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Abstract

Background Granulomatous mastitis (GM) is a rare, benign, inflammatory breast disease with an unknown etiol-
ogy that predominantly affects women of reproductive age. The definitive treatment of GM is currently controversial;
an appropriate therapeutic strategy has yet to be identified, and the disease’s high recurrence rate remains. This study
aims to determine the recurrence rate for each GM treatment strategy to identify the most appropriate treatment
modality.

Methods The search for relevant articles was undertaken using three international databases, including Medline,
Scopus, and Web of Science. Articles published in English until the end of 2021 evaluating the recurrence rate of GM
were included. Using Stata 13.0, the pooled incidence and 95% confidence interval (Cl) for the recurrence rate were
determined.

Results Sixty-five eligible studies were included in our study. The recurrence rates of systemic steroid use, topi-

cal steroid use, antibiotic use, methotrexate use, observation, drainage, excision, antibiotic use and surgery, steroid
use and surgery, antibiotic and steroid use, methotrexate and steroid use were 24% (95% Cl: 21-27%), 11% (95%
Cl:6-21%), 18% (95% Cl: 14-22%), 13% (95% Cl: 7-22%), 11% (95% Cl: 7-17%), 65% (95% Cl: 50-78%), 13% (95% Cl:
10-16%), 23% (95% Cl: 14-36%), 7% (95% Cl: 5-11%), 11% (95% Cl: 6-18%), and 4% (95% Cl: 2-8%), respectively. Drain-
age had the highest recurrence rate, while combined methotrexate and steroid treatment had the lowest rate.
Conclusion The optimal treatment strategy for GM depends on the disease’s severity, consequences,

and the patient’s features. The study results indicate that combination therapy is preferable for minimizing the risk

of relapse and reducing treatment complications.
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Backgrounds

Granulomatous mastitis (GM) is an uncommon, benign,
inflammatory breast disease with an unknown etiology
that mainly affects women of childbearing age [1]. Clini-
cal manifestations, including swelling, mass, fistula for-
mation, and radiological findings such as abscess, lymph
node enlargement, calcifications, focal or diffuse asym-
metric density, and hypoechoic lesions, can lead to mis-
diagnosis as carcinoma or infection [2, 3]. There are no
distinguishing imaging findings for GM and breast can-
cer in any imaging modality [3]. Histological evaluation
is usually used to arrive at a definitive diagnosis of GM.
Giant cells, epithelioid histiocytes, non-caseating granu-
lomas, lobulocentric granulomatous inflammation, and
neutrophils are all common characteristics of GM [4].

There are two types of GM: Idiopathic GM (IGM) and
specific GM (SGM). SGM is a rare secondary complica-
tion of tuberculosis, sarcoidosis, Wegener’s granuloma-
tosis, syphilis, corynebacterial infection, foreign body
reaction, etc. IGM is defined as GM without any other
identifiable causes [5]. However, autoimmune response,
infection, and hormonal disruption are the three leading
hypotheses for the etiology of IGM, with the autoimmune
response hypothesis being the most widely accepted [6].
In areas with a high prevalence of tuberculosis, tubercu-
lous mastitis must be ruled out before confirming IGM
[7, 8].

The definitive treatment of GM is controversial; an
optimal treatment strategy has not yet been determined,
and the high recurrence rate persists [9]. If the underly-
ing cause of the granulomatous inflammation is diag-
nosed, the treatment is based on the underlying cause
[10]. Otherwise, conventional GM treatment involves
close follow-up, invasive methods like drainage, and
wide excision, as well as a variety of conservative meth-
ods such as extensive courses of antibiotics, systemic or
topical steroids, and immunosuppressive therapy such
as methotrexate (MTX) [11, 12]. Due to the unfavorable
results associated with surgical therapies for GM, includ-
ing poor wound healing, fistula formation, abscess for-
mation, and Recurrence, corticosteroids appeared helpful
in reducing adverse outcomes such as mastectomy [13].
Treatment with oral corticosteroids usually takes at least
2 to 3 months and might cause significant adverse effects,
with the chance of Recurrence remaining [14]. The recur-
rence rate of GM may reach 50% following restricted
surgical excision and 16-50% following systemic corti-
costeroids [15]. Researchers are now looking into com-
bining treatments to prevent the relapses that can occur
with monotherapy [16]. However, the efficacy of this
method has not yet been thoroughly evaluated.

Only few studies have been undertaken to compare
the various treatments for this disease. This study aims
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to determine the recurrence rate for each GM treatment
approach. In this manner, the disease can be treated
using the most effective treatment with the lowest recur-
rence rate.

Methods

Study design

This research consisted of a systematic review and meta-
analysis. This was accomplished using the Preferred
Reporting Items for Systematic reviews and Meta-Anal-
yses (PRISMA) guideline and the Cochrane Handbook
for Systematic Reviews of Interventions. This study was
approved by the Ethical Committee of Arak University of
Medical Sciences (Code: IR ARAKMU.REC.1401.114).
This study did not include the human sample, and pre-
viously published studies were examined. Therefore,
informed consent was not used in this study.

Search strategy
English-language articles published up until the end of
2021 were searched. The search for relevant publications
was conducted using various keywords for three interna-
tional databases, including Medline via PubMed, Scopus,
and Web of Science. To retrieve publications, the follow-
ing search query was performed, and the search was nar-
rowed to only human and English full-text studies:
(““Granulomatous Mastitis”[Title/ Abstract]
OR ““Granulomatous Mastitis”[Text Word] OR
“Granulomatous  Mastitis”[MeSH  Terms]) AND
(““Recurrence”™[MeSH Terms] OR ““Recurrence”[Text
Word] OR “Recurrence”[Title/ Abstract] OR
“recurr*”“[Text Word] OR “relapse”™[Text Word]))
AND (english[Filter])”

Study selection

To select appropriate articles, retrieved articles were
entered into Endnote software, and duplicate articles
were removed. The titles and abstracts of the remain-
ing articles were then screened, and irrelevant articles
were discarded. Moreover, any review articles without
introducing new cases, letters to editor, case reports
and conference abstracts were excluded from the study.
Afterward, the full text of the remaining articles was
reviewed, and articles lacking desired information were
excluded. Finally, the required information was extracted
from the relevant articles.

Inclusion and exclusion criteria

English-language original articles published up through
the end of 2021 that evaluated the recurrence rate among
GM patients met the eligibility criteria. There was no
time limit on the entry of the articles. Any reported
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Fig. 1 Flow diagram of the literature search for studies included in the meta-analysis

recurrence, whether radiological or biopsy-proven, was
considered valid for this study.

GM is classified as mild when there are a few localized
granulomas and severe when there is extensive involve-
ment, leading to significant inflammation, tissue dam-
age, and more pronounced symptoms, including severe
breast pain, swelling, skin changes, nipple retraction, and
the formation of draining sinuses or abscesses [17, 18].
In light of this, studies have reported on various treat-
ments, including topical and oral medications, injections,
and surgical interventions. In our research, all disease
severity levels and the majority of utilized medications
have been included. Articles that only had information
about incomplete disease resolution or reported recur-
rence of a treatment method that was not relevant to at
least one of our therapeutic options (systemic steroid use,
topical steroid use, antibiotic use, MTX use, observa-
tion, drainage, excision, antibiotic use and surgery, ster-
oid use and surgery, antibiotic and steroid use, MTX and
steroid use) were excluded from our study. There was no

minimum follow-up duration requirement for studies to
be included to assess for recurrence. However, it should
be noted that studies with an extremely short follow-up
period may fail to detect recurrences.

In instances when the article was relevant but lacked
the required information, the author was contacted. Two
individuals separately completed each step of the selec-
tion process. In instances of disagreement, decisions
were made in collaboration with the other authors.

Data extraction

The extracted data from each article included the name
of the first author, the year the article was published, the
sample size, the type of disease, the type of treatment
administered, the country of the study, the rate of Recur-
rence following each treatment method (surgery/phar-
macotherapy), the follow-up duration, and the quality
score of the studies.
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Fig. 2 Forest plot showing the recurrence rate following oral steroid use

Risk of bias

The quality assessment of the retrieved studies was per-
formed by two authors using the quality assessment
checKlist for prevalence studies, which is adapted from
Hoy et al. [19] (Appendix 1). The score of this checklist
ranged from O to 9, which divides the articles into three
groups, including low risk (score 0-3), moderate risk
(score 4—6), and high risk (score 7-9).

Statistical analysis

To test for heterogeneity among the studies, the I? statis-
tic was calculated using the chi-square test; if there was
substantial heterogeneity among the studies, the reason
for the heterogeneity was investigated using meta-regres-
sion and subgroup analysis. In the case of heterogene-
ity, a random effect model was utilized to combine data.
Since there was no evidence in favor of heterogeneity
among our data, the fixed-effect model was used to pool
the data in all cases. Begg’s test was utilized to examine

Proportion

publication bias. In routine meta-analysis packages,
when the disease prevalence is 0 or 100 because the soft-
ware cannot calculate the standard deviation, it excludes
the mentioned study from the analysis, leading to overes-
timation or underestimation of the desired index. There-
fore, to pool the results of primary studies, we used the
“metapreg” package in Stata [20], in which the Agresti-
Coull method was used to estimate the confidence inter-
val. All analyses were done using Stata software version
16 (Stata Corp, College Station, TX, USA).

Lastly, In addition to discussing the appropriate cir-
cumstances for the use of each aforementioned thera-
peutic modality, a discussion on rifampicin’s application
in granulomatous lobular mastitis (GLM) which has
recently attracted attention, has been attempted.
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Fig. 3 Forest plot showing the recurrence rate following antibiotic use

Results

Study selection and study characteristics

The process of article searching and screening is dis-
played in Fig. 1. We searched the three international
databases to find the relative papers and retrieved 553
papers (Scopus: 202, PubMed/Medline: 169, Web of Sci-
ence: 182). In addition to the mentioned databases, we
searched Google Scholar to find the gray literature, and
the references of the final selected papers were searched
manually (n=14).

As shown in Fig. 1, out of 567 retrieved papers, after
deleting the 303 duplicate papers, the title and abstract
of 264 papers were screened, and 131 irrelevant papers
were excluded. In the next step, the full texts of the
remaining 133 studies were screened in detail. Finally, 68
studies were excluded, 65 met the inclusion criteria, and
their required data were extracted and included in the
meta-analysis.

The details of the included studies are presented in
Table 1. The earliest included study was published in
1989, and the most recent in 2021. Turkey had the most
articles among countries in the world. The sample size
ranged from 10 to 716 participants. The non-random
sampling method has been the most common in select-
ing samples, and as shown in Table 1, most studies were
conducted on Idiopathic granulomatous mastitis (IGM).

Risk of bias within studies

We used a quality assessment checklist for prevalence
studies to assess the risk of bias within studies. The qual-
ity assessment results revealed that 16.92% of studies
were low risk, 63.08% were moderate risk, and 20% were
high risk.
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Fig. 4 Forest plot showing the recurrence rate following Methotrexate use

Quantitative data synthesis and heterogeneity

across studies

The recurrence rate following oral steroid use

To estimate the recurrence rate following oral steroids,
31 primary studies were included in the meta-analy-
sis. The chi-square test results suggested no substan-
tial heterogeneity among studies (Chi square=16.3,
I-square =46.99%), and the fixed-effect model was used
to pool the reported results. The meta-analysis results
estimated the pooled recurrence rate as 24% (95% CI:
21-27%) (Fig. 2).

The recurrence rate following topical steroid use

Only two studies investigated the recurrence rate of GM
after topical steroid use. The fixed-effect model estimated
the pooled recurrence rate, which was 11% (95% CI:
6-21%).

The recurrence rate following antibiotic use

Twelve primary studies investigated the recurrence
rate of GM after antibiotic use and were included in
this meta-analysis. Analysis to assess the heterogeneity

suggested that there is no evidence in favor of significant
heterogeneity (Chi square=0.3, I-square=2.31%), and
the fixed-effect model was used to pool the results of pri-
mary studies. The results suggested that the recurrence
rate of GM after antibiotic use is 18% (95% CI: 14—22%)
(Fig. 3).

The recurrence rate following MTX use

Five studies investigated the recurrence rate after metho-
trexate use, and their results were pooled to estimate the
overall recurrence rate. The analysis suggested no evi-
dence in favor of significant heterogeneity between stud-
ies (Chi square=0.0, I-square=0%), and the fixed-effect
model was used. The pooled recurrence rate was esti-
mated as 13% (95% CI: 7-22%) (Fig. 4).

The recurrence rate following methotrexate and oral steroid
use

As shown in Fig. 5, seven studies met the inclusion cri-
teria, which assessed the recurrence rate of GM follow-
ing the combination of methotrexate and oral steroid
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Fig. 5 Forest plot showing the recurrence rate following methotrexate and oral steroid use

use. The evidence revealed no substantial heterogene-
ity among studies, and the fixed-effect model was used
to pool the reported primary results (Chi square=3.97,
I-square=16.04%). The meta-analysis showed that the
recurrence rate of GM after MTX and oral steroid use is
4% (95% CI: 2—8%).

The recurrence rate following antibiotic and steroid use

As shown in Fig. 6, six studies investigated the relapse
rate after taking antibiotics and steroids. The hetero-
geneity between the studies showed no fundamental
heterogeneity; therefore, the fixed-effect model was
used to pool the primary findings (Chi square=0.24,
I-square=18.6%). Based on the results of the meta-analy-
sis, it was found that the summary recurrence rate of GM
in this group is equal to 11% (95%CI: 6-18%).

The recurrence rate following observation
Among the retrieved articles, nine investigated the
recurrence rate in the group that did not receive any

intervention and were only under observation. As in the
previous cases, the results of examining the heteroge-
neity among these nine studies showed no noteworthy
heterogeneity between the studies (Chi square=1.55,
I-square=12.66%). The overall recurrence rate in this
group of articles was estimated at 11% (95% CI: 7-17%)
based on the meta-analysis results of these studies
(Fig. 7).

The recurrence rate following drainage

In four studies, the drainage method was used to treat
GM. Investigation of the articles’ heterogeneity showed
no substantial heterogeneity between the studies (Chi
square=0.0, I-square=0.0%). The meta-analysis results
showed that the recurrence rate of GM after drainage is
65% (95% CI: 50-78%) (Fig. 8).

The recurrence rate following excision
Figure 9 shows the results of the meta-analysis of GM
recurrence rate after excision. Twenty-nine studies were
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Fig. 6 Forest plot showing the recurrence rate following antibiotic and steroid use

included in this analysis. Based on the analysis, there
was no considerable heterogeneity among the included
studies (Chi square=36.59, I-square=32.07%). After
integrating the results of the primary studies, the overall
relapse rate in this treatment group was estimated at 13%
(95% CI: 10-16%).

The recurrence rate following antibiotic use and surgery

As shown in Fig. 10, six studies have investigated GM’s
recurrence rate after surgery and the use of antibiotics.
No substantial heterogeneity was observed among these
studies, and the fixed-effects model combined the find-
ings (Chi square=15.0, I-square=30.96%). The meta-
analysis results in this group showed a recurrence rate of
23% (95% CI: 14-36%).

The recurrence rate following steroid use and surgery

Eleven studies, as illustrated in Fig. 11, have looked into
the recurrence rate of GM after surgery and steroid
therapy. There was no significant heterogeneity across
these studies, and the fixed-effects model was utilized to

combine the results (Chi square =3.43, I-square =14.8%).
According to the meta-analysis results, the overall recur-
rence rate in this group was 7% (95% CI: 5-11%). A sum-
mary of the recurrence rates for therapeutic modalities in
GM is provided in Table 2.

Risk of bias across the studies

Begg test was used to check the publication bias across
studies. The findings proposed no evidence of publica-
tion bias in some meta-analyses, such as oral steroid
use (Begg’s test p-value=0.101). However, there was
evidence of publication bias in others, such as excision
(Begg’s test p value=0.041).

Discussion

GM therapeutic methods

Therapeutic management of GM remains controver-
sial, and there is limited evidence to guide treatment
decisions. Healing of the disease with no recurrence in
patient follow-up constitutes effective therapy of GM
[76]. Surgical excision, including wide surgical resection,
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Fig. 7 Forest plot showing the recurrence rate following observation

mastectomy with or without rapid breast reconstruction,
frequent abscess drainage, antibiotics, topical or systemic
corticosteroids treatment, immunosuppression with
MTX, and close observation are among the treatment
options [15, 37, 41, 43]. Several studies suggest that the
disease will improve by itself through Observation alone
[29, 30]. Some other studies consider conservative treat-
ments the most effective treatment with the lowest recur-
rence rate [45, 55, 56, 70], while others find surgery the
most appropriate treatment [1, 60, 62, 65]. Some studies
believe that a combination of conservative and surgical
therapy should be administered to decrease the recur-
rence rate [22, 42, 59, 77]. In our study, drainage had the
highest recurrence rate, while the lowest rate was related
to concurrent MTX and steroid treatment.

Observation and topical steroid treatment have dem-
onstrated a lower recurrence rate than surgery and
steroid therapy; this may be because observation and
topical steroid therapy have been typically employed in
mild occurrences of the condition. Since GM is a tran-
sient, benign illness that resolves by itself, observation

5 .75 1

Proportion

may be an appropriate option in these instances, and
other treatments should be used less frequently because
of their side effects. Antibiotics are commonly adminis-
tered due to the uncertainty of the diagnosis of GM prior
to histopathological analysis; however, antibiotic therapy
has been demonstrated to be ineffective for GM treat-
ment since it is a sterile condition [78]. Treatment with
systemic steroids is over six months, and adverse effects
such as gaining weight, hyperglycemia, hypertension,
Cushing syndrome, and an immunocompromised state
may develop [31]. Furthermore, incorrect operation
scheduling usually results in distorted breast appearance,
diminishes the beauty of the breasts, and exacerbates
patients’ psychological burden and social difficulties [79].
Therefore, in noncomplicated cases, it is recommended
to employ topical medications or observation, which
consists of clinically and radiologically following patients
at frequent intervals (1-3 months) (25).

In patients with diffuse breast inflammation, medical
treatment is often preferred [11]. In our study, MTX had
the lowest relapse rate among medical treatment options.
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Fig. 8 Forest plot showing the recurrence rate following drainage

However, patients often receive MTX as a second-line
therapy, and it has rarely been administered as a mono-
therapy. MTX may be added to corticosteroids if symp-
toms do not improve, unfavorable steroid effects occur,
or relapse is seen [73]. In the current study, MTX signifi-
cantly lowered the recurrence rate when combined with
corticosteroids. There are studies documenting MTX’s
efficacy in preventing disease relapse, lessening corti-
costeroid dose, and inducing disease remission [2, 7, 80].
Therefore, in extensive inflammation, the combination of
MTX and corticosteroid can be used to lower the risk of
Recurrence and the necessity for mastectomy, as well as
eliminating the requirement for high doses of corticoster-
oid, thereby minimizing the adverse effects. In addition,
consistent with the findings of Kafadar et al., because of
the low rate of Recurrence in the therapy with corticos-
teroids and MTX, this combination can be employed
after Recurrence with other treatments, including sur-
gery [41]. However, due to the higher prevalence of GM
while breastfeeding and the adverse effects of MTX
on the infant during breastfeeding [81, 82], it should

be noted that MTX should be avoided in breastfeeding
mothers in favor of corticosteroid monotherapy.

Despite the stated high recurrence rate of drainage, this
treatment is unavoidable when an abscess is formed [49,
56]. Antibiotics can be beneficial in these situations and
significantly decrease the recurrence rate. Similar find-
ings from previous studies indicate that antibiotics can be
given empirically for 7-10 days if an abscess occurs [83].

In recent years, nonsurgical treatment options, such as
medicines, have surpassed surgical treatment. A limited
surgery technique is associated with a high risk of relapse,
whereas negative margin surgery is associated with sig-
nificant side effects, such as cosmetic concerns. How-
ever, excision is advised when the differential diagnosis
between GM and cancer is uncertain [53]. Additionally,
surgical excision may be beneficial if the inflammation is
localized [11, 31]. The combination of surgery and cor-
ticosteroids is an effective treatment for GM, and due
to the low recurrence rate, it could be utilized as the
first line in these situations. Moreover, steroids given to
patients with extensive lesions before surgery may reduce
the lesion’s size, improving the procedure’s cosmetic
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Fig.9 Forest plot showing the recurrence rate following excision

outcome [65]. However, it is essential to note that since
corticosteroids slow down wound healing, the minimum
effective dose should be used until the wound heals after
surgery.

Rifampicin therapy in GLM

In the past decade, there has been a noticeable change
in the literature about the management of GLM, shift-
ing from surgery to medicinal treatment. Many stud-
ies have identified Corynebacterium kroppenstedtii as
the principal pathogenic component of GLM, although
other atypical pathogens such as Pseudomonas oleo-
vorans, Acinetobacter baumannii, and Thermus ther-
mophilus may also be intimately associated with GLM.
Abnormal levels of prolactin hormone and autoimmune
dysfunction are significant causes of GLM. Each of the
three pathogenic variables can act alone as the cause of
GLM or combine to promote the development of GLM.

Therefore, lipophilic antibiotics such as Rifampicin, and
prolactin inhibitors could be effective treatments [84].

A study by Farouk et al. demonstrated the effective-
ness of a Rifampicin therapy regimen of 300 mg twice
daily for 6-9 months in treating GLM. The treatment
resulted in complete clinical and ultrasonographic
response in 30 patients, with no recurrent episodes
during a median follow-up of 15.5 months (average
3-35 months). This suggests that Rifampicin could be
an effective standalone medical treatment option for
GLM, replacing the need for surgery or corticosteroids
[15].

In a recent clinical trial, Zhou et al. demonstrated the
safety and efficacy of Rifampicin-based triple therapy
(Rifampicin, Isoniazid, and Ethambutol) in treating
82 patients with GLM. The treatment continued for a
median of 8 months, and 8 patients (9.76%) experienced
a relapse [85].
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Therefore, special attention should be paid on utilizing
this drug for treating GLM. Moreover, trials should pri-
oritize using rifampicin for more precise outcomes.

Limitations

One of the limitations of this study is that since most
studies were retrospective or used non-randomized
sampling, there is a risk of bias in comparing the recur-
rence rate of each treatment. Moreover, drug use dosage
and duration vary between studies, and a particular drug
dose has not been established. Another limitation of the
study is the dispersion in the duration of follow-up across
different studies. The duration of follow-up depends on
factors such as the severity of the condition, the effective-
ness of the treatment, the presence of any complications,
and the individual’s overall progress and healing [12, 30].
There is no specific duration for patient follow-up. How-
ever, given the substantial variations in severity of the
disease and follow-up durations, there is a potential for
inaccuracies in comparing the recurrence rate associated
with each therapeutic approach. In addition, a number
of the treatments in the studies had small sample sizes,

which might lead to estimation errors when compar-
ing the effectiveness of the treatment to other treatment
methods.

Conclusion

GM is a rare, benign breast disease without a specific
treatment strategy. Clinicians should choose the treat-
ment modality based on the patient’s characteristics and
disease complications. The results of this study show
that combination therapy is superior to monotherapy in
reducing the risk of Recurrence. Some patients with mild
symptoms may only require observation or topical treat-
ment. Abscesses could well be treated with drainage in
conjunction with antibiotics. Surgical excision combined
with steroid therapy is an option for patients with local-
ized lesions like masses. Oral steroids, combined with
MTX, could be the first line of treatment for patients
exhibiting more severe symptoms, such as widespread
breast swelling or acute skin inflammation. It should be
noted that the adverse effects of the treatments must be
explained to the patients, and the patient’s preferences
must be incorporated into the treatment. In summary, it
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Table 2 Recurrence rates for different therapeutic approaches in

GM

Therapeutic method Recurrence rate% (95% Number
ql) of

studies

Oral Steroid 24 (21-27) 31

Topical Steroid 11 (6-21) 1

Antibiotic 18 (14-22) 12

MTX 13 (7-22) 5

MTX and Oral Steroid 4 (2-8) 7

Antibiotic and Steroid 11 (6-18) 6

Observation 11(7-17) 9

Drainage 65 (50-78) 4

Excision 13(10-16) 29

Antibiotic and Surgery 23 (14-36)

Steroid and Surgery 7 (5-11)

MTX methotrexate

.75 1

can be stated that the treatment of GM varies depend-
ing on the situation, and it is required to develop guide-
lines based on the present study and other similar studies
so that the appropriate treatments can be administered
focusing on the disease’s features.

Abbreviations

PRISMA
GM

al
MeSH
IGM
SGM
CGM
GLM
™
MTX

Preferred reporting items for systematic reviews and meta-analyses
Granulomatous mastitis

Confidence interval

Medical subject headings

Idiopathic GM

Specific GM

Chronic granulomatous mastitis

Granulomatous lobular mastitis

Tuberculous mastitis

Methotrexate

Acknowledgements
We would like to thank the vice chancellor for the Arak University of Medical
Sciences research for their financial and scientific support.



Sarmadian et al. European Journal of Medical Research (2024) 29:164

Author contributions

RS, FS, HS, MS, and AAH conceived the study. RS and AAH contributed to
the title and full-text screening. AAH and RS extracted the data. All authors
contributed equally to the initial draft of the manuscript. AAH analyzed the
data, and all authors have read, revised, and approved the final version of the
manuscript.

Funding

The present study was funded by the Arak University of Medical Sciences (Pro-
ject Number: 4140). The funders had no role in study design, data collection
and analysis, decision to publish, or manuscript preparation.

Availability of data and materials
All data for the analyses are presented in Table 1.

Declarations

Ethics approval and consent to participate
This study was approved by the Ethical Committee of Arak University of Medi-
cal Sciences (Code: IRARAKMU.REC.1401.114).

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Author details

'Student Research Committee, Tehran University of Medical Sciences, Tehran,
Iran. 2Department of Radiology, School of Medicine, Arak University of Medical
Sciences, Arak, Iran, *Department of Infectious Diseases, School of Medicine,
Arak University of Medical Sciences, Arak, Iran. “Department of Gynecology,
School of Medicine, Arak University of Medical Sciences, Arak, Iran. *Depart-
ment of Epidemiology, School of Health, Arak University of Medical Sciences,
Basij Square, Arak, Iran. *Traditional and Complementary Medicine Research
Center (TCMRC), Arak University of Medical Sciences, Arak, Iran.

Received: 31 May 2023 Accepted: 1 March 2024
Published online: 12 March 2024

References

1. Alrayes A, Almarzooq R, Abdulla HA. Surgical treatment of granulomatous
mastitis: our experience in Bahrain. Breast J. 2019;25(5):958-62. https://
doi.org/10.1111/tbj.13378.

2. TekgdzE, Colak S, Cinar M, Yilmaz S. Treatment of idiopathic granuloma-
tous mastitis and factors related with disease recurrence. Turkish J Med
Sci. 2020;50(5):1380-6. https://doi.org/10.3906/sag-2003-93.

3. Aslan H, Arer IM, Pourbagher A, Ozen M. Is there a correlation between
the severity of Idiopathic Granulomatous Mastitis and pre-treatment
Shear-Wave Elastography Findings? Original research. Ann Ital Chir.
2018,89:489-94.

4. Tan QT, Tay SP, Gudi MA, Nadkarni NV, Lim SH, Chuwa EWL. Granuloma-
tous mastitis and factors associated with recurrence: an 11-year single-
centre study of 113 patients in Singapore. World J Surg. 2019;43(7):1737-
45. https://doi.org/10.1007/500268-019-05014-x.

5. Korkut E, Akcay MN, Karadeniz E, Subasi ID, Gursan N. Granulomatous
mastitis: a ten-year experience at a university hospital. Eurasian J Med.
2015;47(3):165-73. https://doi.org/10.5152/eurasianjmed.2015.118.

6. Toktas O, Konca C, Trabulus DC, Soyder A, Koksal H, Karanlik H, et al. A
novel first-line treatment alternative for noncomplicated idiopathic
granulomatous mastitis: combined intralesional steroid injection with
topical steroid administration. Breast Care. 2021;16(2):181-7. https:.//
doi.org/10.1159/000507951.

7. SheybaniF, Sarvghad MR, Naderi HR, Gharib M. Treatment for and
clinical characteristics of granulomatous mastitis. Obstet Gynecol.
2015;125(4):801-7. https://doi.org/10.1097/A0G.0000000000000734.

20.

21.

22.

23.

24.

25.

26.

27.

Page 19 of 21

Ozdilekcan C, Agca FD, Ozdemir T, Irkkan SC, Turkkani MH. Close to half
of the granulomatous mastitis may be tuberculosis mastitis. Cyprus J
Med Sci. 2020;5(3):217-20. https://doi.org/10.5152/cjms.2020.1405.
Toktas O, Toprak N. Treatment results of intralesional steroid injection
and topical steroid administration in pregnant women with idiopathic
granulomatous mastitis. Eur J Breast Health. 2021;17(3):283-7. https://
doi.org/10.4274/ejbh.galenos.2021.2021-2-4.

Yuan Q-Q, Xiao S-Y, Farouk O, Du Y-T, Sheybani F, Tan QT, et al. Manage-
ment of granulomatous lobular mastitis: an international multidiscipli-
nary consensus (2021 edition). Military Med Res. 2022;9(1):20. https://
doi.org/10.1186/540779-022-00380-5.

. Caliskan M, Altay A, Eren A, Atayoglu AT. An integrative approach for

idiopathic granulomatous mastitis. Indian J Surg. 2020. https://doi.org/
10.1007/512262-020-02170-6.

Lei X, Chen K, Zhu L, Song E, Su F, Li S. Treatments for idiopathic granu-
lomatous mastitis: systematic review and meta-analysis. Breastfeeding
Med. 2017;12(7):415-21. https://doi.org/10.1089/bfm.2017.0030.
Godazandeh G, Shojaee L, Alizadeh-Navaei R, Hessami A. Corticos-
teroids in idiopathic granulomatous mastitis: a systematic review

and meta-analysis. Surg Today. 2021. https://doi.org/10.1007/
s00595-021-02234-4.

Zhang X, Li J, Hu XJ. Postoperative Yanghe decoction regimen improves
outcomes for idiopathic granulomatous mastitis: a retrospective cohort
study. Medicine. 2020,99(45):e23136. https://doi.org/10.1097/md.00000
00000023136.

Farouk O, Abdelkhalek M, Abdallah A, Shata A, Senbel A, Attia E, et al.
Rifampicin for idiopathic granulomatous lobular mastitis: a promising
alternative for treatment. World J Surg. 2017;41(5):1313-21. https://doi.
0rg/10.1007/500268-016-3857-7.

Basim P, Argun D, Argun F. Risk factors for idiopathic granulomatous mas-
titis recurrence after patient-tailored treatment: do we need an escalating
treatment algorithm? Breast Care. 2021. https://doi.org/10.1159/00051
7399.

Calis H, Karakoyun R, Aslaner A, Gunduz UR, Arici C. Management of
patients with idiopathic granulomatous mastitis: presentation of 13
cases. J Breast Health. 2014;10(1):30-4. https://doi.org/10.5152/tjbh.2014.
1907.

Shabani S, Sadeghi B, Zarinfar N, Sarmadian R. Idiopathic granulomatous
mastitis: a case report and literature review. Clin Case Rep. 2023;11(9):
e7819. https://doi.org/10.1002/ccr3.7819.

Hoy D, Brooks P, Woolf A, Blyth F, March L, Bain C, et al. Assessing risk of
bias in prevalence studies: modification of an existing tool and evidence
of interrater agreement. J Clin Epidemiol. 2012;65(9):934-9. https://doi.
0rg/10.1016/jjclinepi2011.11.014.

Nyaga V. METAPREG: Stata module to compute fixed and random effects
meta-analysis and meta-regression of proportions. 2022.

Akbulut S, Yilmaz D, Bakir S. Methotrexate in the management of idi-
opathic granulomatous mastitis: review of 108 published cases and
report of four cases. Breast J. 2011;17(6):661-8. https://doi.org/10.1111/j.
1524-4741.2011.01162.x.

Akcan A, Oz AB, Dogan S, Akguin H, Akylz M, Ok E, et al. Idiopathic
Granulomatous Mastitis: comparison of wide local excision with

or without corticosteroid therapy. Breast Care (Basel, Switzerland).
2014;9(2):111-5. https://doi.org/10.1159/000360926.

Al-Jarrah A, TaranikantiV, Lakhtakia R, Al-Jabri A, Sawhney S. Idiopathic
Granulomatous Mastitis: diagnostic strategy and therapeutic implica-
tions in Omani patients. Sultan Qaboos Univ Med J. 2013;13(2):241-7.
https://doi.org/10.12816/0003229.

Altintoprak F, Kivilcim T, Yalkin O, Uzunoglu Y, Kahyaoglu Z, Dilek ON.
Topical steroids are effective in the treatment of idiopathic granuloma-
tous mastitis. World J Surg. 2015;39(11):2718-23. https://doi.org/10.
1007/500268-015-3147-9.

Asoglu O, Ozmen 'V, Karanlik H, Tunaci M, Cabioglu N, Igci A, et al. Feasi-
bility of surgical management in patients with granulomatous mastitis.
Breast J. 2005;11(2):108-14. https://doi.org/10.1111/}.1075-122X.2005.
21576.x.

Atalay C, Kiziltan G, Ozaslan C, Pak I. Idiopathic granulomatous mastitis.
J Breast Health. 2011:7(4):203-6.

Azlina AF, Ariza Z, Arni T, Path A, Hisham AN. Chronic granulomatous
mastitis: diagnostic and therapeutic considerations. World J Surg.
2003;27(5):515-8. https://doi.org/10.1007/500268-003-6806-1.


https://doi.org/10.1111/tbj.13378
https://doi.org/10.1111/tbj.13378
https://doi.org/10.3906/sag-2003-93
https://doi.org/10.1007/s00268-019-05014-x
https://doi.org/10.5152/eurasianjmed.2015.118
https://doi.org/10.1159/000507951
https://doi.org/10.1159/000507951
https://doi.org/10.1097/AOG.0000000000000734
https://doi.org/10.5152/cjms.2020.1405
https://doi.org/10.4274/ejbh.galenos.2021.2021-2-4
https://doi.org/10.4274/ejbh.galenos.2021.2021-2-4
https://doi.org/10.1186/s40779-022-00380-5
https://doi.org/10.1186/s40779-022-00380-5
https://doi.org/10.1007/s12262-020-02170-6
https://doi.org/10.1007/s12262-020-02170-6
https://doi.org/10.1089/bfm.2017.0030
https://doi.org/10.1007/s00595-021-02234-4
https://doi.org/10.1007/s00595-021-02234-4
https://doi.org/10.1097/md.0000000000023136
https://doi.org/10.1097/md.0000000000023136
https://doi.org/10.1007/s00268-016-3857-7
https://doi.org/10.1007/s00268-016-3857-7
https://doi.org/10.1159/000517399
https://doi.org/10.1159/000517399
https://doi.org/10.5152/tjbh.2014.1907
https://doi.org/10.5152/tjbh.2014.1907
https://doi.org/10.1002/ccr3.7819
https://doi.org/10.1016/j.jclinepi.2011.11.014
https://doi.org/10.1016/j.jclinepi.2011.11.014
https://doi.org/10.1111/j.1524-4741.2011.01162.x
https://doi.org/10.1111/j.1524-4741.2011.01162.x
https://doi.org/10.1159/000360926
https://doi.org/10.12816/0003229
https://doi.org/10.1007/s00268-015-3147-9
https://doi.org/10.1007/s00268-015-3147-9
https://doi.org/10.1111/j.1075-122X.2005.21576.x
https://doi.org/10.1111/j.1075-122X.2005.21576.x
https://doi.org/10.1007/s00268-003-6806-1
amoozesh11
Highlight

amoozesh11
Highlight


Sarmadian et al. European Journal of Medical Research

28.

29.

30.

31

32.

33

34

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

(2024) 29:164

Baslaim MM, Khayat HA, Al-Amoudi SA. Idiopathic granulomatous mas-
titis: a heterogeneous disease with variable clinical presentation. World
J'Surg. 2007;31(8):1677-81. https://doi.org/10.1007/500268-007-9116-1.
Bouton ME, Jayaram L, O'Neill PJ, Hsu CH, Komenaka IK. Management

of idiopathic granulomatous mastitis with observation. Am J Surg.
2015:210(2):258-62. https://doi.org/10.1016/j.amjsurg.2014.08.044.
Getinkaya G, Kozan R, Emral AC, Tezel E. Granulomatous mastitis, watch
and wait is a good option. Irish J Med Sci. 2021;190(3):1117-22. https://
doi.org/10.1007/511845-020-02406-0.

Chirappapha P, Thaweepworadej P, Supsamutchai C, Biadul N, Lertsithi-
chai P. Idiopathic granulomatous mastitis: a retrospective cohort study
between 44 patients with different treatment modalities. Ann Med Surg.
2012;2018(36):162-7. https://doi.org/10.1016/j.amsu.2018.11.001.

Co M, Cheng VCC, Wei JN, Wong SCY, Chan SMS, Shek T, Kwong A.
Idiopathic granulomatous mastitis: a 10-year study from a multicentre
clinical database. Pathology. 2018;50(7):742-7. https://doi.org/10.1016/j.
pathol.2018.08.010.

Cornejo-Juarez P, Vilar-Compte D, Pérez-Jiménez C, Gonzélez-Ordonez H,
Maldonado-Martinez H, Pérez-Badillo MP, et al. Idiopathic granulomatous
mastitis. Experience at a cancer center. Revista de investigacion clinica
organo del Hospital de Enfermedades de la Nutricion. 2014;66(5):393-8.
Dag A, Edizsoy A, Berkesodlu M. Oncoplastic breast surgery techniques
when surgery is essential for the management of the idiopatic granu-
lomatous mastitis. J Investig Surg. 2021. https://doi.org/10.1080/08941
939.2021.1922552.

Elzahaby IA, Khater A, Fathi A, Hany |, Abdelkhalek M, Gaballah K, et al.
Etiologic revelation and outcome of the surgical management of idi-
opathic granulomatous mastitis. An Egyptian centre experience. Breast
Dis. 2016;36(4):115-22. https://doi.org/10.3233/bd-160238.

Erozgen F, Ersoy YE, Akaydin M, Memmi N, Celik AS, Celebi F, et al. Corti-
costeroid treatment and timing of surgery in idiopathic granulomatous
mastitis confusing with breast carcinoma. Breast Cancer Res Treatment.
2010;123(2):447-52. https://doi.org/10.1007/510549-010-1041-6.
Ertlirk TF, Cakir O, Yaprak Bayrak B, Glines A, Aydemir S, Utkan NZ. Local
steroid treatment: an effective procedure for idiopathic granulomatous
mastitis, including complicated cases. J Investig Surg. 2021. https://doi.
0rg/10.1080/08941939.2021.1933272.

Gopalakrishnan Nair C, Hiran, Jacob P, Menon RR, Misha. Inflammatory
diseases of the non-lactating female breasts. Int J Surg (London, England).
2015;13:8-11. https://doi.org/10.1016/}.ijsu.2014.11.022.

Govindasamy A, Rajamanickam B, Chandramohan RP. Critical review of
granulomatous mastitis. J Evol Med Dent Sci-Jemds. 2016;5(101):7435-7.
https://doi.org/10.14260/jemds/2016/1683.

Hur SM, Cho DH, Lee SK, Choi MY, Bae SY, Koo MY, et al. Experience of
treatment of patients with granulomatous lobular mastitis. J Korean Surg
Soc. 2013;85(1):1-6. https://doi.org/10.4174/jkss.2013.85.1.1.

Kafadar MT, Bahadir MV, Girgin S. Low-dose methotrexate use in idi-
opathic granulomatous mastitis: an alternative treatment method. Breast
Care. 2021;16(4):402-7. https://doi.org/10.1159/000513879.

Karanlik H, Ozgur |, Simsek S, Fathalizadeh A, Tukenmez M, Sahin D, et al.
Can steroids plus surgery become a first-line treatment of idiopathic
granulomatous mastitis? Breast Care (Basel, Switzerland). 2014;9(5):338-
42. https://doi.org/10.1159/000366437.

Kaviani A, Vasigh M, Omranipour R, Mahmoudzadeh H, Elahi A, Farivar L,
Zand S. Idiopathic granulomatous mastitis: Looking for the most effective
therapy with the least side effects according to the severity of the disease
in 374 patients in Iran. Breast J. 2019;25(4):672-7. https://doi.org/10.1111/
thj.13300.

Kayahan M, Kadioglu H, Muslumanoglu M. Management of patients with
granulomatous mastitis: analysis of 31 cases. Breast Care (Basel, Switzer-
land). 2012;7(3):226-30. https://doi.org/10.1159/000337758.

Kehribar DY, Duran Tl, Polat AK, Ozgen M. Effectiveness of methotrex-

ate in idiopathic granulomatous mastitis treatment. Am J Med Sci.
2020;360(5):560-5. https://doi.org/10.1016/j.amjms.2020.05.029.

Koksal H. What are the new findings with regard to the mysterious dis-
ease idiopathic granulomatous mastitis? Surg Today. 2021;51(7):1158-68.
https://doi.org/10.1007/500595-020-02204-2.

Liao H, Guo J, Chen X, Hua Z, Lin J, Weng Y. Ultrasound classification-
guided minimally invasive rotary cutting in granulomatous lobular
mastitis. BMC Women's Health. 2020;20(1):252. https://doi.org/10.1186/
512905-020-01118-y.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

Page 20 of 21

Mizrakli T, Velidedeoglu M, Yemisen M, Mete B, Kilic F, Yilmaz H, et al. Cor-
ticosteroid treatment in the management of idiopathic granulomatous
mastitis to avoid unnecessary surgery. Surg Today. 2015;45(4):457-65.
https://doi.org/10.1007/500595-014-0966-5.

Nair CG, Hiran, Jacob P, Menon RR, Misha. Inflammatory diseases of the
non-lactating female breasts. Int J Surg. 2015;13:8-11. https://doi.org/10.
1016/}ij5u.2014.11.022.

Ocal K, Dag A, Turkmenoglu O, Kara T, Seyit H, Konca K. Granulomatous
mastitis: clinical, pathological features, and management. Breast J.
2010;16(2):176-82. https://doi.org/10.1111/j.1524-4741.2009.00879 .x.
Ozel L, Unal A, Unal E, Kara M, Erdogdu E, Krand O, et al. Granuloma-
tous mastitis: is it an autoimmune disease? Diagnostic and therapeutic
dilemmas. Surg Today. 2012;42(8):729-33. https://doi.org/10.1007/
500595-011-0046-z.

Ringsted S, Friedman M. A rheumatologic approach to granulomatous
mastitis: a case series and review of the literature. Int J Rheumatic Dis.
2021;24(4):526-32. https://doi.org/10.1111/1756-185x.14065.

Salehi M, Salehi H, Moafi M, Taleban R, Tabatabaei SA, Salehi M, Salehi MM.
Comparison of the effect of surgical and medical therapy for the treat-
ment of idiopathic granulomatous mastitis. J Res Med Sci. 2014;19(Suppl!
1):S5-8.

Sen Oran E, Gurdal SO, Yankol Y, Oznur M, Calay Z, Tunaci M, Soybir GR.
Management of idiopathic granulomatous mastitis diagnosed by core
biopsy: a retrospective multicenter study. Breast J. 2013;19(4):411-8.
https://doi.org/10.1111/tbj.12123.

Shin YD, Park SS, Song YJ, Son SM, Choi YJ. Is surgical excision necessary
for the treatment of Granulomatous lobular mastitis? BMC Women's
Health. 2017;17(1):49. https://doi.org/10.1186/512905-017-0412-0.
Shojaee L, Rahmani N, Moradi S, Motamedi A, Godazandeh G. Idiopathic
granulomatous mastitis: challenges of treatment in iranian women. BMC
Surg. 2021;21(1):206. https://doi.org/10.1186/512893-021-01210-6.
Skandarajah A, Marley L. Idiopathic granulomatous mastitis: a medical or
surgical disease of the breast? ANZ J Surg. 2015;85(12):979-82. https://
doi.org/10.1111/ans.12929.

Velidedeoglu M, Kilic F, Mete B, Yemisen M, Celik V, Gazioglu E, et al. Bilat-
eral idiopathic granulomatous mastitis. Asian J Surg. 2016;39(1):12-20.
https://doi.org/10.1016/j.asjsur.2015.02.003.

Wang J, Zhang Y, Lu X, Xi C, Yu K, Gao R, Bi K. Idiopathic granulomatous
mastitis with skin rupture: a retrospective cohort study of 200 patients
who underwent surgical and nonsurgical treatment. J Investig Surg.
2021;34(7):810-5. https://doi.org/10.1080/08941939.2019.1696905.
Yabanoglu H, Colakoglu T, Belli S, Aytac HO, Bolat FA, Pourbagher A,

et al. A Comparative study of conservative versus surgical treatment
protocols for 77 patients with idiopathic granulomatous mastitis. Breast J.
2015;21(4):363-9. https://doi.org/10.1111/tbj.12415.

Yau FM, Macadam SA, Kuusk U, Nimmo M, Van Laeken N.The surgical
management of granulomatous mastitis. Ann Plastic Surg. 2010;64(1):9-
16. https://doi.org/10.1097/SAP0b013e3181a20cae.

Zhang X, Li'Y, Zhou Y, Liu D, Chen L, Niu K, et al. A systematic surgical
approach for the treatment of idiopathic granulomatous mastitis: a case
series. Gland Surg. 2020;9(2):261-70. https://doi.org/10.21037/9s.2020.02.
0é.

Ahmed YS, Maksoud WAE. Evaluation of therapeutic mammoplasty tech-
niques in the surgical management of female patients with idiopathic
granulomatous mastitis with mild to moderate inflammatory symptoms
in terms of recurrence and patients’satisfaction. Breast Dis. 2016;36(1):37-
45. https://doi.org/10.3233/BD-150198.

Akin M, Karabacak H, Esendagli G, Yavuz A, Gultekin S, Dikmen K, Bostanci
H. Coexistence of idiopathic granulomatous mastitis and erythema
nodosum: successful treatment with corticosteroids. Turk J Med Sci.
2017;47(5):1590-2. https://doi.org/10.3906/sag-1611-100.

AtakT, Sagiroglu J, Eren T, Ozemir 1A, Alimoglu O. Strategies to treat
idiopathic granulomatous mastitis: retrospective analysis of 40 patients.
Breast Dis. 2015;35(1):19-24. https://doi.org/10.3233/BD-140373.

Cetin K, Sikar HE, Goret NE, Rona G, Barisik NO, Kiigtik HF, Gulluoglu BM.
Comparison of topical, systemic, and combined therapy with steroids
on idiopathic granulomatous mastitis: a prospective randomized

study. World J Surg. 2019;43(11):2865-73. https://doi.org/10.1007/
500268-019-05084-x.

Emre A, Akbulut S, Sertkaya M, Bitiren M, Kale IT, Bulbuloglu E, Yurttutan
N. Idiopathic granulomatous mastitis: overcoming this important clinical


https://doi.org/10.1007/s00268-007-9116-1
https://doi.org/10.1016/j.amjsurg.2014.08.044
https://doi.org/10.1007/s11845-020-02406-0
https://doi.org/10.1007/s11845-020-02406-0
https://doi.org/10.1016/j.amsu.2018.11.001
https://doi.org/10.1016/j.pathol.2018.08.010
https://doi.org/10.1016/j.pathol.2018.08.010
https://doi.org/10.1080/08941939.2021.1922552
https://doi.org/10.1080/08941939.2021.1922552
https://doi.org/10.3233/bd-160238
https://doi.org/10.1007/s10549-010-1041-6
https://doi.org/10.1080/08941939.2021.1933272
https://doi.org/10.1080/08941939.2021.1933272
https://doi.org/10.1016/j.ijsu.2014.11.022
https://doi.org/10.14260/jemds/2016/1683
https://doi.org/10.4174/jkss.2013.85.1.1
https://doi.org/10.1159/000513879
https://doi.org/10.1159/000366437
https://doi.org/10.1111/tbj.13300
https://doi.org/10.1111/tbj.13300
https://doi.org/10.1159/000337758
https://doi.org/10.1016/j.amjms.2020.05.029
https://doi.org/10.1007/s00595-020-02204-2
https://doi.org/10.1186/s12905-020-01118-y
https://doi.org/10.1186/s12905-020-01118-y
https://doi.org/10.1007/s00595-014-0966-5
https://doi.org/10.1016/j.ijsu.2014.11.022
https://doi.org/10.1016/j.ijsu.2014.11.022
https://doi.org/10.1111/j.1524-4741.2009.00879.x
https://doi.org/10.1007/s00595-011-0046-z
https://doi.org/10.1007/s00595-011-0046-z
https://doi.org/10.1111/1756-185x.14065
https://doi.org/10.1111/tbj.12123
https://doi.org/10.1186/s12905-017-0412-0
https://doi.org/10.1186/s12893-021-01210-6
https://doi.org/10.1111/ans.12929
https://doi.org/10.1111/ans.12929
https://doi.org/10.1016/j.asjsur.2015.02.003
https://doi.org/10.1080/08941939.2019.1696905
https://doi.org/10.1111/tbj.12415
https://doi.org/10.1097/SAP.0b013e3181a20cae
https://doi.org/10.21037/gs.2020.02.06
https://doi.org/10.21037/gs.2020.02.06
https://doi.org/10.3233/BD-150198
https://doi.org/10.3906/sag-1611-100
https://doi.org/10.3233/BD-140373
https://doi.org/10.1007/s00268-019-05084-x
https://doi.org/10.1007/s00268-019-05084-x

Sarmadian et al. European Journal of Medical Research ~ (2024) 29:164 Page 21 of 21

challenge. Int Surg. 2019;103(5-6):228-37. https://doi.org/10.9738/INTSU Publisher’s Note
RG-D-16-00225.1. Springer Nature remains neutral with regard to jurisdictional claims in pub-

68. Galea MH, Robertson JFR, Ellis IO, Elston CW, Blamey RW. Granulomatous lished maps and institutional affiliations.
lobular mastitis. Aust N Z J Surg. 1989;59(7):547-50. https://doi.org/10.
1111/).1445-2197.1989.tb01629.x.

69. MclLean NR, Chummun S, Youssef MK, Bristow G. Delayed breast
reconstruction in idiopathic granulomatous mastitis. Eur J Plast Surg.
2019;42(3):243-9. https://doi.org/10.1007/500238-018-1474-4.

70. Oak J, Nadkarni M, Shetty A, Sardar S, Kulkarni B. Methotrexate in the
treatment of idiopathic granulomatous mastitis. Indian J Surg. 2021.
https://doi.org/10.1007/512262-021-02754-w.

71. Oran ES, Girdal SO, Yankol Y, Oznur M, Calay Z, Tunaci M, Soybir GR. Man-
agement of idiopathic granulomatous mastitis diagnosed by core biopsy:
a retrospective multicenter study. Breast J. 2013;19(4):411-8. https://doi.
org/10.1111/tbj.12123.

72. Pandey TS, MacKinnon JC, Bressler L, Millar A, Marcus EE, Ganschow PS.
Idiopathic granulomatous mastitis—a prospective study of 49 women
and treatment outcomes with steroid therapy. Breast J. 2014;20(3):258—
66. https://doi.org/10.1111/tbj.12263.

73. Postolova A, Troxell ML, Wapnir IL, Genovese MC. Methotrexate in
the treatment of idiopathic granulomatous mastitis. J Rheumatol.
2020;47(6):924-7. https://doi.org/10.3899/jrheum.181205.

74. Avci ME, Arslan F, Basim P. Treatment for and clinical characteristics of
granulomatous mastitis. Obstet Gynecol. 2015;126(2):449. https://doi.org/
10.1097/A0G.0000000000000984.

75. Seo HRN, Na KY, Yim HE, Kim TH, Kang DK, Oh KK, et al. Differential
diagnosis in idiopathic granulomatous mastitis and tuberculous mastitis.
J Breast Cancer. 2012;15(1):111-8. https://doi.org/10.4048/jbc.2012.15.1.
111,

76. Yilmaz TU, Gurel B, Gller SA, Baran MA, Ersan B, Duman S, Utkan Z. Scor-
ing idiopathic granulomatous mastitis: an effective system for predicting
recurrence? Eur J Breast Health. 2018;14(2):112-6. https://doi.org/10.
5152/ejbh.2018.3709.

77. Zhang Q, Ding B, Qian L, Wu W, Wen Y, Gong N. The effect of western
medicine therapies on granulomatous mastitis: a meta-analysis. Indian J
Surg. 2019;81(4):366-78. https://doi.org/10.1007/512262-019-01883-7.

78. Joseph KA, Luu X, Mor A. Granulomatous mastitis: a New York public
hospital experience. Ann Surg Oncol. 2014;21(13):4159-63. https://doi.
0rg/10.1245/510434-014-3895-2.

79. Liu PZ, Shi XG, Zuo XM, Lai R, Zhao Z, Yang ZR, Liu JL. A clinical study on
the treatment of granulomatous lobular mastitis by the external applica-
tion of the internal pus-expelling decoction and operation. Ann Palliative
Med. 2020;9(5):2631-41. https://doi.org/10.21037/apm-19-684.

80. Akbulut S, Arikanoglu Z, Senol A, Sogutcu N, Basbug M, Yeniaras E,
Yagmur Y. Is methotrexate an acceptable treatment in the manage-
ment of idiopathic granulomatous mastitis? Arch Gynecol Obst.
2011;284(5):1189-95. https://doi.org/10.1007/500404-010-1825-2.

81. FlintJ, Panchal S, Hurrell A, van de Venne M, Gayed M, Schreiber K, et al.
BSR and BHPR guideline on prescribing drugs in pregnancy and breast-
feeding-Part I: standard and biologic disease modifying anti-rheumatic
drugs and corticosteroids. Rheumatology (Oxford). 2016,55(9):1693-7.
https://doi.org/10.1093/rheumatology/kev404.

82. Kavanaugh A, Cush JJ, Ahmed MS, Bermas BL, Chakravarty E, Chambers
C, et al. Proceedings from the American College of Rheumatology
Reproductive Health Summit: the management of fertility, pregnancy,
and lactation in women with autoimmune and systemic inflammatory
diseases. Arthritis Care Res (Hoboken). 2015;67(3):313-25. https://doi.org/
10.1002/acr.22516.

83. Papila Kundaktepe B, Velidedeoglu M, Mete B. The effect of methotrexate
monotherapy on treatment-resistant idiopathic granulomatous mastitis
patients. The Surgeon. 2021. https://doi.org/10.1016/j.surge.2021.03.001.

84. BiJ,LiZ Lin X, LiF, XuH,YuX, etal. Etiology of granulomatous lobular
mastitis based on metagenomic next-generation sequencing. Int J Infect
Dis. 2021;113:243-50. https://doi.org/10.1016/}.ijid.2021.10.019.

85. Zhou F, Li H,WangF, Liu L, Yu L, Xiang Y, et al. Efficacy and safety of
rifampicin-based triple therapy for non-puerperal mastitis: a single-arm,
open-label, prospective clinical trial. Int J Infect Dis. 2024;140:25-30.


https://doi.org/10.9738/INTSURG-D-16-00225.1
https://doi.org/10.9738/INTSURG-D-16-00225.1
https://doi.org/10.1111/j.1445-2197.1989.tb01629.x
https://doi.org/10.1111/j.1445-2197.1989.tb01629.x
https://doi.org/10.1007/s00238-018-1474-4
https://doi.org/10.1007/s12262-021-02754-w
https://doi.org/10.1111/tbj.12123
https://doi.org/10.1111/tbj.12123
https://doi.org/10.1111/tbj.12263
https://doi.org/10.3899/jrheum.181205
https://doi.org/10.1097/AOG.0000000000000984
https://doi.org/10.1097/AOG.0000000000000984
https://doi.org/10.4048/jbc.2012.15.1.111
https://doi.org/10.4048/jbc.2012.15.1.111
https://doi.org/10.5152/ejbh.2018.3709
https://doi.org/10.5152/ejbh.2018.3709
https://doi.org/10.1007/s12262-019-01883-7
https://doi.org/10.1245/s10434-014-3895-z
https://doi.org/10.1245/s10434-014-3895-z
https://doi.org/10.21037/apm-19-684
https://doi.org/10.1007/s00404-010-1825-2
https://doi.org/10.1093/rheumatology/kev404
https://doi.org/10.1002/acr.22516
https://doi.org/10.1002/acr.22516
https://doi.org/10.1016/j.surge.2021.03.001
https://doi.org/10.1016/j.ijid.2021.10.019

	Treatment modalities for granulomatous mastitis, seeking the most appropriate treatment with the least recurrence rate: a systematic review and meta-analysis
	Abstract 
	Background 
	Methods 
	Results 
	Conclusion 

	Backgrounds
	Methods
	Study design
	Search strategy
	Study selection
	Inclusion and exclusion criteria
	Data extraction
	Risk of bias
	Statistical analysis

	Results
	Study selection and study characteristics
	Risk of bias within studies
	Quantitative data synthesis and heterogeneity across studies
	The recurrence rate following oral steroid use
	The recurrence rate following topical steroid use
	The recurrence rate following antibiotic use
	The recurrence rate following MTX use
	The recurrence rate following methotrexate and oral steroid use
	The recurrence rate following antibiotic and steroid use
	The recurrence rate following observation
	The recurrence rate following drainage
	The recurrence rate following excision
	The recurrence rate following antibiotic use and surgery
	The recurrence rate following steroid use and surgery

	Risk of bias across the studies

	Discussion
	GM therapeutic methods
	Rifampicin therapy in GLM
	Limitations

	Conclusion
	Acknowledgements
	References


