Dear editor,

Thank you for your letter on Aug 31, 2015 regarding our manuscript entitled “Hypoxia-inducible
factor-1 modulates the up-regulation of the human mutT homologue protein MTH-1 in colorectal
cancer” (Manuscript ID: 19933) that was submitted to your journal for publication. We are very
pleased to be asked to submit a revision and are delighted to know that the opinion of the
referees was positive. We found the comments and suggestions of the reviewers to be extremely
helpful. We have revised the manuscript according to the comments from the reviewers and the
editorial board. Please find our uploaded revision and response on separate sheets in which we
have carefully addressed the issues raised by the reviewer. We believe the comments and
suggestions have significantly improved the quality of manuscript and made it publishable. Below
is a detailed explanation of these changes requested by reviewers. Please let us know if you have
any questions. Thank you.

Best regards.

Yours sincerely,

Hua Yang, M.D., Ph.D.

List of responses

Reviewer #1:

This is an interesting work demonstrating the upregulation of MTH-1 expression in CRC cells via
HIF-1a in response to hypoxic stress. The authors applied hypoxic conditions and performed
siRNA experiments to show the association between HIF-1a and MTH-1. However, it is unknown
whether there is a direct regulation of MTH-1 by HIF-1a or this is mediated by other mediators. It
would be thus interesting to perform a ChIP analysis to look for direct HIF-1a binding to the
MTH-1 promoter, or at least whether there is a HRE region in the gene promoter. Also, it would
be interesting to assess at the clinical level whether IHC expression of MTH-1 is associated with
worse prognosis or response to chemotherapy, particularly in advanced stage patients.

Response: Thank you for this great comment. ChlIP assay is indeed a powerful and versatile
technique used for probing protein-DNA interactions within the natural chromatin context of the

cell. This assay can be used to determine whether HIF-1a is associated with MTH-1 promoter. We



would like to perform this analysis to look for direct HIF-1a binding sites of the MTH-1 promoter
in the nearly future. Interestingly, according to the reviewer’s comment, we searched the core
HRE sequence ([A/G]CGTG) in the upstream of MTH-1 coding sequence. Nine putative HIF-1a
binding sites ([A/G]CGTG; green box in Fig. 1) were identified in the region of -5000/-1 relative to
human MTH-1 promoter (Fig. 1). These results indicate that the sequence covering the consensus
HIF-1a binding site may be involved in the up-regulation of MTH-1 gene transcription by HIF-1a.
Just as the reviewer said, it would be interesting to assess at the clinical level whether IHC
expression of MTH-1 is associated with worse prognosis. Given the duration of disease and

prognosis, we would like to investigate these issues in the nearly future.

1 CGCAGCCTTC ACRRATGGGT CCCTGAGATG TCGGGTCAGC CACAGGTGCT CAGCGCCTIGT CCGATTCTTG CAGCGACTCC CRACAGTGIG GAACCCTTGA
GCGICGEAAG TGTTTACCCA GGGACTCTAC AGCCCAGTCG GTGTCCACGR GTCGCGGACR GGCTAARGRAC GTCGCTGAGE GTTGICACAC CITGGGRACT
CGCTGARAGG ARACACACAC CAGCTTCAAG TACCTGGTGG GAGAGAAGAG GAGCAGGCAG GTTGGCATCR CACAGRACGGE CAGGTCATGA GCTIGGGEAGGSE
GCGACTTICC TITGIGTGIG GICGAAGITC ATGGACCACC CTICICTICIC CICGICCGIC CRACCGIAGT GIGICTIGCC GTCCAGTACT CGACCCICCC
201 CCCICGGATC AACTCATTCA TTTCTAGAGA TGGGGCACCA AGGCCCAGGA GGGGAGGTGA ACTGATAAGG CTACACAGAT GG GCAGG CATCACAGGC

GGGAGCCTAG TTGAGTAAGT RAAGATCTCT ACCCCGTGGT TCCGGGTCCT CCCCTCCACT TGACTATTCC GATGTGTICTA CCTTTCGTICC GTAGTGICCG

Kpnl
e~
301 CARACTGIGT CCCCGCARRAL TTAATGTGTT GATGTCCTAR CCCITGGIAC CTCAGAATAT GGGGGTATIC GGAGACACCT GTAATTCCAG CACTTTTIGGR
GTTTGACACE GGGGCGTTTT AATTACACAR CTACAGGATT GGGAACCATG GAGTCTTATZA CCCCCATAAG CCTCTGTGGA CATTAAGGTC GTGRABRACCT
BamHl EsmEl
A R
401 GGCCRAGACH GGIGGATCCC CIGAGGICAG GRATTTCGAGR CCAGCCIGGC CAACCGIGGC CRARCATGATG ARAACCCCGIC TCTACTARAA TGCRARAATT
CCGETTCTGT CCACCTAGGG GACTCCAGTC CTARAGCTCT GGTCGGACCG GTTGGCACCG GTTGTACTAC TTTGGGGCAG AGATGATTTT ACGTTTTTAA

501 RGCCTG-GTGGCAGBT GCCTATRRAC CCAGCTACTC GGGAGGCIGAR AGCAGGAGRR TCGCCTGRAC CCAGGAGGCR GRGGTTGCAG TGAGCCGAGR

TCGGAC] CACCGTCTA CGGATATTITG GGTCGATGAG CCCTCCGACT TCGTCCICTT AGCGGACTIG GGTCCTCCGT CTCCRACGIC ACTCGGECTCT
601 TTGECGCCACT GCACTCCAGC CTGEGCGACA GAGCGRGACT CTGTCTCRAR CRATAACTAZ ATACATCRAT TAATTAATTZ AAGTRATATT ATTTTCTCAT
BACGCGEIGR CGIGRGGICG GRCCCGCIGT CICGCICIGR GACAGAGITT GITATIGATT TATGTAGITA ATTAATTAAT TTCATTATAA TARRAGAGTL
CTGGCRRRAR TGTTCATTGE GCTCTGACAG GCTGCRAGAR ARACCTCATAR GGACAGATCC TTGCCTTAGT GACCTAGTTC CAGGGCTTIG ACAGCTAGTAR
GACCGTTTTT ACAAGTARCC CGAGACTGIC CGACGITCIT TTGGAGTATT CCTGICTAGG ARCGGRATCA CIGGATCARAG GTCCCGRARAC TGICGAICAT
801 CAGAGGGICT GGCCTGTICAC ATTICITITT TICTIICITIT TTTCGAGACA GGGICICGCT CTATAGCCCA GGCTGGAGIG CAGIGGIGAG GICACGGTIC

GTCTCCCAGAR CCGGACAGTGC TARAGRZAZAR RAAGRAGARAZ BRAGCTCTET CCCAGAGCGR GATATCGGGT CCGACCTCAC GTCACCACTC CAGTGCCRAG
901 RACGCAGATT CGARACTCCTG GGCTCRARACAE ATCCTCTCAC CTACATGICT TAAATARRAT TGAACTALAC CTGTGTCRAT CGTTGAAGGA CARATTTCCAA

TTGCGTCTAR GCTTGAGGAC CCGAGTTIGT TAGGAGAGTG GATGTACAGR ATTTATTITTA ACTTGATTICG GACACAGTTA GCARAACTTCCT GITARAGGTT
1001 GATTCTCTAG ACAATTGTTA CRATARATGT RACRATTTAT TCACAGCCCA CARATAGCTAR GCAGGTGGAA GCTATACACR CCTCCCCTTG TTITRACICTG
CTRAGRGATC TGITAACRAT GITATTTACAR TIGTTARATA AGTIGTCGGGT GITATCGATIT CGICCACCIT CGATATGIGT GGAGGGGRAC RAATTGAGAC

Bbel

ACRACRACCT CACCRAGGRA GTTCTATGTC CTICTTITTCT TTTTTTAAGA CGGAGICTCR CTCIGGCGCC CAGGCTGGAG TGCAGTGACA GCICACTGCR
TGIIGTITGGA GIGGTITICCTIT CARAGATACAG GAG G TICT GCCTCAGAGT GAGACCGCGG GICCGACCIC ACGICACTGT CGAGIGACGT

Hmal
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1201 GCCTCCGACT CCCGGGTTCA AGCRATTCTC CTGCCCCAGC CTCCCRAGTA GCTGGGATTA CAGGCACACC TGCTACCATG TCCGGCTAAT GITTGTIATTT
CGGAGGCTGA GGGCCCAAGT TCGTTAAGAG GACGEGGTCG GAGGGTTCAT CGACCCTAAT GTCCGTGTGG ACGATGGTAC AGGCCGATTA CARACATARR




1301 TCAGIATAGR TGGGITCCAC CATGITGGCC AGGCTIGGICTI CAAACTCCIG ACCICCGCIG ATCIGCCCGC CTIIGGCCICC CARAGIGCIG GGATTACAGG
BRGTCATATCT ACCCRAGGTG GTACAACCGGE TCCGACCAGR GITTGAGGAC TGGAGGCGAC TAGACGGEGCG GRACCGGAGE GITTCACGAC CCTRATGETCC
1401 TGTAAGCCAC TGCACCCAGG CATTTCITIC TTCTTITTGT TITTTTAGAG ACAGGGTITITT ACTATTACCC AGGCTGGAGT GCAGIGGCAT GATCACAGCT
BCATTCGGIG ACGTGGGICC GT G G G CAR TCTC TGTCCCRAAR TGATAATGGG TCCGACCTCA CGTCACCGTA CTAGTGTICGA
1501 GACTGCAGCC ACAGCCTCTG GGGCTCAAGT GARACCTCCCA CCTCAGCCTC CTGAGTAGCT GAGACTACAG GIGTGIGCCA CCACTTCCGG CTARATTTITIC
CTGACGICGG TGICGGAGAC CCCGAGITCR CTIGGAGGGI GGAGICGGAG GACTCATCGR CICIGAIGIC CACACACGGT GGIGAAGGCC GATTARRARLG
1601 TATTTICAGT AGAGATGGGR TTTICACCATG TIGGCCGRGC TGGICTICGAR CTCCIGRCCT CTGGCGRTCA GCCCACCTIG GCCICCCRAR GIGCIGGGAT
BATARLAGTCA TCTCTACCCT ARARGTGGTAC RRCCGGECTCG ARCCRGAGCTT GAGGACTGGR GRCCGCTAGT CGGEGTGGRAC CGGRGGGITT CRACGACCCTA
1701 TACH CCACCTCR CCCGGCCATT TTIGTITTIGC TATCATCCAG GCTGGAGITG CRGIGECACR ATCACAGCTG ATTGCTGCCR TRARCCTCTGE
ATGTC TGGTGGAGT GGGCCGGTAL RAACRAALCG ATAGTAGGTC CGACCTCARAC GTCACCGTGT TAGTGTCGAC TAACGACGGT ATTGGAGACC
1801 GTCTCRAGTG AACCTCCCAC CTCAGCCTCC TGAGTAGCTG GGACTACAGG TGTGCACCAC CATGCCIGGG CTAATTTTIT TTTTTTITTITT AATTCTTARRL
CAGAGTTCAC TIGGAGGGIG GAGICGGAGG ACTCATCGAC CCTIGATGICC ACACGIGGIG GTACGGACCC GATTAAARAA RARRAARMAR TTAAGRATIT
1901 AACCTITTIIT AGAGRATGGCR TCTICACIACR TIGCCIAGGC TGGICTCGAR CTCCTAGGCT CAAACGRATCC TCCIGCCICA GACTICCRAR GIGCIGGGAT
TTGGARARRA TCTCTACCGT AGAGTGATGT AARCGGATCCG ACCAGAGCTT GAGGATCCGR GITIGCTAGG AGGACGGAGT CIGRAGGITT CACGACCCTA
Hindll
R
2001 GARCAGGTGIG GECCRCCRAG CCCGGETCTCT ATGTCCATCT TICTGATTTA AATARARTARR TARARGTITAC CACCCICATIG GCTCCAAGGC CARRAGCTITCT
CIGICCACAC CCGGIGGITC GGGCCAGAGR TACAGGTAGA ARAGACTAAART TTATTTAITT ATITICAATG GIGGGAGIAC CGAGGITCCG GITICGAAGR
Hmal
Smal
AN
2101 AGCTICIGCA ACACC CTGACAR GCCAGGAGGC ACTGACTGCT GACCGIGAGT CGCIGICIIC CCCICGCTIA AGGGGICICC CGGGARAATG
TCGARGACGET TGTGG???-GACTGTT CGETCCTCCE TGACTGACGR CTGGECACICR GCGACAGRAG GGEAGCGRAT TCCCCAGAGG GCCCTTITAC
Hmal Hmal
Smal Smal
A AN
2201 GCACBAGCCG GTCCCGGGGG CCAGGGCCCA CTCGACAGCC CAGGRAGCGC GGGCAATGGA GCTACCCGGC CCAGAAGCGA AATCCCGCCC CGGGCTCGCC
CGIGITCGGC CAGGGCCCCC GGICCCGGGT GRGCTIGICGG GICCITCGCG CCCGITACCT CGATGGGCCG GGICTIICGCT TTIAGGGCGGG GCCCGAGCGE
Bbel
AR
2301 CCCGGCGCCT TGGAICIGGG CCCCGGCGCT GCGCCCCCCA CCTGGACICC GCCGCCGGCC CCGGCCICCC CACGGCCCCGE CCGGCCCIGC CCCIGGRAGAC
GGEGECCGCGGEA ACCTAGACCC GGGGCCGCGA CGCGGGEGGGT GEACCTGAGGE CGGCGGCCGG GGCCGGAGGE GIGCCGGGGEC GGCCGGGACG GGGACCICTG
Hmal
Ebel Smal
rtrvroey
2401 CTGAGGGCGC CCTCCTCCCG GGGRACTGCG ACCCGGAATC CIGGCCTCGC CCCTIGICGCG CTCGCTGAGT GCGGGGACGG TGCCCAGCGC TCGGCACCCR
GACTCCCGCG GGAGGAGGGC CCCITGACGC TGGGCCTITAG GACCGGAGCG GGGACAGCGC GRGCGACTCR CGCCCCIGCC RACGGGICGCG AGCCGIGGGT
2501 GCCCCGAGGC CRGGACCGAG GRAAGGCGACC GGGCGGACCC CCARACCACTC CCGCIGICIG CACGCGCAGC AGCAGCGCCC AGCTICRCCCC GCCRATIGGIG
CGGGGCTCCG GTCCTIGGCIC CTTCCGCTIGG CCCGCCIGGG GGTITGGIGAG GGCGACAGAC GTGCGCGICG TCGICGCGGG TCGAGTGGGG CGGTAACCAC
2601 TICCCCGCGC CIGCAGCGCG CCGCCGGAAG TGCCTGGCCT CACTICCGGT CAGAGGCCAC GCCCCCGGAA GCGGCGGIGC AGGTACGARR AGCGCGCGCG
AL GCG GACGTCGCGC GBCGGCCTITIC ACGGACCGGA GIGRAGGCCA GICTCCGGIG CGGGGGCCIT CGCCGCCACG TCCATGCTTT TCGCGCGCGC
Meol
e
2701 GGGRTITICCAG GRGICGIGGTI GACCAGGGAG GGGAGCCGGG CCAGCGGGCG GCRAGGAGACT AGGGGAGCIG AGCCATGGGC TIGGGGGAGA GCGGGGCCGG
CCCTRAGGTIC CTCAGCACCA CTGGICCCIC CCCTCGGCCC GGTCGCCCGC CGTCCICTGA TCCCCTCGAC TCGGTACCCG AACCCCCICT CGCCCCGGCC
#hol
e
2801 GAGCTCGAAG GRAGACCAGAR GAGCAGGGTIC GGGGGCTICGLR GGGAGACGAG GAGAGCGGGE CCGGGGGTIT GGGAGAGAGA CAAGGAGAGC GGGGCGGAGE
CTCGAGCTTC CTCIGGICIT CTCGICCCAG CCCCCGAGCT CCCTICIGCTC CTCTICGCCCC GGCCCCCAAA CCCICTICICT GITCCTICICG CCCCGCCICC
BBl
2201 CTTGGEGGGAG ACCAGGAGTA AATCACRRAR ATTTACTITTG GARARCCGTGE CTTCIGGCRG ARACAGATCAR GTGICGGGAC ARAGTRCACG GGCCTGEGTGT
GAACCCCCTIC TGGICCTICAT TTAGIGITIIT TARRATGAAAC CITIGGCACC GRAGACCGIC TTIGICTAGI CACAGCCCIG TITCATGIGC CCGGRCCACH
3001 GARARCTAAGC CRCAAACCCA TTTACCCIGI CIGACCIGCC TCCGCCACCHA GGACCCAGIC TCAGIGARAT GGGAAAGGIT CCCITGICCT CCICGAAG
CTTTGATTCG GIGITTGGGT ARATGGGACA GACTGGACGG AGGCGGTGGT CCTGGGTCAG AGTCACTTTA CCCTTTCCAR GGGRACAGGA GGAGCTTCC
3101 CGATGA GGATIGIGGCT CRACITCTICAR GIGCCCCGCT TICTCRAGCCT CTAGGGGARC ATACAGACAG GCAGGCIGAG GGGCICCCAC CCCACGGCRG
GCTACT CCTACRCCGR GTGRAGRAGT CACGGGGCGR AGAGTTCGGR GATCCCCTTG TATGTCTGIC CGTCCGACTC CCCGRGGGTG GGGTGCCGTC
3201 TIGICIAGGGG TGAATGITIG CAGCTCCIGA AGCCCCAGCAR GGCATGIGIT AGAGGGIGCTI CTITICAGITT AGCCTIGIAG GIGGCIIGIG TTAGICAGCT
ACRGRTCCCC ACTTACRRRAC GTCGAGGACT TCGGGEICGT CCGTACACRR TCTCCCACGR GRRAGTCRAR TCGGRRCATC CACCGRACAC RATCRAGTICGR
3301 GTTAGACTCC CTGCCTTATC GCAAGGRCAG AGGGCTTTCT GTATCCCTAG GTTTCTITGCC TTGATGTACT GGAGCRATCA GATCACACGG CGGCTTGGAG
CAATCTIGAGE GACGGAATAG CGITCCTGIC TCCCGAAAGR CATAGGGATC CARAGAACGG ARCTACATGA CCICGTTAGT CTAGTIGIGCC GCCGRACCTIC
3401 AGTGAGTGCR AGGTITTTATG AGTIGGRATTA GCCCTCAGCR GATGGGEGGAG CCAGRAGGCAR GTITGGAGTGG GRAGGTGATT TTCCCCIGGR GICGGECTGC
TCACTCACGT TCCAARATAC TCACCTTAAT CGGGRAGICGT CTACCCCCIC GGICITCCGI CRACCICACC CTICCRCTAR AAGGGGACCT CAGCCCGACG
At
3501 TGAGCAGCCT GGGCTCTCCT CTGACCGCCC CTGCCARACT CATGGITCCA TCAGITGATG GCCIGCTGGT GCCIGITGGT GIGCTTICCA LL-rlLLLLll\l:
ACTCGICGGA CCCGAGAGGA GACTGGCGGG GACGGTTITGA GTACCAAGGT AGTCAACTAC CGGACGACCA CGGACRACCA CACG. GGT GCAGGAGAAC
Aatll
e
3601 ACGTCCAGCG GCTTIGIGICT CTGCCCACTA TARAAARRACCA CTGGGGITTT TTTATAGGCAR CAGGACGGGGE GCGGG CTCGGGRAAT GCRACATTTIG
TGCAGGTCGEC CGRACACAGR GACGGGTGAT ATTTTTITIGGT GACCCCARARRL ARRTATCCGT GTCCIGCCCC -CGCCC GRGCCCITTA CGTTGIRRRC
3701 GGCRARALLA CRGRAATGCC TGTCCTCACC CAGGTCCCTG GGCACAGGCC TGGGTGTGGA GCCCTGGCCA GRGACCACGC CCTCCTCTAC CCAGCACTTC
CCGTTITTTIT GICITTACGG ACAGGAGTGG GICCRGGGAC CCGTIGICCGG ACCCACACCT CGGGACCGGT CTICIGGIGCG GGAGGAGATG GGICGIGAAG




3801 CCTGCCCCCT TCCTTATCAT CTGGTCCCTT TTCTCAGACA CCRCARACTTC CRAGAAGGAT CACTGGTCCT GAACCCTGTIG TCTIGTCCAG GIGTGGACCC
GGAC AGGRATAGTAE GRCCAGGE BAGRGTICTIGT GGIGITGRAG GITCTICCTR GIGACCAGGR CTTGGGACAC AGRACAGGIC CACRCCIGGGE
3901 CAGAARRGIT GGICCIGGCT GGGCGCAGIG GCTCACGCCT GTRATCICARAG CACTTIGGGR GGCTGAGGIG GGIGGATCGC TTIGAGCICAG GAGITCGIGAR
GTCTTTTCRAR CCRGGACCGR CCCGCGTICAC CGAGTGCGGA CATTAGAGTIC GTGRARCCCT CCGRCTCCAC CCRCCTAGCG ARCTCGAGTC CTCRAGCACT
4001 CCAGCCTGGEG C. Ch ARACCCCATC TCTACTARRR ATACAGRAAT TAGCTGGGTE TGGECGGECTCA TGCCIGIGGT CCCAGCTIATG TGGGRIGCIG
GGTCGGACCC GT] GT TTTGGGGTAG AGATGATTTIT TATGICTITA ATCGACCCAC ACCGCCGAGT ACGGACACCA GGGTCGATAC ACCCTACGARC
4101 AGGCAGGAGG ATGGCTTCAG CCAGGGAGGC GGAGGTTACA GTGARACCGCG ATCACGCCAC TCTCCTCCAG CCTGGGCRAC AGAGCAGGAT CTTGTCTCAA
TCCGICCICC TACCGARAGIC GGICCCICCG CCICCAATGT CACTIGGCGC TAGIGCGGIG AGAGGAGGIC GGACCCGITG TCICGICCIRA GRACAGAGIT
4201 AATAARTAAR GGARAGTIGG TCCIGGCCCTI CCAGCATTIC TCCAGGGICC TTTTITICAGC AGGGACCIGG CGGAGGCATC GCCCICAGAG TCCICIGGARC
TTATTTATTIT CCTTTICRACC AGGACCGGGR GGTCGTARAG AGGTCCCAGE ARARARRGTCGE TCCCTGGACC GCCTCCGIAG CGGGAGICTC AGGAGACCIG
4301 CTGGACCTGC ACACCTATIGG GAGCAGGRAAG GACCCITGIG ACTTCCAGTG GCCCCCCTGGE GTGCCAGGIC CCRCAGTAGC CRCAGCAGGR GCAGRGTGGE
GACCTGGACG TGTGGATACC CTCGICCITC CTGGGAACAC TGRAGGTICAC C CC CRACGGICCAG GGTGICATCG GTGICGICCT CGTCTCACCC
4401 TGGGGTATAA ACTCCTATCAZ CAGGAGGGAG GACTAGCCGG GCCTGGCTIGG GTGGACCTGT GTCTACAGCC ACACATTTICC TGGGAATCTG GRAGCCTGCT
BCCCCATATT TGRGGATAGT GICCTICCCIC CIGATCGGCC CGGACCGACC CACCTGGACR CRAGATGICGG TGIGIARAGG ACCCITAGAC CTITCGGACGA
4501 ACAGAGRAGGC CAGGICCCAC TAGACTGARL GAAGTICCIG TTAATCCARR GGCCIGRACCT GAGGACCACR GGATARRCT GITATT TIGGIGCCAR
TGETCTCTCCG GTCCAGGGTG ATCTGACTTT CTTCRAGGAC AATTAGGTITT CCGGACTGGR CTCCTGGTGT CCTATTTE CRATRR RACCRCGGIT
4601 TCAGGCACGG GGACTGTIGT TCCTICACTGTI GTGCCTATAR GCA TT CCTGGGGEGTA GACGCAGGAG CARGAGCACG CTCIGGRRRG GTGATGITGET
BGTCCGTGCC CCTGACRACAK AGGAGTGACA CACGGATATT CGTCCCCCARA GGACCCCCAT CTGCGTICCTIC GTTCTCGIGC GAGACCTTTC CACTACRACA
4701 CCTCTGCACC TGAGTACTGA CTTGTGGAGA AGGRAGGTAG CGCCGGCCTC TGCTCTGCTT GATCAGCCCT GCTGACCACT GGGITCIGIT TCTACCCCAG
GEAGACGTGG ACTCATGACT GRACACCTCT TCCTTCCATC GCGGECCGGAG ACGAGACGAR CTAGTCGGGA CGACTGGIGRA CCCAAGACAR AGATGGGGIC
4801 ARAATCACTG GITCAATGGC AGITITCCAC CTIGCCACRAAG GGAAGCCRC GCAGGG CIGGGGAGIT RACAGCATACC CCCCCGCCCC CCACTGCCIC
TTTTAGTGAC CARGITACCG TCRARAGGTG GACGGIGITC CCTTCGGT CGICCC GACCCCTCAR TGTCGTATGG GGGGGCGGGGE GGTGACGGRG
Meal
ey
4901 CCAGAGCACG TCCCCTTCCT CCTGGCCCCT GGC CT TCCTCCACGC ACGTCATGGC TGACTCTGCC CTCTCACCTT CCTTITCAGARA CCCRGGGACC
GEICICGIGC AGGGGAAGGR GGACCGGGGR CCI GA AGGRGGIGCG TGCAGTACCG ACTGAGACGG GAGRGIGGAR GGRRAGICIT GGGICCCIGG
Meal .
Bt MTH-1 Coding sequence
5001 CTCTA TACCCTGGTG CIGGTCCIGC

AT

ATGGGAC

Figure 1 Human MTH-1 CDS 5’UTR(chromosome 7, CDS upsteam 0 to -5000bp)

Reviewer #2:

This is an excellent paper with clear-cut results.

Response: Thank you for this comment.

Reviewer #3:

Very nice work.

Response: Thank you for this comment.



