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c Original submission 2 comments - 19 May 2023 - 19 May 2023

Referee1 Reviewer MAJOR REVISION 19 May 2023

What does it mean?

It needs to be edited.

It is not true; many studies have been done in this field.

Based on what reference?

How was the content of the meeting arranged?

How did you determine the level of hypnotizability?

Where was the first face-to-face meeting held? Why were the rest of the meetings held online?

The important step in hypnosis is conditioning. How did you prepare the patients?

What is the value of MCID? Continue the discussion with this item.

The two groups had to be matched in terms of conditions, so the problem was the selection of samples and
entry and exit criteria.

In the discussion, it is better to use studies similar to your work (target group, type of hypnosis) because a
change in any of the mentioned variables can cause many changes in the outcome.

The treatment protocol is not one of the strengths of your study.

It would help if you clarified your treatment protocol completely. What problems? Did you have counseling
along with hypnosis?

Referee 2 Reviewer MAJOR REVISION 19 May 2023

The topic is important; however, there are some comments in the attachment. Moreover, the manuscript

needs English language corrections.
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Revision 1

AUTHORS' RESPONSE TO REVIEWERS

Authors' reply to reviewers

The next pages contain the authors' point-by-point reply to the comments of this
revision round, as submitted with the revised manuscript. It is published as the
authors wrote it.
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Greetings to the esteemed reviewers,

1. All the comments on the manuscript were implemented and highlighted; spacing and font were

checked, and the manuscript has been sent to you in both PDF and Word versions.
2. Items that required minor correction were applied in the text.

3. Items such as the results in the abstract, the results in the manuscript, and the discussion were

rewritten and translated again.

4. In the Persian draft, specialized terms were written in English so that the translation would not

have problems.

5. In rewriting and applying the results, only the first paragraph was implemented, because the
second, important and fundamental comment included two points, namely merging the two tables
and why the Friedman and Mann-Whitney means differ from each other, which is due to missing
data. I did not merge the tables, because the scientifically correct practice is that within-group and
between-group tables are merged only when the means are equal; in the current report, however,
because of missing data, the Friedman results naturally differ from the Mann-Whitney results,
since the Friedman test excludes missing values from the calculation of the mean and removes their
number, whereas the Mann-Whitney test reports the mean and the results with the missing values

taken into account.

6. All references were checked for style and order; the journal abbreviations were looked up in

PubMed in each journal's record (as the title abbreviation), inserted, and highlighted.
7. The CONSORT diagram was added.

8. On the reviewer's recommendation, the title of the article was changed to a pilot, double-blind

RCT.
9. The rewritten items have been attached below in Persian.

With thanks to you, esteemed professors, for your support.
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Comment answer
comment:Where did it conduct?
comment: Which type of randomization was used?

Comment answer:: In this preliminary study (a pilot study double- blind RCT), which
was conducted from November 2021 to July 2022, 22 patients (18 to 45 years old) with
endometriosis treated with dienogest from Akbarabadi Hospital in Tehran were enrolled into the
study using a random method (blocking) into two control groups (11 people) and the intervention
(11 people) were assigned

comment: Add used descriptive statistics. : Comment answer: Descriptive
statistics were reported by Fisher's exact test

Comment in the abstract result

comment:report the pain scores in both groups.

comment:report the pain reduction in both groups.

Comment answer:Dysmenorrhea pain score before, after and four weeks after the intervention
were 1.25£6.30, 1.08+5.50 and 0.97+4.60, respectively, and the changes in intra-group and intra-
group comparisons with effect sizes (respectively, 0.93 and 0.79) were significant (P<0.001).
Dyspareunia had significant results in the intragroup comparison (effect size=0.44, P=0.015). But
in the out-group comparison, due to the significant decrease in the control group, it was not
reported significant (P>0.05). Despite the reduction of chronic pelvic pain after the intervention
and 4 weeks later (effect size=0.20), no significant difference was reported in any of the intragroup
and outgroup comparisons (P>0.05).

comment:This sentence is related to the previous paragraph. So should be
moved there.

Comment answer: Comment answer: Moved to the previous paragraph
comment: Mention the type of this study.
comment: Furthermore, how about registration in IRCT?

Comment answer: The present study is a double-blind preliminary study (preliminary study
for future clinical trials) with ethical code IR. MAZUMS. REC .1400.398

and IRCT code IRCT20110827007422N4

Journal of Nursing an... J Nurs Midwifery Sci. Open Peer Review; e137116. -



comment: Why score of 5? it needs a reference
Comment answer :Reference (18),
comment: It needs revision. Moreover, patient’s psychiatric disorder was not important?

Comment answer: History of major or minor psychiatric disorder in the individual or first
degree family (father, mother, sister, brother, child),

comment: The past time of verbs must be used in this section.

Comment answer: The sampling method in this study was available in the first stage in
order to identify eligible women with endometriosis treated with Dienogest, and in the next stage,
the blocking method was used. The numbers were randomly generated with the RANDBETWEEN
command in Excel and in the range of 0 to 6. Blinding was performed at the outcome assessor level
and evaluation at the analysis level. The researcher who performed the outcome evaluation and
data analysis So, It seems comment: that was a double- blind RCT and this must be
shown in the title and in type of the study.

Comment answer: He did not know about the status of the samples and he does not know
which participant was placed in the control and intervention groups.

comment: Do you mean it was not based on a reference? It needs a reference.

Comment answer: After obtaining informed written consent from the eligible individuals,
the demographic information form was completed by the patients of both groups who were
treated with Dienogest at the rate of one 2 mg tablet per day based on the standard treatment of
the international endometriosis protocols (3).

comment: Put (Box 1)

Comment answer: (Table 1).

comment: I needs correction Box 1. The content of hypnotherapy for endometriosis
Comment answer: Table 1: The content of the hypnotherapy sessions was as follows:
comment: Which test was used to assess normal distribution of data?
Shapiro-Wilk test was used to check the normality of the variables

comment: Mention the significant level

A significance level of 0.05 was taken into account.

comment: Do not repeat the values in the text if they have been reported in the tables.

comment: This must be shown in the CONSORT flowchart, not table 1.
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comment: How about the normality of data?

Comment answer: The results of Table 1 show that there was no significant difference
between the participants in terms of education in the control group (Dienogest) and the intervention
group (hypnotherapy and Dienogest) (P=1.000). In terms of age, 6 people in the control group were
19-35 years old and 5 people were more than 35 years old, while in the intervention group, 7 people
were in the age range of 19-35 years old and 4 people were more than 35 years old, and the age
balance in these two The group was maintained (P=0.655). In terms of occupation, this balance was
also maintained, so that 1 person was unemployed in the control group and 3 people were
unemployed in the intervention group, and there were 10 and 8 employed people in the control and
intervention groups, respectively (P=0.586). Satisfaction with income, social class, level of
satisfaction with this social and economic class, and home ownership status were not significantly
different in the control and intervention groups (P>0.05). Regarding the history of endometriosis,
there were 7 people in the control group and 5 people in the intervention group (P=0.392). During
the intervention, one person from the intervention group was excluded from the study due to
personal problems, and one person from the control group was excluded from the study because the
Dienogest tablet had caused digestive problems and had to stop taking the tablet (Diagraml:
CONSORT).

comment: This paragraph must be summarized as There were not significant statistically
differences between the groups regard to the demographic characteristics

Comment answer: Table 1- Comparison of the frequency (frequency percentage) of
Demographic variables in the control and hypnotherapy groups at the beginning of the study

P-Value hypnotherapy Control variables
“1.000 (36.4%)4 (27.3%)3 Low of Diploma Education
63.6%)7 72.7%)8 Academic
(
0.655 (63.6%)7 (54.5%)6 19-35 Age (year)
36.4%)4 45.5%)5 >35
( ) ( )
*0.586 (27.3%)3 (9.1%)1 Unemployed occupation
(72.7%)8 (90.9%)10 Employed
*1.000 (27.3%)3 (27.3%)3 Atall Satisfaction with
(72.7%)8 (72.7%)8 Almost or tncome
completely
*1.000 (18.2%)2 (9.1%)1 Low Social and
(81.8%)9 (90.9%)10 Moderate or high economy class
*1.000 (36.4%)4 (36.4%)4 Atall Social and
(63.6%)7 (63.6%)7 Almost or economic class
completely satisfaction
0.528 (50.0%)5 (63.6%)7 owner Ownership of
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(50.0%)5 (36.4%)4 Tenant house

0.392 (54.5%)6 (36.4%)4 No Family history of
(45.5%)5 (63.6%)7 Yes endometriosis

* Fisher's exact test
comment: Omit.

Comment answer: Using the Shapirowilk test, we found that the data related to
Dysmenorrhea, Dyspareunia, and pelvic pain do not follow normal distribution (P>05).

comment: Omit this table and add P value and effect size to table 2

Table 2- Comparison of pain score over time in two control and hypnotherapy group

Effect P \iveeks aftgr 4 Imfnedlatelyf after ) Start o.f Group VAS
size intervention intervention intervention
0.70 0.001 1.90+0.57 3.20+1.40 4.70+2.41 Control
Dysmenorrhoea

0.93 0.001> 4.60+0.97 5.50+1.08 6.30+1.25 hypnotherapy

0.44 0.013 1.90+2.02 2.40+2.07 4.00£3.37 Control

Dyspareunia

0.41 0.015 3.5042.42 4.30+2.91 4.50+3.14 hypnotherapy

0.27 0.062 1.10+1.10 1.30+1.42 2.10+2.64 Control

chronic pelvic
0.20 0.135 1.60£2.01 1.80+2.25 1.80+2.25 hypnotherapy pain
* Friedman Test

Using the Shapirowilk test, we found that the data related to Dysmenorrhea, Dyspareunia, and
pelvic pain do not follow normal distribution (P>05).The results of Table 3 show that the effect
of the group on the dysmenorrhoea at the beginning of the intervention was not significant
(P=0.076).

comment: please omit all authors’ names in this section. Discussion needs a serious
revision. There is not integrity. You must report each result separately in a paragraph and
compare with other studies with similar and opposite results. The result of each study
should be written and then compare with your result. Punctations also must be considered

comment: Omit this part. It is not proper for discussion.

comment: What do you mean by outgroup? If you mean between the groups, so use “
inter groups”

comment: References must be written in parenthesis at the end of sentence.

Discussion

The present study was designed with the aim of determining the effectiveness of hypnotherapy on
the pain intensity of endometriosis patients treated with Dienogest. This study was able to achieve
three results by holding 8 sessions weekly, individually, online (through WhatsApp virtual
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network) and for 30-45 minutes, in the intervention group (women who took 2 mg of Dienogest
tablets daily).

slow The first finding of the study indicated that holding hypnotherapy sessions along with the use
of Dienogest has significantly reduced Dysmenorrhea in the intervention group compared to the
control group. In 2010, a retrospective study by Karin Meissner et al. was conducted in Germany in
2010 with the aim of evaluating the effectiveness of combined treatment of traditional Chinese
medicine and hypnotherapy (SART) as a new treatment for endometriosis-related symptoms (32). .
In this study, the pain associated with endometriosis, such as dyspareunia and also dyschezia, was
investigated and hypnosis was effective in relieving and improving these pains, but it was not
reported to be significant. The results of the mentioned study were not completely aligned with the
results of this study. In the current study, the amount of complaints of the participants about
Dysmenorrhea has been reduced and at a significant level. Another study with a randomized
clinical trial design was conducted by Maitri Shah and colleagues in 2014 with the aim of the
effectiveness of hypnosis on dysmenorrhea in first-year nursing student girls at the University of
Nursing and Midwifery in India (33). In this, they concluded that hypnosis can be effective on
primary dysmenorrhea in young girls. The results of this study, like the current study, show the
effect of hypnosis on dysmenorrhea. But the participants of this study were only teenage girls who
had Dysmenorrhea and did not report any other disease besides it (such as endometriosis). Another
semi-experimental study was conducted by Maneisefat et al. in 2014 with the aim of comparing the
effectiveness of cognitive behavioral therapy and therapeutic hypnosis on pain self-efficacy and
pain intensity in girls with primary dysmenorrhea in Ardabil city (34). In this study, as in the
present study, the effect of hypnosis on Dysmenorrhea was confirmed. The important point in this
mentioned study, compared to the current study, is the participants and study objectives. The
research population in the mentioned study were girls suffering from dysmenorrhea, none of whom
had endometriosis, and the aim of the study was to compare two treatments, CBT and
hypnotherapy. In the current study, the research community consisted of women with
endometriosis. According to the review of various studies, psychological treatments in
endometriosis patients will be much more difficult due to chronic pelvic pain and the resulting
psychological effects (35,36).

The second finding that has been investigated in the present study is the investigation of
hypnotherapy in the relief of chronic pelvic pain. In the current study, although the average score of
pelvic pain in the intervention group decreased after the sessions and during follow-up, the amount
The difference compared to before the study (in intra-group comparison, referring to Friedman Test
results) and control group (in out-group comparison, referring to Mann-Whitney test results) was
not significant. In 2011, Karp was able to reduce pelvic pain and migraines in women with
endometriosis by performing a supportive intervention that was narrated by several psychologists
and gynecologists. This study, like the current study, despite observing the validity of the protocol
and determining the correct sample size for the generalizability of the results, did not report
significant results, but the average pain in the intervention group was reduced (37). In 2013,
Rezaiyan et al conducted a study with the aim of treatment based on acceptance and commitment
on catastrophizing and disabling pain in women with chronic pelvic pain. 22 patients with chronic
pelvic pain were selected based on the diagnosis of a specialist doctor and clinical interview and
were randomly assigned to two intervention and control groups. The intervention group underwent
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acceptance and commitment group therapy during 8 sessions of 90 minutes. The results of this
study showed that acceptance and commitment group therapy was effective in women with chronic
pelvic pain, based on the catastrophizing and disabling pain scale (38). A meta-analysis study
showed that psychological treatments can reduce chronic pelvic pain (39). The results of these
studies were not in line with the current study, of course, at the beginning of the comparison, it
should be said that the type of intervention in the two studies is different from each other, but all of
them were psychological interventions, but in hypnosis, the presence of the instructor is more than
other psychological interventions for long-term treatment. It will be needed, also in Rezaian's
study, the intervention included 8 sessions and 90 minutes in person (39), which is more than the
number and time of the sessions compared to the current study. The studies reviewed by the
Cochrane system were also face-to-face and psychological.

The third finding of the current study is the investigation of hypnotherapy in the relief of
Dyspareunia. In the current study, despite the fact that the average score in the intervention group
decreased after the sessions and during follow-up, and the difference compared to before (in the
intra-group comparison, referring to The results of the Friedman Test) were significant, but not
significant due to the significant decrease of the control group (in out-group comparison, referring
to the results of the Mann-Whitney test). A Meta Analysis study in 2020 examined 10 studies in the
field of hypnosis and Dyspareunia, this study stated in its results, the effects of hypnosis on pain
during sexual activity (aOR= 3.55; 95% CI=2.63 to 4.79; p = 0.001). In this study, 6 studies did not
declare the results of hypnosis interventions effective in reducing Dyspareunia and their
significance level was less than 0.05, but due to the striking effects and high significance level of 4
other studies, the overall effective index and significance Dar was announced (40). In 2018(41),
Rajaee et al prepared and compiled a study on the effect of cognitive-behavioral hypnotherapy on
improving anxiety and sexual performance of women with vaginismus. They found that group,
individual and self-hypnosis hypnotherapy can reduce anxiety and improve vaginismus in women.
One of the complaints of the women participating in this study was the pain at the beginning of
intercourse, which had changed significantly with hypnosis. The results of this study are different
from our study, which is due to the degree of dependence of each of the disorders with psychiatric
issues. It has been mentioned in various studies that the cause of vaginismus is highly related to the
psyche, but endometriosis is a physical and mental disease (42). In the current study of the control
group, the score changed significantly after the intervention, the reason for this could be the small
sample size, the lack of control of confounders or the importance of the issue of Dyspareunia and
the use of drugs or lubricating gels in the control group. This case will be further investigated in the
main study, extracted from this research plan.

comment: Write the limitations of your study.

Among the limitations of the current research, we can mention the small number of samples and the
impossibility of generalizing to the whole; Also, considering that the statistical population of the
study was selected from married women aged 18-45 with endometriosis with the ability to use
smartphones and access to the Internet, therefore, it is not possible to generalize to the entire target
population.

One of the strengths of this study is the consistent, weekly and individual sessions for each patient;
Also, during the week, follow-up of home exercises and reminding of the necessity of doing
hypnosis during the day and answering the questions and solving the problems of the patients were
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done through phone calls. And, in conducting this study, blinding was done at the evaluator level,
which led to the strength of the results. Another strength of this research is the follow-up after 4
weeks after the end of the intervention.

Conclusion

This preliminary study has shown that the treatment of endometriosis with hypnotherapy and
Dynogest approach can lead to a significant reduction of pain, especially dysmenorrhea in patients
with resistant endometriosis, and also hypnotherapy is a valuable complementary treatment
method as part of a multifaceted approach to endometriosis treatment. Although in the current
study, the effect of hypnotherapy in reducing dyspareunia was clinically significant, but
dyspareunia pain and chronic pelvic pain were not statistically significant, for this reason, the need
to conduct more studies in this field with larger samples is recommended.

comment: Use the standard abbreviations for name of journals according to the NLM.

Omit all the months.The first letter of each word of name of journals must be a capital
letter.
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[Translated from Persian by the Brieflands editorial office.]
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e Revision 1 1comment - 27 Jun 2023

Referee 2 Reviewer MAJOR REVISION 27 Jun 2023

Dear author

Thanks for addressing the comments. However, unfortunately, you did not address some of them! If you do
not respond to all the comments, I will have to repeat them, and the acceptance process will be delayed.
Moreover, the English in the manuscript is too weak, and it needs to be edited by an English expert before it is

reviewed again.
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Revision 2

AUTHORS' RESPONSE TO REVIEWERS

Authors' reply to reviewers

The next pages contain the authors' point-by-point reply to the comments of this
revision round, as submitted with the revised manuscript. It is published as the
authors wrote it.
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The authors did not provide a point-by-point response to the reviewers’
comments in this round.
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e Revision 2 1comment - 12 Jul 2023

Referee 2 Reviewer MAJOR REVISION 12 Jul 2023

There are a lot of English errors that make it too hard to understand the authors’ meaning. They concern not
only grammar and sentence structure but also the use of common terms in the medical literature. Although I
made some corrections in the previous review, unfortunately, you did not consider them. I made some more
corrections using Track Changes in this version, so please confirm them via “accept all changes”. However, this
manuscript needs thorough revision by a native English speaker with expertise in medical literature.
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Revision 3

AUTHORS' RESPONSE TO REVIEWERS

Authors' reply to reviewers

The next pages contain the authors' point-by-point reply to the comments of this
revision round, as submitted with the revised manuscript. It is published as the
authors wrote it.
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,Greetings and respect to the respected reviewers

Regarding the Discussion in general: because both online studies and -
hypnotherapy studies on endometriosis were virtually unlimited in number, only

.the studies related to the topic of our study were included in the Discussion
.The English translation was done again -

Regarding blinding: last time we mistakenly did not mention it in the study, -
whereas blinding had been performed; for this reason, the correction was made

.and it has been included in the text
Abstract results

The Dysmenorrhea severity score before the intervention in the intervention
group was reported as 6.30+0.25. After the intervention, this score in this group
was reported as 5.50+1.08 and at follow-up as 4.60+0.97, and the changes were

.reported as significant (p<0.001) (effect size = 0.93)

The Dyspareunia severity score was 4.50+3.14 before the intervention, 4.30+2.91
after the intervention, and 3.50+2.42 at follow-up; these changes were significant

.(p=0.015) (effect size = 0.41)

Despite a mean decrease of 0.2 at follow-up, the Pelvic pain score did not change

.significantly (p=0.135)
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° Revision 3 1comment - 14 Aug 2023

Referee 2 Reviewer MINOR REVISION 14 Aug 2023

Thanks for addressing the comments. Unfortunately, some corrections were not made carefully, so I had to
add some more comments and change some sentences using Track Changes. Please confirm and reply to
them.

Journal of Nursing an... J Nurs Midwifery Sci. Open Peer Review; e137116. - 22



Revision 4

AUTHORS' RESPONSE TO REVIEWERS

Authors' reply to reviewers

The next pages contain the authors' point-by-point reply to the comments of this
revision round, as submitted with the revised manuscript. It is published as the
authors wrote it.
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The authors did not provide a point-by-point response to the reviewers’
comments in this round.
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° Revision 4 0 comments

No public comments in this round.
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