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[bookmark: _Toc36817902][bookmark: _hd2_Appendix_1__Search_str491539]Supplementary file 1 (Search strategy and search results for epidemiology)
Medline and Embase via Embase.com (inception to 25th June 2021)
	Sr.No.
	Search Strings
	# of hits

	#1 
	'retina dystrophy'/exp OR 'retinitis pigmentosa'/de OR 'leber congenital amaurosis'/de OR 'inherited retinal disease'/exp OR 'inherited retinal dystrophy'/exp OR 'vitelliform macular degeneration'/de OR 'low vision'/exp
	27551

	#2 
	((retin* OR rod OR cone) NEAR/3 (dystrop* OR pigment* OR degenerat*)) OR 'retina dystrophy'/syn OR 'retinitis pigmentosa'/syn OR 'leber congenital amaurosis'/syn OR 'vitelliform macular degeneration' OR lca:ab,ti OR eosrd:ab,ti OR secord:ab,ti OR 'low vision'/syn OR 'low vision'
	84625

	#3 
	#1 OR #2
	84789

	#4 
	'rpe65 gene'/exp OR 'rpe65 protein'/exp OR 'rpe65 protein human'/exp OR RPE65 OR 'rpe 65' OR 'retinal pigment epithelium-associated 65 kilodalton protein' OR 'retin* isomer*' OR (('retinal pigment epithelium' NEAR/6 (mutat* OR 65)):ab,ti) OR lca2 OR rp20
	2052

	#5 
	#3 AND #4
	1579

	#6
	#5 AND [humans]/lim
	963

	#7
	#6 AND [english]/lim
	932


Medline In-process and other non-indexed citations via OvidSP (1946 to June 25, 2021)
	Sr.No.
	Search Strings
	# of hits

	#1 
	exp Retinal Dystrophies/ or exp Retinitis Pigmentosa/ or exp Leber Congenital Amaurosis/ or exp Vision, Low/
	14081

	#2 
	(((retin* or rod or cone) adj3 (dystrop* or pigment* or degenerat*)) or retinitis pigmentosa or leber congenital amaurosis or vitelliform macular degeneration or lca:ab,ti or eosrd or secord or low vision).mp.
	56514

	#3 
	1 or 2
	59948

	#4 
	(rpe65 or rpe 65 or retinal pigment epithelium-associated 65 kilodalton protein or (retin* adj1 isomer*) or (retinal pigment epithelium adj6 (mutat* or "65")) or lca2 or rp20).mp.
	1433

	#5 
	3 and 4
	1036

	#6
	limit 5 to ("in data review" or in process or publisher or "pubmed not medline")
	105

	#7
	limit 6 to english language
	104


All EBM reviews – Cochrane, Health Technology Assessment, NHS Economic Evaluation Database via OvidSP (inception to 25th June 2021)
	Sr.No.
	Search Strings
	# of hits

	#1 
	exp Retinal Dystrophies/ or exp Retinitis Pigmentosa/ or exp Leber Congenital Amaurosis/ or exp Vision, Low/
	289

	#2 
	(((retin* or rod or cone) adj3 (dystrop* or pigment* or degenerat*)) or retinitis pigmentosa or leber congenital amaurosis or vitelliform macular degeneration or lca:ab,ti or eosrd:ab,ti or secord:ab,ti or low vision).mp.
	1778

	#3 
	1 or 2
	1849

	#4 
	(rpe65 or rpe 65 or retinal pigment epithelium-associated 65 kilodalton protein or (retin* adj1 isomer*) or (retinal pigment epithelium adj6 (mutat* or "65")) or lca2 or rp20).mp.
	58

	#5 
	3 and 4
	39

	#6
	limit 5 to english language [Limit not valid in CDSR,ACP Journal Club,DARE,CCA,CLCMR; records were retained] 
	30



[bookmark: _Ref47699276]Supplementary Table A Proportion of RPE65 gene mutation in combined cohorts of RP and LCA patients
	Country
	Proportion of RPE65 mutations in RP+LCA
	Author, Year of publication
	Remarks

	European countries range for clinically diagnosed was 0.6%ꟷ6%

	Norway
	0.60%
	Holtan et al. [35]
	0.6% were RPE65 out of 513 patients with IRP and LCA

	Germany
	0.79%
	Eisenberger et al. [39]
	RPE65 in 1/126 patients with RP and LCA

	Netherlands
	6.00%
	Booij et al. [38]
	6% with RPE65 out of 35 patients with ARRP+IRP+LCA

	Data for clinically diagnosed in other countries

	Mexico
	4.20%
	Zenteno et al. [56]
	RPE65 in 6/143 patients with RP and LCA

	Reported data for molecularly diagnosed patients

	Mexicoⱡ
	6.32%ⱡ
	Zenteno et al. [56]
	RPE65 in 6/95 molecularly diagnosed patients with RP and LCA  

	[bookmark: _Hlk76957955]ⱡ The % proportion is based on molecularly diagnosed patients
ARRP, autosomal recessive RP; IRP, isolated RP; LCA, Leber congenital amaurosis; RP, retinitis pigmentosa



[bookmark: _Ref47691690]

Supplementary Table B Proportion of RPE65 gene mutation in IRD cohorts
	Country
	Proportion of RPE65 mutations in IRD
	Author, Year of publication
	Remarks

	The US and European Region

	The US and Europe
	2.06%
	Thompson et al. [14]
	RPE65 in 7/339 AR-IRD patients

	European countries range for clinically diagnosed IRD was 1.2%ꟷ14%

	UK
	1.20%
	Pontikos et al. [83]
	RPE65 in 51 individuals out of an IRD cohort of >3000 patients

	Netherlands
	1.50%
	Haer-Wigman et al. [76]
	RPE65 in 4/266 patients in an IRD cohort 

	Switzerland
	6.80 %
	Tran et al. [88]
	RPE65 in 6.8% of 952 index individuals with IRD

	Germany
	14.0%
	Feldhaus et al. [91]
	Genetic spectrum displayed RPE65 (14%) out of 109 IRD patients

	United States was at 1% for clinically diagnosed IRD

	US
	0.80%
	Alastalo et al. [81]
	RPE65 in 18/2240 cases in an IRD cohort 

	US
	1.33%
	Ramkumar et al. [85]
	RPE65 variants in 3/225 IRD patients

	Range for clinically diagnosed IRD in rest of the countries was ~1%ꟷ8%

	China
	0.84%
	Li et al. [82]
	RPE65 in 18/2133 probands in an IRD cohort

	China
	1.32%
	Gao et al. [84]
	19 patients identified with RPE65 mutations out of 1434 IRD patients

	Israel
	1.0%
	Sharon et al. [73]
	RPE65 in 1% of the 3413 patients in an IRD cohort (with 43% RP and 4% LCA patients

	Mexico
	3.70%
	Villanueva et al. [86]
	RPE65 in 1/27 individuals (6 pedigrees) with IRD

	Saudi Arabia
	4.81%
	Magliyah et al. [87]
	9 patients were identified with biallelic RPE65 mutations out of 187 among early onset retinal dystrophies

	[bookmark: _Hlk74741057]Iran
	8.0%
	Tayebi et al. [89]
	RPE65 in 4/50 highly consanguineous IRD patients (with 31 RP and 11 LCA patients)

	Tunisia
	8.0%
	Habibi et al. [90]
	The frequency of RPE65 gene mutation was 8% in a consanguineous AR-IRD cohort of 73 cases

	 Ex-US and Ex-EU range for molecularly diagnosed IRD patients was 1.78%ꟷ4%

	Chinaⱡ
	1.78%ⱡ
	Gao et al. [84]
	4 RP+15 LCA patients identified with RPE65 mutations out of genetically diagnosed 1069 IRD patients

	UAEⱡ
	2.82%ⱡ
	Khan [92]
	2 probands had RPE65 gene mutations out of 71 probands with childhood-onset IRD

	Brazilⱡ
	4.0%ⱡ
	Motta et al. [57]
	RPE65 in 16/400 IRD individuals during 1998 to 2018

	Data as reported for families with IRD

	New Zealand
	6.38%
	Hull et al. [130]
	3 families identified with RPE65 mutations out of 47 clinically diagnosed IRD families

	Pakistan
	19.23%
	Maranhao et al. [131]
	RPE65 variants in 5/26 consanguineous pedigrees (277 individuals) with clinically diagnosed IRD

	UAEⱡ
	1.79%ⱡ
	Méjécase et al. [132]
	RPE65 gene variant was in 1 consanguineous family with LCA2 out of 56 families with molecularly diagnosed IRD

	Spainⱡ
	2.59%ⱡ
	Lopez-Rodriguez et al. [122]
	RPE65 variants were in 27 families out of 1042 non syndromic IRD genetically characterized families with AR or sporadic pattern

	Pakistanⱡ
	5.0%ⱡ
	Rehman et al. [133]
	1 RPE65 in 20 consanguineous molecularly diagnosed AR IRD families

	Pakistanⱡ
	15.39%ⱡ
	Maria et al. [134]
	2 RPE65 in 13 consanguineous molecularly diagnosed IRD families

	Iranⱡ
	20.0%ⱡ
	Salmaninejad et al. [135]
	RPE65 gene mutations were ascertained in 2 families showing symptoms of RP out of 10 consanguineous families with molecularly diagnosed AR IRD

	ⱡ The % proportion is based on molecularly diagnosed patients
AR, autosomal recessive; IRD, inherited retinal dystrophy; LCA, Leber congenital amaurosis; RP, retinitis pigmentosa; UAE, United Arab Emirates
Note: The high RPE65-IRD of 8% in Iran and Tunisia is based on high consanguineous populations.
Key messages from Table B  on proportions of RPE65 gene mutations in clinically diagnosed cases with IRD:
· The proportions of RPE65-IRD across the world ranged between ~1% in China, US, UK and Israel to 14% in Germany.
· The proportions of RPE65-IRD in the EU-5 counties ranged between 1.2% in UK to 14% in Germany.
· The proportions of RPE65-IRD across the European region ranged between 1.2% in UK to 14% in Germany.   
· The proportions of RPE65-IRD in the Americas region ranged between 0.8% in the US to 3.7% in Mexico. 
· The proportion of RPE65-IRD in the Asian region was at ~1% in China. 
· The proportion of RPE65-IRD across the US and Europe was at 2.06%.
· The proportions of RPE65-IRD in the Middle-east region ranged between 4.81% in Saudi Arabia to 8% in Iran.
· The proportion of RPE65-IRD in the African region was at 8% in Tunisia.
Key messages from Table B on proportions of RPE65 gene mutations in molecularly diagnosed cases with IRD:
· The proportions of RPE65 in molecularly diagnosed cases with IRD was reported at 1.78% in China, 2.82% in UAE and 4% in Brazil.
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