A

Vpsl3 ARS607 wt
Vpsl3 ARS607 3’
Vpsl1l3 ARS607 10
Vpsl1l3 ARS607 30
Vpsl1l3 ARS607 60
Vpsl3 ARS607 90
Vpsl3 ARS607 120
Vpsl3 ARS607 150
Vpsl3 ARS607 240
Vpsl3 ARS607 300
Vpsl3 ARS607 -10
Vpsl3 ARS607 -10
Vpsl3 ARS607 +5
Vpsl3 ARS607 +10
Vpsl3 ARS607 +15

Vpsl3 ARS607 ACS mut

Vpsl3 ARS607 wt
Vpsl3 ARS607 3’
Vpsl3 ARS607 10
Vpsl1l3 ARS607 30
Vpsl1l3 ARS607 60
Vpsl1l3 ARS607 90
Vpsl3 ARS607 120
Vpsl3 ARS607 150
Vpsl3 ARS607 240
Vpsl1l3 ARS607 300
Vpsl3 ARS607 -10
Vpsl3 ARS607 -10
Vpsl3 ARS607 +5
Vpsl3 ARS607 +10
Vpsl3 ARS607 +15

Vps13_ARS607 ACS mut

Vpsl3 ARS607 wt
Vpsl3 ARS607 3’
Vpsl3 ARS607 10
Vpsl3 ARS607 30
Vpsl3 ARS607 60
Vpsl3 ARS607 90
Vpsl3 ARS607 120
Vpsl3 ARS607 150
Vpsl3 ARS607 240
Vpsl1l3 ARS607 300
Vpsl3 ARS607 -10
Vpsl3 ARS607 -10
Vpsl3 ARS607 +5
Vpsl3 ARS607 +10
Vpsl3 ARS607 +15

Vps13 ARS607 ACS mut

mut

(1)
(2)

mut

(1)
(2)

mut

(1)
(2)

CACTACATTCGCTAAATTACATTATATTATTTCGAGCTTTGTCT
CACTACATTCGCTAAATTACATTATATTATTTCGAGCTTTGTCT
CACTACATTCGCTAAATTACATTATATTATTTCGAGCTTTGTCT
CACTACATTCGCTAAATTACATTATATTATTTCGAGCTTTGTCT
CACTACATTCGCTAAATTACATTATATTATTTCGAGCTTTGTCT
CACTACATTCGCTAAATTACATTATATTATTTCGAGCTTTGTCT
CACTACATTCGCTAAATTACATTATATTATTTCGAGCTTTGTCT
CACTACATTCGCTAAATTACATTATATTATTTCGAGCTTTGTCT
CACTACATTCGCTAAATTACATTATATTATTTCGAGCTTTGTCT
CACTACATTCGCTAAATTACATTATATTATTTCGAGCTTTGTCT
CACTACATTCGCTAAATTACATTATATTATTTCGAGCTTTGTCT
CACTACATTCGCTAAATTACATTATATTATTTCGAGCTTTGTCT
CACTACATTCGCTAAATTACATTATATTATTTCGAGCTTTGTCT
CACTACATTCGCTAAATTACATTATATTATTTCGAGCTTTGTCT
CACTACATTCGCTAAATTACATTATATTATTTCGAGCTTTGTCT
CACTACATTCGCTAAATTACATTATATTATTTCGAGCTTTGTCT

KK AR KA KRR A KA A KR A A A A A I AR A AR A AR A AR A AR A AR A A XA A KAk

TGTTTATATTTAGTTAC---—-—-———-———- GTTGGGATCAAGTTTTAARA-——————————
TGTTTATATTTAGTTAC--—-——-—-——-—-—-- GTTGGGATCAAGTTTTAAAA———————————
TGTTTATATTTAGTTACGTAAATAAGCTTGTTGGGATCAAGTTTTAAAA-——————————
TGTTTATATTTAGTTAC-——————————- GTTGGGATCAAGTTTTAAAAGTAAATAAGCT
TGTTTATATTTAGTTAC-——-—-——-——-—-- GTTGGGATCAAGTTTTAAAA———————————
TGTTTATATTTAGTTAC-——-—-——-——-—-- GTTGGGATCAAGTTTTAAAA———————————
TGTTTATATTTAGTTAC-—-—-——-——-—-- GTTGGGATCAAGTTTTAAAA-———————————
TGTTTATATTTAGTTAC-——-—-——-—-—-- GTTGGGATCAAGTTTTAAAA——————————~—
TGTTTATATTTAGTTAC-——————————- GTTGGGATCAAGTTTTAARA-——————————
TGTTTATATTTAGTTAC-——————————- GTTGGGATCAAGTTTTAARA-——————————
TGTTTATATTTAGTTAC-——————————- GTTGGGATCAAGTTTTAARA-——————————
TGTTTATATTTAGTTAC-——-—-——-——-—-- GTTGGGATCAAGTTTTAAAA———————————
TGTTTATATTTAGTTAC-—-—-——-—-—-- GTTGGGATCAAGTTTTAAAA———————————
TGTTTATATTTAGTTAC-————-——————- GTTGGGATCAAGTTTTAARA-——————————
TGTTTATATTTAGTTAC-—————————-—- GTTGGGATCAAGTTTTAARA-——————————
TGTTTATATlAGTTAC- - - ———-————- GTTGGGATCAAGTTTTAAAA-—————————~—

*khkAkkKk Kk kKK * kK k kKK kAhkAkkkhkAkhkhAk Ak kA Ak hAk A Ak AKXk K

-AACTAGATCTGGAGTGACCAAAAAAAAAAT - ——————————= ACCCA-—--———=-—--
-AACTAGATCTGGAGTGACCAAAAAAAARAAT ———————————— ACCCA-—=-——=——=———=—
-AACTAGATCTGGAGTGACCAAAAAAAARAAT ———————————= ACCCA-—=-——=——=———=—
TAACTAGATCTGGAGTGACCAAAAAAAAAAT -——————————- ACCCA-—--———=-—--

-AACTAGATCTGGAGTGACCAAAAAAAAAAT
-AACTAGATCTGGAGTGACCAAAAAAAAAAT
-AACTAGATCTGGAGTGACCAAAAAAAAAAT
-AACTAGATCTGGAGTGACCAAAAAAAAAAT
-AACTAGATCTGGAGTGACCAAAAAAAAAAT
—-AACTAGAT CAAAAAAAAAAT
-AACTAGATCTGGAGTGACCAAAAAAAAAAT
-AACTAGATCTGGAGTGACCAAAAAAAAAAT
-AACTAGATCTGGAGTGACCAAAAAAAAAAT
-AACTAGATCTGGAGTGACCAAAAAAAAAAT
-AACTAGATCTGGAGTGACCAAAAAAAAAAT

*kkkKkKkKkKkKk khkkkkkkAkkkKkk kK%K




Vpsl3 ARS607 wt
Vpsl3 ARS607 3’
Vpsl3 ARS607 10
Vpsl3 ARS607 30
Vpsl3 ARS607 60
Vpsl1l3 ARS607 90
Vpsl3 ARS607 120
Vpsl3 ARS607 150
Vpsl3 ARS607 240
Vpsl3 ARS607 300
Vpsl3 ARS607 -10
Vpsl3 ARS607 -10
Vpsl3 ARS607 +5
Vps13 ARS607 +10
Vps13 ARS607 +15

Vpsl3 ARS607 ACS mut

Vpsl3 ARS607 wt
Vpsl3 ARS607 3’
Vpsl3 ARS607 10
Vpsl3 ARS607 30
Vpsl3 ARS607 60
Vpsl3 ARS607 90
Vpsl3 ARS607 120
Vpsl3 ARS607 150
Vpsl3 ARS607 240
Vpsl3 ARS607 300
Vpsl3 ARS607 -10
Vpsl3 ARS607 -10
Vpsl1l3 ARS607 +5
Vpsl3 ARS607 +10
Vpsl3 ARS607 +15

Vpsl3 ARS607 ACS mut

Vpsl3 ARS607 wt
Vpsl3 ARS607 3’
Vpsl3 ARS607 10
Vpsl3 ARS607 30
Vpsl3 ARS607 60
Vpsl3 ARS607 90
Vpsl3 ARS607 120
Vpsl1l3 ARS607 150
Vpsl3 ARS607 240
Vpsl3 ARS607 300
Vpsl3 ARS607 -10
Vpsl3 ARS607 -10
Vpsl3 ARS607 +5
Vpsl3 ARS607 +10
Vpsl3 ARS607 +15

Vpsl3 ARS607 ACS mut

mut

(1)
(2)

mut

(1)
(2)

mut

(1)
(2)

--—-GCGTAAGGTAAATATTATGGATATG-—-—————————— CTTTGGAAGAAAAGAATTTT
--—-GCGTAAGG TATTATGGATATG CTTTGGAAGAAAAGAATTTT
--—-GCGTAAGG TATTATGGATATG CTTTGGAAGAAAAGAATTTT
-—-—GCGTAAGG TATTATGGATATG--——=——————— CTTTGGAAGAAAAGAATTTT
-—-—GCGTAAGG TATTATGGATATG--—————————— CTTTGGAAGAAAAGAATTTT
--—-GCGTAAGG TATTATGGATATGGTAAATAAGCTTCTTTGGAAGAAAAGAATTTT
--—-GCGTAAGG TATTATGGATATG-——-—-—-——————— CTTTGGAAGAAAAGAATTTT

---GCGTAAGG TATTATGGATATG-————--——=--~- CTTTGGAAGAAAAGAATTTT
---GCGTAAGG TATTATGGATATG-——--—=--——-~- CTTTGGAAGAAAAGAATTTT
---GCGTAAGG TATTATGGATATG-——-——=-—==~— CTTTGGAAGAAAAGAATTTT
---GCGTAAGETAAATATTATGGATATG-——--——-=--— CTTTGGAAGAAAAGAATTTT
-- - GGTAAATATTATGGATATG CTTTGGAAGAAAAGAATTTT
---GCGTAAGEGTAAATATTATGGATATG-—-—-——-=--— CTTTGGAAGAAAAGAATTTT
---GCGTAAGGTAAATATTATGGATATG-———-——-——=~- CTTTGGAAGAAAAGAATTTT
B CCGTAAGGTAAATATTATGGATATG-——————————— CTTTGGAAGAAAAGAATTTT
---GCGTAAGEGTAAATATTATGGATATG-—---——-=--— CTTTGGAAGAAAAGAATTTT

* Kk kx kkhkkkkhkkhkkkkkkk*k kAhkkhkkhkkhkrkkhkkhkhkkrkkhkkrxkkkkxk*k
GAGACTTACA---——=--——=-— CATTATTCGGCACAGTAGGTACTAGARAGC--———-—-—
GAGACTTACA-----——=-=--— CATTATTCGGCACAGTAGGTACTAGAAAGC---——-———
GAGACTTACA-----——=-=--— CATTATTCGGCACAGTAGGTACTAGARAGC---——--——
GAGACTTACA-----——=-=--— CATTATTCGGCACAGTAGGTACTAGARAGC---——-———
GAGACTTACA---——=--——=-— CATTATTCGGCACAGTAGGTACTAGARAGC--———-—--—
GAGACTTACA---———-——=-— CATTATTCGGCACAGTAGGTACTAGARAGC--———-—-—
GAGACTTACAGTAAATAAGCTTCATTATTCGGCACAGTAGGTACTAGAAAGC-—--———-
GAGACTTACA---———--———-— CATTATTCGGCACAGTAGGTACTAGAAAGCGTAAATAA
GAGACTTACA--———————=-— CATTATTCGGCACAGTAGGTACTAGAAAGC--———--—
GAGACTTACA---———-——=-— CATTATTCGGCACAGTAGGTACTAGARAGC--————-—
GAGACTTACA---———-——=-— CATTATTCGGCACAGTAGGTACTAGARAGC--————-—
GAGACTTACA--————-——=-— CATTATTCGGCACAGTAGGTACTAGAAAGC--———=-—
GAGACTTACA--————-——=-— CATTATTCGGCACAGTAGGTACTAGAAAGC--———=-—
GAGACTTACA--————-——=-— CATTATTCGGCACAGTAGGTACTAGAAAGC--———=-—
GAGACTTACA---——=--——=-— CATTATTCGGCACAGTAGGTACTAGARAGC--————-—
GAGACTTACA---———-——=-— CATTATTCGGCACAGTAGGTACTAGARAGC--————-—

Ak Kk kK Kk kK kK LRI R I S b I S 2 I S S Sb e S Sb b Sb 2b I Sb b I Sb 2E 3 S 4

—-——--ATAGAATCACATTCGCCTTTAAAGACATTCTTTTTTCTTGCTCCTTCTATGGACTG
—-———-ATAGAATCACATTCGCCTTTAAAGACATTCTTTTTTCTTGCTCCTTCTATGGACTG
—-———-ATAGAATCACATTCGCCTTTAAAGACATTCTTTTTTCTTGCTCCTTCTATGGACTG
—-———-ATAGAATCACATTCGCCTTTAAAGACATTCTTTTTTCTTGCTCCTTCTATGGACTG
—-——--ATAGAATCACATTCGCCTTTAAAGACATTCTTTTTTCTTGCTCCTTCTATGGACTG
—-——--ATAGAATCACATTCGCCTTTAAAGACATTCTTTTTTCTTGCTCCTTCTATGGACTG
—-———-ATAGAATCACATTCGCCTTTAAAGACATTCTTTTTTCTTGCTCCTTCTATGGACTG
GCTTATAGAATCACATTCGCCTTTAAAGACATTCTTTTTTCTTGCTCCTTCTATGGACTG
—-———-ATAGAATCACATTCGCCTTTAAAGACATTCTTTTTTCTTGCTCCTTCTATGGACTG
—-——--ATAGAATCACATTCGCCTTTAAAGACATTCTTTTTTCTTGCTCCTTCTATGGACTG
—-——--ATAGAATCACATTCGCCTTTAAAGACATTCTTTTTTCTTGCTCCTTCTATGGACTG
—-———-ATAGAATCACATTCGCCTTTAAAGACATTCTTTTTTCTTGCTCCTTCTATGGACTG
—-———-ATAGAATCACATTCGCCTTTAAAGACATTCTTTTTTCTTGCTCCTTCTATGGACTG
—-———-ATAGAATCACATTCGCCTTTAAAGACATTCTTTTTTCTTGCTCCTTCTATGGACTG
-—-—-ATAGAATCACATTCGCCTTTAAAGACATTCTTTTTTCTTGCTCCTTCTATGGACTG
-—-——-ATAGAATCACATTCGCCTTTAAAGACATTCTTTTTTCTTGCTCCTTCTATGGACTG

LR I I I I I i I I I S I I I e S b I 2 b I b IR b b b b b Sh b b b b b b b I b db Ib b R Sh Ib I 4 e 4



Vpsl3 ARS607 wt
Vpsl3 ARS607 3’
Vpsl3 ARS607 10
Vpsl3 ARS607 30
Vpsl3 ARS607 60
Vpsl1l3 ARS607 90
Vps1l3 ARS607 120
Vps1l3 ARS607 150
Vpsl3 ARS607 240
Vpsl3 ARS607 300
Vpsl3 ARS607 -10
Vpsl1l3 ARS607 -10
Vps1l3 ARS607 +5
Vps13 ARS607 +10
Vps13 ARS607 +15

Vpsl3 ARS607 ACS mut

Vpsl3 ARS607 wt
Vpsl3 ARS607 3’
Vpsl3 ARS607 10
Vpsl3 ARS607 30
Vpsl3 ARS607 60
Vpsl3 ARS607 90
Vpsl3 ARS607 120
Vpsl3 ARS607 150
Vpsl3 ARS607 240
Vpsl3 ARS607 300
Vpsl3 ARS607 -10
Vpsl3 ARS607 -10
Vpsl1l3 ARS607 +5
Vpsl3 ARS607 +10
Vpsl3 ARS607 +15

Vpsl3 ARS607 ACS mut

Vpsl3 ARS607 wt
Vpsl3 ARS607 3’
Vpsl3 ARS607 10
Vpsl3 ARS607 30
Vpsl3 ARS607 60
Vpsl3 ARS607 90
Vpsl3 ARS607 120
Vpsl1l3 ARS607 150
Vpsl3 ARS607 240
Vpsl3 ARS607 300
Vpsl3 ARS607 -10
Vpsl3 ARS607 -10
Vpsl3 ARS607 +5
Vpsl3 ARS607 +10
Vpsl3 ARS607 +15

Vpsl3 ARS607 ACS mut

mut

(1)
(2)

mut

(1)
(2)

mut

(1)
(2)

CGACACAATAGTTGTTTTTGTGTCGTACCGAAGA-——————————— AAAAGCCTTGTGCA
CGACACAATAGTTGTTTTTGTGTCGTACCGAAGA-——————————— AAAAGCCTTGTGCA
CGACACAATAGTTGTTTTTGTGTCGTACCGAAGA-——————————— AAAAGCCTTGTGCA
CGACACAATAGTTGTTTTTGTGTCGTACCGAAGA-——————————— AAAAGCCTTGTGCA
CGACACAATAGTTGTTTTTGTGTCGTACCGAAGA-——————————— AAAAGCCTTGTGCA
CGACACAATAGTTGTTTTTGTGTCGTACCGAAGA-——————————— AAAAGCCTTGTGCA
CGACACAATAGTTGTTTTTGTGTCGTACCGAAGA-——————————— AAAAGCCTTGTGCA
CGACACAATAGTTGTTTTTGTGTCGTACCGAAGA-——————————— AAAAGCCTTGTGCA
CGACACAATAGTTGTTTTTGTGTCGTACCGAAGAGTAAATAAGCTTAAAAGCCTTGTGCA
CGACACAATAGTTGTTTTTGTGTCGTACCGAAGA-——————————— AAAAGCCTTGTGCA
CGACACAATAGTTGTTTTTGTGTCGTACCGAAGA-——————————— AAAAGCCTTGTGCA
CGACACAATAGTTGTTTTTGTGTCGTACCGAAGA-——————————— AAAAGCCTTGTGCA
CGACACAATAGTTGTTTTTGTGTCGTACCGAAGA-——————————— AAAAGCCTTGTGCA
CGACACAATAGTTGTTTTTGTGTCGTACCGAAGA--—————————— AAAAGCCTTGTGCA
CGACACAATAGTTGTTTTTGTGTCGTACCGAAGA--———=—————— AAAAGCCTTGTGCA
CGACACAATAGTTGTTTTTGTGTCGTACCGAAGA-——————————— AAAAGCCTTGTGCA

AKAKAKRKAARKAA A A AR A A AR A A A A A AR AR Ak AR XX,k %k Ak kkhkKkkkkKkkhkkkkkk*k

GAAAGCAAAAATAGTACACTTCTAGCCTTGATTACCAAGAGTTATG-—-=-———————— AC
GAAAGCAAAAATAGTACACTTCTAGCCTTGATTACCAAGAGTTATG-————==-————— AC
GAAAGCAAAAATAGTACACTTCTAGCCTTGATTACCAAGAGTTATG-————==————— AC
GAAAGCAAAAATAGTACACTTCTAGCCTTGATTACCAAGAGTTATG-————==————— AC
GAAAGCAAAAATAGTACACTTCTAGCCTTGATTACCAAGAGTTATG-—-=-———————— AC
GAAAGCAAAAATAGTACACTTCTAGCCTTGATTACCAAGAGTTATG-—-=-——=—————— AC
GAAAGCAAAAATAGTACACTTCTAGCCTTGATTACCAAGAGTTATG-—————=————— AC
GAAAGCAAAAATAGTACACTTCTAGCCTTGATTACCAAGAGTTATG-—————=————— AC
GAAAGCAAAAATAGTACACTTCTAGCCTTGATTACCAAGAGTTATG-——————————— AC
GAAAGCAAAAATAGTACACTTCTAGCCTTGATTACCAAGAGTTATGGTAAATAAGCTTAC
GAAAGCAAAAATAGTACACTTCTAGCCTTGATTACCAAGAGTTATG-—-=-—=—————— AC
GAAAGCAAAAATAGTACACTTCTAGCCTTGATTACCAAGAGTTATG-—————=————— AC
GAAAGCAAAAATAGTACACTTCTAGCCTTGATTACCAAGAGTTATG-—————=————— AC
GAAAGCAAAAATAGTACACTTCTAGCCTTGATTACCAAGAGTTATG-—————=————— AC
GAAAGCAAAAATAGTACACTTCTAGCCTTGATTACCAAGAGTTATG-—-=-——=-————— AC

GAAAGCAAAAATAGTACACTTCTAGCCTTGATTACCAAGAGTTATG-—=—=—=——=——— AC
%k kK kK kK k ko ko k ok k ok k ok k ok k ok k ok k ok k ok k ok ko k ok ok ok k ok ok ok ok ok ok ok Kk

AAAAATTTGCAGTTCAGAGTATACCTTAAAAACT
AAAAATTTGCAGTTCAGAGTATACCTTAAAAACT
AAAAATTTGCAGTTCAGAGTATACCTTAAAAACT
AAAAATTTGCAGTTCAGAGTATACCTTAAAAACT
AAAAATTTGCAGTTCAGAGTATACCTTAAAAACT
AAAAATTTGCAGTTCAGAGTATACCTTAAAAACT
AAAAATTTGCAGTTCAGAGTATACCTTAAAAACT
AAAAATTTGCAGTTCAGAGTATACCTTAAAAACT
AAAAATTTGCAGTTCAGAGTATACCTTAAAAACT
AAAAATTTGCAGTTCAGAGTATACCTTAAAAACT
AAAAATTTGCAGTTCAGAGTATACCTTAAAAACT
AAAAATTTGCAGTTCAGAGTATACCTTAAAAACT
AAAAATTTGCAGTTCAGAGTATACCTTAAAAACT
AAAAATTTGCAGTTCAGAGTATACCTTAAAAACT
AAAAATTTGCAGTTCAGAGTATACCTTAAAAACT
AAAAATTTGCAGTTCAGAGTATACCTTAAAAACT

Ak Ak kA h kA hkhkrh kA hkhkrhkhkrkhkkhkkhkrxkk k*x*x*%



B

VPS13 ARS305 3’ rev GATTGTATA
VPS13 ARS305 3’ rev GATTGTATA
VPS13 ARS305 5’ rev GATTGTATA
VPS13 ARS305 5’,3’rev GATTGTATA
VPS13 ARS305 5’ mut GATTGTATA
VPS13_ARS305  ACS mut GATTGTATA

*kkkk kK kK
VPS13 ARS305 wt TCGATATATCAGAAACATACATATGATTTTTATCTTGTGAATATTCATCAAACTCCGTTT
VPS13_ARS305 3’ rev TCGATATATCAGAAACATACATATGATTTTTATCTTGTGAATATTCATCAAACTCCGTTT
VPS13 ARS305 5’ rev TCGATATATCAGAAACATACATATGATTTTTATCTTGTGAATATTCATCAAACTCCGTTT
VPS13 _ARS305 5’,3’ rev TCGATATATCAGAAACATACATATGATTTTTATCTTGTGAATATTCATCAAACTCCGTTT
VPS13 ARS305 5’ mut TCGATATATCAGAAACATACATATGATTTTTATCTTGTGAATATTCATCAAACTCCGTTT

VPS13 ARS305 ACS mut TCGATATATCAGAAACATACATATGATTTTTATCTTGTGAATATTCATCAAACTCCGTTT

KK A AR AR A A AR AR A A KR A A KR A A A A A A A KA AR AA I A A I AR I AR I A A A AR A AR A AR A A XA A XK

VPS13 ARS305 wt TTAGCCCCCGTGTAAGTTACTTTAATGAGTATTTGATCCTTTTTTTTATTGTGTTGGTTT
VPS13 ARS305 3’ rev TTAGCCCCCGTGTAAGTTACTTTAATGAGTATTTGATCCTTTTTTTTATTGTGTTGGTTT
VPS13 ARS305 5’ rev TTAGCCCCCGTGTAAGTTACTTTAATGAGTATTTGATCCTTTTTTTTATTGTGTTGGTTT
VPS13 ARS305 5',3" rev TTAGCCCCCGTIGTAAGTTACTTTAATGAGTATTTGATCCTTTTTTTTATTGTGTTGGTTT
VPS13 ARS305 5’ mut TTAGCCCCCGTGTAAGTTACTTTAATGAGTATTTGATCCTTTTTTTTATTGTGTTGGTTT

VPS13 ARS305 ACS mut TTAGCCCCCGTGTAAGTTACTTTAATGAGTATTTGATCCTTTTTTTTATTGTGTTGGTTT

KK A AR AR A A AR AR A A KR A A KR A A A A A A A KA AR AA I A A I AR I AR I A A A AR A AR A AR A A XA A XK

VPS13 ARS305 wt TTATATGTTTTGTTATGTATTGTTTATTTTCCCTTTAATTTTAGGATATGAAAACAAGAA
VPS13 ARS305 3’ rev TTATATGTTTTGTTATGTATTGTTTATTTTCCCTTTAATTTTAGGATATGAAAACAAGAA
VPS13 ARS305 5" rev TTATATGTTTTGTTATGT TTCCCTTTAATTTTAGGATATGAAAACAAGAA

VPS13 ARS305 5',3" rev TTATATGTTTTGTTATGT TTCCCTTTAATTTTAGGATATGAAAACAAGAA
VPS13 ARS305 5’ mut TTATATGTTTTGTTATGTATT@T@TATTTTCCCTTTAATTTTAGGATATGAAAACAAGAA
VPS13 ARS305 ACS mut TTATATG.TTGTTATGTATTGTTTATTTTCCCTTTAATTTTAGGATATGAAAACAAGAA

* k ok k ok kk *kkkkkkkk*k Ak hkkhkhk A hkkhkhkhkkhkhkrhkhkhkrkhkkhkrhkhkhkrxkhkhxkhk*xx%x
VPS13 ARS305 wt TTTATCAAAGAAAAAAATCTTAGCTTTAAGAACTACAAAGTARATAAAAAATAATAAATC
VPS13 ARS305 3’ rev TTTATCAAAGAAAAAAATCTTAGCTTTAAGAACTACAA NN 2. AATAATAAATC
VPS13 ARS305 5’ rev TTTATCAAAGAAAAAAATCTTAGCTTTAAGAACTACAAAGTAAATAAAAAATAATAAATC
VPS13 _ARS305 5’,3’ rev TTTATCAAAGAAAAAAATCTTAGCTTTAAGAACTACAA NSNS~ ATAATAAATC
VPS13 ARS305 5’ mut TTTATCAAAGAAAAAAATCTTAGCTTTAAGAACTACAAAGTAAATAAAAAATAATARATC
VPS13 ARS305 ACS mut  TTTATCAAAGAAAAAAATCTTAGCTTTAAGAACTACAAAGTAAATAAAAAATAATAAATC
R IR IR b e dh b b S b b 2 dh b b dh S b S dh b b db Sb b d dh S b S Sb b db b i 34 kAhkkhkkhkkhkkkkhkk kK%,
VPS13 ARS305 wt ACACCGGACAGTACATGAAACT
VPS13 ARS305 3’ rev ACACCGGACAGTACATGAAACT
VPS13 ARS305 5’ rev ACACCGGACAGTACATGAAACT
VPS13 ARS305 5’,3’ rev ACACCGGACAGTACATGAAACT
VPS13 ARS305 5’ mut ACACCGGACAGTACATGAAACT

VPS13 ARS305 ACS mut ACACCGGACAGTACATGAAACT

khkkkhkhkkhkrkk kA khkrkkhkkrkkkx k%

S4 Fig. Full sequences of ARS607 (A) and ARS305 (B) inserted into VPS13 locus are shown. NiSGiliColomucices
RUBIEBHEES are highlighted in B8l and Fkh1/2 consesnsus sequences are highlighted in turquoise. The inserted
sequences are indicated in bold and underlined.




