RED=Published

Blue=Unpublished

Black=SNP

GREEEN=from http://www.ncbi.nlm.nih.gov/SNP/snp_ref.cgi?locusld=5428

hum pol gamma aa seq
Pan troglodytes (chimpanzee)
Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma
rat pol gamma (1)

Xenopus pol gamma (1) ----MNRLLQKGTSLVPSWRTRGC YRRCIYAPQLHAKPLEMETSIRR ———————
Drosophila pol gamma (1) -MoFHEIRKYASKVSREHYASSSVKIFRRVKEPQKVNKPKKPENVENG-————--
scyeast pol gamma mipl (1) ----MTKL RSECMLRMVRRRPLIVQFCARWFSTKKN —————————————————
S. pombe pol gamma (1) ————MFYKACPSTLTCSKWIHSIIKTKKFLYCRHYSIKS ————————————————
Neurospora pol gamma (1) MLTPVRCRTWPNATVATAARVLRRANLFSRYBROLGHLRWDSTIAQVLERKG- -~
Consensus (1) MSRLLWRKVAGA V GPVPA RWVSSSVP PSDG Q
56 * * * 110
hum pol gamma aa seq (55) QPQQPQVL D F ———
Pan troglodytes (chimpanzee) (53) —-PQOPQVL D F ————
Macaca mulatta (rhesus monkey) pol gamma (53) ———=——-- H El -———=
mus pol gamma (46) —-—————--- L F ——— ()
rat pol gamma (46) —-—————--- H FGC -———= ORSI
Xenopus pol gamma (45) === mmmmm o KGFHEQILFRGKQVQHAE-—--EDVQRSIT
Drosophila pol gamma (48) ——=====———- PTEYAENLVKVQ I NLHAOLFPOAPRSISEQQ- VlSAKVYKD
scyeast pol gamma mipl (35) ———mmm———- TAEAP IN GIQY GESLOROVFESCEGKDEVEQSDKLMELEKK
S. pombe pol gamma (36) ———==—--- FIDNAP GVQY PALONOVEPOONTQISQ----LHLDLAKF
Neurospora pol gamma (53) ======—- LGVPST HNEIGVQQ EHLYKQLFP NTDIPAP———ELIELAKD
Consensus (56) SSE GQLR NPL IQMLSRGLHEQIFGQGG P E AAV RS E
111 * * * * 165
hum pol gamma aa seqg ) LPPEYGD QHF
Pan troglodytes (chimpanzee) ) LPPLYGD QHF'
Macaca mulatta (rhesus monkey) pol gamma ) LPPLYGD QHF'
mus pol gamma ) LPRLFGG QHF
rat pol gamma (89) LPREFGG QHEFE'
Xenopus pol gamma (80) QLPKMYGNNIEEHFQT
Drosophila pol gamma (91) QOLKLPPLRGANIEEHFHNIAKEQVQPYEELLLP VQC
scyeast pol gamma mipl (80) LITDPISFPLP QGRSLDEHFQKIGRFNSEPYKSFCEDKFTE
S. pombe pol gamma (79) LA.HQ LNKE SFNFILP QGKTISEHFYNIGLEFAEPHLSKAIKESKI
Neurospora pol gamma (97) HLARHD LIKT PIAFQLP VGDTEBEHFHKEGVDAAEPFLTHAKQFADH
Consensus (111) HL KHGLWGQPT PLPDVELRLPPL G NLD HFRLLAQKQSLPYLEAA LL A
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QRRROQQ000000000
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--QPQSEMP-------

R3P-PEO
Gl1D-Alpers

18P>S SNP

S28C - PEO

R42X

Q43R-idiopathic
sporadic Parkinsons

044X

Q045R - Epilepsy

49Q02E SNP

050X

AGIlu 43-55 -male
infertility

053X

64S>L SNP

068X - Alpers

L83P - Alpers

F88L - asymptomatic

H110Y-hearing loss, resp.
failure, & failure to
thrive

W113G

D136E-Epilepsy

Al43V-Alpers, respir.

enzyme chain def.



166 220

* * * EXOI
hum pol gamma aa seqg 161 P163S- Opthalmoplegia and seizu
Pan troglodytes (chimpanzee) 158 E183X
Macaca mulatta (rhesus monkey) pol gamma 151 193R=>Q SNP
mus pol gamma 144
rat pol gamma 144

( )
( )
( )
( )
( )
Xenopus pol gamma (135)
( )
( )
( )
( )
( )

Drosophila pol gamma 146 AT
scyeast pol gamma mipl 135) MVARP--AEWLRKPGWVKYVPGM-APVE FDVETLYNVSDY| AT
S. pombe pol gamma 134) DTPVQ-PKTWKRQPGWTKYAKDG-SISCVPYPDSDCMVEDVEVLYKVSPFAVVAT
Neurospora pol gamma 152) H K-PTSWVRRSGWTKYNRDG-TTENDVLPQGNMMCEFDVEVMYKDNPYAVMAC
Consensus 166) QLPP P WAWAEGWTRYGPEG EA PVAIPEERALVFDVEVCLAEG CPTLAV
201 * % * ok ok ok *x * 275
hum pol gamma aa seq 214 c224y-Alpers,
Pan troglodytes (chimpanzee) 211 R227W-PEO, Alpers,
Macaca mulatta (rhesus monkey) pol gamma 204 R227P-multisys. Disor.
mus pol gamma 197 R232H-Alpers & CMT
rat pol gamma 197 R232G-Alpers & hepatocere.

W235X-multisystem

( )
( )
( )
( )
( )
Xenopus pol gamma (188)
( )
( )
( )
( )
( )

Drosophila pol gamma 201 disorder
scyeast pol gamma mipl 187) ALSST WYLW.SPFICGGDDPAALIPLNTLN Q0238R
S. pombe pol gamma 187) AVSEDAWYCWLSPWHLGKSEN-DROUIB------—---- R 241P>L SNP
Neurospora pol gamma 205) AGTPDAWYAWLSPW LGITENKAQLVPMG DPTVDRITI
Consensus 221) AISPSAWYSWCS RLVEERYSWTSQLSPADLIPLE S T DWQEQLV L244P-Alpers
T251I-PEO, Alpers,& infant
hepatocerebral
G268A-PEO
276 * 330 R2750-MS-1ike illness
*  EXOII * * *kk * * R275X - PEO..

hum pol gamma aa seq

Pan troglodytes (chimpanzee)

Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

( H277L - Alpers
(
(
(
(
Xenopus pol gamma (
(
(
(
(
(

Y282D - Alpers
G303R - Enceph. & PEO
L304R-PEO, Alpers, &
ataxia-nueropathy
S305R-Alpers
GVTSYORAMLKS——-—-- Q308H-PEO
RVLEEYNFRDSKAFFLDTQSLHI SFGIC RO PMFIKNN—— R309L-PE
EEYNEKSSRNVELDTMSLHVATHGMC RQKPTFKI;KAYIR R309H-Alpers
KH

Drosophila pol gamma
scyeast pol gamma mipl
S. pombe pol gamma

Neurospora pol gamma GHNIGYDRIK LEEYDLKQTRNFFLDTMSLHVAVNGMC QQIPT KAREL W312R-PEO+/-,
Consensus 276) VGHNVSFDRAHIREQYLIQGSRMRFLDTMSMHMAISGLSSFQRSLWM AKQGKHK dysphagia/
myopathy...

K319E - PEO

humblel Page 2 12/28/12



hum pol gamma aa seqg

Pan troglodytes (chimpanzee)
Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

Xenopus pol gamma

Drosophila pol gamma

scyeast pol gamma mipl

S. pombe pol gamma
Neurospora pol gamma
Consensus

hum pol gamma aa seq

Pan troglodytes (chimpanzee)
Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

Xenopus pol gamma

Drosophila pol gamma

scyeast pol gamma mipl

S. pombe pol gamma
Neurospora pol gamma
Consensus

humblel

331 * * * *
KAR

KAR
K-AN

KN-AN

QHIKKTRSNFEFS

____________________ E

——————— KEAEVESEVHPEISIEDYDDPWLNVSALNSL

SISTETSEDDDSIiFDDDYQ——NYLKQEP HSIVN i
IN

REKAEHESASVELQEVLOGESLTAEEADLWVDKS L

*

NSLAE

KAR NSLAE
NSLAE

]

VAKFHCK-IDLDKT
VAKFHCN-ITLDKS
VAQFHLN-VKIDKD

Q TK GQKSQR G PAISSWDWLDISS NSLADVH LYVGGPPLEKE
386 * 440
* * * * EXOIII *k * *

R

R
A
B

R

DEIFP
KRDDFASLEKEPILOKLNELITYCAHDTYSTHQOVEKKVEPQ
QVYQVVFPNELGVCPHP SFIAL

IRDVFAETDRN LNQLDILLTYCAADIQVT

PHP

PHP

PHP

PHP

PHP
PHPVILS|

FPHPAS
KKEPHPUSFAGL

PHPAGFSA

PRELFVKG M DIRENFQDLM YCA DVWATHEVFQQQLPLFLERCPHPVTLAGM
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324P>S SNP

S332V
T326fs61X-Alpers
w347 L356del-Alpers
E358A - Alpers

R374X -Alpers
G380D-PEO

R386C-myopathy&mtDNA depl.

R386H-Alpers

392L2V SNP

L392V-muscle weakness,
optic atrophy,Alpers

R417T - Alpers

C418R - Alpers

L424Gfs28X-PEO and
Alpers

G426S - Epilepsy..



hum pol gamma aa seqg

Pan troglodytes (chimpanzee)
Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

Xenopus pol gamma

Drosophila pol gamma

scyeast pol gamma mipl

S. pombe pol gamma
Neurospora pol gamma
Consensus

hum pol gamma aa seqg

Pan troglodytes (chimpanzee)
Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

Xenopus pol gamma

Drosophila pol gamma

scyeast pol gamma mipl

S. pombe pol gamma
Neurospora pol gamma
Consensus

hum pol gamma aa seq

Pan troglodytes (chimpanzee)
Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

Xenopus pol gamma

Drosophila pol gamma

scyeast pol gamma mipl

S. pombe pol gamma
Neurospora pol gamma
Consensus

humblel

441 495

* kk ok * * *k *
LP|
LP|
LP|

LP|

LP|

LP|
SANLPVNS
KSLSKCILPTKLNDWNDYINSSESLYQQSKVQIESKIVQIIK IVLLKDKPDFYL
ISLISVFLP H—SWTIYINGVEEQYQQMIQLVDQ SQYAEKAKDLINTKDTVL
RHLASVILP K—TWDTYIET.EA.YLQMLHGVQE FTLMERTLDYKADPEKYL
LEMGVSYLPVNQ NWERYL EAQ TYEELQREMKKSLM LANDACQLLSGERYKE

S S S S 5 5 S5

496 * * * 550
C
C

P
P

PGBPTEK

————————————————————— LPTVEIKDS

KDPWLSQLDWT TKPLRLTKKGV PAK— === ===—————— === mmmm oo
KDPWLROLDWTPCNLYRKLKKATQE ~———————————— == —mmmm o
SDPWLSQLDWSGQEITKMAKPKKKG-————-====————————— -
DPWLWDLEWDLQEFKQKKAKKVKK A ASKLPIEGAG GDPMDQED GP SEE

QDVI KGITE
QDV] KGTTE
QDV! KGTTE
RSVT RSTTD

D

QNI KS
SRPSMGKLYLEDLKLKILP
GNTPEERRLQAKFQHLYDQO

——————————————————— DVERBALNGKLPGY POWYKDHFVKVPKELSGLDEPD
10 L TT LLPKRPQHLPGHPGWYRKLCPRL
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L428P-Alpers,..
M430L-PEO
G431V-PEO
S433C-PEO, ataxia,
0449X - Alpers
Y452X-PEO&MS-1ike illness
L463F-PEO
A467T-PEO, SANDO,
MERRF, & Alpers...

N468D-PEO

Ex7 del 1251 splice-Alpers
c.1433 splice - seizures
Y479X

Q497H-Ataxia-
Neuropathy
S511N-PEO
G517V~ Ataxia-
Neuropathy

546R>C,S,G SNP
K561M- dysmorphia,
hypotonia, liver
insufficiencies,
R5620-PEO
H5690 - Alpers
R574W-PEO+myopathy
dysphagia
& Alpers
R579W-PEO



W585X - PEO
P587L-PEO, Alpers,& inf.

hepatocerebral
G588D - VPA liver failure
606 *okkk ok * *ox * ok * Kk k% 660 P589L - Alpers
hum pol gamma aa seg (581) L P L591F - SANDO
Pan troglodytes (chimpanzee) (578) L P R597W - PEO
Macaca mulatta (rhesus monkey) pol gamma (570) L P M603L-PEO w/ ptosis
mus pol gamma (562) L P L605R - Alpers
rat pol gamma (562) L P Y614X
Xenopus pol gamma (553) L YP R617C-muscle weakness,
Drosophila pol gamma (537) LLSLCWEGYP exercise intolerance,
scyeast pol gamma mipl (474) —--==---—- hearing loss,
S. pombe pol gamma (478) ——=====-—- DTYGWVFSVERTSKD-~- arhythymia
Neurospora pol gamma (520) KEQENRKARHEFINITVRS IAPLLLKLSWEIYP E DQFGWTFQV.R——EK—— L623W-Liver Dysf.,
Consensus (606) DDPAW PGPSLLSLQOMRVTPKLMALTWDGFPLHYS HGWGYLVPGRRDNL hypoketotic,&hypogly.
R625P - Alpers
R625R-Alpers
R627W-PEO, Alpers, & SANDO
R6270-ataxia-myopathy,
Alpers, PEO, ataxia-
nueropathy, & MELAS
R6280-1in one breast tumor
661 * * K * 715
hum pol gamma aa seq 633 E NS P648R-PEO+MYOPATHY &
Pan troglodytes (chimpanzee) 630 E NS SANDO
Macaca mulatta (rhesus monkey) pol gamma 622 E NS H6590
mus pol gamma 614 E SS 662E2>K SNP
rat pol gamma

( )

( )

( )

( )

(614) S— Q0666L
Xenopus pol gamma (605)

( )

( )

( )

(

(

DNSM
Drosophila pol gamma 587 SDMAFDMLP
scyeast pol gamma mipl 520) —==—==——mmmmmm e YKAKN------ YVLADSV
S. pombe pol gamma 522) ————mmmmmm EI M.D—QGLV
Neurospora pol gamma 571) —————————— e TEIQRQMTP
Consensus 661) P T ESA V CPYRAIESLYR HCL QGKQQL QE LAEEFLLTD A
716 * * * ok * *k*x770

hum pol gamma aa seq NLR--AAVPG ALTARGG R709X-PEO

Pan troglodytes (chimpanzee) NLR—AAVPG ALTARGG Q715X-Alpers
Macaca mulatta (rhesus monkey) pol gamma NLR—-AAVPG ALTAPGG c.2157+5 +6gc>ag-Alpers
mus pol gamma VLPAAC 722R>H SNP

humblel Page 5 12/28/12



rat pol gamma

Xenopus pol gamma
Drosophila pol gamma
scyeast pol gamma mipl
S. pombe pol gamma
Neurospora pol gamma
Consensus

hum pol gamma aa seq

Pan troglodytes (chimpanzee)
Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

Xenopus pol gamma

Drosophila pol gamma

scyeast pol gamma mipl

S. pombe pol gamma
Neurospora pol gamma
Consensus

humblel

668
656
625
532
533
582
716

GCHD TvEs----- SGLS@PEVPPTACAPRTSOET
K SRTEMDLSSEVPATAKAKKRNNS SEHPVKLEMEFDSLEDN SECG
GOVEQHLGKREHYKKLSQKQ------~- QR--——————————- LETQ¥QGSGVIC
SQEE
BCS

VBFEDP— =~ ——m - mm oo DVDDR
WQTVEEL LEVEAEA E QPL PK QP YHHGNGPYN
* %

771 * k% * k% * * * * 825

PH,
PH
PH

GPEARCVRHSPNHITHTSKRVEYNQ---IMKWLKK
GPNARCVNPMAKGYLBYFEKGILSS---EYPYAKE

KLDYNNYI
LRMDVDHKYEKEPH
DVDIPGCWFFKLPHKDGN ~NVGSPFAKDFLPKMEDGTLQA GPGGASGPRALEI

Page 6 12/28/12

H734R
N736S - Ataxia

G737R- Alpers, CMT, &
Parkinsonism
N740D - SNP
V742M - SNP
G746S-PEO
W748S- Alpers & ataxia
nueropathy

F749S-Alpers

L752P-Epilepsy

H754Q - liver failure
K755E-Liver Dysf.,
hypoketotic, &hypogly
G763R-PEO & SANDO

P765T - ataxia and neruopathy

A767D-Alpers

G785£s21X-PEO

R790H - SNP



hum pol gamma aa seq

Pan troglodytes (chimpanzee)
Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

Xenopus pol gamma

Drosophila pol gamma

scyeast pol gamma mipl

S. pombe pol gamma
Neurospora pol gamma
Consensus

hum pol gamma aa seg

Pan troglodytes (chimpanzee)
Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

Xenopus pol gamma

Drosophila pol gamma

scyeast pol gamma mipl

S. pombe pol gamma
Neurospora pol gamma
Consensus

humblel

826 * oK *xooKx 880

ISSGSYWMS RERTQSOFVVPSCKFPNEFQSLSAKSSLNNEKTNDLAT
SASCSYWSSARDRIRSQO DKDAEIGVPSSVD——G
IASCSYWIS RERTKNO YEDQLPPSQRFVNKDADSN---TPIG

NKMISFWRNAHKRISSQMVVWLPRSALPR V RHP DE E YGAILPQVVT

881 PolA 935
*k kkk * * * * * * *k kk * *
TAS GSEL

GT TASN GSEL

GT TASN GSEL

GT TASN GSEL

GT TASN GSEL

GT E TASN GSEL
CGTLTRRAMERTWMTASNSRBDRLGSELRS
MGTETRRAVENAWETASNAKANRIGSELRTO
MGTVTRRAVENWHTASNSKKNRLGSELKAMIRAPDGY TFVMGADVDSEELWI
TASNAKKNRUGSEL PBGYVFVGADVDSEELWIAS

MGTETRRAVE
AGTITRRAVEPTWLTASNARPDRVGSELKAMVQAPPGY LVGADVDSQELWIAAV

Page 7 12/28/12

M797X - liver failure

A804T - Fatigue..

R807P-PEO

R807C - SANDO

R807H - liver failure

c.2480+1g>a-Alpers

IVS15-9-c.2485del 12bp-
Alpers

IVSle6-10c>t-ataxia,
neuropathy..

Y831C-PEO &
Parkinsonism

Y831F

Y831S

G848S-PEO & Alpers, &
MELAS
T849H-Alpers
T851A- Alpers
R852C-Alpers
R852H - Alpers
R8530-Myocerebrohepat
R853W-PEO w/ptosis &
Parkinsonism
V855L - seizures
V855A-muscle weakness
A862T-Ataxia & PEO
N864S-PEO
R8690Q0 - Myopathy,ataxia,
Ptosis, & neuropathy
E873X- Alpers
Q879H-Alpers
T885S5-Alpers
L886P-Alpers
G888S-Alpers
G888D-seizures..
A889T-PEO
D892GfsX39-7?
E895G-Myopathic MDS



hum pol gamma aa seg

Pan troglodytes (chimpanzee)
Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

Xenopus pol gamma

Drosophila pol gamma

scyeast pol gamma mipl

S. pombe pol gamma
Neurospora pol gamma
Consensus

hum pol gamma aa seq

Pan troglodytes (chimpanzee)
Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

Xenopus pol gamma

Drosophila pol gamma

scyeast pol gamma mipl

S. pombe pol gamma
Neurospora pol gamma
Consensus

humblel

*
*
*
*
*
*
*

L
L
L
L
L

K
LOGKKSSG
PLG LSGSKISNGSDMH
VGDSIEN-VHGGTAIG MCLEGTKNEGI IHT TAQILGCSRNEAKIENY
D

faeii el e e =]

MGDSQER-LHG. LGMMTLEGK HSKTAATILGVSRDSAKVENYGRLYG
HSRTASILGITRNDAKVENY: RlYG
LGDAHFAGMHGCTAFGWMTLQGRKSRGTDLHSKTA TVGISREHAKVENYGRIYG

991 * 1045
*

* *k Kkk

LL
LL
LL
LL

LI
TLL

AGAKFASQLLK

AGLKHTTLLLMOMNPTLKTA

AGLKFASQLLRQENPS

AGQ FAERLLMQOFNHRLT QEAAEKAQQMYA TKGLR YRLS EGEWLV L P
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T914A - Alpers
T914P-PEO, Alpers..

* * * ok ok W918R - PEO
G923D-PEO
G923R

K925Rfs42X-Epilepsy,..
DI930N-Alpers
H932Y-PEO, & SANDO
S933R - PEO & seizures
R943C-Myocerebrohep
R943H-PEO
K947R-PEO&hypogonadism
Y951N - perif. neuropathy
R953C-PEO
Y955C-PEO, &
Parkinsonism..

A957V - seizures
A9575-PEO
A957P-Alpers
F961S - adPEO
A962T - ataxia
R964C-Mitoch. tox.to
NRTI’S
L965X~-PEO
L966R-Alpers
5998w
S998L - PEO



hum pol gamma aa seq

Pan troglodytes (chimpanzee)
Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

Xenopus pol gamma

Drosophila pol gamma

scyeast pol gamma mipl

S. pombe pol gamma
Neurospora pol gamma
Consensus

hum pol gamma aa seqg

Pan troglodytes (chimpanzee)
Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

Xenopus pol gamma

Drosophila pol gamma

scyeast pol gamma mipl

S. pombe pol gamma
Neurospora pol gamma
Consensus

hum pol gamma aa seq
Pan troglodytes (chimpanzee)

Macaca mulatta (rhesus monkey) pol gamma

mus pol gamma

rat pol gamma

Xenopus pol gamma
Drosophila pol gamma
scyeast pol gamma mipl
S. pombe pol gamma
Neurospora pol gamma
Consensus

humblel

1046

ERGEENSV
SYEASRLAIQ-----—-—-——————--— RNRTL FHRPNWQGG FNRLEE

VORET FN|

VORET V. EN
VOREA I EN
I AS AS N
I AS VT EN
IQKDATKRSRRK--WNLVSRRIWT EN

————————————————————————————————— LFKKFWYGGSESILEN

————————————————————————————————————— FWSQGIESFVFN

———————————————————————————————— LYKRPFIREG

1101
IP
IP
IP
TP
TP

TP
TP
TP
TP

PSPKTP

EQETPKTP

QLPSP
EQERP

1156

TP
TP

AYD

G---SHVR

Y

1100

LE
LE
LE
LE
LE
LET

LE
LEAMA
ESFVENMLEEFA

SLODLRK RE RKS KK WEV ERAW GGTESEMFNKLESIA

*k *x %

*

* % * %% *

(SIS =i

C E LHL;

C EEF LHL;

Fl LHL;

C FI LHL;

C Fl LHL;

L KGEFI DY LHL
TGSQP.TPFL GRL LEADTGPEQEQRFLPTRIN DFLHL

GITYSLMKKN--LRANSFLPSRINWAIQSSGVDYLHLLCCSME
LDAGIQQALSSKN--LSKNSEF RINWAIQS DYLHLL

TE LMSRWVS—K.GFL RINWAIQSSGVDYLHLLITAMD
SD PRTPVLGC ISRALEPS

L

L8AG

* * * % *k Kk * * k%

S

*1155

SMR

SMN

VOGEFMTSRVNWVVQSSAVDYLHLMLVAMK

210

[N N

G
GIQ

NLMTRSFCVSRIGLQ

SNIWTR CQOMGINE

HIIKKYYLEARLSLTVHDEI VANIWTRAF COREGINE
N

TRRENLACRLAZTVHDEI WTR QQVGIQ

WLFEEFAIDGRFCISIHDEVRYLVREEDRYRAALALQITNLLTRCMFAYKLGLND
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W1020X-Alpers

01024X - seizures
c.3104+3 splice- PEO
V1044A - Alpers
R1047Q0-PEO
R1047wW-Alpers & PEO
K1050Rfs44 - seizures

P1073L-Alpers-1like
G1076V-PEO

C1077G - seizures
I1079L-adPEO
R1081P - PEO
R1081Q - Alpers
R1081dup-Alpers
F1092L

S1095R-adPEO
R1096C-PEO & Alpers
R1096H-Alpers
S51104C-PEO
A1105T-PEO
V1106I-PEO
H1110Y-mtDNA depletion
L1113P - seizures

R1128H-Micorcephaly
H1134R-mtDNA depletion
E1136K- mtDNA depletion
R1138C-PEO

1142R2>W SNP

1143E->G SNP, PEO, ..
D1145GfsX9 - seizures
1146R>C SNP

N11575 - ?

c.3482+2t>c (splice) -
Alpers

M1163R-Alpers
F1164I-PEO

F1164L



hum pol gamma aa seqg

Pan troglodytes (chimpanzee)
Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

Xenopus pol gamma

Drosophila pol gamma

scyeast pol gamma mipl

S. pombe pol gamma
Neurospora pol gamma
Consensus

hum pol gamma aa seq

Pan troglodytes (chimpanzee)
Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

Xenopus pol gamma

Drosophila pol gamma

scyeast pol gamma mipl

S. pombe pol gamma
Neurospora pol gamma
Consensus

hum pol gamma aa seq

Pan troglodytes (chimpanzee)
Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

Xenopus pol gamma

Drosophila pol gamma

scyeast pol gamma mipl

S. pombe pol gamma
Neurospora pol gamma
Consensus

hum pol gamma aa seq

humblel

1211
* ko

*
AFFS D
AFFS D
AFFS D
AFFS DO
AFFS DO
VPQSVAFFS DKCLRK ﬁ LK
H

B AFFSSVEVDT MDCITPS QPGQSLSVAE KA

1265

PONCAFFSQVDIDSVIRKEVNMDCITPSNKEAT PHGEALDINQLLEKSNSKLGK
POSVAFFSSVDIDHVERKDVKMDCVI PSNKVPIPPGEELT IESVLEKLEQSGQS
PQSCAFFS DHVLRKEVDMDCITPSNBIPIAHGESEDIFQILEKGDDAKED

LPQSVAFFSAVDID CLRKEVTMDCKTPSNPTGMERRYGIPQGEALDIYQIIELT

PNLDIDSKVSQYAYNYREPVFEEYNKSYTPEFLKYFLAMQVQSDKRDVNRLEDEY
LE P.Q IQCEFVDVKATTSAEITEEDKKNIAYLKAQAFY-—---—-—-—-————————-——
DSIVPQSQYAPRLENIPYTPRVPVMORLRERAEAGDHQAFLRFIRAQITNSDEEL
KGSLEKRSQPGP
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L1173fs stop- Alpers

Q1175R - SNP

S1176L-PEO

D1184L - PEO

D1184N-PEO

R1187w-?

C1188R -seizures

K1191N-Alpers

K1191R-Myocerebrohep.

D1196N-Myopathy

T1199 ins.a-ataxia, PEO..

G1205A-hearing loss,
failure to thrive,é&
ETC complex defic.

Y1210fs-1216stop-
Alpers

Q01214Y - PEO

c.3643+2t>c (splice-
Alpers

1230S2>F SNP
123602H SNP, PEO
Alpers
X12400+35a.a.
X1240Y+35a.a.

- PEO
- PEO



Pan troglodytes (chimpanzee)

Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

Xenopus pol gamma

Drosophila pol gamma

scyeast pol gamma mipl

S. pombe pol gamma

Neurospora pol gamma

Consensus

hum pol gamma aa seq

Pan troglodytes (chimpanzee)
Macaca mulatta (rhesus monkey) pol gamma
mus pol gamma

rat pol gamma

Xenopus pol gamma

Drosophila pol gamma

scyeast pol gamma mipl

S. pombe pol gamma
Neurospora pol gamma
Consensus

hum pol gamma aa seqg
Pan troglodytes (chimpanzee)

Macaca mulatta (rhesus monkey)
mus
rat

Xenopus
Drosophila

pol gamma
pol gamma
pol gamma
pol gamma
pol gamma

scyeast pol gamma mipl

S. pombe
Neurospora

pol gamma
pol gamma
Consensus

humblel

KETEGEPFPSLDDPVIAARLEAVSKTSPGTRASVAAKLDALASEFCHASCCGC
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