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Section and Topic 4 Checklist item (Yes/No)
TITLE
Title 1 | Identify the report as a systematic review. Yes
BACKGROUND
Objectives 2 | Provide an explicit statement of the main objective(s) or question(s) the review addresses. Yes
METHODS
Eligibility criteria 3 | Specify the inclusion and exclusion criteria for the review. Yes
Information sources 4 | Specify the information sources (e.g. databases, registers) used to identify studies and the date when each | Yes

was last searched.
Risk of bias 5 | Specify the methods used to assess risk of bias in the included studies. Yes
Synthesis of results 6 | Specify the methods used to present and synthesise results. Yes
RESULTS
Included studies 7 | Give the total number of included studies and participants and summarise relevant characteristics of Yes
studies.
Synthesis of results 8 | Present results for main outcomes, preferably indicating the number of included studies and participants Yes
for each. If meta-analysis was done, report the summary estimate and confidence/credible interval. If
comparing groups, indicate the direction of the effect (i.e. which group is favoured).
DISCUSSION
Limitations of evidence 9 | Provide a brief summary of the limitations of the evidence included in the review (e.g. study risk of bias, In main
inconsistency and imprecision). manuscript*
Interpretation 10 | Provide a general interpretation of the results and important implications. Yes
OTHER
Funding 11 | Specify the primary source of funding for the review. Submission
system
Registration 12 | Provide the register name and registration number. In main
manuscript*

*Due to word limits for the abstract this information is presented in main manuscript
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Details of where

?gctilcon ey Checklist item the item is
P reported
TITLE
Title 1 | Identify the report as a systematic review. 1
ABSTRACT
Abstract 2 | See the PRISMA 2020 for Abstracts checklist. Completed
INTRODUCTION
Rationale 3 | Describe the rationale for the review in the context of existing knowledge. Page (P) 4,
Paragraph (Pa) 1
Objectives 4 | Provide an explicit statement of the objective(s) or question(s) the review addresses. P5 Pa1 (The aim
of...)
METHODS
Eligibility criteria 5 | Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses. P5 Pa2 (Under
subheading of
study eligibility)
Information 6 | Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify studies. P6 Pa1 (Under
sources Specify the date when each source was last searched or consulted. subheading search
strategy)
Search strategy 7 | Present the full search strategies for all databases, registers and websites, including any filters and limits used. P6 Pa1 (as above)
and
Supplementary
Tabe 1
Selection process 8 | Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many reviewers screened each | P6 Pa2 (Under
record and each report retrieved, whether they worked independently, and if applicable, details of automation tools used in the process. subheading data
extraction and
analysis)
Data collection 9 | Specify the methods used to collect data from reports, including how many reviewers collected data from each report, whether they P6 Pa2 (Under
process worked independently, any processes for obtaining or confirming data from study investigators, and if applicable, details of automation subheading data
tools used in the process. extraction and
analysis)
Data items 10a | List and define all outcomes for which data were sought. Specify whether all results that were compatible with each outcome domain in P5 Pa 2
each study were sought (e.g. for all measures, time points, analyses), and if not, the methods used to decide which results to collect. (Outcomes
assessed were..),
Supplementary
Table 2 —
Characteristics of
included studies
10b | List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding sources). Describe P6 Pa2 (From the
any assumptions made about any missing or unclear information. eligible studies...)
Study risk of bias 11 | Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many reviewers P7 Pa 1 (under
assessment assessed each study and whether they worked independently, and if applicable, details of automation tools used in the process. subheading risk of

bias and certainty
of evidence)




Section and
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Effect measures

12

PRISMA 2020 Checklist

Checklist item

Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results.

Details of where
the item is
reported

P6 Pa 2 (The
effect size of each
treatment
comparison...)

Synthesis
methods

13a

Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study intervention characteristics
and comparing against the planned groups for each synthesis (item #5)).

P5 Pa 2 (If two or
more similar
studies were
available...)

13b

Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary statistics, or data
conversions.

P6 Pa 2 (All meta-
analyses were
initially...)

13c

Describe any methods used to tabulate or visually display results of individual studies and syntheses.

P6 Pa 2 (All meta-
analyses were
visually displayed
with Forest plots)

13d

Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was performed, describe the
model(s), method(s) to identify the presence and extent of statistical heterogeneity, and software package(s) used.

P6 Pa 2 (Under
subheading Data
extraction and
analysis)

13e

Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression).

P6 Pa 2 (The
heterogeneity was
assessed...)

13f

Describe any sensitivity analyses conducted to assess robustness of the synthesized results.

P6 Pa 2 (All meta-
analyses were
initially...)

Reporting bias
assessment

14

Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases).

P6 Pa 2 (All meta-
analyses were
initially...)

Certainty
assessment

15

Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome.

P7 Pa 1 (under
subheading risk of
bias and certainty
of evidence)

RESULTS

Study selection

16a

Describe the results of the search and selection process, from the number of records identified in the search to the number of studies
included in the review, ideally using a flow diagram.

P7 Pa 2 (Thirty
four studies
published ...)

16b

Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were excluded.

Supplementary
Table 3

Study
characteristics

17

Cite each included study and present its characteristics.

P7 Pa 2 and
Supplementary
Table 2
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Section and

Topic

Risk of bias in
studies

18

Checklist item

Details of where
the item is
reported

P8 Pa3 (under

subheading Risk
of Bias), Figure 2

Present assessments of risk of bias for each included study.

Results of
individual studies

19

For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its
precision (e.g. confidence/credible interval), ideally using structured tables or plots.

Tables 1 and 2

Results of
syntheses

20a

For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies.

P8 Pa 3 under
subheading Risk
of Bias), Figure 2

20b

Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate and its precision
(e.g. confidence/credible interval) and measures of statistical heterogeneity. If comparing groups, describe the direction of the effect.

P9 (under
subheading “Risk
of Treatment
Failure”), P13
(Under
subheading “Risk
of Relapse”),
Figures 3 -7,
Supplementary
figures

20c

Present results of all investigations of possible causes of heterogeneity among study results.

As above

20d

Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results.

P17 (Under
subheading
“Sensitivity
analysis”)

Reporting biases

21

Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed.

Supplementary
figures, P17
(Under
subheading
“Sensitivity
analysis”)

Certainty of
evidence

22

Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed.

P9 (under
subheading “Risk
of Treatment
Failure”) and P13
(Under
subheading “Risk
of Relapse”)

DISCUSSION

Discussion

23a

Provide a general interpretation of the results in the context of other evidence.

P18 Pa1

23b

Discuss any limitations of the evidence included in the review.

P19 Pa2
(Regarding risk of
bias...), P20 Pa 2
(“Regarding the
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Checklist item

Details of where
the item is
reported
limitations...”)

23c

Discuss any limitations of the review processes used.

P19 Pa2
(Regarding risk of
bias...), P20 Pa 2
(“Regarding the
limitations...”)

23d

Discuss implications of the results for practice, policy, and future research.

P20 (Under
“Conclusions”)

OTHER INFORMATION

Registration and
protocol

24a

Provide registration information for the review, including register name and registration number, or state that the review was not
registered.

P7 (“The protocol
for ...”)

24b

Indicate where the review protocol can be accessed, or state that a protocol was not prepared.

P7 — Protocol
registered in
PROSPERO

24c

Describe and explain any amendments to information provided at registration or in the protocol.

Not applicable

Support

25

Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the review.

Under subheading
“Funding” or
information
provided in
submission system

Competing
interests

26

Declare any competing interests of review authors.

Under subheading
“Competing
interests” or
information
provided in
submission system

Availability of
data, code and
other materials

27

Report which of the following are publicly available and where they can be found: template data collection forms; data extracted from
included studies; data used for all analyses; analytic code; any other materials used in the review.

Under subheading
“Data availability”
or information
provided in
submission system

From: Page MJ, McKenzie JE, Bossuyt PM, Boutron |, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated guideline for reporting systematic reviews. BMJ 2021;372:n71. doi: 10.1136/bmj.n71
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Supplementary Figures

(D — Doxycycline, R — Rifampicin, S — Streptomycin, Co — Cotrimoxazole, G — Gentamycin, A —

Amikacin, L — Levofloxacin, O — Ofloxacin, C — Ciprofloxacin)

SF1. Comparison — D + R+ S vs. D + R, Outcome — Treatment failure, Analysis — Per protocol (Figures

for intention to treat analysis are included in main manuscript)

D+R D+R+S Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Bayindir, 2003 320 0 22 3.8% T7.E7[0.42 139.83) *
El-Miedany, 2003 15 32 20 75 98.2%  1.76[1.04,2.98] -
Total (95% CI) 52 97 100.0% 1.98 [1.17, 3.35] L
Total events 18 20
Heterogeneity: Chif=1.04, df=1 (P =031}, F= 4% 'D.IZH IZIT1 1.D 1DD.

Testfor averall effect £= 286 (F = 0.01)
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SF2. Comparison — D + R+ S vs. D + R, Outcome — Relapse, Analysis — Per protocol (Figures for

intention to treat analysis are included in main manuscript)

D+R D+R+S Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bavindir, 2003 2 20 ] 22 BB.2% 5.48[0.28, 107.62] B *
El-Miedany, 2003 10 17 0 55  33.8% B5.33[4.03,1060.39] g
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SF3. Comparison — D + R vs. C + R, Outcome — Treatment failure, Analysis — Intention to treat

D+R C+R Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Agalar 1994 1] 20 1] 20 Mot estimable
Keramat 2009 2 A1 3 G2 A7.9% 0.68[0.12, 3.91] ——
Taghavee 2011 1 27 2 23 421% 0.43[0.04, 4.40] L]
Total (95% CI) 108 105 100.0%  0.57 [0.14, 2.30] -~
Total events 3 a
Heterogeneity: Chi®= 010, df=1 (P =0.76); F= 0% N o 1 100

Testfor overall effect Z=079(F =043
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SF4. Comparison — D + R vs. C + R, Outcome — Relapse, Analysis — Per protocol (Figures for intention

to treat analysis are included in main manuscript)

D+R C+R Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Agalar 1994 2 10 3 15 19.0% 1.00[0.20, 4.95] -1
Kerarmat 2009 2 26 3 36 19.9% 092017, 5.14] —
Taghavee 2011 1 26 7 21 B1.2% 041z2[0.02,087] ———
Total (95% CI) 62 72 100.0%  0.44[0.18, 1.11] .
Total events a 13
Heterogeneity Chif= 3.41, df= 2 (P = 0.18); F= 41% 50 o1 Dl1 150 1005

Testfor averall effect Z=1 73 (F =003
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SF5. Comparison — D + R vs. O + R, Outcome — Treatment failure, Analysis — Intention to treat

D+R 0+R Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Bayindir, 2003 3 20 a 19 aA04% Qa7 [0.16, 2.06] —l—
Ersay, 20048 1 45 1 41 10.3%  0.81[0.06, 14.10]
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SF6. Comparison —D + R vs. D + S, Outcome — Treatment failure, Analysis — Intention to treat
D+R D+S Risk Ratio Risk Ratio
Study or Subgroup  Bvenis Total BEvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bavindir, 2003 3 20 4 21 48.3% 0.79[0.20, 3.09] —
Er=soy, 2004 1 45 1 32 1445% 071 [0.05 10.95]
Hasherni, 2012 10 73 3 T3 O37.2%  3.33[096 11.62) | L —
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SF7. Comparison —D + R vs. D + S, Outcome — Relapse, Analysis — Intention to treat
D+R D+S Risk Ratio Risk Ratio
Study or Subgroup  PBvents Total Bvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
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SF8. Comparison — D + R vs. D + S, Outcome — Relapse, Analysis — Per protocol
D+R D+S Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Bayindir, 2003 2 20 a 1 TA1% 5824027 10281] ’
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SF9. Comparison — O + R vs. D + S, Outcome — Treatment failure, Analysis — Intention to treat
0+R D+S Risk Ratio Risk Ratio
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SF10. Comparison— O + R vs. D + S, Outcome — Relapse, Analysis — Intention to treat

O+R D+S Risk Ratio Risk Ratio
Study or Subgroup  Bwvents Total BEvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Bavindir, 2003 5 19 0 il TO% 1210[0.71, 205.25] ' ’
Ersoy, 2005 5 41 3 32 492% 1.30[0.34, 5.04] —|.—
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Total (95% CI) 133 126 100.0% 2.21[0.93, 5.27] <
Total events 14 A
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Testfor overall effect: Z=1.79 (F=0.07)
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SF11. Comparison—D + R vs. D + C, Outcome — Treatment failure, Analysis — per protocol (Figures for
intention to treat analysis are included in main manuscript)

D+R D+C Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Didgar 2012 3 41 7 39 48.4% 0410011, 1.47] ——
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SF12. Comparison—D + S vs. D + G, Outcome — Treatment failure, Analysis — Intention to treat
D+S D+G Risk Ratio Risk Ratio
Study or Subgroup  Bvenis Total Bvents Total Weight MH, Fixed, 95% CI M-H, Fixed, 95% CI
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SF13. Comparison—D + S vs. D + G, Outcome — Relapse, Analysis — Intention to treat
D+S D+G Risk Ratio Risk Ratio
Study or Subgroup  PBvents Total Bvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Raoushan 2010 ] g2 2 82 40.0% 2.50[050 1257
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SF14. Comparison — D + R vs. D Outcome — Treatment failure, Intention to treat.
D+R D Odds Ratio Odds Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
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Supplementary Tables

Supplementary Table 1. Search strategy and results (last day of search — 06/06/2023)

Database Search strategy Limits Number of hits
PUBMED (brucellosis OR brucella) AND (treat* OR intervention) AND (prospective OR random* OR Title and abstract 644
control* OR trial OR cohort)

Scopus Same as above Title, abstract and 1726
keywords

Web of Science Same as above Title, abstract and 762
keywords

CINAHL Same as above Title, abstract and 740
keywords

EMBASE Same as above Title, abstract and 1142
keyword headings
(kw)

China Academic Journals Same as above translated to Mandarin Title, abstract and 173

(CKNI)*

keywords

*Last date of search was 12/03/2024 for this resource



Supplementary Table 2. Characteristics of Included Studies

Study and setting

Design

Participants

Intervention and
comparators*

Outcome definitions

Diagnosis of
Brucellosis

Agalar et al., 1999,
Turkey[1]

Open, randomized,
clinical trial

Patients aged > 15
years

D 100mg bd + R
600mg/d for 45 days
vs.C lg/dvs.R
600mg/d for 30 d

Failure: not defined
Relapse: Reappearance
of symptoms / signs of
the disease and positive
serologic tests during
12-months after
treatment was stopped.

Clinical features +
Positive blood culture

Alavi et al., 2007,
Iran[2]

Randomized, clinical
trial

Patients aged > 15
years

D 100mg bd + R
600mg /d for 8 weeks
vs. D 100mg bd vs.
Cotrimoxazole
1920mg/d for 8 weeks

Failure: Persistent
symptoms and increase
in titres after an initial
decline during
treatment

Relapse: Reappearance
of symptoms / signs of
the disease and
increasing titres by 2-
ME (IgG) and wright
tests within 6-months
after treatment was
stopped.

>1/ 80 standard tube
agglutination titer
(STAT) of antibodies
to brucella (Wright)
with a 2-
mercaptoethanol (2
ME) >1/40, in
association with
compatible Clinical
findings

AliKhani et al., 2007,
Iran[3]

Single-blind
randomized trial

Patients aged > 15
years

D 100mg bd + S 750-
1000mg daily in first
month, followed by D
100mg bd + R 600mg
/d in 2nd and 3rd
months vs. O 400mg/d
+ S 750-1000mg/d in
first month, R 600mg/d
+ 0 200mg/ d for 2nd
and 3rd months

Failure: Persistence of
symptoms and no
decline in 2ME and
Wright titers

Relapse: Recurrence of
clinical symptoms
accompanied by
increase in 2ME (IgG)
and Wright titers (equal
to or more than 1/160
and 1/20 respectively)

Clinical features +
Wright and 2ME tests
with titers equal to or
more than 1/160 and
1/20




during the follow-up
period

Alp et al., 20006,
Turkey[4]

Open, non-randomized
trial

Patients aged > 16
years

D 100mg bd for a
minimum of 12 weeks
+IM S 1g/d for 21d
vs.Clg/d+R
600mg/d for a
minimum of 12 weeks

Failure: Symptoms and
signs of the disease
persisted or increased,
with worsening MRI
findings, at the end of
12 weeks therapy
Relapse: Reappearance
of symptoms or signs
of the disease or new
positive blood cultures
during the 12 months
after therapy

Spinal brucellosis only
- MRI evidence +
Positive wright test
with a titre > 1/160,
and/or positive culture
of brucella

Bayindir et al., 2003,
Turkey[5]

Prospective
randomized trial

Patients aged > 21
years

S 1 g/day IM for 15d
and tetracycline-HCI,
500 mg every 6 h orally
for45d vs.S 1 g/day
IM for 15 d and D 100
mgbd vs. D 100 mg
bd for 45 dand R 15
mg/kg per day for 45 d
vs. O, 200 mg bd for 45
d and R 15 mg/kg per
day for45d vs.S1
g/day IM for 15 d and
D 100 mg bd for 45 d
plus R 15 mg/kg per
day for45d

Failure: Continued
clinical and
bacterial/serological
evidence of infection
after 45 days

Relapse: Recurrence of
clinical signs and > 4-
fold rise in SAT IgG
with 2-ME

Clinical features +
>1/160 titre on STAT
or Rose Bengal test and
/ or positive culture

Didgar et al., 2012,
[ran[6]

Triple-blinded
randomized trial

Patients aged >17 years

D 100mg bd + C 1g/d
for a minimum of 12
weeks vs. D 100mg bd
+ R 300mg bd for a
minimum of 12 weeks

Failure: Persistence of
clinical symptoms or
persistently high
antibody titres after 12
weeks of treatment
Relapse: Reappearance

Clinical features +
Wright and 2ME tests
with titers equal to or
more than 1/160 and
1/80 and / or positive
culture




of symptoms or
increase in 2ME and
Wright titers (IgG)

El-Miedany et al.,
2003, Saudi Arabia[7]

Prospective
observational study

Patients aged > 21
years

R 900 mg/day + D, 100
mg bd vs. R 900
mg/day +
cotrimoxazole, 960 mg
bd vs.IM S 1 g/day
for 14 d + R 900 mg/d
+ D 100 mg bd

Failure: Not reaching
STAT < 1:80, and IgG
/ IgM (by ELISA)
antibody titers not
reaching < 50 U/ml
Relapse: Recurrence of
clinical signs (clinical
relapse), in addition to
either new positive
blood culture (bacterial
relapse) and/or a 4-fold
increase in serological
titre (IgG by
agglutination tests)
after completion of
therapy

Clinical features +
>1/160 titre on STA
and / or positive culture

Ersoy et al., 2005,
Turkey[8]

Randomized unblinded
trial

Patients aged >16 years

0O 400 mg/day + R 600

mg/day for 6 weeks, vs.

D 100mg bd + R 600
mg/day for 6 weeks

vs. D 100 mg bd for 6
weeks +IM S 1 g, for 3
weeks

Failure: not defined
Relapse: Recurrence of
clinical symptoms with
rising antibody titre or
positive culture

Clinical features +
>1/160 titre on STAT
and / or positive culture

Feng et al. 2016,
China[9]

Randomized controlled
trial of patients with
brucella osteoarthritis

Not mentioned

D 200mg/d for 8 weeks
vs. D 200mg/d + R
450mg/d for 8 weeks

Failure: Continued
symptoms and positive
serological tests
Relapse: Not defined

Clinical features +
China CDC Diagnostic
criteria[10]

Hasanain et al., 2016,
Egypt[11]

Randomized unblinded
trial

Adult patients

D 100mg bd + R 900
mg/day, for six weeks
vs. D 100mg bd, R 900
mg/day, and L 500
mg/day, for six weeks

Failure: Persistence of
clinical
symptoms/signs after 6
weeks of treatment
Relapse: Recurrence of

Clinical features +
>1/160 titre on STAT +
exposure to risk factors




the clinical
manifestations with a
single positive antibody
titer within six months
after ending therapy

Roushan et al., 2006,
Iran[12]

Prospective
randomized trial

Adult patients

IMSl1gfor14d+D
100mg bd for 45d vs.
5 mg/kg per day of
gentamicin for 7d + D
100mg bd for 45 d

Failure: persistence of
clinical symptoms of
disease after
completion of
treatment or
discontinuation of
treatment due to serious
adverse effects
associated with >1 of
the drugs

Relapse: Clinical
symptoms and signs of
brucellosis reappeared
and a previously
reduced titre of STAT
or 2ME (IgG) increased
after completion of
therapy

STA titer >1:320 and
2-Mercaptoethanol
(2ME) titer >1:80 in
those who had clinical
findings compatible
with Brucellosis.

Hashemi et al., 2012,
Iran[13]

Prospective
randomized trial

Patients aged > 17
years

D 100mg bd for 6
weeks + S 1g daily for
21d vs.D 100mg bd +
R 15 mg/kg daily for 6
weeks vs. O 800 mg
daily + R 15 mg/kg
daily for 6 weeks

Failure: persistence of
symptoms and signs at
the end of 6 weeks of
therapy

Relapse: Reappearance
of symptoms and signs
accompanied by a 2-
ME titer >1/80 (I1gG)
during the follow-up
period

Clinical presentation +
the presence of
significant titers of
specific antibodies
(standard tube
agglutination >1/160,
Coombs test >1/160, 2-
mercaptoetanol (2-ME)
>1-80, or Brucella IgG-
ELISA positive) and/or
a positive blood culture




Jiang et al. 2020,
China[14]

Randomized controlled
trial

Not mentioned

D 100mg bd + R
600mg/d for 6 weeks
vs. D 100mg bd + R
600mg/d for 6 weeks +
L (IV) 400mg/d for 7 d

Failure: No clinical
improvement or initial
improvement followed
by return of symptoms
within 2 weeks
Relapse: Not defined

Clinical features +
positive complement
fixation test

Karabay et al., 2004,
Turkey[15]

Open randomized study

Patients aged > 15
years

D 100mg bd + R
600mg/d for 45d wvs.
0 400mg/d + R
600mg/d for 30 d

Failure: Not defined
Relapse: Reappearance
of symptoms and signs
and increasing titers of
the serological tests
and/or a positive
culture during the
follow-up

Clinical features +
positive agglutination
titre (>1/160) and/or a
positive culture

Karami et al., 2020,
Iran[16]

Prospective
randomized trial

Patients aged > 12
years

D 100mg bd + R
600mg/d for 8 weeks +
G 5mg/kg/d for 7 days
vs. 100mg bd + R
600mg/d for 12 weeks
+ G Smg/kg/d for 7
days

Failure: Not defined
Relapse: Recurrence of
clinical symptoms of
brucellosis as
confirmed by the
serological tests
[increased 2ME (IgG)
and Wright titres
compared to the post-
treatment serology]

Clinical features +
Wright titer>1:80;
2ME>1:40

Keramat et al., 2009,
Iran[17]

Prospective
randomized trial

Patients aged > 17
years

D 100mg bd plus R 15
mg/kg/daily (600-900
mg) for 8 weeks, vs. C
15 mg/kg/daily (500—
750 mg twice a day)
plus R 15 mg/kg/daily
for 8weeks vs. C 15
mg/kg/daily (500-750
mg twice a day) plus D
100mg bd for 8 weeks.
Those with spondylitis

Failure: symptoms and
signs of the disease
persisted or had
increased at the end of
eight to 12 weeks of
therapy

Relapse: Reappearance
of symptoms and signs
of the disease
accompanied by
increasing titres [STAT

Clinical features +
standard tube
agglutination test
(STAT) titer of
antibodies to brucella
>1/160 and 2-
mercaptoethanol (2-
ME) >1/80 and/or a
positive blood culture




had 4 extra weeks of
treatment in all 3 arms

and 2-ME (IgG)] of the
serological tests

Liang et al., 2018,
China[18]

Randomized controlled
clinical trial

Not mentioned

D 100mg/d + R
900mg/d for 4 weeks
vs. D 100mg /d + R
900mg/d + L 400mg/d
for 4 weeks

Failure: No clinical
improvement
Relapse: Not defined

Clinical features+
WHO diagnostic
criteria [10]

Liu et al, 2018,
China[19]

Randomized controlled
clinical trial

Not mentioned

D 200mg/d for 12
weeks vs. D 200mg/d +
R 900mg for 12 weeks

Failure: No clinical
improvement
Relapse: Not defined

Clinical features +
positive standard
agglutination test

Liu et al, 2019,
China[20]

Randomized controlled
clinical trial

Patients aged > 16
years

D 100mg bd + R 600 to
900 mg/d for 6 weeks
vs. D 100mg bd + R
600mg/d for 6 weeks +
SM 500mg/d for 12
weeks

Failure: No clinical
improvement
Relapse: Not defined

Clinical diagnosis +
China CDC criteria[10]

Liu et al. 2021,

Randomized controlled

Not mentioned

D 100mg bd + R

Failure: No clinical

Clinical diagnosis +

China[21] clinical trial 450mg /d for 6 weeks improvement Complement fixation
vs. D 100mg bd + L test
500mg/d for 6 weeks
Majzoobi et al., 2022, Single blind Patients aged > 18 D 100mg bd + Failure: not defined Clinical features +
Iran[22] randomized trial years hydroxychloroquine Relapse: Recurrence of | positive serology
400 mg daily for 4 Clinical symptoms with | including standard tube

weeks, and S 1 g daily
for 3 weeks vs.D
100mg bd +
hydroxychloroquine
400 mg daily for 6
weeks, and S 1 g daily
for 3 weeks

increase in 2ME (IgG)
titre

agglutination (Wright)
test > 1/160 and 2-
mercaptoetanol (2ME)
>1/80

Mile et al., 2012, North
Macedonia[23]

Prospective non-
randomized trial

Patients aged > 8 years

D 100mg bd and R
900mg/d for45d+ G
240mg/d for 7-10d vs.
D 100mg bd and R
900mg/d for 45 d

Failure: Absence of or
a weak tendency for
improvement of
symptoms and signs
after 45 days

Clinical features + anti-
Brucella antibody titres
>1/320 or a
demonstration of an at
least fourfold rise in




Relapse: Reappearance
of symptoms and signs
after treatment was
completed

antibody titres in serum
specimens obtained 3—
4 weeks apart

Ranjbar et al., 2007,
Iran[24]

Open randomized study

Patients aged > 8 years

D 100mg bd and R
10mg/kg/d for 8 weeks
vs. D 100mg bd and R
10mg/kg/d for 8 weeks
+ amikacin 15mg/kg/d
IM for 7 days

Failure: Symptoms or
signs of the disease
persisted at the end of
treatment

Relapse: Reappearance
of symptoms or signs
of the disease with 2-
ME test (IgG) or new
positive blood cultures
after therapy.

Clinical features + STA
> 160 or culture
positivity or 4-fold
increase in wright titer
in 2 weeks

All patients had a 2-
ME wright test at 2 and
6 months of follow up.

Roushan et al., 2010,
Iran[25]

Randomized unblinded
trial

Patients aged > 10
years

D 100mg bd for 8
weeks + G Smg/kg
daily for 5d vs. IM S
1g for 2weeks + D
100mg bd for 45 d

Failure: Persistence or
worsening of
symptoms or signs at
the end of treatment, as
judged clinically
Relapse: Symptoms
and signs of brucellosis
reappeared and reduced
titres of STA and 2-ME
(IgG) increased again,
or the Brucella species
was isolated from
blood culture during
the follow-up period

Clinical features + STA
>1:320 and 2ME titre
>1:160 and / or positive
culture

Roushan et al., 2004,
Iran[12]

Randomized unblinded
trial

Patients aged > 10
years

D 100mg bd and
cotrimoxazole
8mg/kg/d for 8 weeks
vs. R 15mg/kg/d and
cotrimoxazole
8mg/kg/d for 8 weeks

Failure: Symptoms or
signs of the disease
persisting at the end of
treatment

Relapse: Clinical
features reappear and
STAT, and 2 ME and

Clinical features +
>1/320 standard tube
agglutination titer
(STAT) of antibodies
to brucella with a 2-
mercaptoethanol (2
ME) titre >1/160,




brucella specific IgG
titers increased

Sha et al. 2017,
China[26]

Randomized controlled
trial

Not mentioned

D 100mg bd + R
600mg/d for 6 weeks
vs. D 100mg bd + R
600mg/d + L 400mg/d
for 6 weeks

Failure: No
improvement in clinical
symptoms or an initial
improvement followed
by recurrence of
symptoms within 2
weeks

Clinical Diagnosis:
China CDC criteria

Solera et al., 2004,
Spain[27]

Prospective, double
blind randomized trial

Patients aged > 18
years

D 100mg bd for 30
days + G 240mg IM/d
for 7 days vs.D
100mg bd for 45 days
+ G 240mg IM/d for 7
days

Failure: Signs and
symptoms persist by
day 30 of treatment
Relapse: Positive blood
culture or reappearance
of signs and symptoms
during the 12 months
follow-up

Clinical features + STA
titre > 1:160 or culture
positivity, or 4-fold
increase in antibody
titre in a two-week
interval

Taghvaee et al., 2011,
Iran[28]

Prospective
observational study

Patients aged > 15
years

D 100mg bd + R
600mg/d for 8 weeks
vs.Clg/d+R
600mg/d for 6 weeks

Failure: Not defined
Relapse: Not defined
but 2-ME (IgG) titre
done for all patients at
1-month post-treatment
and at end of follow up

Clinical features +
Wright and 2ME tests
with titers equal to or
more than 1/160 and
1/40 respectively

Saltoglu et al., 2002,
Turkey[29]

Prospective
observational study

Patients aged > 15
years

D 100mg bd + R
600mg/d for 45d vs. O
200mg bd + R 600mg/d
for 6 weeks

Definition of failure:
Not defined

Definition of relapse:
Reappearance of
symptoms and signs or
increase in STA or both

Clinical features + 4-
fold rise of brucella
specific antibodies 2
weeks apart or
significantly high titer
(>1/160) in the
standard tube
agglutination test
(STA) or positive
culture




Salehi et al., 2023,
Iran[30]

Open randomized study

Patients aged > 14
years

D 100mg bd + R
600mg/d for 8 weeks
vs. D 100mg bd for 8
weeks + R 900 -
1200mg for 4 weeks
and then R 600mg/d for
4 weeks

Definition of failure:
Signs and symptoms of
the disease present in
the eighth week of
treatment

Definition of relapse:
Return of signs and
symptoms after therapy
supported by positive
serology (2-ME titre
tested for all patients at
the end of follow up)

Clinical features +
standard tube
agglutination titre
>1/160 or Coombs
Wright titre >1/320 or
2-ME titre > 1/160
positive culture or PCR
test

Sofian et al., 2014,
Iran[31]

Randomized unblinded
trial

Patients aged > 9 years

D 100mg bd + R
600mg/d for 6 weeks
with IM S 1g for 7d
vs. D 100mg bd + R
600mg/d for 8weeks
with IM S 1g for 7d

Definition of failure:
Reappearance of
brucellosis signs and
symptoms and a rise in
antibody titers at the
end of treatment
Definition of relapse:
Reappearance of signs
and symptoms and a
rise in antibody titres
during the follow-up.

Clinical features +
standard tube
agglutination test
(STA) > 1:160, and 2-
mercaptoethanol (2ME)
agglutination > 1:80

Sun et al. 2020,

Randomized clinical

Not mentioned

D 100mg bd + R

Definition of failure:

Clinical features +

China[32] trial 600mg/d for 6 weeks No clinical Rose Bengal Plate test
vs. D 100mg bd + R improvement and (RBPT)
600mg/d + L 500mg/d | positive RBPT
for 6 weeks Relapse: not defined
Yin et al., 2015, Randomized controlled | Patients aged > 16 D 100mg bd + R Definition of failure: Clinical features +
China[33] trial years 600mg/d for 6 weeks Continued clinical positive complement
vs. D 100mg bd + R symptoms and fever. fixation test
600mg/d for 6 weeks + | Relapse was not

L (IV) 400mg/d for 7 d

defined.




Zhang et al. 2022,

Randomized controlled

Not mentioned

D 100mg bd + R

Definition of failure:

Clinical features +

China[34] trial 900mg/d for 6 weeks Continued clinical Rose Bengal Plate test
vs. D 100mg bd + R symptoms with positive | (RBPT) with or without
900mg/d + L 500mg/d | Brucella culture culture
for 6 weeks

* Abbreviations for antibiotics: D — Doxycycline, R — Rifampicin, C — Ciprofloxacin, O — Ofloxacin, G — Gentamycin, S — Streptomycin, L -Levofloxacin,
SM — Sulfamethoxazole, T — Tetracycline, Other abbreviations: bd (bis in die) — Twice daily, IM — intramuscular, IV - intravenous ME — Mercaptoethanol,

MRI — Magnetic resonance imaging, STAT - standard tube agglutination titre,




Supplementary Table 3. Characteristics of excluded studies

Study

Reason for exclusion

Ozturk-Engin et al., 2014[35]

Not a controlled clinical study

Hashemi et al., 2011[36]

Conference abstract only — the full text published in the following year is
included

Solera et al., 1997[37]

Conference abstract only

Ahmadvand et al., 2021[38]

Wrong intervention (Vitamin A)

Akova et sl., 1993[39]

Outside the time limit of 25 years

Al Anazi et al., 2012[40]

Wrong intervention (levamisole)

Barrier et al., 1994[41]

Outside the time limit of 25 years

Berdalieva et al., 2015[42]

Full text not found

Colmenero et al., 1994[43]

Outside the time limit of 25 years

Chen et al. 2016[44]

Outcomes were not clearly defined

Chen et al. 2016[45]

Laboratory diagnostic criteria were not clear

Deng et al. 2015[46]

Antibiotic doses are not clearly mentioned

Duisenova et al., 2002[47]

Full text not found

Duisenova et al., 2002[48]

Full text not found

Erdem et al., 2012[49]

Wrong study design

Geyik et al. 2003[50]

Animal study

Hashemi et al., 2011[36]

Conference abstract

Jafari et al., 2015[51]

Wrong intervention (Celecoxib)

Jia et al., 2023[52]

Wrong intervention

Ju et al., 2022[53]

Full-text not available

Kalo et al., 1996[54]

Outside the time limit of 25 years

Khuri-Bulos et al., 1993[55]

Outside the time limit of 25 years

Majzoobi et al., 2018[56]

Wrong intervention (Hydroxychloroquine)

Mert et al., 1996[57]

Outside the time limit of 25 years

Montejo et al., 1993[58]

Outside the time limit of 25 years

Pappas et al., 2004[59]

Wrong study design

Printzis et al., 1994[60]

Outside the time limit of 25 years

Roushan et al., 2009[61]

Conference abstract

Sarmadian et al., 2009[62]

Conference abstract

Shen et al., 2021[63]

Antibiotic doses not mentioned




Shen et al., 2018[64]

Number of initial cure and failures not clearly reported

Shul'diakov et al., 2011[65]

Wrong intervention (Cytoflavin)

Smagina et al., 2011[66]

Wrong intervention (Cycloferon)

Soleimani et al., 2021[67]

Wrong intervention (Zinc supplementation)

Solera et al., 1997[37]

Outside the time limit of 25 years

Solera et al., 1995[68]

Outside the time limit of 25 years

Solera et al., 1996[69]

Outside the time limit of 25 years

Solera et al., 1994[70]

Wrong study design — a meta-analysis and outside of time limit of 25 years

Sun et al. 2015[71]

Criteria for confirmation of Brucellosis not mentioned.

Tian et al. 2009[72]

The antibiotic dosing regimen was not clear

Yang et al., 2008[73]

Wrong comparator

Yangbin et al., 2017[74]

Wrong intervention (Surgical Management)

Zamani et al., 2022[75]

Wrong intervention (Probiotics Supplementation)

Zhang et al. 2019[76]

Numbers for cure / failures or relapses not clearly reported




Supplementary Table 4. Risk of bias of Included studies

Study

Comments on risk of bias*

Agalar et al., 1999[1]

The study was randomized but allocation concealment was not mentioned (selection bias — intermediate risk). The
participants and assessors were not blinded (performance and detection bias — high risk). Outcomes were recorded for all

participants in each trial arm (attrition bias — low risk). No other risks of bias identified.

Alavi et al., 2007[2]

The study was randomized but the details on allocation concealment and blinding were not mentioned (selection bias,
performance bias, detection bias — all unclear risk). Attrition rate was reported to be less than 10% (attrition bias — low

risk). However, infection or relapse was not confirmed by culture.

Alikhani et al., 2007[3]

The method of randomization was mentioned but allocation concealment was not mentioned (selection bias —
intermediate risk). The study was single blind (performance bias — low risk) (detection bias — high risk) and a less than
10% attrition rate was reported (attrition bias — low risk). However, the participant characteristics at baseline were not

mentioned or compared (other bias — high risk).

Alp et al., 2006[4]

The study was a “non-randomized” open label controlled clinical study (selection bias — high risk). There was no
blinding process (performance bias, detection bias — high risk). Attrition rate was reported to be less than 10% (attrition

bias — low risk). No other risk of bias identified.

Bayindir et al., 2003[5]

The study was a prospective randomized trial, but allocation concealment was not mentioned (selection bias —
intermediate risk). The study was not blinded (performance bias — high risk) (detection bias — high risk). All participants

were accounted for at the end of the study (attrition bias — low risk). No other risks of bias were identified.

Didgar et al., 2012[6]

The study was randomized, and the allocation concealment was reported (selection bias — low risk). The study was triple
blinded (performance bias — low risk) (detection bias — low risk), but a more than 10% attrition rate was reported (attrition

bias — high risk). There was no follow up at the end of the study to report on relapses.

El-Miedany et al., 2003[7]

The study was not randomized. (selection bias — high risk) or blinded (performance bias — high risk) (detection bias —

high risk). Attrition rate was more than 10% for 24 months and relapse data was not available for 49 participants (attrition




bias — high risk). Data was presented for only those who completed the 24 month follow up (reporting bias — high risk).
The participants were not treated for a specific period and the mean duration of treatment was not provided for each

treatment regimen (high risk of bias).

Ersoy et al., 2005[8]

Randomized trial, but the allocation concealment was not reported (selection bias — high risk). Unblinded study
(performance bias — high risk) (detection bias — high risk). The attrition rate was reported to be less than 10% (attrition
bias — low risk). Outcomes were not reported for 10 participants that did not attend the 6 month follow up (reporting bias
— high risk). The definition of cure is this study is unclear, it is unclear if 2-ME titre was used to detect relapses (Other

biases - high risk).

Feng et al., 2016[9]

The study was not randomized, and allocation concealment was not mentioned (selection bias — high risk), Blinding is not
mentioned (performance bias and detection bias — unclear risk), Attrition bias is low risk as all participants are accounted
for the outcome of cure. However, there is a high risk of reporting bias as though participants were followed up for
relapses, the numbers are not reported. The study reports two categories of people as “cures” and “improved with
treatment”. Since the latter was not explicitly mentioned as failures we did not include this “intermediate” outcome as a
treatment failure in the meta-analysis but this introduces a high risk of bias in interpreting and reporting of the results

(Other bias — high risk).

Hasanain et al., 2016[11]

Randomized trial but the allocation concealment was not mentioned (selection bias — intermediate risk). No mention of
blinding (performance bias — unclear risk) (detection bias — high unclear). Incomplete data for 13 participants; >10%
attrition rate (attrition bias — high risk). Definition of cure is not clear, and the diagnosis was not confirmed by culture, it

is unclear if 2-ME titre was used to detect relapses (Other biases - high risk).

Hashemi et al., 2012[13]

The study was a prospective randomized clinical trial, but the allocation concealment was not reported. (selection bias —
intermediate risk). The study was not blinded (performance bias — high risk) (detection bias — high risk). The attrition rate

was reported to be less than 10% (attrition bias — low risk). No other risks of bias identified.




Jiang et al., 2020[ 14]

Participant selection was randomized, but allocation concealment was not mentioned (selection bias — intermediate risk).
Blinding is not mentioned (performance bias and detection bias — unclear risk), Attrition bias is low risk as all participants
are accounted for the outcome of cure. However, there is a high risk of reporting bias as though participants were
followed up for relapses, the numbers are not reported. The study reports two categories of people as “cures” and
“improved with treatment”. Since the latter was not explicitly mentioned as failures we did not include this
“intermediate” outcome as a treatment failure in the meta-analysis but this introduces a high risk of bias in interpreting

and reporting of the results (Other bias — high risk).

Karabay et al., 2004[15]

The participants were randomly assigned but the allocation concealment was not mentioned (selection bias — intermediate
risk). Open label study (performance bias — high risk) (detection bias — high risk). The attrition rate was more than 10%
(attrition bias — high risk). Cure and failure rates are not reported (reporting bias — high risk). Follow up period is not

specified, and the sample size was not met due to attrition (Other biases - high risk).

Karami et al., 2020[16]

Participant selection was randomized, but allocation concealment was not mentioned (selection bias — intermediate risk).
Blinding was not possible due to the differences in the duration of treatment (performance bias — high risk) (detection bias
— high risk). The authors do not describe if all participants randomized completed follow up (attrition bias — unclear risk).
Total number of treatment successes and failures are not reported (reporting bias — high risk). Diagnosis and treatment

success was not confirmed by culture (high risk of bias)

Keramat et al., 2009[17]

Randomized study but allocation concealment was not done (selection bias — high risk). The study was not blinded as
some participants were treated for an extra 8 weeks (performance bias — high risk) (detection bias — high risk). The

attrition rate was more than 10% (attrition bias — high risk).

Liang et al., 2018[ 18]

Participant selection was randomized, but allocation concealment was not mentioned (selection bias — intermediate risk).
Blinding is not mentioned (performance bias and detection bias — unclear risk), Attrition bias is low risk as all participants
are accounted for the outcome of cure. Reporting bias is low as all outcomes assessed were reported. The study reports

two categories of people as “cures” and “improved with treatment”. Since the latter was not explicitly mentioned as




failures, we did not include this “intermediate” outcome as a treatment failure in the meta-analysis but this introduces a

high risk of bias in interpreting and reporting of the results (Other bias — high risk).

Liu et al., 2018[19]

Participant selection was randomized, but allocation concealment was not mentioned (selection bias — intermediate risk).
Blinding is not mentioned (performance bias and detection bias — unclear risk), Attrition bias is low risk as all participants
are accounted for the outcome of cure. Reporting bias is high risk as the relapses were meant to be assessed but not
reported. The study reports two categories of people as “cures” and “improved with treatment”. Since the latter was not
explicitly mentioned as failures, we did not include this “intermediate” outcome as a treatment failure in the meta-

analysis, but this introduces a high risk of bias in interpreting and reporting of the results (Other bias — high risk).

Liu et al., 2019[20]

Participant selection was not randomized, and allocation concealment was not mentioned (selection bias — high risk).
Blinding is not mentioned (performance bias and detection bias — unclear risk), Attrition bias is low risk as all participants
are accounted for the outcome of cure. Reporting bias is high risk as the relapses were meant to be assessed but not
reported. The study reports two categories of people as “cures” and “improved with treatment”. Since the latter was not
explicitly mentioned as failures, we did not include this “intermediate” outcome as a treatment failure in the meta-

analysis but this introduces a high risk of bias in interpreting and reporting of the results (Other bias — high risk).

Liu et al., 2021[21]

Participant selection was not randomized, and allocation concealment was not mentioned (selection bias — high risk).
Blinding was not possible due to study design (performance bias and detection bias — high risk), Attrition bias is low risk
as all participants are accounted for the outcome of cure. Reporting bias is high risk as relapses were not reported. No

other risks of bias.

Majzoobi et al., 2022[22]

Randomized clinical trial but the allocation concealment was not mentioned (selection bias — intermediate risk). The
study was a single blind study (performance bias — high risk) (detection bias — high risk). The attrition rate was more than
10% (attrition bias — high risk). Cure was based on clinical improvement only and therapeutic failure was not defined

(Other biases - high risk).




Mile et al., 2012[23]

Non-randomized (selection bias — high risk), open label study (performance bias — high risk), with one arm receiving
intravenous antibiotics (detection bias — unclear risk). The attrition rate was more than 10% (attrition bias — high risk).

Relapse was only detected with re-appearance of symptoms (Other biases — high risk)

Ranjbar et al., 2007[24]

Randomized study but allocation concealment was not mentioned (selection bias — intermediate risk). Open label study
with one arm having intravenous antibiotics (performance bias — high risk) (detection bias — high risk). The attrition rate
was less than 10% (attrition bias — low risk). The cure rate and the therapeutic failure rate was not reported (reporting bias

— high risk). Blood culture was not done for all suspected cases (Other biases - high risk).

Roushan et al., 2004[77]

Randomized trial with allocation concealment described (selection bias — low risk). Open label study (performance bias —
high risk) (detection bias — high risk). The attrition rate was reported to be less than 10% (attrition bias — low risk).

No other risks of bias were identified.

Roushan et al., 2010[25]

Randomized study with allocation concealment described (selection bias — low risk). Unblinded study (performance bias
— high risk) (detection bias — high risk). The attrition rate was reported to be less than 10% (attrition bias — low risk). No

other risks of bias were identified.

Roushan et al., 2006[12]

Randomized comparative study with allocation concealment described (selection bias — low risk). No mention of blinding
— study described as a comparatives study (performance bias — unclear risk) (detection bias — unclear risk). The attrition
rate was reported to be less than 10% (attrition bias — low risk). All patients were accounted for including those not

completing follow up (reporting bias — low risk). No other risks of bias were identified.

Salehi et al., 2023[30]

Randomized study but allocation concealment was not mentioned (selection bias — intermediate risk). Open label study
(performance bias — high risk) (detection bias — high risk). The attrition rate was reported to be more than 10% (attrition

bias — high risk). No other risks of bias were identified.

Saltoglu et al., 2002[29]

Not a randomized or blinded study (selection bias — high risk, performance and detection biases — high risk). It is not

clear if all enrolled patients were followed up for 6 months (attrition bias — unclear risk). Treatment success and failure




was not reported (reporting bias — high risk). No sample size calculation provided and it is unclear if 2-ME titre was used

to detect relapses (Other biases - high risk).

Sha et al., 2017[26]

Participant selection was randomized, but allocation concealment was not mentioned (selection bias — intermediate risk).
Blinding is not mentioned (performance bias and detection bias — unclear risk), Attrition bias is low risk as all participants
are accounted for the outcome of cure. Reporting bias is low as all outcomes assessed were reported. The study reports
two categories of people as “cures” and “improved with treatment”. Since the latter was not explicitly mentioned as
failures, we did not include this “intermediate” outcome as a treatment failure in the meta-analysis but this introduces a

high risk of bias in interpreting and reporting of the results (Other bias — high risk).

Sofian et al., 2014[31]

Randomized study but allocation concealment was not mentioned (selection bias — intermediate risk). Unblinded trial
(performance bias — high risk) (detection bias — high risk). The attrition rate was reported to be less than 10% (attrition

bias — low risk). No other risks of bias were identified.

Solera et al., 2004[27]

Randomized study but allocation concealment was not mentioned (selection bias — intermediate risk). The study was
double blinded (performance bias — low risk) (detection bias — low risk). The attrition rate was more than 10% (attrition
bias — high risk). Total cure and therapeutic failures were not mentioned (reporting bias — high risk). No other risks of

bias were identified.

Sun et al., 2020[32]

Participant selection was randomized, but allocation concealment was not mentioned (selection bias — intermediate risk).
Blinding is not mentioned (performance bias and detection bias — unclear risk), Attrition bias is low risk as all participants
are accounted for the outcome of cure. Reporting bias is low as all outcomes assessed were reported. The study reports
two categories of people as “cures” and “improved with treatment”. Since the latter was not explicitly mentioned as
failures, we did not include this “intermediate” outcome as a treatment failure in the meta-analysis but this introduces a

high risk of bias in interpreting and reporting of the results (Other bias — high risk).

Taghvee et al., 2011[28]

Not a randomized or blinded study (selection bias — high risk) (performance bias — high risk) (detection bias — high risk).

The attrition rate was reported to be less than 10% (attrition bias — low risk). It is not clear if all enrolled participants were




followed up until the completion of the study (reporting bias — unclear risk). Sample size calculation not mentioned, and

infection was not confirmed with culture (Other biases - high risk).

Yin et al., 2015[33]

Participant selection was randomized, but allocation concealment was not mentioned (selection bias — intermediate risk).
Double blinded study (performance bias and detection bias — low risk), All participants are accounted for the outcome of

cure (Attrition bias — low risk) . Reporting bias is high as relapses were not reported. No other risks of bias noted.

Zhang et al. 2022[34]

Participant selection was randomized, but allocation concealment was not mentioned (selection bias — intermediate risk).
Blinding is not mentioned (performance bias and detection bias — unclear risk), Low risk of attrition and reporting bias.
The study reports two categories of people as “cures” and “improved with treatment”. Since the latter was not explicitly
mentioned as failures, we did not include this “intermediate” outcome as a treatment failure in the meta-analysis but this

introduces a high risk of bias in interpreting and reporting of the results (Other bias — high risk).




Supplementary Table 5. Severe adverse events (SAE) reported in each study (only studies that reported SAE are shown)

Study Treatment group Number of patients with SAE Notes
Alavi et al. 2007[2] Doxycycline + Rifampicin 0
Doxycycline + Cotrimoxazole 2 Treatment stopped due to SAE
Alp et al., 2006[4] Doxycycline + Streptomycin 0
Ciprofloxacin + Rifampicin 2
Ersoy et al., 2005[8] Ofloxacin + Rifampicin 1
Doxycycline + Rifampicin 2
Doxycycline + Streptomycin 0
Mile et al., 2012[23] Doxycycline + Rifampicin + 4
Gentamycin
Doxycycline + Rifampicin 3
Roushan et al., 2004[78] Doxycycline + Cotrimoxazole 2
Rifampicin + Cotrimoxazole 5
Sofian et al., 2014[31] Doxycycline + Rifampicin + 3
Streptomycin
Doxycycline + Rifampicin + 2
Streptomycin
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