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Supplementary Fig. S1. Amino acid sequences alignment of NAMPT in different species.




H.sapiens MAAEQDE-— - ——EARAAARP TN THmANTALGYHEAGRARDAAERELFFERCEFGGAFALA AGIMEDC VEERIREATE.
P troglodytes —EAPAAAPP]ImIMMLquPAuPAPDAAEIELFF BRCPFGGAFALA AGIBRDC VEIEAFE
M.mulatta AFATAAGIMRDC VR@IFRAFR
M.musculus SFALSAGMODC MEERFEAFR
R.norvegicus SFATLTAGIAODC TRENIPAFR
B.taurus AFALAAGIRRDC VEEIEAF R
D.rerio MATS - 2 GGGES LEAGMSDC LLEWQNFS
B floridae MATPPEQGSFNDS- ————HISHKNNQN-— & IV OS M LANLAMR A Y A YK S EK RHE T AVED LFFEK P FE GEFTLE AGIMEEC LKERFONFE
C.intestinalis WAYAYAKS GKMEDKAVEDLEF BK NPFKGEFA IFAGIRSEC IK@ISNER
S.purpuratus BEAGDANEANTSLNNSS SESDEVPAMNGP SPAELPRAASY PYGLVOP MLENE Cffey WA YA YK S ERTHNDSAV

Cteleta WAYAYIK.SNKRSDIAVRADLFF @ NPFEGEF TLFAGIMDEC LEF#K NF H
M.vectensis MSWHNE- — —==VIQF MINFie I NEAYSYAK NGKEDE IAVED LYF B NEFGGEF T IFAGIRS AC LD ITWE
S.cerevisiae MSEP-— ~V IKSLifDIEAT iU HA AVITN - FPDVTV THE Y THES SQLTFNKE AT NWIN. EQ FSE@GN LR
H.sapiens LEDAUG GA SVINgP D TDPAGF EHWRALEC S EVTVEALEE GSWAGP G VPRLOVS G P LLEVOMAE TP LLC LVERAS LHA THAARLEMIAGP EKRLMGMGLERA
P troglodytes LEDABIOERASVIARPD TDPAGF EHRRALRC S EVTVRALSRGSRAGE G VPRLOVS G P LIV OMAE TP LLC LVERAS LA THAARLRMIAGE EKRLMEMG LRRA
M.mulatta LEDAUMGOEA SVINge D TDPAGF EHWRS LIS EVTVREALEE GSWAGP G VPRLOVSG P LLEVOMAE TP LLC LVERAS LHA THAARLEMIAGE EK RLIMEMG LERA
M.musculus LEDADGOGNA SVIAGPD TDPAGF EHFRALRC S GVTVRALEEGSEAGP G VPRLOVS G P LIV QMAE TP LL. LVERAS LEA THAARLEMIAGE DEK LIEMG LERA
R.norvegicus LEDAUNG @A SVIRgP D TDPAGF EHWRALEK S BVSVREALSNE G SWAGE G VPRLOVS G P LIV QMME TP LLC LVERAS LEA THAARLEMIAGE DERLIMEMGLERA
B.taurus LEDAUGOEA SANGP D TDPARF EHWRALEC S GVTVRALEEGSHAGP GVPRLOVSG P LLEVOMAE TP LLC LVEMAS LA THAARLEMIAGE DERLMEMG LERA
D.rerio FSDDEGOMFESVIRGAD TDAGHF SYWEELECS CVSVSAVERGSHVEAR VPELEVSG P LARVOIMAE TS TLC LVIMAS LEC SNAARFRMARGP ERRLEEMGLERA
B floridae FSESHRAIE TIINgE S VEEERY DY RGS LIAS EVS LYAVER G THVEF EVER I TVEG P LEEIVOMIE TTLLNL IEMAS LEHA THAARFEUARGN -K QLIMGF GLERA
C.intestinalis FSDS e QTN HVDE O@WEYIRS GLEAS OVTMSA TERE G YlVFK VPR IR LEG P LPEI OMAE TTLLNLVIIMAS LEA THAARF ENTRAGESVOLIMAGF GLERA
5_purpuratus FSDSENAMRY TTMEAS TEEGEF EYWK TLIK S NIEVYA IERGSHVEP RMPRLE LEG P LPMLOMIE TP LLTL I @A S LT THAA RF RMARGE EKVLIGF GLRRA
Cteleta FSESHMEMIE TVIRJE T TEEEGQF SYRNE LGTHDV TVFAVEREGSEVEPK VPR IR LEG P LEMVOMAE TTLLTLVEMAS LEA THAARFREARGPETAL GLREA
MNvectensis ISDENiE fifl ¥ NiRge T TEEEGF TF K. T TP 3 SVE LWAVEEGSIVEPE VER IRVEG P LEV OMAE TTLLN LVEEAS LHA THAARF RMARGMEE VL GLRPA
S.cerevisiae FTEE GHE iy QEE-Y LPSAMIK YRS S50 - - - - YK LHERE RS @TS EENEGK P T HYKIK IS G EKDTHLYEIP LLSMIBEAYFEF B IDWDYE
H.sapiens QGPMGGLTABTYSMLGEF DSSANV LAGEILRGHEVAGTLAHSFITEF S GSEVPPDP —— - ——MBAPAAGEGE GVDLAAKA OVWLEOVC AHWGLGVOEFPHPGERA
P troglocytes ; ] ] M PAAGEGP GVDLAAKA QVWLEQVC AHRGLGVQEPHPGERA
M.mulatta ——MBAPAAGEGP GVDLAAKAQVWLEHVC AHWGLGVQEPHPGERA
M.musculus -MPAPASSEGP TVDLPARVNLWLKRVC LYWGLEEQEPHPGERA
R.nomnvegicus -MBAPASSEGPAVDLPASVNLWLEHVC IYWGLEEREPHLGERA
B.taurus —MBAPAAGQGSOVDLAASVEMWLERVC GHIRGLGVOEPHRGERA
D.rerio W PCGG-3DS IDF ICIVKGLLGRVC QLI#GSK TS LIREGELA
B floridae WMTPLD-GDSP TDFVSAC LELREEVCK TWIDVLHE ETKESELT
C.intestinalis FVRGTHA HAFMNEF S SLDE K GNKLVLNPIBAK SK—KDP QLGFVE LTKSYLNK IS P INNVLEN ETNEGE LT
S.purpuratus NR —-MMQPADESKFPFVDFVE IC IRCREKVC QLI VLOE QTHEGELA
C.teleta - T, SRD-GSMEKDLVOLS LECRDRIAPVBIGVIAS ETSEGELA
MNvectensis QGEEGELS chuEEDuTEIWLAu:sLYDlpvxummmfﬁsaf'rs IDEGRVE — Tl HFK - NGEAKELYFP IARAWIKKVAPISVLEQEVNSGELV
S.cerevisiae NOLECAEKKRETLEDNEIR-FHEF GTREPRSWKACDLIMOG IBK VN GNPDRNES ——— - LLMG TSNILFAKKYGVEP I GTVAHEWVMGHAS ISE DYLHANKN
H.sapiens AFVARATAGP PAF QG LDIY SVIWR SELP NALAVATATGE LGRRAV! TOETENIL L QOA QF IRE VFRAAAA QF QVEWLE SVLIVVSHIN I DEEAMA RLAQ

P troglodytes IF| TREENL L QA QE IFK VFRPAAAARF OVEIWLE SVLIVVSEN I DIHEAWMA RTLAQ
M.mulatta TIEENL L O0A QE IRK VFRPAAAA QF QVEIWLE SVP TAVSHN I DIHEAMA RLAQ
M.musculus LEENIL L OQAK E IRG IFRTAGAQF OMEWLE SVE IAVSTIN I DESEMIBLAC
R.norvegicus TREENL L QQAKEIRG IFRTVGAEF OMEWLE FVE TAVSEHN I DK EMA RLAQ
B.taurus LEENL L OOARE IRGVFRTAAAQFGVEIWLOSVE IAVSHEN I DEEEMA ELAQ
D.rerio LEEENILC ROS LDVERVFRECSKHF SVEBOFE SLI IVGTHS I SHQSMS ELNK

B floridae BF IARATABPK GF LARVDIYDVLE SEVE NE@C TVALALHR LGHRA THEETA Y LSKAVEQHF EK TAD RFEVEISMA NF TIVASED I NED T#H S TNQ0-
C.intestinalis AFLSEAFARP TSCLCMLDGY SV TE SELP NALAVATATND ¥ GRRV TEEENT.A VLS RKCRE GFNLIADK FGTEWIK QLT IVASHD T NED TR STEE-———
S.purpuratus BF ISEALARP TGF LARVDRYEVIK SEVANELAVTLALDE VGRKAK IBEEMLA YIS LOVED IFK TVGTE ¥S LEWLEK LMIVASTD I NEE T#L STNQCOM-——
C.teleta BF IARATAGP DGFLCWMIDIMYDVHE SELD NEGC AVAMALNS LoRRAQENSI LREENT.A Y LSV ITRQ TFEAVAEK FDMEWE S DL IVASHD I IHE TH SLNQQLEF
N vectensis BFSAMAAARP GSFLAMVDIYHVLE SEVE CHC AVALALND FGRBA. LAEEMILA ¥ LS IEVEE K LK IVAEK, LDARW IAKSLIVASTD I NED TML S L O———~
S.cerevisiae EMDC,EIIIITIL:AKIIAU]AIEDTF***ETDDELKSFPPPYSDAE**V D VEYTKKISHHY———HDVLKIE(FSKIIcysDELmﬁKAEI‘YSHAAK——
H.sapiens —--EGSEMITVI] 5V TCPEWP S LG GV YK LVAVGGOP RME LTEDPEKQTLEGSKAAFRLILGSD GS -PLMDMLQLAEEPVE
P troglochytes = ——EGSEMNVI 5VV TCPBNP SLGGVYK LVAVEGOP RMK LTEDPEKQTLE GSKAAFRLLGSD G PIMDML QLAEEPVE
M.mulatta ——EGSEENVIE 5V TC PP S L G OV 3 WM — = = = —— = ———— — e mm
M.musculus VV TC PP SMGCVYK LVS VGGQP RIK LTEDPEKQ TLPGSKAAFRFLGED G

R.norvegicus 5 e E .

Btaurus 5V TC PEE S LG C VYK LVS VGGOF EMK LTE DPEK O TLPGSKAA FRLLGSD —

D.rerio LV TC TIPS LGCVYE LVEVRGRP MK LSEDPEKS TLPGPKAVYRLLDAD GH—— PCMDVLCLCDEAAP
Bfloridae LV TC P AL GCVFELVE VNK QAR IK LSQDMDKV TLPGKEN I YRLYS HE GH-— ALIDLMQRPHEQPP
C.intestinali LV TCUEMPALGCVFELVEVNGEP FME LSEDVEK INLPGKENVFRLYSED GL—— AILDLIQLCTEKPP
S.purpuratus LV TCOERPNLGGVCKLVQ INGVPRIK LSQDVSKV T IPGREVVYRLFSSEGH-—— ALIDIMQCVDEEEP
C.teleta LV TC@MPALGCVFE LVS VISVPRIK LSEDVEKV TMPGEKDAYRLFGHD GN— -ALVDLLCKPDEEAP
MNovectensis QGHSHDAF LV TCUEEPALGCVFE LVE LNKRACME LSQD IEK I TIPSKKVVYRLYGAD 3] PALTHAQEYTVDLLKPTDEAVP
S.cerevisi -= ENGMIBATF IF THD PR SE————————————————————— PQVESEPLNIVIKLLEVNGN-————————————— ————————
H.sapiens QAGQELRVW--PPGAQEPCTVREPAQVEPMIELCLOQGOLCEPLPSLABSPALAQLS LS RLSPEHRRLESEA ClCHV FEEPRQATEN SWCAGOSP

P troglocytes QAGOELRVW--PPGAREPCTVEPAQVEP ij LCLOQGOLCEPLPSLAMSFALAQLSLSRLSPE prLosmcﬁcﬁvEE REQATEVSECAGOSE

M.mulatta

M.musculus KAGQELRVW--PRGTQEPCTVEDAQVER ELP LYLOOGOLCEPLPSLDES RRFAQQS LS LLRPA HKOLOS mvﬁpmmEKEP_ALﬁD SHSARGPL
R.nonegicus KAGOELEVW--LOGAQEPCTVEPACQVEPMLE LY LOQGOP YEP LPS LEMSFAFAQQS LS RLEPA HE QLONEA VIOTIA RS EK PR ALED SHSAR

Btaurus QAGQELEVW--FPRGARESRTVEPAHVEPMLEIWVQOGOLCEPLPSLABSPAFAQQSIHRELSPAHRRLE QA IHCHAMEEKQATHD ERSARGAL

D.rerio AAGVELQCFSLLGNSTLQCS ITPACVSSMRTOVFSCGOI TLPLNSASESRERAQT SLOMLNP HHE RLOE SIL NI THA S E PWPH S oS DEKE GNSK GSNFLL
B.floridae DNERRVLC R-HPFEESKRAYVSPGTVOLMIK LYWTKGEVRI*

C.intestinalis AVGKKILVR-HPFNESKPAYVCPHEVELBY TDYWGDNCLMOSFSTLOETK QIASD S LK TLROD IKRELNET PRKES NN EY Y HF H DIFWLE HAP IGELS *
S.purpuratus KPMERVLC R~ HPFEESKRAYVEKPRRVEVIBHK LY LK NGK LC QTLP S LEEKK QLVQD S LD S LEHD HE FA LNET PRIFIES GElD FIfY HF ifH DIFWLANAP IGELY
C.teleta QPGKRVLC R-HPFQESKRAYVSPAKVVE MYK CFWRKGQV CHD IPTLKBVRDVAQQSINS LETD HK PALNET PRKES SEIDKIY OF BHEWWLENAP IGELS *
MNvectensis ALGGRVLCR-HAFDEGKRAYVIPSKVETMLRPYWKDSK ICOSLETIKEIQTNLRE DLORLRRD HIRE LIET PRHA WG ERY TF JH HEWLENMP IGELA *
S.cern - HA IK 5D NLGKNMGD PATVE RVEHELGY TER SWS GDNEA HEWT

Supplementary Fig. S2. Amino acid sequences alignment of NAPRT1 in different species.
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Supplementary Fig. S3. Quality evaluation of the modeled structures of the human NAPRT1 protein.
Evaluation of model quality for the predicted 3D structures of human NAPRT1, both overall (top) and locally (bottom) as estimated in ProSA-web. The models were
predicted by MODELLER based on the S. cerevisae Nptl (A), the E. faecalis putative NAPRT1 protein (B), or predicted by I-TASSER (C), and the best z-score value

was obtained in the latter.



Supplementary Fig. S4. Predicted tertiary structure of human NAPRT1I.
The model was obtained using the I-TASSER server. a-Helices are in red, B-sheets are in yellow and loops are in green.
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Supplementary Fig. S5. NAMPT and NAPRT1 variation data retrieved from Ensembl Genome Browser.

A. Comparison between 2010 and 2013 shows the increasing number of mutations reported for both genes.
B. Missense and synonymous variants underline that NAPRT] has a higher genetic diversity than NAMPT.
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Supplementary Table S1. Oligonucleotide sequences used for amplification of NAMPT and NAPRT1 genes.

Gene Location Primer forward (5’-3’) Primer reverse (5'-3") Annealing Product size (bp)
temperature (°C)
Intron 1 - Intron2 JCTTCAAGCCTTTTCTGTTGTG CTTAGAACATCAAACACACACC 60 424
NAMPT Intron 3 - Intron 4 JAGCACGTGGCAGCATTAAAC GATGAGGAAATTGAAGCCTGG 58 502
Exon7 - Intron 7 |CATAACAGCTTGGGGGAAAG CTCTCTCTGGGCTGCAACT 58 362
Intron 8 -Intron 9  |CAGTCTTGGATGCTTCATTC CTCCCTTCTTTCCTTGTTTCTG 58 402
Exon1l-Intron1l JACCTCTACCAGGCCACCATG GGTAACTGCGCTGAGACCAG 64 310
NAPRT1 Intron 1 - Intron 3 JCTGGTCTCAGCGCAGTTACC CAGCCCACCTGGCGTAGC 60 425
Exon 6 - Intron 7 JCTACAGCGTGTGGAGGTGAG CACCTGTGCTCACCTTCTGC 60 404




Supplementary Table S2. Sequences of NAMPT and NAPRT1 protein orthologues.

The table lists the species and the associated protein identifier and source used in the protein alignment.

NAMPT NAPRT1
Species ID source size (aa) ID source size (aa)
Homo sapiens NP_005737 NCBI 491 NP_660202 NCBI 538
Pan troglodytes JAA31706 NCBI 491 JAA00578 NCBI 538
Macaca mulatta AFI35917 NCBI 491 XP_001097478.2 NCBI 481
Mus musculus NP_067499 NCBI 491 NP_766195 NCBI 538
Rattus norvegicus NP_808789 NCBI 491 NP_997492 NCBI 538
Bos taurus NP_001231070 NCBI 491 NP_001092327 NCBI 533
Danio rerio CuU928083.1 Ensembl 493 NP_957184 NCBI 548
Branchiostoma floridae 288618 JGI 475 278419 JGI 497
Ciona intestinalis - - - 211042 JGI 524
Strongylocentrotus purpuratus XP_782393 NCBI 480 XP_787773.3 NCBI 584
Capitella teleta 162451 JGI 482 175488 JGI 540
Nematostella vectensis 135670 JGI 476 89511 JGI 547
Saccharomyces cerevisiae - - - NP_014852 NCBI 429




Suplementary Table S3. Bootstrap analyses between allele frequencies of the NAPRT1 variants obtained in our study versus allele frequencies from the 1000
Genomes Project. The method used for the construction of the bootstrap confidence intervals (95%) was the accelerated bias-correction available in MATLAB
(R2011a, MathWorks, Natick, MA, USA).

Bootstrap C| . 1000Genomes InsideCIBootstrap?
left right
rs2015562 Control 0,097 0,174 EUR_AF 0,09 no
Tumor 0,294 0,444 ASN_AF 0,36 yes
rs896953 Control 0,618 0,725 EUR_AF 0,7 yes
Tumor 0,625 0,763 ASN_AF 0,73 yes
rs896954 Control 0,107 0,191 EUR_AF 0,19 yes
Tumor 0,075 0,181 ASN_AF 0,11 yes
rs145565666 Control 0,000 0,017 EUR_AF 0,004 yes
Tumor - - ASN_AF n/a -
rs2305496 Control 0,091 0,168 EUR_AF 0,09 no
Tumor 0,263 0,406 ASN_AF 0,38 yes
rs744650 Control 0,003 0,030 EUR_AF 0,04 no
Tumor - - ASN_AF n/a -
rs872935 Control 0,567 0,688 EUR_AF 0,63 yes
Tumor 0,200 0,331 ASN_AF 0,35 no
rs35975875 Control 0,000 0,023 EUR_AF 0,01 yes
Tumor - - ASN_AF n/a -
rs114291348 Control 0,013 0,063 EUR_AF 0,03 yes
Tumor 0,000 0,039 ASN_AF n/a -




Suplementary Table S4. Predicted impact of all dbSNP missense variants for the human NAMPT and NAPRT1 genes, according to SIFT and PolyPhen calculations.

Variants were retrieved from Ensembl (release 75 - February 2014), considering the reference transcripts ENST00000222553 and ENST00000449291, respectively.

Gene ID Chr:bp Alleles Global MAF  AA AA coord SIFT PolyPhen

NAMPT [rs202025145 7:1058915547:105891554 A/G 0.001(G) I/T 484 tolerated 0,42 benign 0
rs140819103 7:1058915817:105891581 T/G - E/A 475 tolerated 0,15 benign 0,005
rs376047293  7:1058934707:105893470 T/C - Y/C 453 tolerated 0,17 benign 0,047
rs138426703 7:1058935007:105893500 A/G - L/P 443 deleterious 0,03 benign 0,015
rs146170636  7:1058935247:105893524 G/A 0.001(A) T/M 435 tolerated 0,1 possibly damaging 0,764
rs61738828 7:1058948617:105894861 A/C - D/E 393 deleterious 0 possibly damaging 0,874
rs148806435 7:1059089557:105908955 G/A - T/M 233 tolerated 0,19 possibly damaging 0,904
rs61746104 7:1059130827:105913082 A/G - I/T 114 deleterious 0,01 benign 0,108
rs142386213 7:1059130837:105913083 T/C - /v 114 tolerated 0,93 benign 0,003
rs370987898 7:1059130917:105913091 T/C - H/R 111 tolerated 0,42 benign 0
rs370874972  7:1059154297:105915429 T/C - D/G 94 tolerated 0,22 benign 0,002
rs373913615 7:1059154477:105915447 T/C - K/R 88 tolerated 0,51 benign 0
rs368481844  7:1059174877:105917487 G/C - L/V 66 deleterious 0,05 benign 0,255
rs139282739 7:1059175317:105917531 T/C - K/R 51 tolerated 0,06 benign 0,104

NAPRT1 |[rs199590650 8:1446571828:144657182 G/A - R/W 510 deleterious 0 benign 0,035
rs368170412 8:1446573848:144657384  G/A - R/W 475 deleterious 0 possibly damaging 0,677
rs199833066 8:1446573988:144657398 A/C - V/G 470 deleterious 0 probably damaging 0,955
rs149178575 8:1446574058:144657405 C/T - A/T 468 tolerated 0,28 benign 0,056
rs201086959 8:1446574078:144657407 G/A - P/L 467 deleterious 0 probably damaging 0,988
rs141565399 8:1446574808:144657480 C/G 0.000 (G) E/Q 443 deleterious 0 probably damaging 1
rs147123886 8:1446575008:144657500 T/A - D/V 436 deleterious 0 probably damaging 1
rs147154210 8:1446576378:144657637 G/A/T - T/M 416 deleterious 0 possibly damaging 0,634
rs147154210 8:1446576378:144657637 G/A/T - T/K 416 deleterious 0 probably damaging 0,972
rs139521261 8:1446576538:144657653 C/T 0.001 (T) D/N 411 deleterious 0 probably damaging 0,936
rs144545750 8:1446576588:144657658 G/A - T/ 409 deleterious 0 probably damaging 0,992
rs369842187 8:1446576798:144657679 C/T - G/D 402 tolerated 0,08 probably damaging 0,999
rs148462517 8:1446576868:144657686 C/T - V/M 400 deleterious 0,01 probably damaging 0,982
rs369189989  8:1446578038:144657803 C/T - G/S 393 deleterious 0,02 benign 0,102




rs201030598
rs200059887
rs369217099
rs373535032
rs144202509
rs373926829
rs377542827
rs184059139
rs35975875
rs372036233
rs201149658
rs188697057
rs374121375
rs145806784
rs872935
rs367982076
rs147107119
rs370157447
rs372583646
rs199622906
rs143378632
rs145759182
rs267601812
rs148205878
rs374205789
rs199672137
rs373667786
rs199843319
rs150754257
rs139128977
rs368314681
rs201161077
rs200176063

8:1446582568:144658256
8:1446582708:144658270
8:1446582778:144658277
8:1446582978:144658297
8:1446582988:144658298
8:1446583008:144658300
8:1446583278:144658327
8:1446586298:144658629
8:1446586308:144658630
8:1446586378:144658637
8:1446586558:144658655
8:1446586568:144658656
8:1446586878:144658687
8:1446587078:144658707
8:1446587118:144658711
8:1446587148:144658714
8:1446587168:144658716
8:1446587288:144658728
8:1446587418:144658741
8:1446588238:144658823
8:1446588318:144658831
8:1446588468:144658846
8:1446588598:144658859
8:1446588918:144658891
8:1446588958:144658895
8:1446589168:144658916
8:1446589198:144658919
8:1446589698:144658969
8:1446589798:144658979
8:1446589918:144658991
8:1446590028:144659002
8:1446590058:144659005
8:1446592378:144659237

c/T
G/A
c/T
A/G
c/T
A/T
T/C
c/T
G/A
C/A
G/T
T/C
G/A
G/A
G/A/C
c/T
A/G
T/G
T/C
C/A
G/A
T/C
G/A
c/T
c/T
C/A
C/G
G/A
c/T
c/T
G/A
G/A
c/T

0.002 (T)
0.001 (A)

0.001 (T)
0.003 (A)
0.000 (T)
0.000 (C)

0.000 (A)

A/T
A/N
E/K
V/A
V/I
I/N
Q/R
R/H
R/C
Q/H
D/E
D/G
R/W
A/N
L/v
A/T
V/A
N/T
S/G
V/L
T/l
Q/R
P/S
R/Q
E/K
V/L
G/R
A/N
V/M
E/K
P/L
A/N
D/N

367
362
360
353
353
352
343
332
332
329
323
323
313
306
305
304
303
299
295
292
289
284
280
269
268
261
260
243
240
236
232
231
227

tolerated
tolerated
deleterious
tolerated
tolerated
deleterious
tolerated
deleterious
deleterious
tolerated
deleterious
deleterious
deleterious
deleterious
deleterious
tolerated
deleterious
deleterious
deleterious
deleterious
deleterious
deleterious
deleterious
deleterious
deleterious
tolerated
tolerated
tolerated
tolerated
tolerated
tolerated
tolerated
tolerated

benign
benign
probably damaging
benign
benign
probably damaging
benign
possibly damaging
probably damaging
benign
probably damaging
probably damaging
probably damaging
probably damaging
probably damaging
probably damaging
probably damaging
probably damaging
probably damaging
possibly damaging
possibly damaging
benign
probably damaging
benign
probably damaging
benign
benign
benign
benign
benign
benign
benign
benign

0,07

0,009
0,997
0,006
0,228

0,046
0,868
0,999
0,013
0,995
0,996
0,946
0,923
0,999
0,939
0,999
0,997

0,519
0,799
0,142

0,011
0,988
0,001
0,005
0,004
0,094
0,001
0,272
0,017
0,003




rs146015422
rs373219862
rs139975718
rs144223221
rs142312560
rs111826960
rs376323296
rs111763816
rs369745388
rs373884377
rs200364051
rs186257137
rs201407810
rs376515994
rs200997239
rs11990768
rs35914195
rs896950

8:1446592428:144659242
8:1446592498:144659249
8:1446592548:144659254
8:1446592918:144659291
8:1446593308:144659330
8:1446595418:144659541
8:1446598918:144659891
8:1446599088:144659908
8:1446599978:144659997
8:1446600068:144660006
8:1446600248:144660024
8:1446600548:144660054
8:1446600638:144660063
8:1446600728:144660072
8:1446601068:144660106
8:1446602718:144660271

8:1446603188:144660318-14 GG/TA

8:1446603198:144660319

G/A
c/T
c/T
c/T
T/G
G/A
A/C
A/G
c/T
c/T
c/T
G/A
A/G
G/T
C/G
c/T

G/A

0.000 (A)
0.000 (G)
0.001 (G)

0.014 (A)

P/L
E/K
G/D
G/R
N/H
R/C
S/A
V/A
A/T
G/S
V/M
L/F
F/L
P/T
Q/H
R/Q
A/NV
A/N

225
223
221
209
196
156
125
119
115
112
106
96
93
90
78
73
57
57

tolerated
tolerated
tolerated
deleterious
deleterious
deleterious
tolerated
deleterious
deleterious
deleterious
tolerated
deleterious
tolerated
tolerated
deleterious
tolerated
deleterious
deleterious

0,52
0,11
0,13

0,1
0,01
0,01

0,16

0,06
0,23
0,05
0,07
0,01
0,01

benign
possibly damaging
probably damaging
probably damaging
probably damaging
probably damaging
benign
probably damaging
possibly damaging
probably damaging
benign
probably damaging
benign
possibly damaging
possibly damaging
benign
benign
benign

0,043
0,821
0,955
0,999

0,991
0,009
0,998
0,713

0,153
0,973
0,053
0,811
0,62
0,002
0,08
0,08




Suplementary Table S5. Predicted impact of the NAMPT and NAPRT1 variants found in our study. Variants were retrieved from 1000

Genomes Browser and scored according to the CADD server (http://cadd.gs.washington.edu/score).

Gene ID Chr Position Variant type Cscore Splice annotation

NAMPT  rs41430346 7 105913155 Non-coding - 2,069 NA
rs375379216 7 105913141 Non-coding - - -
rs112487390 7 105912865 Non-coding - 11,33 NA
rs2302559 7 105903904 Silent Ser301Ser 7,273 NA
rs144888107 7 105903789 Non-coding - 4,783 NA

NAPRT1 rs2015562 8 144660257 Non-coding - 1,111 DONOR
rs896953 8 144660189 Non-coding - 0,123 NA
rs896954 8 144660046 Silent Ala98Ala 11,6 NA
rs200364051 8 144660024 Missense Vall06Met - -
rs145565666 8 144659998 Silent Leull4leu 13,01 DONOR
rs2305496 8 144659949 Non-coding - 4,955 NA
- 8 144659838 Silent Vall42Vval - -
rs12678314 8 144659608 Non-coding - 5,774 NA
rs744650 8 144658730 Silent Pro298Pro 3,054 ACCEPTOR
rs872935 8 144658711 Silent Leu305Leu 1,158 NA
rs35975875 8 144658630 Missense Arg332Cys 20,9 NA
rs114291348 8 144658505 Non-coding - 3,723 NA
- 8 144658501 Non-coding - - -
rs896955 8 144658370 Non-coding - 6,296 NA
- 8 144657972 Non-coding - - -
rs2290417 8 144657269 Non-coding - 14,31 ACCEPTOR
rs77951814 8 144657152 Non-coding - 16,73 DONOR
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