Appendix 1 - Database search strategy (June 1st 2021)

	Database
	Search

	PubMed 
	opiorphin OR opiorfhin OR opiorphine OR opiorfhine OR sialorphin OR "SMR pentapeptide" 

	Scopus 
	opiorphin OR opiorfhin OR opiorphine OR opiorfhine OR sialorphin OR "SMR pentapeptide" 

	Cochrane 
	opiorphin OR opiorfhin OR opiorphine OR opiorfhine OR sialorphin OR "SMR pentapeptide" 

	Web of Science
	opiorphin OR opiorfhin OR opiorphine OR opiorfhine OR sialorphin OR "SMR pentapeptide" 

	LILACS 
	opiorphin OR opiorfhin OR opiorphine OR opiorfhine OR sialorphin OR "SMR pentapeptide" 

	EMBASE
	opiorphin OR opiorfhin OR opiorphine OR opiorfhine OR sialorphin OR "SMR pentapeptide" 

	LIVIVO
	opiorphin OR opiorfhin OR opiorphine OR opiorfhine OR sialorphin OR "SMR pentapeptide" 

	Google Scholar 
	(opiorphin OR opiorfhin OR opiorphine OR opiorfhine) filetype:pdf

	OpenGrey
	opiorphin

	ProQuest
	opiorphin OR opiorfhin OR opiorphine OR opiorfhine OR sialorphin OR "SMR pentapeptide" 
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Appendix 2 - Articles excluded and the reasons for exclusion (n=14).
	Author, year
	Reasons for exclusion*

	1. Balasubramanian S, 2013 [44]
	2

	2. Brkljacic L, 2011[38]
	2

	3. Dahan A, 2017 [45]
	4

	4. Dufour E, 2013 [40]
	2

	5. Heubach N, 2005 [46]
	5

	6. Ibrahim A, 2018 [47]
	4

	7. Rougeot C, 2007 [48]
	1

	8. Ruangsri S, 2019 [49]
	5

	9. Sabalic M, (No year) [50]
	4

	10. Salaric I, (No Year) [51]
	3

	11. Thierauf J, 2016 [52]
	3

	12. Thomsen AB, 2020 [53]
	4

	13. Van Elstraete A, (No year) [54]
	1

	14. Wu Q, 2019 [55]
	2


Legend: 1) Studies in animals, 2) Studies where no Orofacial Condition was evaluated, 3) Studies where opiorphins where not evaluated through saliva, blood, or urine tests, 4) Literature reviews, intervention studies, abstracts, letters, case reports (<10 cases) and personal opinions, 5) Full text not available 
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Appendix 3.A – JBI Critical Appraisal Tools to assessed risk of bias in case-control studiesAuthor, Year
Alajbeg I, 2021
Boucher Y, 2016
Nejad N, 2020
Ozdogan S, 2020
Saláric I, 2016
1. Were the groups comparable other than the presence of disease in cases or the absence of disease in controls?
Y
Y
Y
Y
Y
1. Were cases and controls matched appropriately?
Y
Y
Y
Y
Y
1. Were the same criteria used for identification of cases and controls?
Y
Y
Y
Y
Y
1. Was exposure measured in a standard, valid and reliable way?
Y
Y
Y
Y
Y
1. Was exposure measured in the same way for cases and controls?
Y
Y
Y
Y
Y
1. Were confounding factors identified?
U
Y 
Y
U
Y
1. Were strategies to deal with confounding factors stated?
U
Y
Y
N
Y
1. Were outcomes assessed in a standard, valid and reliable way for cases and controls?
Y
Y
Y
Y
Y
1. Was the exposure period of interest long enough to be meaningful?
Y
Y
U
Y
Y
1. Was appropriate statistical analysis used?
U
Y
Y
Y
Y
Total
7Y / 3U
10Y
9Y/1U
8Y / 1N / 1 U
10Y




Appendix 3.B – JBI Critical Appraisal Tools to assessed risk of bias in Critical Appraisal Tool for Quasi-Experimental Studies.Author, Year
Al-Saffar M, 2013
Ozdogan M, 2019
1. Is it clear in the study what is the ‘cause’ and what is the ‘effect’ (i.e. there is no confusion about which variable comes first)?
Y
Y
1. Were the participants included in any comparisons similar?
Y
Y
1. Were the participants included in any comparisons receiving similar treatment/care, other than the exposure or intervention of interest?
Y
Y
1. Was there a control group?
N
N
1. Were there multiple measurements of the outcome both pre and post the intervention/exposure?
N
Y
1. Was follow up complete and if not, were differences between groups in terms of their follow up adequately described and analyzed?
Y
Y
1. Were the outcomes of participants included in any comparisons measured in the same way?
U
Y
1. Were outcomes measured in a reliable way?
U
Y
1. Was appropriate statistical analysis used?
Y
Y
Total
5Y / 2N / 2U
8Y / 1N


Appendix 3.C – JBI Critical Appraisal Tools to assessed risk of bias in Critical Appraisal Tool for Randomized Clinical Trials.Author, Year
Parida S, 2017
1. Was true randomization used for assignment of participants to treatment groups?
U
1. Was allocation to treatment groups concealed?
U
1. Were treatment groups similar at the baseline?
Y
1. Were participants blind to treatment assignment?
U
1. Were those delivering treatment blind to treatment assignment?
U
1. Were outcomes assessors blind to treatment assignment?
U
1. Were treatment groups treated identically other than the intervention of interest?
Y
1. Was follow up complete and if not, were differences between groups in terms of their follow up adequately described and analyzed?
Y
1. Were participants analyzed in the groups to which they were randomized?
Y 
1. Were outcomes measured in the same way for treatment groups?
Y
1. Were outcomes measured in a reliable way?
Y
1. Was appropriate statistical analysis used?
Y
1. Was the trial design appropriate, and any deviations from the standard RCT design (individual randomization, parallel groups) accounted for in the conduct and analysis of the trial?
U
Total
7Y / 6U
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Appendix 4: Relative percentage between different groups
	Group
	Study
	Subgroup (Orofacial Condition)
	Orofacial Condition
	SD
	Total
	Control
	SD
	Total
	Relative Percentage
	Relative SD

	CHRONIC OROFACIAL GROUP (STIMULED SALIVA)
	Boucher Y, 2016
	BMS (SS)
	28,8
	25,3
	21
	31,1
	29,1
	21
	-7,99
	87,85

	
	Saláric I, 2016
	BMS (SS)
	5,819
	3,594
	29
	4,992
	3,212
	29
	14,21
	61,76

	
	Alajbeg I, 2021
	TMD
	1,89
	1,299
	11
	0,646
	0,467
	14
	65,82
	68,73

	
	Nejad N, 2020
	OPMDs (BMS)
	9,409
	2,369
	20
	7,108
	2,535
	20
	24,46
	25,18

	
	
	
	
	
	
	
	
	Mean Group
	24,13
	60,88

	CHRONIC OROFACIAL GROUP (UNSTIMULED SALIVA)
	Boucher Y, 2016
	BMS (US)
	37,8
	42,5
	21
	67,6
	188,9
	21
	-78,84
	112,43

	
	Saláric I, 2016
	BMS (US)
	8,129
	6,445
	29
	5,017
	2,585
	29
	38,28
	79,28

	
	Alajbeg I, 2021
	TMD
	1,89
	1,299
	11
	0,646
	0,467
	14
	65,82
	68,73

	
	Nejad N, 2020
	OPMDs (BMS)
	9,409
	2,369
	20
	7,108
	2,535
	20
	24,46
	25,18

	
	
	
	
	
	
	
	
	Mean Group
	12,43
	71,41

	
	Study
	SubGroup
	Before
	SD
	Total
	After
	SD
	Total
	
	

	SUSTAINED PAIN GROUP
	Ozdogan M, 2019
	SAP (Before&After)
	28,78
	5,81
	24
	18,58
	1,85
	24
	35,44
	20,19

	
	Ozdogan M, 2019
	SIP (Before&After)
	37,66
	6,15
	15
	18,74
	1,15
	15
	50,24
	16,33

	
	Nejad N, 2020
	Painful Oral Soft-tissue Conditions
	8,268
	2,414
	20
	7,108
	2,535
	20
	14,03
	29,20

	
	
	
	
	
	
	
	
	Mean Group
	33,24
	21,90

	
	Study
	SubGroup
	Before
	SD
	Total
	After
	SD
	Total
	
	

	ACUTE PAIN AFTER ANESTHESIA GROUP
	Al Saffar, 2013
	Local Anesthesia
	5,96
	5,38
	22
	14,49
	3,66
	22
	-143,12
	90,27

	
	Parida S, 2017
	Before&After Anesthesia (10 minutes)
	4,8
	
	48
	4,6
	
	48
	4,17
	

	
	
	
	
	
	
	
	
	Mean Group
	-69,48
	

	
	Study
	SubGroup
	Before Stimuli
	SD
	Total
	After
Stimuli
	SD
	Total
	
	

	STIMULED GROUP
	Ozdogan S, 2020
	Corneal Foreign Body (Tears)
	0,109
	0,037
	34
	0,134
	0,06
	32
	-22,94
	27,61

	
	Alajbeg I, 2021
	TMD After Capsaicin (20 minutes)
	1,89
	1,299
	11
	2,277
	2,052
	11
	-20,48
	68,73

	
	
	
	
	
	
	
	
	Mean Group
	-21,71
	48,17



Appendix 5: Summary of the overall strength of evidence using Grading of Recommendations Assessment, Development and Evaluation (GRADE).
	Certainty assessment
	№ of patients
	Effect
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	[intervention]
	[comparison]
	Relative
(SD)
	Absolute
(95%CI)
	
	

	Chronic Group

	4
	observational studies
	seriousa
	seriousb
	not serious
	seriousc
	No
	81 cases 84 controls
	24,13%
(60,88)
	0,62(0,02, 1,22)
	VERY LOWe
	IMPORTANT

	Sustained Group

	3
	observational studies
	seriousd
	seriousb
	not serious
	seriousc
	No
	59 cases 59 controls
	32,24% (21,90)
	2,24 (0,34, 4,14)
	VERY LOWe
	IMPORTANT

	Stimuled Group

	2
	observational studies
	seriousd
	not serious
	not serious
	seriousc
	NO
	45 cases 43 controls
	21,71% (48,17)
	0,43 (0,00, 0,85)
	VERY LOWe
	IMPORTANT


SD: Standard Deviation, CI: Confidence Interval
Explanations
a. The study of Alajbeg I, 2021 and Nejad N, 2020 presented unclear risk of bias.
b. I2 presented a value higher than 70%
c. Sample was less than 300 subjects
d. Studies presented unclear or high risk of bias
e. Any estimate of effect is very uncertain.
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