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\'&-6(E" 5)2(*)-" 9)*" )*/$&2%," 1%1H*&2%" /*)(%62+" 6+" .6&" N)-:67-)5&(%," 1)26()*62:" )9"

(*&2+1%1H*&2%",)1&62"-%2:($")9")*/$&2%,"1%1H*&2%"/*)(%62+4"

"

Answer:"8%" ($&2d" ($%" *%.6%;%*" 9)*" ($%" ($)*)':$" %.&-'&(6)2" )9" )'*"1&2'+5*6/(" &2," 9)*" ($%"

62+6:$(9'-M" 5)2+(*'5(6.%"5)11%2(+4"#$%" -%2:($E" *%.6+6)2"/*)5%++";&+M" 62"/&*(M" 5&'+%,"HE" -&H"

&556,%2("($&("+(&*(%,"&"96*%"&2,",%.&+(&(%,")'*"%\'6/1%2("*))1"&2,"HE"&2"&556,%2(")9"($%"96*+("

&'($)*M";$)"+-65%,"($*)':$"$6+"16,,-%"962:%*M";$6-%"5'((62:"'/"&"1%-)24"#$%*%9)*%M";%"*%5*'6(%,"

&,,6(6)2&-"+56%2(6+(+M";$)"&*%"2);"2%;"5)7&'($)*+M"()"+'//)*("($%"*%.6+6)2"/*)5%++4""

"

P'*" %&*-6%*" /&/%*" c*%94" h"35$16,(" %(" &-4" B[!_e" *%/)*(%," ($%" ,6+5).%*E" ($&(" ($%" Z+5" 5)1/-%V"

1%,6&(%+"($%"%2,)+)1%"&2,"N)-:6"&++)56&(%,"/*)(%&+)1&-",%:*&,&(6)2"cTNGZe")9"P*1B"&2,"

($%*%HE"5)2(*)-+"+/$62:)-6/6,"1%(&H)-6+14"#$6+";&+"&2"61/)*(&2("962,62:M"H'(";6($"-616(&(6)2+M"



="

+625%";%")2-E"6,%2(696%,"&2,"5$&*&5(%*6U%,"&"+62:-%"%2,):%2)'+"+'H+(*&(%")9"($%"Z+5"5)1/-%V"

cP*1Be4"F("$&+"*%1&62%,"'25-%&*"c!e"$);"($%"Z+5"5)1/-%V",%(%5(+"6(+"+'H+(*&(%+"&2,"cBe"69"($%"

Z+5"5)1/-%V"$&+"&":%2%*&-"9'25(6)2"62"N)-:6"\'&-6(E"5)2(*)-4"

"

A);";%"$&.%"5-)+%,"($%+%"d2);-%,:%":&/+4"8%"expand the substrate spectrum of the Dsc 

complex" ;6($" X1V!M" &2," g69!M" &2," we show that the Dsc complex detects short 

transmembrane domains in orphaned proteins via Dsc2"&2,"(&*:%(+"($%1"9)*"EGAD"cP*1BM"

g69!M" X1V!e" or ESCRT" cX1V!e" 1%,6&(%," ,%:*&,&(6)24"#$%+%" *%+'-(+" 5)'-," 2)(" $&.%" H%%2"

/*%,65(%,"HE")'*"%&*-6%*";)*dM"&2,"%+(&H-6+$"$);"($%"Z+5"5)1/-%V"5)2(*6H'(%+"()"N)-:6"\'&-6(E"

5)2(*)-"&2,"()"5%--'-&*"/*)(%)+(&+6+"62":%2%*&-4""

"

Comment 2:"#$%"5)$%*%25%")9"($%"R%+'-(+"1&E"2%%,"()"H%"*%5)2+6,%*%,k""

L)*"($%"3FDG>"%V/%*61%2(+M"6("6+"'25-%&*"69"($%"+(*&(%:E"$&+"629-'%25%,"($%"%V/%*61%2(+"62,65&(%,"

&H).%4" L)*" %V&1/-%M" X1V!" 6+" 2)(" 9)'2," 62" ($%" ()(&-" /*)(%)1%" &2," $&+" 9%;" /%/(6,%+" 62" ($%"

1%1H*&2%"/*)(%)1%4"G-+)"9%&('*%,"62"($%"%V(%2+6.%"%V/%*61%2(+"6+"g69!"2)(",%(%5(%,"62"&2E")9"

($%" 3FDG>" %V/%*61%2(+4" #$%" &'($)*+" $&.%" *%9%**%," ()" X1V!" 62" ($%6*" /*6)*" ;)*d" 62" *%9" h"

*%2,%*62:"($%"3FDG>"%V/%*61%2(+"/%*$&/+"2)("%++%2(6&-"()"($%"/&/%*4"F("6+"*%5)11%2,%,"($&("($%"

3FDG>" ;)*d" H%" +%-%5(%," 9)*" &2)($%*" /&/%*" %-+%;$%*%4" F2" &2E" 5&+%M" 9)*" ($%" /*)(%)165+"

%V/%*61%2(+M"($%"&'($)*+"1&E"2%%,"()"62,65&(%"69"($%"*&;",&(&"$&.%"H%%2"+'H16((%,"()"&"/'H-65"

*%/)+6()*E4"#$%"+'//-%1%2(&*E"(&H-%+"1&E"2%%,"&,,6(6)2&-"-%:%2,+4"X&.%"($%"&'($)*+"&++%++%,"

69"($%"+&1%"5)25-'+6)2+"&*%",%,'5%,";$%2"($%"6+)()/%+"&*%"*%.%*+%,l"

"

Answer:"#)"&,,*%++"($%"*%.6%;%*+"5)25%*2"*%:&*,62:"6+)()/%"-&H%-62:M";%"5)2,'5(%,"&,,6(6)2&-"

3FDG>"%V/%*61%2(+"&2,"5)1/&*%,"($%"/*)(%)1%+")9"vld1 "1'(&2(+"c;$65$"5&22)("(&*:%("($%"

Z+5"5)1/-%V"()"($%"-616(62:"1%1H*&2%")9".&5')-%+m"-&H%-%,";6($"$%&.E"-E+62%e"()"gld1 "1'(&2(+"

c;$65$"5&22)("(&*:%("($%"Z+5"5)1/-%V"()"($%"N)-:6m"-&H%-%,";6($"-6:$("-E+62%e4"#$%"2%;"*%+'-(+"

+$);"($&("62"gld1 "1'(&2(+"&"+616-&*"+%(")9"1%1H*&2%"/*)(%62+"&55'1'-&(%,"5)1/&*%,"()"tul1 "

1'(&2(+ (new Supplementary Figure 1, Supplementary tables 1, 2)4"X%25%"($%"N)-:6"*%+6,%2("

N-,!7Z+5"5)1/-%VM"H'("2)("($%".&5')-&*"i-,!7Z+5"5)1/-%V"5)2(*)-+"($%"/*)(%62"-%.%-+")9"X1V!M"

P*1BM">+:B"&2,")9"+%.%*&-")($%*"1%1H*&2%"/*)(%62+4"8%"&-+)";)'-,"-6d%"()"%1/$&+6+"($&("&--"

+(*&62+"62"($6+"+(',E"&*%":%2%(65&--E"&2,"1%(&H)-65&--E"6+):%2654"f&+%,")2"($%"2%;"*%+'-(+M";%"

5)25-',%"c&e"($&("($%"-&H%-62:"+(*&(%:E",)%+"2)("629-'%25%"($%",%:*&,&(6)2"&2,"($%"6,%2(6965&(6)2"

)9"Z+5"5)1/-%V"+'H+(*&(%+"&2,"cHe" ($&(" ($%"N)-:6" *%+6,%2("N-,!7Z+5!" 6+"*%\'6*%,"9)*"/*)(%62"

\'&-6(E"5)2(*)-4""

"

#$%"*%.6%;%*"5)11%2(%,"($&("n#$%"&'($)*+"$&.%"*%9%**%,"()"X1V!"62"($%6*"/*6)*";)*d"62"*%9"h"

*%2,%*62:"($%"3FDG>"%V/%*61%2(+"/%*$&/+"2)("%++%2(6&-"()"($%"/&/%*4"F("6+"*%5)11%2,%,"($&("($%"

3FDG>";)*d"H%"+%-%5(%,"9)*"&2)($%*"/&/%*"%-+%;$%*%j4"#$%"*%.6%;%*"6+"5)**%5("($&("X1V!";&+"

6,%2(696%," 62" )'*" %&*-6%*" ;)*d" c*%9" he4" F2" ($6+" %&*-6%*" ;)*dM" ;%" '+%," 3FDG>" /'-+%" 5$&+%"

%V/%*61%2(+"()"5)1/&*%"/*)(%62",%:*&,&(6)2"62"5%--+"($&("-&5d%,"($%".&5')-&*"1&+(%*7/*)(%&+%"

S%/04"#$%*%9)*%M")'*"/*%.6)'+";)*d"/'*/)+%-E"6:2)*%,".&5')-&*",%:*&,&(6)2M";$65$"-%,"()"($%"



0"

6,%2(6965&(6)2")9"P*1B"&+"&"Z+5"5)1/-%V"+'H+(*&(%"($&(";&+",%:*&,%,"HE"($%"/*)(%&+)1%".6&"

TNGZ4""""

"

P'*" 2%;" 3FDG>" %V/%*61%2(+ (Figure 1, new Supplementary Figure 1, Supplementary 

tables 1, 2) 625-',%"Z+5"+'H+(*&(%+"($&("&*%",%:*&,%,"62".&5')-%+4"#$%*%9)*%M";%"2);"6,%2(69E"

+'H+(*&(%+" )9" ($%"N)-:6" *%+6,%2("N-,!7Z+5" 5)1/-%V" ($&(" &*%" ,%:*&,%," HE" TNGZ" )*" T3>R#"

/&($;&E+M" )*" H)($" c+'5$" &+" X1V!e4" 8%" H%-6%.%" ($&(" ($%+%" 962,62:+" &*%" \'6(%" *%1&*d&H-%4"

I)*%).%*M";%"$&.%"2);"'+%,"&"2).%-"1&++"+/%5(*)1%(%*"cP*H6(*&/"T5-6/+%eM";$65$"625*%&+%,"

/*)(%62"\'&2(6965&(6)2"HE"o"=[Y4"F2"($%"B[!_"TIfP"/&/%*M";%"\'&2(696%,"B0!!"/*)(%62+M"2);"

;%"$&.%"\'&2(696%,"o"=?[["/*)(%62+4""

8%" *%+/%5(9'--E" ,6+&:*%%";6($" ($6+" 5)11%2(k" nL)*" %V&1/-%M"X1V!" 6+" 2)(" 9)'2," 62" ($%" ()(&-"

/*)(%)1%" &2," $&+" 9%;" /%/(6,%+" 62" ($%" 1%1H*&2%" /*)(%)1%4j" X1V!" ;&+" ,%(%5(%," 62" %.%*E"

\'&2(6(&(6.%"/*)(%)165+"%V/%*61%2("c625-',62:"($%"2%;"%V/%*61%2("5)1/&*62:"vld1 "()"gld1 e"

62"($%"()(&-"/*)(%)1%";6($"+%.%*&-"XJD"/%/(6,%"/&6*+"c62"()(&-"p"!@"XJD"/&6*+e. F2"8#Jvps4 !"62"

8#Jtul1 !" &2," 62" vld1 /gld1 " ($%" XJD" *&(6)" ;&+" +616-&*" 62" %&5$" ($%" 62,6.6,'&-" H6)-):65&-"

*%/-65&(%";6($"[M=0Bm"[M=!?m"[M=?`")*"[M00`m"[M00_m"[M0!hM")*"[M==0m"[MB[Bm"[M=@="*%+/%5(6.%-EM"

;6($"/".&-'%+")9"=M_BV![-16")*"0MB`V![-16M")*"!V![-17",%1)2+(*&(62:"%V5%--%2(" *%/*),'56H6-6(E"

csee Supplementary tables 1, 2e4"

#$%"*%.6%;%*"6+"5)**%5(k"nG-+)"9%&('*%,"62"($%"%V(%2+6.%"%V/%*61%2(+"6+"g69!"2)(",%(%5(%,"62"&2E"

)9"($%"3FDG>"%V/%*61%2(+j4"8%"5$)+%"()"%V&162%"g69!M"c!e"H%5&'+%"g69!";&+"2)("*%/*%+%2(%,"

62"($%"\'&2(6(&(6.%"/*)(%)1%"&2&-E+6+M"cBe"H%5&'+%"g69!"&-+)"9%&('*%+"&"+$)*("#IZ!"c!`&&e"&2,"

c=e"H%5&'+%"g69!"$&,"H%%2",%+5*6H%," ()"H%"&"Z+5"5)1/-%V" +'H+(*&(%" ($&(" 6+" ,%:*&,%,"HE" ($%"

T3>R#"/&($;&E4"g%(M"+625%"&-+)"*%.6%;%*"B"1&,%"&"+616-&*"/)62(M";%"+'H+(&2(6&--E"+$)*(%2%,"

($%"/&*(")2"g69!M"&2,"1).%,"($%"*%1&6262:"*%+'-(+"()"Supplementary Figure 5a, b4""

8%"$&.%"+'H16((%,"($%"/*)(%)165+",&(&"()"SRFZT"caccession number: PXD055553e4"G-+)M";%"

$&.%"&,,%,"$%&,%*+"&2,"&,,6(6)2&-"-%:%2,+"()"($%"+'//-%1%2(&*E"(&H-%+4"

"

Comment 3:"L)*"($%"-6/6,)165+"%V/%*61%2(+"&:&62"($%"+&1%"5*6(656+1"1&E"H%"5)2+6,%*%,")9"

5)$%*%25%";6($"($%"/&/%*"&2,"($%"-6/6,+"+%-%5(%,"9)*"($%"1)-%5'-&*",E2&165+"%V/%*61%2(+4"#$%"

-6/6,)165+"+%5(6)2"1&E"H%"5)2+6,%*%,"9)*"&2)($%*"&*(65-%"+'H16((%,"%-+%;$%*%4"

"

Answer: 8%"($&2d"($%"*%.6%;%*"9)*"($%"%V5%--%2("+'::%+(6)2"()"625-',%"&+E11%(*65"-6/6,+"62"($%"

IZ"+61'-&(6)24"8%"$&.%"2);"'+%,"&+E11%(*65"-6/6,+"S>c![k[m!?k[e")*"S>c![k!m!?k[e"62"IZ"

+61'-&(6)2" ;6($" Z+5B4" 8%" )H+%*.%," ($&(" ($%" +&('*&(%," >![" 62(%*1%,6&(%" &5E-" 5$&62" +(&H-E"

&++)56&(%,";6($"Z+5B (new Supplementary Figure 6b, c)M";$%*%&+"'2+&('*&(%,")2%+"c>![k!eM"

)*"+E11%(*65"-6/6,+"cSPS>e",6,"2)("+(&H-E"62(%*&5(";6($"Z+5B4""

"



@"

X%25%M"($%"-6/6,)165+"%V/%*61%2(+"5)1/-%1%2("($%"/*)(%)165",&(&"&2,"():%($%*";6($"2%;"IZ"

1),%-62:"62,65&(%"9)*"($%"96*+("(61%"&"9'25(6)2&-"*%-&(6)2+$6/")9"&+E11%(*65"-6/6,+M"+$)*("#IZ+"

&2,"N)-:6"/*)(%62"\'&-6(E"HE"($%"Z+5"5)1/-%V4""

"

>%*(&62-EM"&,,6(6)2&-"%V/%*61%2(+"&*%"*%\'6*%,"()"'2,%*+(&2,"($%"*)-%")9"&+E11%(*65"-6/6,+"&2,"

1%1H*&2%"/*)(%62"\'&-6(E"5)2(*)-M"H'("($%+%"%V/%*61%2(+":)"H%E)2,"($%"+5)/%")9")'*"5'**%2("

+(',E4""

"

Comment 4:"L)*"&--" 96:'*%+"&2,"+'//-%1%2(&*E" 96:'*%+"$&.%"2K="H6)-):65&-" *%/-65&(%+"H%%2"

,)2%" 9)*" %&5$" %V/%*61%2(" &2," 5&2" ($%" ;%+(%*2+M" 5)FS" &2," -6.%" 5%--" %/69-')*%+5%25%" H%"

\'&2(6965&(%,";6($"27="H6)-):65&-"*%/-65&(%+"&+";%--l"

"

Answer:"g%+M" %&5$" %V/%*61%2(" 62" ($%" 1&2'+5*6/(" ;&+" /%*9)*1%," &(" -%&+(" ($*%%" (61%+4 #$%"

\'&2(6965&(6)2+")9"d%E";%+(%*2"H-)("&2,"-6.%"5%--"61&:62:"%V/%*61%2(+"&*%"/*).6,%,"($*)':$)'("

($%"1&2'+5*6/("cFigures 3f, g, Supplementary Figure 3a, e, Figure 4b, e, Supplementary 

Figure 4a, d, e, f, Figure 5b,e, Supplementary Figure 5a,b, Supplementary Figure 6e, f, 

Figure 7h, Supplementary Figure 7b, c, ie4"F2"&,,6(6)2M"1)+("61&:62:"%V/%*61%2(+";%*%"&-+)"

5)296*1%,"HE"5)**%+/)2,62:"3Z37SGNT"&2,";%+(%*2"H-)("&2&-E+6+4"X%25%"($%"5)296,%25%"62"

)'*",&(&"6+".%*E"$6:$4"

"

Comment 5:"#$%"5)$%*%25%")9"($%"%V/%*61%2(&-",%+6:2"()"($%"5)25-'+6)2")9"($%"Z+5="'H6\'6(62"

-6:&+%"62"+%-%5(62:")*/$&2%,"/*)(%62+"&("($%"N)-:6"9)*"'H6\'6(62&(6)2"&2,",%:*&,&(6)2"1&E"&-+)"

2%%,"5)2+6,%*&(6)24"L)*"%V&1/-%M";$&("%V/%*61%2(+"62"($6+";)*d"%V(%2,"($%"&'($)*+j"/*6)*"+(',E"

62"*%9"h"($&("($%"'H6\'6(62&(6)2"6+"62"($%"N)-:6l"G*%"($%"1&*d%*+"9)*"($%+%"N)-:6"%V/%*61%2(+"62"

($%"5'**%2("+'H16((%,"1&2'+5*6/("+'99656%2(-E"q'+(696%,"9)*"($6+"5)25-'+6)2l"#$%"%/69-')*%+5%25%"

62" *%9" h" ;6($" 1&*d%*+" 5$)+%2" 1&E" H%" 5-%&*%*" ($&2" ($)+%" 62" ($%" 5'**%2(" 1&2'+5*6/(4" L)*" ($%"

5)25-'+6)2")9"&"N)-:67-)5&(%,"\'&-6(E"5)2(*)-"1&5$62%*E"1)26()*62:" (*&2+1%1H*&2%",)1&62"

-%2:($" 9)*" )*/$&2%," 1%1H*&2%" /*)(%62+M" ($%" &'($)*+" 1&E" 5)2+6,%*" &" 9)5'+%," /&/%*" )2" ($6+"

5)25-'+6)24"

"

Answer: P'*" 2%;" %V/%*61%2(+" c625-',62:" ($%" 2%;" /*)(%)165" vld1OJgld1O" ,&(&+%(M" new 

Supplementary Figure 1, Supplementary Table 1, 2e"+$);"($&("($%"Z+5"5)1/-%V"/&(*)-+"($%"

%&*-E" N)-:6" ()" ,%(%5(" &2," ,%:*&,%," )*/$&2%," /*)(%62+" &2," ($%*%HE" /*%.%2(+" ($%6*" +/*%&,62:"

H%E)2,"($%"N)-:64"F2"1)+("5%--+"c_=Y"2Kh@"5%--+eM"($%"Z+5"5)1/-%VM"]HV=71A%)2:*%%2"c]HV=7

ANe"/&*(6&--E"5)7-)5&-6U%+";6($"($%"%&*-E"N)-:6"1&*d%*"I22_M")*"-)5&-6U%+"()"6(+",6*%5(".65626(E

(new Figure 5e)4"F2"9%;%*"5%--+"c!0Y"2K@`"5%--+eM"]HV=7AN";&+",%(%5(%,"&("($%"(*&2+7N)-:6"

;6($"3%5h4">)7-)5&-6U&(6)2";6($"($%"%2,)+)1&-"1&*d%*"ci/+0e";&+"629*%\'%2(4"F2"_!Y")9"5%--+"

-&5d62:" ($%"N)-:6" *%+6,%2("Z+5"5)1/-%V" c2K`BeM")*/$&2%,"/*)(%62+" c%4:4"X1V!e" *%&5$%," ($%"

(*&2+7N)-:6"c3%5he (new Figure 3g)M"9*)1";$%*%"($%E"+/*%&,"62()"($%"%2,)7-E+)+)1&-"/&($;&E4""

Comment 6:" #$%" &'($)*+" 1&E" 5)2+6,%*" &" 5-%&*-E" ,%962%,M" -):65&-M" 5)$%*%2(M" %V/%*61%2(&-"

+(*&(%:E"&2,",&(&";6($"27="H6)-):65&-"*%/-65&(%+"&2,"\'&2(6965&(6)2"9)*"&--"%V/%*61%2(+4""



?"

"

Answer:"8%"$)/%"($&(")'*"5)11%2(+"()"($%"*%.6%;%*j+"5)25%*2+M"&2,"($%"2%;"%V/%*61%2(+"$&.%"

$%-/%,"()"61/*).%"($%"1&2'+5*6/(4""

Reviewer #2 

"

Summary of our manuscript: #$%"1&2'+5*6/("+'H16((%,"()"A&('*%">)11'265&(6)2+"HE"#%6+"

&2,"5)--%&:'%+"*%/)*(+"96*+(")2"&"5$&*&5(%*6U&(6)2")9"($%"+'H+(*&(%+M"%99%5(+M"&2,"(*&2+1%1H*&2%"

,)1&62+"c#IZ+e"($&("&*%"*%:'-&(%,"HE"T2,)+)1%"&2,"N)-:6"G++)56&(%,"Z%:*&,&(6)2"cTNGZeM"

&"/&($;&E"($&("%V$6H6(+"+%.%*&-"TRGZ7-6d%"5)1/)2%2(+"&2,"9%&('*%+M"625-',62:"&2"T="'H6\'6(62"

-6:&+%"5)1/-%V4"#)",%962%"($%"+'H+(*&(%+"(&*:%(%,"HE"($6+" -6:&+%M"d2);2"&+"#'-!M"&"/*)(%)1%7

;6,%"+5*%%2";&+"5)2,'5(%,"'+62:"3FDG>"62";6-,"(E/%"&2,"#'-!",%-%(%"5%--+M"&2,"($%"*%+'-(+";%*%"

5)1/&*%,"62"&2"T3>R#7,%9656%2("+(*&62M"64%4M"./+04"#$%"%9965&5E")9"($%"#'-!"+5*%%2";&+".%*696%,"

HE"($%"6,%2(6965&(6)2")9"r@[Y")9"&--"#IZ"/*)(%62+"&+";%--"&+"&"d2);2"+'H+(*&(%M"P*1BM"&2,"

&1)2:+("($%"+'H+(*&(%+"6(";&+"+(*6d62:"($&("B!";%*%"d2);2"TRJN)-:6"/*)(%62+"&2,"00Y"/)++%++%+"

+$)*(" c%4:4M"s!`" &&e"#IZ+m" r??Y"$&," &(" -%&+(" )2%"#IZ"s!?" &&4"G-($)':$" ($%*%";&+" +)1%"

).%*-&/" 62" ($%" ('-!"&2,"./+0"+5*%%2M"&1)2:+(" ($%"hB"/*)(%62+" 62" ($%" -&((%*" +5*%%2M" ($%E";%*%"

:%2%*&--E"-)2:%*4">)2+6+(%2(";6($"($%"*%:'-&(6)2")9"-6/6,+"&55)*,%,"HE"P*1B"c&2,"/*6)*";)*d"

9*)1"($%"#%6+"-&HeM"S>"&2,"ST"-%.%-+"*)+%"62"($%"1'(&2("&+";%--"&+"62"&":-,!"1'(&2(M";$65$",6*%5(+"

($%" 5)1/-%V" ()" ($%" N)-:64"#$%*%" ;&+" &-+)" &2" &//&*%2(" 625*%&+%" 62" +$)*(J&+E11%(*65" -6/6,+4"

F2(%*%+(62:-EM" )2%" 2%;" TNGZ" +'H+(*&(%" 6,%2(696%," 62" ($6+" +(',Et;$65$" 6+" &-+)" (&*:%(%," HE"

T3>R#t6+" &" 5)2+%*.%," $%1%" )V6,&+%M" X1V!M" &2," +/%56965" &++&E+" 5)296*1%," 5)1H62%,"

'H6\'6(627/*)(%&+)1%7" &2," T3>R#7,%/%2,%2(" ,%:*&,&(6)24" f&+%," )2" ($%+%" ,&(&M" ($%" &'($)*+"

%V&162%," X1V!" *%+6,%25%" &9(%*" H%(&7%+(*&,6)-" 62,'5(6)2k" #$%" /*)(%62" *%+6,%," 62" ($%" 5-&++"

TJ-616(62:".&5')-%"1%1H*&2%"&2,"*%1&62%,"&("($6+"-)5&(6)2"&9(%*">XW"&,,6(6)2"62"&"('-!./+0"

,)'H-%"1'(&2(4"G"*)-%"9)*">,50`M"&-)2:";6($"($%"]HV="]fW",)1&62M"62",%:*&,&(6)2";&+"&-+)"

5-%&*-E"+$);2M"&2,"/*)(%62"*%(*)(*&2+-)5&(6)2";&+"+'::%+(%,"cH'("+%%"H%-);e4"A%V(M"($%"9)5'+"

+;6(5$%,"()"&2"&2&-E+6+")9"g69!M";$65$";&+"&H+%2("9*)1"($%"/*)(%)165"+5*%%2"H'("6+"&"d2);2"

Z+5JT3>R#" +'H+(*&(%4" G+" &2(656/&(%,M" /*)(%62" ('*2).%*" *%\'6*%," #'-!M" >,50`M" &2," ]HV="

&5(6.6(6%+M"&2,"&+"&-+)"%V/%5(%,"($%"/*)(%62"*%+6,%,"62"($%"N)-:64"g%(M").%*%V/*%++6)2"9*%%,"($%"

/*)(%62"9*)1"($%"N)-:6"9)*"T3>R#7,%/%2,%2(".&5')-&*",%:*&,&(6)24"#$%"9)5'+")9"($%"1&2'+5*6/("

2%V(" ('*2%," ()",&(&"5)2+6+(%2(";6($" ($%"2)(6)2" ($&(" ($%"]fG75)2(&6262:"Z+5B" *$)1H)6,7-6d%"

6R$)1"/*)(%62"6+"&"*%5):26(6)2"9&5()*M")*"1)*%"&//*)/*6&(%-E"6+"&("-%&+("*%\'6*%,"9)*"*%5):26(6)2"

)9"($*%%"+'H+(*&(%+k"X1V!M"&"+(&H6-6U%,"9)*1")9"P*1BM"&2,"g69!"+625%"5)7FS"&2&-E+%+"62"&",+5B"

1'(&2("+6:26965&2(-E",%5*%&+%,M"()".&*E62:"%V(%2(+M"&++)56&(6)2";6($"($%"Z+5"5)1/)2%2(+M"&2,"

1)+("2)(&H-E"#'-!4"Z%-%(6)2")9"]HV=":&.%"+616-&*"*%+'-(+M";6($"($%"%V5%/(6)2")9")2%"+'H+(*&(%4"

A%.%*($%-%++M"($%+%"*%+'-(+"&*%"5)2+6+(%2(";6($"($%"9'25(6)2")9"6R$)1+"62")($%*"+E+(%1+M"&-)2:"

;6($"($%"61/)*(&25%")9">,50`"*%5):26(6)2".6&"&"]HV"/*)(%624"L62&--EM"IZ"+61'-&(6)2+";%*%"'+%,"

()" +'::%+(" ($&(" Z+5BM" -6d%" +%.%*&-" )($%*" 6R$)1+M" ($62+" ($%" H6-&E%*M" ;$65$" 1&E" 9&56-6(&(%"

1%1H*&2%"%V(*&5(6)2M"&2,"($%"*%:6)2+";6($62"X1V!t+625%"6("5)2(&62+")2-E"&"+62:-%"#IZt

($&("&5("&+"&"/'(&(6.%"n,%:*)2j"9)*"Z+5B";%*%"%V&162%,4"]-(61&(%-EM"($%"&'($)*+"+$);"($&("&,,62:"

!")*"B"&,,6(6)2&-"&-/$&7$%-65&-"('*2+"/*):*%++6.%-E"625*%&+%+"($%"+(&H6-6(E")9"&"+61/-696%,".%*+6)2"



h"

)9" X1V!" &2," ($&(" +'H+(*&(%" 62(%*&5(6)2" ;6($" Z+5B" &2," ]HV=" ,*)/+4" >'*6)'+-EM" ($%" X1V!"

+'H+(*&(%" '+%," $%*%" ;&+" /*%9%*%2(6&--E" Q70`" 'H6\'6(62&(%,4"

"

P.%*&--M" +%.%*&-" \'6(%" 62(*6:'62:"&2," 61/)*(&2(" *%+'-(+" &*%" /*%+%2(%," 62" ($6+" +(',EM"E%(" +)1%"

5)25-'+6)2+" &*%" ).%*+(&(%,M" ;$65$" 5)'-," H%" *%5(696%," HE" ($%" &//-65&(6)2" )9" 1)*%" *%962%,"

(%5$2)-):6%+4"P($%*"*%+'-(+"&*%"62"-62%";6($";$&("16:$("H%"%V/%5(%,"H&+%,")2"+(',6%+"62"*%-&(%,"

+E+(%1+4"#$'+M"($%*%"&*%"\'%+(6)2+"&H)'("($%"1&2'+5*6/(j+"2).%-(EM"&("-%&+("&+"6("5'**%2(-E"+(&2,+4"

Answer: 8%" ($&2d" ($%" *%.6%;%*" 9)*" ($%" ($)*)':$" %.&-'&(6)2" )9" )'*"1&2'+5*6/(" &2," 9)*" ($%"

62+6:$(9'-M" 5)2+(*'5(6.%"5)11%2(+4"#$%" -%2:($E" *%.6+6)2"/*)5%++";&+M" 62"/&*(M" 5&'+%,"HE" -&H"

&556,%2("($&("+(&*(%,"&"96*%"&2,",%.&+(&(%,")'*"%\'6/1%2("*))1"&2,"HE"&2"&556,%2(")9"($%"96*+("

&'($)*M";$)"+-65%,"($*)':$"$6+"16,,-%"962:%*M";$6-%"5'((62:"'/"&"1%-)24"#$%*%9)*%M";%"*%5*'6(%,"

&,,6(6)2&-"+56%2(6+(+M";$)"&*%"2);"2%;"5)7&'($)*+M"()"+'//)*("($%"*%.6+6)2"/*)5%++4""

"

8%"$&.%"&,,*%++%,"($%"*%.6%;%*j+"5)25%*2+";6($"&,,6(6)2&-"%V/%*61%2(+"($&("+'//)*("&2,"%V(%2,"

)'*")*6:62&-"5)25-'+6)24"P'*"*%.6+%,"1&2'+5*6/("*%/)*(+"($%"($%"9)--);62:"d%E"962,62:+k""

"

c!e"#$%"6,%2(6965&(6)2")9"&,,6(6)2&-"2%;"%2,):%2)'+"+'H+(*&(%+"9)*"($%"Z+5"5)1/-%V4""

cBe"#$%"962,62:"($&("($%+%"+'H+(*&(%+"5&**E"+$)*("#IZ"&+",%:*)2+4"

c=e"#$%+%",%:*)2+"5&2"H%",%(%5(%,"HE"($%"Z+5B"+'H'26(M";$65$"6+"*%\'6*%,"()"%+(&H-6+$"+'H+(*&(%"

62(%*&5(6)2";6($"Z+5"5)1/-%V4"

c0e"#$%"Z+5"5)1/-%V"626(6&(%+"Q0`")*"Q?="'H6\'6(62&(6)2"9)*"+'H+%\'%2(",%:*&,&(6)2".6&"($%"

TNGZ"cP*1BM"g69!M"X1V!e"/&($;&EM")*"($%"T3>R#"cX1V!e"/&($;&EM")*"H)($"cX1V!e4"

c@e"Z+5"5)1/-%V",%/%2,%2("+'H+(*&(%",%:*&,&(6)2"*%\'6*%+"1%1H*&2%"($62262:"HE"($%"D!"-))/"

*%:6)2")9"Z+5B""

c?e"TNGZ" cH'(" 2)("T3>R#e",%/%2,%2(" ,%:*&,&(6)2" *%\'6*%+" ($%"]fW",)1&62" )9" ]HV=" 9)*"

%99656%2("+'H+(*&(%"'H6\'6(62&(6)2",'*62:"($%"1%1H*&2%"%V(*&5(6)2"/*)5%++4""""

che"D)++")9"TNGZ"-%&,+"()"($%"&55'1'-&(6)2")9")*/$&2%,"/*)(%62+"&("($%"N)-:6M"%2,)+)1%+"&2,"

.&5')-%+M"&2,"*%+'-(+"62"($%"5)25)16(&2("'/*%:'-&(6)2")9"&+E11%(*65"-6/6,+4"

"

8%"H%-6%.%"($&("($%+%"962,62:+"5)2(*6H'(%"()"&"2).%-"c&2,"62")'*".6%;"'2%V/%5(%,e"1%5$&26+(65"

'2,%*+(&2,62:")9"($%"Z+5"5)1/-%V"62"N)-:6"\'&-6(E"5)2(*)-M";6($"&"d%E"*)-%"62"(&*:%(62:")*/$&2%,"

1%1H*&2%" /*)(%62+" 62()" ($%" TNGZ" &2,J)*" T3>R#" /&($;&E+" 9)*" ,%:*&,&(6)2" &2," ($%*%HE"

/*%.%2(62:"($%6*"+/*%&,62:"9*)1"($%"N)-:6"()")($%*")*:&2%--%+4""

"

#$%*%9)*%M")'*";)*d"/*).6,%+"($%"H&+6+"9)*",%(&6-%,"1%5$&26+(65"+(',6%+")2"N)-:6"\'&-6(E"5)2(*)-"

62"($%"9'('*%4""

"

Comment 1:"8$6-%"($%"&'($)*+"9)5'+")2"($%"B79)-,"625*%&+%"62"SF7>7B?"+/%56%+M"($%"%99%5(")2"

ST"62"L6:"B"1&E"H%"q'+("&+"/*)9)'2,4"F+"($%*%"&"+(&(6+(65&-",699%*%25%"H%(;%%2"($%"%99%5(+")2"SF"

&2,"STl"F+"($%"+&1%"5)25-'+6)2"(*'%"9)*"S>l"

"





_"

Answer:"#$&2d"E)'"9)*"/)62(62:"($6+")'(4"8%"$&.%"625-',%,"($%"9)--);62:"+(&(%1%2(+"&2,"($%"

5)**%+/)2,62:"56(&(6)2+")2 page 7 and page13k""

"

page7, line 264:"3625%"-)++")9"T3>R#"9'25(6)2"&-)2%",6,"2)("H-)5d"X1V!",%:*&,&(6)2w4"

"

page 14M"line 504:"wS%*$&/+"5)25%/('&--E"*%-&(%,"6+"($%"/$%2)1%2)2"($&("+'H+(*&(%+"($&("%+5&/%"

TRGZM" &*%" ,%:*&,%," 62" &2" T3>R#7,%/%2,%2(" 9&+$6)2" c![4![_!J1H54%[_7![7[_![M"

![4![h0JqH54I!!!4B===0?e4"F("6+"5'**%2(-E"'2d2);2"69"Z+5"5)1/-%V"5)2(*6H'(%+"()"($%",%(%5(6)2"

)9"TRGZ"%+5&/%*+"&2,"(&*:%(+"+'5$"/*)(%62+"9)*",%:*&,&(6)24"

Comment 4:"#$%"*%+'-(+";6($"($%"Q?="&2,"Q0`"2&2)H),6%+"&*%"62(*6:'62:M"H'("5)296,%25%"9)*"

($%"&'($)*+j"5)25-'+6)2+";)'-,"H%"+(*%2:($%2%,"69"($%"*%+'-(62:"%-'(%+";%*%"H-)((%,"9)*"&2(6H),6%+"

+/%56965" 9)*"Q0`"&2,"Q?=4"I)*%).%*M"+625%"16V%,"5$&62+";6($"Q!!"$&.%"H%%2"'25).%*%,"&+"

H%62:"/*%9%*%2(6&--E"(&*:%(%,"9)*"/*)(%&+)1%7,%/%2,%2(",%:*&,&(6)2M"&2"&2&-E+6+")9"($6+"+/%56%+"

+$)'-,"&-+)"H%"/%*9)*1%,4"

"

Answer: A%;"*%+'-(+"cnew Figure 4c, Supplementary 4ce"5)296*1"($&("($%"Z+5"5)1/-%V";&+"

*%\'6*%,"()"626(6&(%"1&62-E"Q0`"&2,"Q?="'H6\'6(62&(6)2")9"X1V!4"

"

c!e"8%"$&.%"'+%,"E%&+("+(*&62+"62";$65$"%2,):%2)'+"'H6\'6(62"6+"*%/-&5%,";6($"%6($%*"Q!!R")*"

Q0`R" )*" Q?=R" 'H6\'6(62" c($%" +)75&--%," 3]f" +(*&62+" ![4!!B`JI>f4!@4=4!B?@e4 S%*9)*162:"

,%2&('*62:" 611'2)/*%56/6(&(6)2" cFSe" )9" X1V!" 9*)1" ($%+%" +(*&62+M" +$);%," ($&(" -)++" )9" Q0`"

/)-E'H6\'6(62" 5$&62+M" &-1)+(" 5)1/-%(%-E" &H*):&(%," X1V!" /)-E'H6\'6(62&(6)2 (new 

Supplementary Figure 4c lanes 5, 6)."F2"5%--+"($&("5&22)("9)*1"Q?="/)-E'H6\'6(62"5$&62+M"&"

X1V!"/)-E'H6\'6(62&(6)2";&+"*%,'5%,M"H'("&"+6:26965&2("9*&5(6)2")9"X1V!"*%1&62%,"c/*)H&H-E"

Q0`e"/)-E'H6\'6(62&(%,"(new Supplementary Figure 4c, lanes 3, 4)4"D)++")9"Q!!"/)-E'H6\'6(62"

5$&62" 9)*1&(6)2" ,)%+" 2)(" +%%1" ()" *%,'5%" ).%*&--" X1V!" /)-E'H6\'6(62&(6)2" (new 

Supplementary Figure 4c, lanes 7, 8)4"""

cBe"#$%"Q0`"-62d&:%"+/%56965"&2(6H),E"&-+)"+$);%,"($&("611'2)/*%56/6(&(%,"X1V!";&+"Q0`"

/)-E'H6\'6(62&(%,M";$65$"*%\'6*%,"($%"Z+5"5)1/-%V (new Figure 4c, lanes 1, 2)."F2")'*"$&2,+M"

(;)",699%*%2("Q?="-62d&:%"+/%56965"&2(6H),6%+"c9*)1"I%*5dJ36:1&"G-,*65$"&2,">%--"+6:2&-62:e"

+(6--" +$);%,"*%+6,'&-" -&,,%*62:" 62" ($%"Q?=R"+(*&62M" ($%*%9)*%";%"$&.%"2)("'+%," 6("9)*" 9'*($%*"

&2&-E+6+"c,&(&"2)("+$);2e4""

"

Comment 5:"#$%"\'&-6(E")9" ($%"H-)(" +$);2" 62"L6:"0Z" 6+"/))*4"R%/-65&(%+")9" ($6+" 61/)*(&2("

%V/%*61%2("+$)'-,"H%"+$);2M"&-)2:";6($"+61/-%"\'&2(6965&(6)2")9";$)-%"H&2,",%2+6(6%+4"F("6+"

&-+)"%V/%5(%,"($&("'H6\'6(62&(%,"X1V!"+$)'-,"H%"/*%9%*%2(6&--E"%V(*&5(%,"62()"($%"3![["9*&5(6)24"

F+"($6+"(*'%l"

"

Answer: Z)2%4 #$%"2%;"%V/%*61%2(+"&2,"($%"\'&2(6965&(6)2 (new Figure 4d, e)"5)296*1")'*"

)*6:62&-")H+%*.&(6)24"P2-E" 69">,50`" 6+"&5(6.%M"'H6\'6(62&(%,"X1V!"6+",%(%5(%," 62" ($%"+)-'H-%"

9*&5(6)2M" ;$%*%" 6(" &55'1'-&(%+" 69" /*)(%&+)1&-" ,%:*&,&(6)2" 6+" H-)5d%,4" P9" 2)(%M" ,'%" ()" ($%"



!["

61/*).%,"%V/%*61%2(&-"+%('/M";%"2);"&-+)",%(%5(%,"5$&2:%+" 62" ($%"'H6\'6(62&(6)2"/&((%*2")9"

X1V!M" )25%" >,50`" 9'25(6)2" ;&+" H-)5d%,4" 3616-&*" 5$&2:%+" 62" X1V!" 'H6\'6(62&(6)2" ;%*%"

)H+%*.%,";6($"($%"]HV= DUBX"1'(&2("(new Figure 4h)4"

Comment 6:"#$%"61/)*(&25%")9"($%"./+07T^"1'(&2("6+"2)(",6+5'++%,"62"($%"(%V("cL6:4"0LeM"&2,"

,&(&"()"9'--E"+'//)*(" ($%"+(&(%1%2(" ($&(M"vQ0`"/)-E'H6\'6(62&(6)2"<6+"2%%,%,C"9)*"TNGZx"&*%"

625)1/-%(%4"

"

Answer: 8%"$&.%"%,6(%,"($%"(%V("&55)*,62:-Ek

page 9, line 322: ng%(M";$%2"($%"T3>R#"/&($;&E";&+"&-+)",6+*'/(%,"62"ubx3DUBX 5%--+M"c%6($%*"

HE"%V/*%++62:" ($%",)162&2("2%:&(6.%")9"i/+0EQ 1'(&2(")*" 62"vps4D 5%--+eM"TNGZ"1%,6&(%,"

X1V!",%:*&,&(6)2";&+"$&1/%*%,j""

"

i/+0EQ"6+"62(*),'5%,"%&*-6%*"62"($%"1&2'+5*6/(")2"page 8, line 292k"w62"5%--+"($&("%V/*%++%,"

,)162&2("2%:&(6.%"i/+0E233Q"c$%*%&9(%*"i/+0EQe"()",6+*'/("($%"T3>R#"/&($;&Ew4"

8%"/*).6,%"2%;",&(&";6($"Q0`"-62d&:%"+/%56965"&2(6H),6%+"&2,"3]f"+(*&62+"cnew Figure 4c, 

Supplementary Figure 4ce" +$);62:" ($&(" 62" T3>R#" ,%9656%2(" 5%--+M" X1V!" 6+" Q0`"

/)-E'H6\'6(62&(%,"&2,"($&("($%"Z+5"5)1/-%V"6+"*%\'6*%,"9)*"Q0`"'H6\'6(62&(6)2")9"X1V!"&2,"

TNGZ4"

Comment 7:"#$%"-):65"'2,%*-E62:"($%"(&2:%2(6&-"9)5'+")2"g6/!"6+"'25-%&*4"Z)%+"($%"/*)(%62"

$&.%"+$)*("#IZ+l"G1)2:+(")($%*"Z+5JT3>R#"+'H+(*&(%+M"&*%"($%*%"'26\'%"9%&('*%+"($&("1&d%"

g6/!"/&*(65'-&*-E";)*($E")9"+(',El"F9"2)(M"($%",&(&"62"L6:"@"5)'-,"H%"625-',%,"&+"&"+'//-%1%2("

&2,"*%9%**%,"()"62"($%"5)2(%V(")9"($%"+'H+(*&(%"*%5):26(6)2"+%5(6)24"

"

Answer: g69!",)%+"62,%%,"$&.%"&"+$)*("#IZ!"c!`"&162)"&56,+M"/-%&+%"+%%",6+5'++6)2")2"/&:%"

!0e4"g%(M":6.%2"($%"5)11%2(+")9"*%.6%;%*"!M";%"$&.%"+'H+(&2(6&--E"+$)*(%2%,"($%"+%5(6)2")2"g69!M"

&2,"2);")2-E"/*).6,%"($%",&(&"+$);62:"($&("%2,):%2)'+"g69!"62(%*&5(+";6($"($%"Z+5"5)1/-%V"

cnew Figure 5a, b, Supplementary Figure 5ce"&2,"($&("6("6+",%:*&,%,"62"/*)(%&+)1%"HE"TNGZ"

cSupplementary Figure 5a, be4 "

Comment 8:"#$%"*%+'-(+"62"L6:"?"2%%,"()"H%"*%/%&(%,"9)*"+(&(6+(65&-".&-6,&(6)24"Z)%+"*%1).&-")9"

($%"]fW",)1&62"62"]HV=":6.%"&"2'--"/$%2)(E/%"62"($6+"&++&El"Z)";%"d2);";$65$"*%:6)2+"62"

Z+5B" &*%" *%\'6*%," +/%56965&--E" 9)*" n*%5):26(6)2jl" Z)%+" ($%" -)++" )9" Z+5B" /*%.%2("

*%(*)(*&2+-)5&(6)2"c.6U"L6:"0Zel"8$6-%"($%"*%+'-(+"&*%"2)("'2%V/%5(%,M"1)*%"*%962%,"())-+"c+'5$"

&+"+6(%7+/%56965"5*)++-62d62:M";$65$"5)'-,"+$);",6*%5("*%5):26(6)2")9"($%"#IZe"16:$("%V56(62:-E"

%+(&H-6+$"($&("Z+5B"6+"($%"/*61%"*%5):26(6)2"9&5()*4"#$6+"*%+'-("($&(";)'-,"+'H+(&2(6&--E"625*%&+%"

($%"2).%-(E")9"($%"+(',E4"

"





!B"

F2(%*%+(62:-EM" 62" ($%" 5)'*+%" )9" ($%+%" %V/%*61%2(+M";%" 6,%2(696%," +/%56965" 5*)++7-62d+" H%(;%%2"

]HV=7Z+5B"^B=`>"H)'2," ()" ($%"#IZ")9"X1V!" cL6:'*%"BHM" -&2%+"@M"hM"`M" /*).6,%," 9)*" ($%"

*%.6%;%*e4"

"

]+62:"($%"+&1%"%V/%*61%2(&-"+%('/"c1'(&(6)2&-"&2&-E+6+"62"5)1H62&(6)2";6($"IZ"+61'-&(6)2+eM"

;%"2); +$);"($&( -)5&-"1%1H*&2%"($62262:"HE"D!"-))/"*%:6)2"cg@=M"R@0e"62"Z+5B"6+"*%\'6*%,"

9)*"P*1B"&2,"X1V!",%:*&,&(6)2"(new Figure 6, Supplementary figure 6a, e, f)4""

"

P($%*"2%;"%V/%*61%2(+"(new Figure 5a, b, Supplementary figure 5cM new Figure 7ge"62,65&(%"

($&("Z+5B"6+"*%\'6*%,"9)*"62(%*&5(6)2";6($"($%"#IZ",%:*)2")9"X1V!4"#)"&**6.%"&("($6+"5)25-'+6)2M"

;%"/%*9)*1%,"&,,6(6)2&-"*%56/*)5&-"5)7611'2)/*%56/6(&(6)2"%V/%*61%2(+"(new Figure 5a, b, 

Supplementary figure 5c), ;$65$ +$);"($&("Z+5B"6+"*%\'6*%,"9)*" ($%" 62(%*&5(6)2")9" ($%"Z+5"

5)1/-%V";6($"($%"+'H+(*&(%+4"F2"&,,6(6)2M";%"$&.%"+(*)2:-E").%*%V/*%++%,"($%"#IZ")9"X1V!"

():%($%*";6($"Z+5B" 62"dsc3 "5%--+4"P.%*%V/*%++%,"Z+5B";$65$" 6+"/*%+%2(" 62".&+("%V5%++M"5)7
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#IZ" )9" X1V!4" >)--%5(6.%-EM" ($%+%" %V/%*61%2(+" +'//)*(" ($%" $E/)($%+6+" ($&(" Z+5B" $&+" ($%"
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Z+5B",%(%5(+"#IZ",%:*)2+4"#$%+%"&,,6(6)2&-"%V/%*61%2(+";6--"*%\'6*%"in vitro"*%5)2+(6('(6)2"
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;)*d+";%--"62"($%"611'2)/*%56/6(&(%,"+&1/-%+"&2,"($%"+/%56965"H&2,+"&*%"&H+%2("62"($%"tul1 "

5%--+" cFigure 5a, Supplementary Figure 5ce4" #$%" *%,'5(6)2" 62" #'-!" /*)(%62" -%.%-+" 62" ($%"
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%V/%*61%2(+" ;6($" 9'--" -%2:($" NLS7X1V!" cnew Figures 3g, Supplementary Figure 3deM" 62"

5)1H62&(6)2";6($"($%"61&:%+")9" ($%"1),%-"+'H+(*&(%"NLS7")*"/$-')*627X1V!264" cFigure 7d, 

Supplementary Figure 7hM" Supplementary Figure 7ee" +$);" ($&(" .&5')-%+" J" 5-&++" T"
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#IZ",%:*)2")9"X1V!"6+"(*&2+/)+&H-%"(new Figure 7h, Supplementary Figure 7i)4""#);&*,+"
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,%:*&,&(6)2"cnew Figure 7h, Supplementary Figure 7i)4"
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