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Objective. To assess the efectiveness of myofascial release (MFR) techniques on the intensity of headache pain and associated
disability in patients with tension-type headache (TTH), cervicogenic headache (CGH), or migraine. Design. A systematic
review and meta-analysis.Methods. Eight databases were searched on September 15, 2023, including PubMed, Scopus, Web of
Science, CINAHL, Cochrane Library, Embase, CNKI, and Wanfang Database. Te risk of bias was evaluated utilizing the
Cochrane Risk of Bias 2 (RoB 2) tool. Results. Pooled results showed that MFR intervention signifcantly reduces pain intensity
[SMD � −2.01, 95% CI (−2.98, −1.03), I2 � 90%, P< 0.001] and improves disability [SMD � −1.3, 95% CI (−1.82, −0.79),
I2 � 74%, P< 0.001]. Subgroup analysis based on the type of headache revealed signifcant reductions in pain intensity for CGH
[SMD � −2.01, 95% CI (−2.73, −1.29), I2 � 63%, P< 0.001], TTH [SMD � −0.86, 95% CI (−1.52, −0.20), I2 � 50%, P � 0.01] and
migraine [SMD � −6.52, 95% CI (−8.15, −4.89), P< 0.001] and in disability for CGH [SMD � −1.45, 95% CI (−2.07, −0.83),
I2 � 0%, P< 0.001]; TTH [SMD � −0.98, 95% CI (−1.32, −0.65), I2 � 0%, P< 0.001] but not migraine [SMD � −2.44, 95% CI
(−6.04, 1.16), I2 � 97%, P � 0.18]. Conclusion. Te meta-analysis results indicate that MFR intervention can signifcantly
alleviate pain and disability in TTH and CGH. For migraine, however, the results were inconsistent, and there was only
moderate quality evidence of disability improvement for TTH and CGH. In contrast, the quality of other evidence was low or
very low.

1. Introduction

Headache is one of the most common neurological symp-
toms, yet the extent and scale of headaches have been
consistently underestimated, and they still lack full recog-
nition and treatment worldwide [1]. Currently, the global
prevalence of headaches is 47%, and the proportion of
people who have experienced headaches at least once in their
lifetime is even higher, reaching 66%. Tis exerts a signif-
cant impact and burden on both individuals and society [2].
Te International Headache Society classifes headaches into
primary and secondary categories [3]. Primary headaches
are those without a clear cause and signs or test results
indicating other diseases or abnormalities. Tension-type
headaches (TTH) and migraine are representative

examples of primary headaches [3]. Te prevalence of TTH
is 38%, and the proportion of individuals who have expe-
rienced TTH at least once in their lifetime is 46% [2]. Te
prevalence of migraine is 10%, and the proportion of in-
dividuals who have experienced migraines at least once in
their lifetime is 14% [2].

Secondary headaches are those caused by other diseases
or factors, and they are a symptom rather than a distinct
medical condition [3]. Cervicogenic headache (CGH) is
a prevalent form of secondary headache. Te term “cer-
vicogenic headache” was initially introduced in 1983, de-
scribing a syndrome primarily defned by persistent head
pain, either unilateral or bilateral, resulting from me-
chanical or functional issues in the cervical spine or cervical
soft tissues [4]. It is estimated to afect 2.5% of the general
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population and is observed in 17.8% of individuals who
experience frequent headaches [5]. Nevertheless, there
remains ongoing debate within clinical practice concerning
this defnition [6]. Diagnosing CGH in a clinical setting is
challenging due to the overlapping clinical features out-
lined by the Cervicogenic Headache International Study
Group (CHISG). Tese features include unilateral head-
ache, along with symptoms like nausea, photophobia,
phonophobia, and neck pain, which are shared with other
headache types such as TTH and migraine [7]. As per
Bogduk, the singular defning criterion for CGH is head
pain originating from the neck [8]. Furthermore, some
literature suggests that the intensity of headache pain in
CGH patients may be due to sustained poor head/neck
posture or excessive digital pressure on trigger points in the
neck or cervical region [9].

Although pharmaceutical treatments are common, they
come with signifcant side efects [10, 11]. Te Canadian
Headache Society and the European Federation of Neuro-
logical Societies have indicated that nonpharmacological
manual therapies such as massage and spinal manipulation
appear to be a practical approach for alleviating headaches
[12, 13]. Additionally, a survey showed that manual therapy
is commonly employed to alleviate symptoms of tension-
type headaches [14]. In recent years, systematic reviews and
meta-analyses have investigated the efectiveness of manual
therapy for headaches, revealing optimistic results [15–17].
Myofascial release (MFR), a form of manual therapy, has
been widely used in clinical practice. Previous studies have
found active myofascial trigger points frequently in TTH
and migraine, triggering these headaches upon palpation
[18].Terefore, releasing these myofascial trigger points may
be an efective headache treatment. Existing trials have
shown that direct and indirect MFRs are efective for TTH
[19]. Nevertheless, there is presently an absence of a sys-
tematic review and meta-analysis regarding the efcacy of
MFR for various headache types. Tis systematic review
aims to evaluate the efectiveness of MFR in reducing the
intensity of headache pain and alleviating associated dis-
ability in individuals diagnosed with CGH, TTH, or
migraine.

2. Methods

Tis systematic review and meta-analysis followed the
guidelines outlined in the Preferred Reporting Items for
Systematic Reviews and Meta-Analyses (PRISMA) and the
Cochrane Handbook for systematic reviews of interventions
[20, 21]. Ethical approval was unnecessary for this study, as
all analyses were conducted using previously published data.
Te systematic review is registered at https://www.crd.york.
ac.uk/prospero with the identifer CRD42023472041, and we
did not prepare a protocol.

2.1. Selection Criteria

2.1.1. Study Types. Tis study exclusively incorporated
randomized controlled trials (RCTs). Te included literature
was confned to English and Chinese.

2.1.2. Patients. Te study involved adult participants di-
agnosed with TTH, CGH, and migraine while excluding
adolescents (those under 18 years of age).

2.1.3. Intervention. MFR, such as suboccipital muscle in-
hibition.Tere were no constraints on the specifc method of
MFR, the intervention frequency, or the intervention du-
ration. In cases where combined interventions were
employed in the study, all participants in the MFR and the
control groups underwent identical combined interventions
before being deemed eligible for the study.

2.1.4. Outcomes. Te change in pain scores, from the
baseline assessment to the latest available follow-up, was
assessed utilizing several scales, including the numerical
rating scale (NRS) and visual analog scale (VAS). Higher
scores on these scales indicate a higher level of pain intensity.
Te alteration in disability scores, from the initial assessment
to the most recent follow-up, was evaluated through various
scales, including the neck disability index (NDI), headache
impact test (HIT-6), head disability index (HDI), and mi-
graine disability assessment (MIDAS). Higher scores on
these scales indicate a greater degree of disability.

2.2. Search Strategy. Search strategy: eight databases were
searched on September 15, 2023, which included PubMed,
Scopus, Web of Science, CINAHL, Cochrane Library,
Embase, CNKI, and Wanfang Database. Te search results
were also updated on October 22, 2023. Two researchers
(LZP and ZH) conducted independent searches following
the designated search strategy. Upon completion of the
search process, an initial screening was conducted by
evaluating the titles and abstracts to determine their eligi-
bility for inclusion. Full texts of relevant literature were then
reviewed, and further selection was based on inclusion
criteria. Any discrepancies will be addressed through de-
liberation, and if a unanimous agreement cannot be
achieved, a third reviewer (WJL) will make the ultimate
decision. Te specifc screening process is detailed in Sup-
plementary Materials.

2.3. Data Extraction. Two researchers (LZP and ZH) will
conduct a full-text review of the included articles and extract
data using a data extraction table. Te data extraction table
has author, year, disease, treatment type, number of par-
ticipants in the analysis/randomization, treatment fre-
quency, outcome measures, outcomes, and adverse events.
Any discrepancies will be addressed through deliberation,
and if a unanimous agreement cannot be achieved, a third
reviewer (WJL) will make the ultimate decision.

2.4. Assessment of Risk of Bias in Included Studies. Two
researchers (LZP and ZH) will employ the Cochrane Risk of
Bias 2 (RoB 2) tool for assessing the risk of bias [22]. If the
result of the ROB-2 assessment indicates a high risk of bias,
the article will be excluded from the analysis. Any
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discrepancies will be addressed through deliberation, and if
a unanimous agreement cannot be achieved, a third reviewer
(WJL) will make the ultimate decision.

2.5. Rating Quality of Evidence. Two researchers (LZP and
ZH) will evaluate the quality of evidence concerning
myofascial release in the context of CGH, TTH, and mi-
graine using the GRADE (Grading of Recommendations,
Assessment, Development, and Evaluation) tool. According
to GRADE guidelines, an assessment will be performed for
each outcome measure, with categorizations of high,
moderate, low, or very low quality [23].

2.6. Data Analysis. When multiple comparisons exist within
the same study, as per the Cochrane Handbook, splitting the
control group into two groups or combining the intervention
groups is recommended to prevent duplicate counting [21].
Te total efect sizes based on mean diference and 95%
confdence interval were calculated by using the means
(standard deviation) of continuous outcome variables after
treatment. In cases where studies used diferent scales to
evaluate the same outcome, the standardized mean diference
(SMD) was calculated. SMD was used to standardize the
results and remove any infuence of dimension and mea-
surement methods. Te meta-analysis will use Review
Manager (RevMan) software, version 5.4. Te results of
statistical data are shown using forest maps. A random or
fxed efects model was employed, and a 95% confdence
interval was computed. Te heterogeneity tests were analyzed
using I2 and chi-square tests. If I2 < 50% (p≥ 0.1), signifying
no statistically signifcant diference in heterogeneity, the
fxed efects model was utilized for statistical analysis. If
I2 ≥ 50% (p< 0.1) indicates a statistically signifcant diference
in heterogeneity, a random efects model was employed for
statistical analysis. Funnel plots were used to evaluate the
presence of publication bias in the included studies.

3. Results

Trough searches in eight databases, a total of 1390 articles
were retrieved. After eliminating duplicate articles through
a review process, 847 articles remained. After reviewing titles
and abstracts, 23 articles remained. Among these, three ar-
ticles did not have full texts or abstracts, one was not an RCT,
three lacked MFR intervention, two did not have the required
outcome measures, and two were excluded due to the high
risk of bias. An additional two articles were excluded due to
language reasons (Supplementary Materials). Ultimately, ten
articles were included in the meta-analysis [24–33]. A detailed
literature search process is shown in Figure 1.

3.1. General Study Characteristics. Tis review summarizes
the fundamental characteristics of the ten RCTs included.
We included ten studies, fve focused on TTH, three on
CGH, and two on migraine. Te included studies encom-
passed fve Asian countries (China [24], India [25], Pakistan
[26], Iran [28], Turkey [30], and South Korea [29, 32]) and

two European and American countries (Spain [27] and the
United States [33]). In the ten studies, 432 headache patients
were enrolled, 232 receiving MFR intervention, while 200
were assigned to the control groups. Due to the absence of
age and gender data in the two articles [25, 26], it was
impossible to calculate the gender distribution and average
age. Te sample size ranged from 22 to 124, and the range of
sample losses was 0 to 12, with a major focus on three studies
[29, 30, 32]. Moreover, all studies did not report adverse
events (Table 1).

3.2. Intervention Characteristics and Outcome Measures.
Tis review summarizes the interventions, intervention
time, frequency, and outcome measures used in ten RCTs. In
the experimental group, the intervention methods included
MFR, MFR+ a physiotherapy program, MFR+ exercise,
MFR+mobilization + drug therapy, and MFR+ stretching.
Te control group interventions included no intervention,
placebo control, drug therapy, exercise, physiotherapy
program, and SNAG technique + physiotherapy program.
Among them, seven RCTs included pain outcome measures:
four used VAS [24, 25, 30, 33], and three used NRS
[26, 28, 31]. In nine RCTs, disability outcomes were mea-
sured: six used NDI [25, 26, 28, 30, 31, 33], three used HIT-6
[27, 30, 32], one used HDI [28], and one used MIDAS [27].
One RCT [27] used both MIDAS and HIT-6 to assess
disability, while one RCT [30] used HIT-6 and NDI sepa-
rately to evaluate disability (Table 1).

3.3. Risk of Bias and Quality Assessment. As high-risk bias
studies have already been excluded, the overall bias risk for
all studies is either low or of some concern. Regarding the
bias during the randomization process, fve studies had low
bias, three had some concern in terms of deviation from the
predefned intervention, one had some concern regarding
missing outcome data, four had some concern concerning
outcome measurement bias, and three had some concern
regarding selective reporting of results. Among all the in-
cluded articles, only one [30] had an overall low risk of bias.
Te bias risks determined by ROB-2 assessment are pre-
sented in Figure 2.

3.4. Quality of Evidence. In this review, the GRADE system
was utilized to assess the quality of evidence for each outcome.
Te results indicated moderate-quality evidence suggesting
that MFR intervention benefts disability in TTH and CGH.
In contrast, very low-quality evidence suggests an improve-
ment in disability for migraine. Low-quality evidence suggests
an improvement in pain for CGH patients with MFR in-
tervention, whereas pain improvement in TTH and migraine
is supported by very low-quality evidence (Table 2).

3.5. Efects of Interventions

3.5.1. Pain Intensity. Pain intensity assessments were con-
ducted in seven studies involving 297 headache patients,
with four studies using VAS and three using NRS. Pooled
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results show that MFR intervention signifcantly reduces
pain intensity [SMD� −2.01, 95% CI (−2.98, −1.03),
I2 � 90%, P< 0.001]. Subgroup analysis based on the type of
headache revealed signifcant reductions in pain intensity for
CGH [SMD� −2.01, 95% CI (−2.73, −1.29), I2 � 63%,
P< 0.001], TTH [SMD� −0.86, 95% CI (−1.52, −0.20),
I2 � 50%, P � 0.01], and migraine [SMD� −6.52, 95% CI
(−8.15, −4.89), P< 0.001] (Figure 3).

3.5.2. Disability. Nine studies involving a total of 308 head-
ache patients assessed disability using four diferent scales:
NDI, HIT-6, HDI, and MIDAS. Pooled results show that MFR
intervention signifcantly reduces disability levels [SMD� −1.3,
95% CI (−1.82, −0.79), I2 � 74%, P< 0.001]. Subgroup analysis
based on the type of headache revealed signifcant reductions in
disability for CGH [SMD� −1.45, 95% CI (−2.07, −0.83),
I2 � 0%, P< 0.001] and TTH [SMD� −0.98, 95% CI (−1.32,
−0.65), I2 � 0%, P< 0.001] but not migraine [SMD� −2.44,
95% CI (−6.04, 1.16), I2 � 97%, P � 0.18] (Figure 4).

3.5.3. Publication Bias. Funnel plots were employed in this
review to evaluate publication bias in most of the included
studies. Te symmetry of the funnel plot suggested an ab-
sence of publication bias (Figure 5).

4. Discussion

Te primary objective of this systematic review and meta-
analysis is to examine the efcacy of MFR intervention
compared to other interventions for patients sufering from
headaches. Although the overall results show evidence of
pain and disability improvement in headache patients with
MFR intervention, the evidence for pain relief in migraine
patients from MFR intervention comes from only one ar-
ticle. Only the proof of disability improvement in CGH and
TTH is of moderate quality, while the rest of the outcome
measures are of low or very low quality. Furthermore, only
three articles in the study conducted follow-ups [30, 31, 33],
with follow-up times ranging from three days to three
months, making it impossible to pool and analyze the data.
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Records excluded based on title and
abstract screening
(n = 847)

Reports sought for retrieval
(n = 23)
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CNKI (n = 40)
Wang Fang (n = 68)

Reports excluded:
No full text/abstract (n = 3)
No myofascial release (n = 3)
No rct (n = 1)
No needed outcomes (n = 2)
have a high bias (n = 2)
No English or Chinese (n = 2)

Records removed before screening:
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Figure 1: Te process of literature retrieval.
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Since none of the RCTs in this review reported adverse
events, making any statements regarding safety and com-
pliance is currently impossible.

As far as our knowledge extends, this represents the
inaugural systematic review and meta-analysis appraising
the efcacy of MFR intervention in patients with headaches.
In recent years, there have been increasing meta-analyses of

the efectiveness of MFR intervention in various types of
diseases, and the results from these meta-analyses are similar
to our fndings [34–38]. Te studies indicate a positive role
of myofascial release in alleviating symptoms related to low
back pain [34, 35], fbromyalgia [36], neck pain [37], and
orthopedic conditions [38], such as pain relief, improvement
in sleep quality, and disability levels.

Intent
ion-to-
treat

Unique ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5 Overall

1 Xiong et al. 2021 MFR+Mulligan’s mobilization+drug therapy drug therapy pain 1

2 Surabhi Shrivastava 2015 MFR+Physiotherapy program Physiotherapy program pain and disability 1

3 Maryam Shabbir 2021 MFR+Physiotherapy program SNAG technique +Physiotherapy program pain and disability 1

4 Gemma-Victoria Espı´-Lo´pez 2018 MFR+Physiotherapy program Physiotherapy program disability 1

5 Mohammad Hosseinifar 2017 MFR+exercise no intervention pain and disability 1

6 Sunghak Cho 2019 MFR+ exercise or MFR no intervention disability 1

7 Mustafa Corum 2021 MFR+exercise exercise pain and disability 1

8 Negar Azhdari 2022 MFR+mobilization+drug therapy drug therapy pain and disability 1

9 Sung Hak Cho 2021 MFR+ exercise or MFR no intervention disability 1

D1 Randomisation process
D2 Deviations from the intended interventions
D3 Missing outcome data
D4 Measurement of the outcome
D5 Selection of the reported result

10 Tahere Rezaeian 2019 MFR+stretch placebo ‐ control group pain and disability 1
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Figure 2: Risk of bias summary for randomized controlled trials.

Table 2: Quality of evidence.

Headache type Outcome No. of studies Limitations Inconsistency Indirectness Imprecision Publication bias Evidence quality

CGH Pain 3 Serious Serious Not serious Not serious Undetected Low
Disability 2 Serious Not serious Not serious Serious Undetected Moderate

TTH Pain 3 Serious Serious Not serious Serious Undetected Very low
Disability 5 Serious Not serious Not serious Not serious Undetected Moderate

Migraine Pain 1 n/a Serious Not serious Serious n/a Very low
Disability 2 Serious Serious Not serious Serious Undetected Very low

CGH, cervicogenic headache; TTH, tension-type headache; n/a� because only one study was included in the meta-analysis.

Study or Subgroup

1.1.1 CGH

1.1.2 TTH

Maryam Shabbir et al. 2021
Surabhi Shrivastava et al. 2015
Xiong et al. 2021
Subtotal (95% CI)
Heterogeneity: tau2 = 0.25; chi2 = 5.37, df = 2 (P = 0.07); I2 = 63%
Test for overall efect: Z = 5.44 (P < 0.00001)

Mohammad Hosseinifar et al. 2017
Mustafa Corum et al. 2021
Negar Azhdari et al. 2022
Subtotal (95% CI)
Heterogeneity: tau2 = 0.17; chi2 = 3.98, df = 2 (P = 0.14); I2 = 50%
Test for overall efect: Z = 2.57 (P = 0.01)
1.1.3 migraine
Tahere Rezaeian et al. 2021
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall efect: Z = 7.85 (P < 0.00001)

Heterogeneity: tau2 = 1.51; chi2 = 60.06, df = 6 (P < 0.00001); I2 = 90%
Total (95% CI)

Test for overall efect: Z = 4.03 (P < 0.0001)
Test for subgroup diferences: chi2 = 40.48, df = 2 (P < 0.00001); I2 = 95.1%

Experimental Control Std. Mean Diference
Mean SD Total Mean SD Total

Weight
(%) IV, Random, 95% CI

Std. Mean Diference
IV, Random, 95% CI

0.8
3.13
1.7

0.6
0.83
0.5

11
15
62
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4.33
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11
15
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88
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–2.01 [–2.73, –1.29]88
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Figure 3: Forest plot of pain intensity.
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Headaches may have multiple triggering factors, such as
medication overuse [11], alcohol [39, 40], obstructive sleep
apnea [41], and sleep disorders [42], but at the same time,
myofascial mechanisms are likely closely linked to head-
aches. Myofascia is a connective tissue that envelops muscles
and nerves and can sense pain and pressure [43]. When
myofascial is stimulated or infamed, it may trigger a refex
response, leading to vasoconstriction or dilation, afecting

blood fow and oxygen supply to the head, resulting in
headaches [44]. Currently, research has found that the
number of active trigger points in headache patients has
signifcantly increased, and myofascial trigger points are
likely one of the causes of head and neck pain, not just
a concomitant phenomenon [45]. MFR is achieved by ap-
plying sustained low-load, long-duration stretching forces to
restore the length, fexibility, and health of myofascia [46].

Study or Subgroup
Experimental Control Std. Mean Diference

Mean SD Total Mean SD Total
Weight

(%) IV, Random, 95% CI
Std. Mean Diference
IV, Random, 95% CI

1.2.1 CGH
Maryam Shabbir et al. 2021
Surabhi Shrivastava et al. 2015
Subtotal (95% CI)
Heterogeneity: tau2 = 0.00; chi2 = 0.39, df = 1 (P = 0.53); I2 = 0%
Test for overall efect: Z = 4.56 (P < 0.00001)

1.2.2 TTH

Subtotal (95% CI)

Subtotal (95% CI)

Total (95% CI)

Heterogeneity: tau2 = 0.00; chi2 = 5.59, df = 6 (P = 0.47); I2 = 0%
Test for overall efect: Z = 5.78 (P < 0.00001)

Heterogeneity: tau2 = 6.53; chi2 = 30.02, df = 1 (P < 0.00001); I2 = 97%
Test for overall efect: Z = 1.33 (P = 0.18)

Test for overall efect: Z = 4.95 (P < 0.00001)
Heterogeneity: tau2 = 0.55; chi2 = 38.62, df = 10 (P < 0.0001); I2 = 74%

Test for subgroup diferences: chi2 = 2.21, df = 2 (P = 0.33); I2 = 9.4%

Mohammad Hosseinifar et al. 2017
Mustafa Corum et al. 2021

1.2.3 migraine
Gemma–Victoria Espi´ –Lo´ pez et al. 2018
Tahere Rezaeian et al. 2021

Negar Azhdari et al. 2022
Sung Hak Cho et al. 2021 (1)
Sung Hak Cho et al. 2021 (2)
Sunghak Cho et al. 2019 (2)
Sunghak Cho et al. 2019 (1)

6.3 1.8 11 11 3.3 11 8.5 –1.70 [–2.70, –0.70]
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Figure 4: Forest plot of disability.
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Moreover, in vitro studies have indicated that MFR can
potentially lower the production of infammatory cytokines
[47]. Terefore, MFR is likely an efective intervention for
alleviating headaches. Te outcomes of this meta-analysis
suggest that MFR may be an efective approach for miti-
gating pain and reducing disability in patients with head-
aches; however, this conclusion should be viewed as
preliminary. Tis may be due to the relatively low meth-
odological quality of the included RCTs, with only one article
having an overall low risk of bias. Tis led to a downgrade in
the quality of evidence for all outcomes. Additionally, the
number of incorporated articles and the sample size were
relatively small, potentially infuencing intergroup com-
parisons. Moreover, only a few articles conducted follow-
ups, and the follow-up periods were relatively short, limiting
the observation of the long-term efects of MFR in-
tervention. Furthermore, the intervention methods and
durations varied among the included studies, and other
treatments were administered alongside MFR. Diferent
forms and durations of MFR intervention may yield diverse
results, contributing to the observed high heterogeneity.
Lastly, except for two studies [24, 31] that explicitly used
drug therapy as a control group, the remaining studies did
not report the use of drugs, and the participants’ use of drugs
may be a source of heterogeneity.

4.1. Implications for Further Research. Future RCTs should
utilize more robust study designs and adhere to the CON-
SORT guidelines to minimize the risk of bias [48]. Addi-
tionally, in clinical studies on MFR, future research should
extend the duration and frequency of follow-up assessments
to evaluate both short-term and long-term efects of MFR
intervention on patients with headaches. Furthermore, de-
tailed records of procedural operations, duration, and applied
force should be maintained during MFR intervention for
future studies to facilitate standardization.

4.2.Clinical Implications. Despite its preliminary nature, the
conclusion suggests that MFR is a straightforward and ef-
fcient method for alleviating pain and disability in headache
patients, making it a viable option in clinical practice
alongside drug therapy.

5. Conclusion

MFR intervention can signifcantly alleviate pain and dis-
ability in TTH and CGH. For migraine, however, the results
were inconsistent, and there was only moderate quality
evidence of disability improvement for TTH and CGH. In
contrast, the quality of other evidence was low or very low.
Due to the limited number of included studies and the low
quality of evidence, future research should incorporate more
rigorously designed RCTs to validate these conclusions.
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[22] J. A. C. Sterne, J. Savović, M. J. Page et al., “RoB 2: a revised
tool for assessing risk of bias in randomised trials,” BMJ,
vol. 366, Article ID l4898, 2019.
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