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Abdolhassan Kazemi Reviewer MINOR REVISION 25 Jul 2021

The study entitled “The concordance of paternal and maternal retinoblastoma-1 gene mutation pattern with
clinical manifestation and disease staging in patients suffering retinoblastoma” is novel and interesting.
However, some minor concerns should be considered to improve the originality as well as the flow of the

manuscript:
Title: The current title is acceptable, but I could not find a running title.
Abstract: The current abstract is acceptable.

Keywords: The current keywords need to be (or could be) rewritten as: Mutation, retinoblastoma-1 gene,

phenotype, retinoblastoma, Iran

Introduction:
The introduction section should briefly highlight the importance and necessity of this study.
M & M: The current M & M is acceptable.

Results: The current results are acceptable.

Discussion & Conclusion:

These sections could be more scientific through a broader literature review and an explanation of related
studies and domestic research, which should then be cited in the Bibliography/References.
Bibliography/References: More domestic references are necessary. The authors should conduct a broader
literature review to identify related domestic articles and therefore include more domestic references. (Using

domestic references is part of the scientific discipline of publishing academic data.)
Final decision: The manuscript is acceptable for publication after minor correction.

I can suggest some articles from a literature review and survey, as listed below:
Ghassemi F, Bazvand F, Makateb A
Lesions Simulating Retinoblastoma at a Tertiary Care Center.

Journal of ophthalmic & vision research. 2015

Nabie R, Taheri N, Fard AM, Fouladi RF
Characteristics and clinical presentations of pediatric retinoblastoma in North-western Iran.
International journal of ophthalmology. 2012

Saremi L, Imani S, Rostaminia M, Nadeali Z
Parental age-related risk of retinoblastoma in Iranian children.

Asian Pacific journal of cancer prevention : APJCP. 2014

Ghassemi F, Ghanaati H, Karkhaneh R, Boujabadi L, Tabatabaie SZ, Rajabi MT
Outcome of retinoblastoma following limited sessions of intra-arterial chemotherapy in iran.
Iran ] Radiol. 2014

Usmanov RH, Kivela T
Predicted Trends in the Incidence of Retinoblastoma in the Asia-Pacific Region.

Asia-Pacific journal of ophthalmology (Philadelphia, Pa.). 2014

Shahraki K, Ahani A, Sharma P, Faranoush M, Bahoush G, Torktaz [, Gahl WA, Naseripour M, Behnam B

Genetic screening in Iranian patients with retinoblastoma.
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Eye (London, England). 2016

Faranoush M, Mehrvar N, Tashvighi M, Fabian ID, Zloto O, Bascaran C, Ghorbani R, Ghasemi F, Naseripour M,
Sedaghat A, Alebouyeh M, Mehrvar A

Retinoblastoma presentation, treatment and outcome in a large referral centre in Tehran: a 10-year
retrospective analysis.

Eye (London, England). 2020

Cone precursor cells are the cell-of-origin in retinoblastoma.

Cancer discovery. 2014

Javanmard D, Moein M, Esghaei M, Naseripour M, Monavari SH, Bokharaei-Salim F, Sadeghipour A
Molecular evidence of human papillomaviruses in the retinoblastoma tumor.

Virusdisease. 2019

Dimaras H
Retinoblastoma genetics in India: From research to implementation.

Indian journal of ophthalmology. 2015

Singh L, Kashyap S
Update on pathology of retinoblastoma.

International journal of ophthalmology. 2018

Schedler K], Traine PG, Lohmann DR, Haritoglou C, Metz KA, Rodrigues EB
Hereditary Diffuse Infiltrating Retinoblastoma.
Ophthalmic genetics. 2014

Zahery SM, Saliminejad K, Khorshid HR, Ahani A
Genotyping of Polymorphic Microsatellite Markers Linked to RB1 Locus in Iranian Population.

Avicenna journal of medical biotechnology. 2012

Quintero-Estades JA, Izquierdo NJ
Germline retinoblastoma without inherited gene mutation: a case report.

Boletin de la Asociacion Medica de Puerto Rico. 2014

Gorovoy IR, Layer N, Kim HJ, Nobles SM, Stewart P], Vagefi MR, Kersten RC
Pilomatrixoma in a patient with bilateral retinoblastoma.
J AAPOS. 2013

Sharifzadeh M, Ghassemi F, Amoli FA, Rahmanikhah E, Tabatabaie SZ
Retinoblastoma in adults: a case report and literature review.

Journal of ophthalmic & vision research. 2014

de Jong MC, Kors WA, de Graaf P, Castelijns JA, Moll AC, Kiveld T
The Incidence of Trilateral Retinoblastoma: A Systematic Review and Meta-Analysis.

American journal of ophthalmology. 2015

Lahrouchi N, Bosscha MI, Moll AC
[A boy with leukocoria].

Nederlands tijdschrift voor geneeskunde. 2013

XiongY, Liu W, Huang Q, Wang |, Wang Y, Li H, Fu X
Tigecycline as a dual inhibitor of retinoblastoma and angiogenesis via inducing mitochondrial dysfunctions
and oxidative damage.

Scientific reports. 2018
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Su GL, Lim LS, Welch RJ, Shields CL

Retinoblastoma regression following intra-arterial chemotherapy to the contralateral eye.

Saudi | Ophthalmol. 2019

Gerrish A, Bowns B, Mashayamombe-Wolfgarten C, Young E, Court S, Bott ], McCalla M, Ramsden S, Parks M,
Goudie D, Carless S, Clokie S, Cole T, Allen S

Non-Invasive Prenatal Diagnosis of Retinoblastoma Inheritance by Combined Targeted Sequencing Strategies.

Journal of clinical medicine. 2020

AlAli A, Kletke S, Gallie B, Lam WC
Retinoblastoma for Pediatric Ophthalmologists.
Asia-Pacific journal of ophthalmology (Philadelphia, Pa.). 2018

Sharafi P, Anlar B, Ersoy-Evans S, Varan A, Yilmaz OF, Turan M, Ayter S
The effect of parental age on NF1 patients in Turkey.

Journal of community genetics. 2017

Mehyar M, Mosallam M, Tbakhi A, Saab A, Sultan I, Deebajah R, Jaradat I, AlJabari R, Mohammad M,
AlNawaiseh I, Al-Hussaini M, Yousef YA

Impact of RB1 gene mutation type in retinoblastoma patients on clinical presentation and management
outcome.

Hematology/oncology and stem cell therapy. 2020

Ortiz MV, Dunkel I]
Retinoblastoma.

Journal of child neurology. 2015

Saremi L, Imani S, Rostaminia M, Nadeali Z
Parental age-related risk of retinoblastoma in Iranian children.

Asian Pacific journal of cancer prevention : APJCP. 2014

Seemanova E, Zenker M
[Mutagenic effect of advanced paternal age in neurocardiofaciocutaneous syndrome].

Casopis lekaru ceskych. 2014

Carboni N, Sardu C, Cocco E, Marrosu G, Manzi RC, Nissardi V, Isola F, Mateddu A, Solla E, Maioli MA, OppoV,
Piras R, Coghe G, Lai C, Marrosu MG
Cardiac involvement in patients with lamin A/C gene mutations: a cohort observation.

Muscle & nerve. 2012

Rauschecker AM, Patel CV, Yeom KW, Eisenhut CA, Gawande RS, O'Brien JM, Ebrahimi KB, Daldrup-Link HE
High-resolution MR imaging of the orbit in patients with retinoblastoma.

Radiographics. 2012

Soliman SE, Racher H, Zhang C, MacDonald H, Gallie BL
Genetics and Molecular Diagnostics in Retinoblastoma—~An Update.

Asia-Pacific journal of ophthalmology (Philadelphia, Pa.). 2017

Peng HH, Shaw SW, Huang KG

Prenatal diagnosis of fetal glutaric aciduria type 1 with rare compound heterozygous mutations in GCDH
gene.

Taiwanese journal of obstetrics & gynecology. 2018

Yeap PM, Tobias ES, Mavraki E, Fletcher A, Bradshaw N, Freel EM, Cooke A, Murday VA, Davidson HR, Perry CG,
Lindsay RS
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Molecular analysis of pheochromocytoma after maternal transmission of SDHD mutation elucidates
mechanism of parent-of-origin effect.

The Journal of clinical endocrinology and metabolism. 2011

Adhi M, Kashif S, Muhammed K; Siyal N
Clinical pattern of Retinoblastoma in Pakistani population: Review of 403 eyes in 295 patients.
JPMA. The Journal of the Pakistan Medical Association. 2018

Chadov BF, Fedorova NB, Chadova EV
[Parental effects of conditional mutations and their explanations].

Genetika. 2013

He MY, AnY, Gao Y], Qian XW, Li G, Qian ]

Screening of RB1 gene mutations in Chinese patients with retinoblastoma and preliminary exploration of
genotype-phenotype correlations.

Molecular vision. 2014

Zhang X, Bao X, Zhang|, Zhao Y, Cao G, Pan H, Wei L, Wu X
Molecular characteristics of Chinese patients with Rett syndrome.

European journal of medical genetics. 2012

Foster A, Boyes L, Burgess L, Carless S, Bowyer V, Jenkinson H, Parulekar M, Ainsworth |, Hungerford J, Onadim
Z,Sagoo M, Rosser E, Reddy MA, Cole T
Patient understanding of genetic information influences reproductive decision making in retinoblastoma.

Clinical genetics. 2017

Gregersen PA, Urbak SF, Funding M, Overgaard |, Jensen UB, Alsner |
Danish retinoblastoma patients 1943-2013 - genetic testing and clinical implications.

Acta oncologica (Stockholm, Sweden). 2015

Mendoza PR, Grossniklaus HE
The Biology of Retinoblastoma.

Progress in molecular biology and translational science. 2015

Kottler ML
[Paternal GNAS mutations: Which phenotypes? What genetic counseling?].

Annales d'endocrinologie. 2015

Associate Editor MINOR REVISION 26 Jul 2021

Reviewer Comments to Author(s):

Reviewer #1

The study entitled “The concordance of paternal and maternal retinoblastoma-1 gene mutation pattern with
clinical manifestation and disease staging in patients suffering retinoblastoma” is novel and interesting,.
However, some minor concerns should be considered to improve the originality as well as the flow of the

manuscript:
Title: The current title is acceptable, but I could not find a running title.

Abstract: The current abstract is acceptable.

Zahedan Journal of Re... Zahedan J Res Med Sci. Open Peer Review; €117490. -



Introduction:
The introduction section should briefly highlight the importance and necessity of this study more clearly.
M & M: The current M & M is acceptable.

Results: The current results are acceptable.

Discussion & Conclusion:

These sections could be improved scientifically through a broader literature review and an explanation of
related and domestic studies, which should then be included in the Bibliography/References.
Bibliography/References: More domestic references are necessary. The authors should conduct a more
extensive literature review to include related domestic articles and therefore more domestic references.

(Using domestic references is part of scientific discipline in the publication of academic data.)
Final decision: The manuscript is acceptable for publication after minor corrections.

[ can suggest some articles from the literature as follows:
Ghassemi F, Bazvand F, Makateb A
Lesions Simulating Retinoblastoma at a Tertiary Care Center.

Journal of ophthalmic & vision research. 2015

Nabie R, Taheri N, Fard AM, Fouladi RF
Characteristics and clinical presentations of pediatric retinoblastoma in North-western Iran.

International journal of ophthalmology. 2012

Saremi L, Imani S, Rostaminia M, Nadeali Z
Parental age-related risk of retinoblastoma in Iranian children.

Asian Pacific journal of cancer prevention : APJCP. 2014

Ghassemi F, Ghanaati H, Karkhaneh R, Boujabadi L, Tabatabaie SZ, Rajabi MT
Outcome of retinoblastoma following limited sessions of intra-arterial chemotherapy in iran.

Iran | Radiol. 2014

Usmanov RH, Kivela T
Predicted Trends in the Incidence of Retinoblastoma in the Asia-Pacific Region.
Asia-Pacific journal of ophthalmology (Philadelphia, Pa.). 2014

Shahraki K, Ahani A, Sharma P, Faranoush M, Bahoush G, Torktaz I, Gahl WA, Naseripour M, Behnam B
Genetic screening in Iranian patients with retinoblastoma.

Eye (London, England). 2016

Faranoush M, Mehrvar N, Tashvighi M, Fabian ID, Zloto O, Bascaran C, Ghorbani R, Ghasemi F, Naseripour M,
Sedaghat A, Alebouyeh M, Mehrvar A

Retinoblastoma presentation, treatment and outcome in a large referral centre in Tehran: a 10-year
retrospective analysis.

Eye (London, England). 2020

Cone precursor cells are the cell-of-origin in retinoblastoma.

Cancer discovery. 2014

Javanmard D, Moein M, Esghaei M, Naseripour M, Monavari SH, Bokharaei-Salim F, Sadeghipour A
Molecular evidence of human papillomaviruses in the retinoblastoma tumor.

Virusdisease. 2019

Dimaras H

Retinoblastoma genetics in India: From research to implementation.
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Indian journal of ophthalmology. 2015

Singh L, Kashyap S
Update on pathology of retinoblastoma.
International journal of ophthalmology. 2018

Schedler K], Traine PG, Lohmann DR, Haritoglou C, Metz KA, Rodrigues EB
Hereditary Diffuse Infiltrating Retinoblastoma.
Ophthalmic genetics. 2014

Zahery SM, Saliminejad K, Khorshid HR, Ahani A
Genotyping of Polymorphic Microsatellite Markers Linked to RB1 Locus in Iranian Population.

Avicenna journal of medical biotechnology. 2012

Quintero-Estades JA, Izquierdo NJ
Germline retinoblastoma without inherited gene mutation: a case report.
Boletin de la Asociacion Medica de Puerto Rico. 2014

Gorovoy IR, Layer N, Kim HJ, Nobles SM, Stewart P], Vagefi MR, Kersten RC
Pilomatrixoma in a patient with bilateral retinoblastoma.
JAAPOS. 2013

Sharifzadeh M, Ghassemi F, Amoli FA, Rahmanikhah E, Tabatabaie SZ
Retinoblastoma in adults: a case report and literature review.

Journal of ophthalmic & vision research. 2014

de Jong MC, Kors WA, de Graaf P, Castelijns JA, Moll AC, Kiveld T
The Incidence of Trilateral Retinoblastoma: A Systematic Review and Meta-Analysis.

American journal of ophthalmology. 2015

Lahrouchi N, Bosscha MI, Moll AC
[A boy with leukocoria].
Nederlands tijdschrift voor geneeskunde. 2013

XiongY, Liu W, Huang Q, Wang |, Wang Y, Li H, Fu X
Tigecycline as a dual inhibitor of retinoblastoma and angiogenesis via inducing mitochondrial dysfunctions
and oxidative damage.

Scientific reports. 2018

Su GL, Lim LS, Welch RJ, Shields CL

Retinoblastoma regression following intra-arterial chemotherapy to the contralateral eye.

Saudi ] Ophthalmol. 2019

Gerrish A, Bowns B, Mashayamombe-Wolfgarten C, Young E, Court S, Bott ], McCalla M, Ramsden S, Parks M,
Goudie D, Carless S, Clokie S, Cole T, Allen S

Non-Invasive Prenatal Diagnosis of Retinoblastoma Inheritance by Combined Targeted Sequencing Strategies.
Journal of clinical medicine. 2020

AlAli A, Kletke S, Gallie B, Lam WC
Retinoblastoma for Pediatric Ophthalmologists.
Asia-Pacific journal of ophthalmology (Philadelphia, Pa.). 2018

Sharafi P, Anlar B, Ersoy-Evans S, Varan A, Yilmaz OF, Turan M, Ayter S
The effect of parental age on NF1 patients in Turkey.

Journal of community genetics. 2017
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Mehyar M, Mosallam M, Tbakhi A, Saab A, Sultan [, Deebajah R, Jaradat I, AlJabari R, Mohammad M,
AlNawaiseh I, Al-Hussaini M, Yousef YA

Impact of RB1 gene mutation type in retinoblastoma patients on clinical presentation and management
outcome.

Hematology/oncology and stem cell therapy. 2020

Ortiz MV, Dunkel I]
Retinoblastoma.

Journal of child neurology. 2015

Saremi L, Imani S, Rostaminia M, Nadeali Z
Parental age-related risk of retinoblastoma in Iranian children.

Asian Pacific journal of cancer prevention : APJCP. 2014

Seemanova E, Zenker M
[Mutagenic effect of advanced paternal age in neurocardiofaciocutaneous syndrome].
Casopis lekaru ceskych. 2014

Carboni N, Sardu C, Cocco E, Marrosu G, Manzi RC, Nissardi V, Isola F, Mateddu A, Solla E, Maioli MA, Oppo V,
Piras R, Coghe G, Lai C, Marrosu MG
Cardiac involvement in patients with lamin A/C gene mutations: a cohort observation.

Muscle & nerve. 2012

Rauschecker AM, Patel CV, Yeom KW, Eisenhut CA, Gawande RS, O'Brien JM, Ebrahimi KB, Daldrup-Link HE
High-resolution MR imaging of the orbit in patients with retinoblastoma.

Radiographics. 2012

Soliman SE, Racher H, Zhang C, MacDonald H, Gallie BL
Genetics and Molecular Diagnostics in Retinoblastoma-An Update.
Asia-Pacific journal of ophthalmology (Philadelphia, Pa.). 2017

Peng HH, Shaw SW, Huang KG

Prenatal diagnosis of fetal glutaric aciduria type 1 with rare compound heterozygous mutations in GCDH
gene.

Taiwanese journal of obstetrics & gynecology. 2018

Yeap PM, Tobias ES, Mavraki E, Fletcher A, Bradshaw N, Freel EM, Cooke A, Murday VA, Davidson HR, Perry CG,
Lindsay RS

Molecular analysis of pheochromocytoma after maternal transmission of SDHD mutation elucidates
mechanism of parent-of-origin effect.

The Journal of clinical endocrinology and metabolism. 2011

Adhi MI, Kashif S, Muhammed K, Siyal N
Clinical pattern of Retinoblastoma in Pakistani population: Review of 403 eyes in 295 patients.
JPMA. The Journal of the Pakistan Medical Association. 2018

Chadov BF, Fedorova NB, Chadova EV
[Parental effects of conditional mutations and their explanations].
Genetika. 2013

He MY, AnY, Gao Y], Qian XW, Li G, Qian |

Screening of RB1 gene mutations in Chinese patients with retinoblastoma and preliminary exploration of

Zahedan Journal of Re... Zahedan J Res Med Sci. Open Peer Review; €117490. -



ZhangX, Bao X, Zhang |, Zhao Y, Cao G, Pan H, Wei L, Wu X
Molecular characteristics of Chinese patients with Rett syndrome.

European journal of medical genetics. 2012

Foster A, Boyes L, Burgess L, Carless S, Bowyer V, Jenkinson H, Parulekar M, Ainsworth ], Hungerford ], Onadim
Z,Sagoo M, Rosser E, Reddy MA, Cole T

Patient understanding of genetic information influences reproductive decision making in retinoblastoma.
Clinical genetics. 2017

Gregersen PA, Urbak SF, Funding M, Overgaard |, Jensen UB, Alsner |
Danish retinoblastoma patients 1943-2013 - genetic testing and clinical implications.
Acta oncologica (Stockholm, Sweden). 2015

Mendoza PR, Grossniklaus HE
The Biology of Retinoblastoma.
Progress in molecular biology and translational science. 2015

Kottler ML
[Paternal GNAS mutations: Which phenotypes? What genetic counseling?].
Annales d'endocrinologie. 2015
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Revision 1

AUTHORS' RESPONSE TO REVIEWERS

Authors' reply to reviewers

The next pages contain the authors' point-by-point reply to the comments of this
revision round, as submitted with the revised manuscript. It is published as the
authors wrote it.
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Reply to reviewer

Reviewer 1:
#Q1: keywords
R1:The keywords of manuscript are changed as bellow:

Mutation, retinoblastoma-1 gene, phenotype, retinoblastoma, Iran

#Q2: Introduction: highlight the more importance and necessity of this
study

R2:

Retinoblastoma is a most common intraocular malignancy among children , that is mainly
diagnosed during routine eye examination with a white pupil reflex, known as leukocoria.

In the nonhereditary form of retinoblastoma, the risk of disease transmission is only 5%, while in
the hereditary form, the risk increase to 50%.

#Q3: Discussion & Conclusion: using more and wider literature review.
R3: we use more domestic survey as bellow:

Nabie et al. showed that frequency of unilateral RB1 presentation (57.7%) was slightly higher
than bilateral presentation (42.5%) in children with RB1 of north-west side of Iran, however,
result of this study showed that bilateral presentation (82.60%) was significantly compared to
unilateral presentation of RB1 (17.39%).

Shahraki et al. performed a comprehensive genetic screening on 106 patients whom were
diagnosed with retinoblastoma in Iran. Based on their results, the mean age at the time of
diagnosis was 12.7+10.5 for RB with a positive family history, they also demonstrated 38
different causative RB1 mutations among patients, with an RB1 mutation detection rate of
65.8%. In this study, we detected more than 19 different mutations among RB1 patients.

Ghassemi and colleagues showed that the most common presenting stage of RB1 patients at IAC
therapy was group D reaching to up to 75%, followed by group E and group C at the first visit,
Interestingly, clinical examination of left eye in our patients demonstrated that up group D is the
most common diagnosed class (47.8%) that was followed by group E (21.7%).

#Q4: references: more domestic Ref. is necessary

R4: we add more domestic references which are references number 16, 17 and 18
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16. Nabie R, Taheri N, Fard AM, Fouladi RF. Characteristics and clinical presentations of pediatric
retinoblastoma in North-western Iran. International journal of ophthalmology. 2012;5(4):510.

17. Shahraki K, Ahani A, Sharma P, Faranoush M, Bahoush G, Torktaz I, Gahl WA, Naseripour M,
Behnam B. Genetic screening in Iranian patients with retinoblastoma. Eye. 2017 Apr;31(4):620-7.
17.

18. Ghassemi F, Ghanaati H, Karkhaneh R, Boujabadi L, Tabatabaie SZ, Rajabi MT. Outcome of
retinoblastoma following limited sessions of intra-arterial chemotherapy in Iran. Iranian Journal of

Radiology. 2014 Aug;11(3).
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e Revision 1 1comment - 4 Sep 2021

Referee1 Reviewer ACCEPT 4 Sep2021

The revision of the manuscript in accordance with the reviewer(s)' suggestions is acceptable and addresses

the necessary items; therefore, the manuscript is acceptable for publication.
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