periodontics 
Restorative Dent. 2001;21(1):9–19.

 8. Dibart S, Sebaoun JD, Surmenian J. Piezocision: a minimally invasive, 
periodontally accelerated orthodontic tooth movement procedure. 
Compend Contin Educ Dent. 2009;30(6):342–4 346, 348-50.

 9. Kim YS, Kim SJ, Yoon HJ, Lee PJ, Moon W, Park YG. Effect of piezopunc-
ture on tooth movement and bone remodeling in dogs. Am J Orthod 
Dentofacial Orthop. 2013;144(1):23–31.

 10. Liou EJ, Huang CS. Rapid canine retraction through distraction 
of the periodontal ligament. Am J Orthod Dentofacial Orthop. 
1998;114(4):372–82.

 11. Kisnisci RS, Iseri H, Tuz HH, Altug AT. Dentoalveolar distraction osteo-
genesis for rapid orthodontic canine retraction. J Oral Maxillofac Surg. 
2002;60(4):389–94.

 12. Kharkar VR, Kotrashetti SM, Kulkarni P. Comparative evaluation of 
dento-alveolar distraction and periodontal distraction assisted rapid 
retraction of the maxillary canine: a pilot study. Int J Oral Maxillofac Surg. 
2010;39(11):1074–9.

 13. Taner TU, Haydar B, Kavuklu I, Korkmaz A. Short-term effects of fiber-
otomy on relapse of anterior crowding. Am J Orthod Dentofacial Orthop. 
2000;118(6):617–23.

 14. Glenn RW, Weimer AD, Wentz FM, Krejci RF. The effect of gingival 
fiberotomy on orthodontic cuspid retraction in cats. Angle Orthod. 
1983;53(4):320–8.

 15. Young L, Binderman I, Yaffe A, Beni L, Vardimon AD. Fiberotomy enhances 
orthodontic tooth movement and diminishes relapse in a rat model. 
Orthod Craniofac Res. 2013;16(3):161–8.

 16. Qamruddin I, Alam MK, Mahroof V, Fida M, Khamis MF, Husein A. Effects 
of low-level laser irradiation on the rate of orthodontic tooth movement 
and associated pain with self-ligating brackets. Am J Orthod Dentofacial 
Orthop. 2017;152(5):622–30.

 17. Yoshida T, Yamaguchi M, Utsunomiya T, et al. Low-energy laser irradiation 
accelerates the velocity of tooth movement via stimulation of the alveo-
lar bone remodeling. Orthod Craniofac Res. 2009;12(4):289–98.

 18. AlSayed HM, Sultan K, Hamadah O. Low-level laser therapy effectiveness 
in accelerating orthodontic tooth movement: a randomized controlled 
clinical trial. Angle Orthod. 2017;87(4):499–504.

 19. Qamruddin I, Alam MK, Fida M, Khan AG. Effect of a single dose of low-
level laser therapy on spontaneous and chewing pain caused by elasto-
meric separators. Am J Orthod Dentofacial Orthop. 2016;149(1):62–6.

 20. Salehi P, Heidari S, Tanideh N, Torkan S. Effect of low-level laser irradiation 
on the rate and short-term stability of rotational tooth movement in 
dogs. Am J Orthod Dentofacial Orthop. 2015;147(5):578–86.

 21. Kansal A, Kittur N, Kumbhojkar V, Keluskar KM, Dahiya P. Effects of low-
intensity laser therapy on the rate of orthodontic tooth movement: a 
clinical trial. Dent Res J (Isfahan). 2014;11(4):481–8.

 22. Azeem M, Afzal A, Jawa SA, Haq AU, Khan M, Akram H. Effectiveness of 
electric toothbrush as vibration method on orthodontic tooth move-
ment: a split-mouth study. Dental Press J Orthod. 2019;24(2):49–55.

 23. Miles P, Fisher E, Pandis N. Assessment of the rate of premolar extraction 
space closure in the maxillary arch with the AcceleDent Aura appliance 
vs no appliance in adolescents: a single-blind randomized clinical trial. 
Am J Orthod Dentofacial Orthop. 2018;153(1):8–14.

 24. Woodhouse NR, DiBiase AT, Johnson N, et al. Supplemental vibrational 
force during orthodontic alignment: a randomized trial. J Dent Res. 
2015;94(5):682–9.

 25. Katchooi M, Cohanim B, Tai S, Bayirli B, Spiekerman C, Huang G. Effect 
of supplemental vibration on orthodontic treatment with aligners: a 
randomized trial. Am J Orthod Dentofacial Orthop. 2018;153(3):336–46.

 26. Kale S, Kocadereli I, Atilla P, Asan E. Comparison of the effects of 1,25 
dihydroxycholecalciferol and prostaglandin E2 on orthodontic tooth 
movement. Am J Orthod Dentofacial Orthop. 2004;125(5):607–14.

 27. Soma S, Matsumoto S, Higuchi Y, et al. Local and chronic appli-
cation of PTH accelerates tooth movement in rats. J Dent Res. 
2000;79(9):1717–24.

 28. Alazzawi M, Husein A, Alam MK, et al. Effect of low level laser and low 
intensity pulsed ultrasound therapy on bone remodeling during ortho-
dontic tooth movement in rats. Prog Orthod. 2018;19(1):10.

 29. Raza H, Major P, Dederich D, El-Bialy T. Effect of low-intensity pulsed 
ultrasound on orthodontically induced root resorption caused by torque: 
a prospective, double-blind, controlled clinical trial. Angle Orthod. 
2016;86(4):550–7.

 30. Davidovitch Z, Finkelson MD, Steigman S, Shanfeld JL, Montgomery PC, 
Korostoff E. Electric currents, bone remodeling, and orthodontic tooth 
movement. I. The effect of electric currents on periodontal cyclic nucleo-
tides. Am J Orthod. 1980;77(1):14–32.

 31. Jung JG, Park JH, Kim SC, et al. Effectiveness of pulsed electromagnetic 
field for pain caused by placement of initial orthodontic wire in female 
orthodontic patients: a preliminary single-blind randomized clinical trial. 
Am J Orthod Dentofacial Orthop. 2017;152(5):582–91.

 32. Sonesson M, De Geer E, Subraian J, Petren S. Efficacy of low-level laser 
therapy in accelerating tooth movement, preventing relapse and manag-
ing acute pain during orthodontic treatment in humans: a systematic 
review. BMC Oral Health. 2016;17(1):11.

 33. DiBiase AT, Woodhouse NR, Papageorgiou SN, et al. Effect of supple-
mental vibrational force on orthodontically induced inflammatory root 
resorption: a multicenter randomized clinical trial. Am J Orthod Dentofa-
cial Orthop. 2016;150(6):918–27.

 34. Lee W. Corticotomy for orthodontic tooth movement. J Korean Assoc 
Oral Maxillofac Surg. 2018;44(6):251–8.

 35. Kole H. Surgical operations on the alveolar ridge to correct occlusal 
abnormalities. Oral Surg Oral Med Oral Pathol. 1959;12(5):515–29.

 36. Vercellotti T, Podesta A. Orthodontic microsurgery: a new surgically 
guided technique for dental movement. Int J Periodontics Restorative 
Dent. 2007;27(4):325–31.

 37. Cassetta M, Di Carlo S, Giansanti M, Pompa V, Pompa G, Barbato E. The 
impact of osteotomy technique for corticotomy-assisted orthodontic 
treatment (CAOT) on oral health-related quality of life. Eur Rev Med 
Pharmacol Sci. 2012;16(12):1735–40.

 38. Abbas NH, Sabet NE, Hassan IT. Evaluation of corticotomy-facilitated 
orthodontics and piezocision in rapid canine retraction. Am J Orthod 
Dentofacial Orthop. 2016;149(4):473–80.



Page 13 of 13Xu et al. Trials          (2022) 23:476  

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

 39. Gibreal O, Hajeer MY, Brad B. Efficacy of piezocision-based flapless corti-
cotomy in the orthodontic correction of severely crowded lower anterior 
teeth: a randomized controlled trial. Eur J Orthod. 2019;41(2):188–95.

 40. Chan A-W, Tetzlaff JM, Gøtzsche PC, Altman DG, Mann H, Berlin J, et al. 
SPIRIT 2013 explanation and elaboration: guidance for protocols of clini-
cal trials. BMJ. 2013;346:e7586.

 41. Charavet C, Lecloux G, Bruwier A, et al. Localized piezoelectric alveolar 
decortication for orthodontic treatment in adults: a randomized con-
trolled trial. J Dent Res. 2016;95(9):1003–9.

 42. Wei S, Zhang Y, Guo X, et al. Counterclockwise maxillomandibular 
advancement: a choice for Chinese patients with severe obstructive 
sleep apnea. Sleep Breath. 2017;21(4):853–60.

 43. Chu YM, Bergeron L, Chen YR. Bimaxillary protrusion: an overview of the 
surgical-orthodontic treatment. Semin Plast Surg. 2009;23(1):32–9.

 44. Soh J, Chew MT, Wong HB. A comparative assessment of the percep-
tion of Chinese facial profile esthetics. Am J Orthod Dentofacial Orthop. 
2005;127(6):692–9.

 45. Lu W, Zhang X, Mei L, et al. Orthodontic incisor retraction caused changes 
in the soft tissue chin area: a retrospective study. BMC Oral Health. 
2020;20(1):108.

 46. Wang B, Xi W, Chen H, Shao J, Song A, Zhang F. Periodontal effect of 
augmented corticotomy-assisted orthodontics versus conventional 
orthodontics in treatment of adult patients with bialveolar protrusion. 
BMC Oral Health. 2022;22(1):81.

 47. Schneider PP, Kim KB, Monini ADC, Dos Santos-Pinto A, Gandini Junior LG. 
Which one closes extraction spaces faster: en-masse retraction or two-
step retraction? A randomized prospective clinical trial. Angle Orthod. 
2019;89(6):855–61.

 48. Schneider PP, Gandini JL, Monini A, Pinto A, Kim KB. Comparison of ante-
rior retraction and anchorage control between en-masse retraction and 
two-step retraction: a randomized prospective clinical trial. Angle Orthod. 
2019;89(2):190–9.

 49. Johnson D. Periodontic and orthodontic treatment in adults. Am J 
Orthod Dentofacial Orthop. 2003;123(2):13A.

 50. Huang H, Williams RC, Kyrkanides S. Accelerated orthodontic tooth 
movement: molecular mechanisms. Am J Orthod Dentofacial Orthop. 
2014;146(5):620–32.

 51. Yi J, Xiao J, Li Y, Li X, Zhao Z. Efficacy of piezocision on accelerating 
orthodontic tooth movement: a systematic review. Angle Orthod. 
2017;87(4):491–8.

 52. Cagli KI, Baka ZM. Assessment of the effects of local platelet-rich fibrin 
injection and piezocision on orthodontic tooth movement during canine 
distalization. Am J Orthod Dentofacial Orthop. 2021;160(1):29–40.

 53. Al-Areqi MM, Abu AE, Al-Maaitah EF. Effect of piezocision on mandibular 
second molar protraction. Angle Orthod. 2020;90(3):347–53.

 54. Yilmaz HN, Alakus E, Erdem B, Kucukkeles N. Effect of piezocision on 
molar intrusion in open-bite treatment using a modified MEAW tech-
nique. J Orofac Orthop. 2021;82(3):163–74.

 55. Hatrom AA, Zawawi KH, Al-Ali RM, et al. Effect of piezocision corticotomy 
on en-masse retraction. Angle Orthod. 2020;90(5):648–54.

 56. Tuncer NI, Arman-Ozcirpici A, Oduncuoglu BF, Gocmen JS, Kantarci A. 
Efficiency of piezosurgery technique in miniscrew supported en-masse 
retraction: a single-centre, randomized controlled trial. Eur J Orthod. 
2017;39(6):586–94.

 57. Jang HJ, Roh WJ, Joo BH, Park KH, Kim SJ, Park YG. Locating the center of 
resistance of maxillary anterior teeth retracted by Double J Retractor with 
palatal miniscrews. Angle Orthod. 2010;80(6):1023–8.

 58. Pedersen E, Isidor F, Gjessing P, Andersen K. Location of centres of resist-
ance for maxillary anterior teeth measured on human autopsy material. 
Eur J Orthod. 1991;13(6):452–8.

 59. Kuroda S, Sugawara Y, Deguchi T, Kyung H, Takano-Yamamoto T. Clinical 
use of miniscrew implants as orthodontic anchorage: success rates and 
postoperative discomfort. Am J Orthod Dentofac. 2007;131(1):9–15.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


	Efficacy and safety of piezocision in accelerating maxillary anterior teeth en-masse retraction: study protocol for a randomized controlled trial
	Abstract 
	Background: 
	Methods: 
	Discussion: 
	Trial registration: 

	Administrative information
	Introduction
	Background and rationale {6a}
	Objectives {7}
	Trial design {8}

	Methods: participants, interventions, and outcomes
	Study setting {9}
	Eligibility criteria {10}
	Inclusion criteria
	Exclusion criteria

	Who will take informed consent? {26a}
	Additional consent provisions for collection and use of participant data and biological specimens {26b}
	Interventions
	Explanation for the choice of comparators {6b}
	Intervention description {11a}
	Criteria for discontinuing or modifying allocated interventions {11b}
	Strategies to improve adherence to interventions {11c}
	Relevant concomitant care permitted or prohibited during the trial {11d}
	Provisions for post-trial care {30}

	Outcome measures {12}
	Primary outcome
	Secondary outcomes
	Root length
	Thickness of labial and palatal alveolar bone
	VBH
	PD
	Cephalometric measurements
	VAS
	PSQ

	Participant timeline {13}
	Sample size {14}
	Recruitment {15}

	Assignment of interventions: allocation
	Sequence generation {16a}
	Concealment mechanism {16b}
	Implementation {16c}

	Assignment of interventions: blinding
	Who will be blinded? {17a}
	Procedure for unblinding if needed {17b}

	Data collection and management
	Plans for assessment and collection of outcomes {18a}
	Plans to promote participant retention and complete follow-up {18b}
	Data management {19}
	Confidentiality {27}
	Plans for collection, laboratory evaluation, and storage of biological specimens for genetic or molecular analysis in this trialfuture use {33}

	Statistical methods
	Statistical methods for primary and secondary outcomes {20a}
	Interim analyses {21b}
	Methods for additional analyses (e.g., subgroup analyses) {20b}
	Methods in analysis in handle protocol non-adherence and any statistical methods to handle missing data {20c}
	Plans to give access to the full protocol, participant-level data, and statistical code {31c}

	Oversight and monitoring
	Composition of the coordinating center and trial steering committee {5d}
	Composition of the data monitoring committee, its role, and reporting structure {21a}
	Adverse event reporting and harms {22}
	Frequency and plans for auditing trial conduct {23}

	Plans for communicating important protocol
	Amendments to relevant parties (e.g., trial participants, ethical committees) {25}

	Dissemination {31a}
	Discussion
	Trial status
	Acknowledgements
	References


