AAH1T (ynl141w_01) I 3

ACT1 (yfl039c_06) 2
ADAZ (ydr448w_00) 1
ADI1 (ymrO09w_09) 0 I2fc
ALAT (yor335c_01) -1
AMET (ybr211c_08) o
ARC35 (ynr035c¢_07) 3

ARC35 (ynr035c¢_06)

ARC40 (ybr234c_07)

ARO10 (ydr380w_07)
ARO10 (ydr380w_06)
ARP2 (ydl029w_07)

ARP3 (yjr065¢_08)

CBF5 (ylr175w_00)
. CCT2 (yil142w_08)
CCT6 (ydr188w_04)
CDC53 (ydi132w_04)
CDC60 (ypl160w_04)

CLFT1 (ylr117c_01)

CRST* (ynl247w_09)

CRST* (ynl247w_02)

CYR!1 (yjloo5w_07)
. DBP5 (yor046¢_09)

. . DED81 (yhr019c_08)

DPS1 (yll018c_01)

ECL1 (ygrld6c_01)

ECM33 (ybr078w_04)

ECM33 (ybro78w_03)

EFB1 (yalo03w_07)

EFB1 (yal003w_09)

ENV10 (ylr065¢_07)

ERF2 (ylr246w_09)

FAF1 (yilo19w_07)

FET4 (ymr319c_04)
FRS2 (yfl022c_04)
GAL1 (ybr020w_06)

GAL11 (yol051w_04)

GAT4 (yir013c_01)

GCD1 (yor260w_03)

GCD11 (yer025w_07)
. GCD11 (yer025w_06)
GCDE6 (ydr211w_02)
. GCDE6 (ydr211w_08)
GCD7 (yIr291c_09)
GCN2 (ydr283c_04)

GCN4 (yel009c_00)

GCNS5 (ygr252w_01)

GPI13 (yllo31c_00)

GUKT1 (ydrd54c_04)

GUST1 (ygl245w_02)

GUS'T (ygl245w_05)

HIS4 (yclo30c_05)

HIS4 (ycl030c_04)

HIS7 (ybr248c_09)

HRT1 (yol133w_08)

HRT1 (yol133w_09)

HRT1* (yol135¢c_09)

HRT1* (yol134c_02)

. . HTS1 (ypr033c_05)

IES5 (yer092w_03)

ILV2 (ymr108w_08)

. ILV2 (ymr108w_01)
ILV5 (yIr355¢_05)

ILV5 (yIr355¢_02)

IPP1 (ybrOllc_ 03)

ISA2 (ypro67w_05)

KAP95 (ylr347c_07)

LSB5 (yclo34w_07)

LYP1 (ynl268w_08)

MAK16 (yal025¢c_04)

MEST (ygr264c_01)

MET30 (yilo46w_03)

MET30 (yilo46w_07)

METE6 (yer091c_00)

METE6 (yer091c_01)

MMRT (ylr190w_01)

MMT1 (ymrl77w_04)

MNN1 (yer001lw_07)

MOT1 (ypl082c_01)
MOT1 (ypl082c_09)
MXR1 (yer042w_00)

MZM1 (ydr493w_03)

. NIC96 (yfr002w_03)
NMAZ2 (ygro10w_05)

OGG1 (yml060w_07)

PABT (yerl65w_07)
. PAP2 (yol115w_02)
PCL5 (yhrO71w_02)

. PCL5* (yhr070c—a_08)
PET8 (ynl003c_08)

PEX4 (ygr133w_05)

PGKT (ycr012w_01)

PGK1 (ycrol2w_04)

PLCT (ypl268w_02)

PNOT1 (yorl45c¢_08)

POP1 (ynl221c_06)

. POP4 (ybr257w_02)
POP6 (ygr030c_01)

POPE6 (ygr030c_06)

POP7 (ybr167c_07)

PRET (yer012w_09)

PRE10 (yor362c_02)

PRE10 (yor362c_07)

PREZ (yprl03w_02)

PRE3 (yjlo01lw_02)

PRE4 (yfr050c_09)

PRES5 (ymr314w_05)

PRE5 (ymr314w_07)

PREG6* (yol038c—a_09)

PREG6* (yol038c—-a_06)

PRE7 (yblo41w_09)

PRES (yml092c_01)
PRO1 (ydr300c_06)
PRP40 (ykl012w_09)

PTI1 (ygri56w_01)

PTR3 (yfr029w_03)

PTR3 (yfr029w_07)

. PUPS3 (yer094c_07)
RAD3 (yerl71w_06)

RADS6 (yglo58w_05)

RET1 (yor207c_09)

RET1* (yor208w_09)

RIB1 (ybl033c_07)

. RNA14* (ymr060c_01)
RPA43 (yor340c_07)

RPB8* (yor225w_05)

RPC17 (yjlo11lc_06)

RPC17 (yjlollc_01)

RPC25* (ykl143w_06)

RPC31 (ynl151c_02)

RPC31 (ynl151c_05)

RPC34 (ynr003c_01)

RPC37 (ykr025w_02)

RPC53 (ydI150w_02)

RPC53 (ydI150w_08)

. RPC82 (ypr190c_08)
RPC82 (ypr190c_02)

RPD3 (ynl330c_04)

RPL24* (yIr008c_06)

RPL25 (yol127w_01)

RPL3 (yor063w_02)

RPL30 (yglo30w_08)

RPL32 (ybl092w_05)

RPNS5 (ydI147w_06)

RPN6 (ydio97c_07)

RPO31 (yorll6c_04)

RPO31 (yorll6c_07)

RPP1 (yhr062c_05)
RPP1 (yhr062c_09)
RPS2 (ygl123w_01)

RPS28A (yorl67c_06)

RPS5 (yjri23w_05)

RPT5 (yorl17w_02)

RPT5 (yorll7w_08)

RRP4 (yhr069c_04)

RRP4 (yhr069c_06)

RRP40 (yol142w_07)

RRP42 (ydi111c_05)

RRP45 (ydr280w_05)

RRP6 (yor001w_04)

RRPI (ypr137w_02)

RSC1 (ygro56w_00)

SCEI (q0160_02)

SDH6 (ydr379c-a_08)

SES1 (ydr023w_09)

SIN4 (ynl236w_02)

SKI6 (ygr195w_08)

SKP1 (ydr328c_05)

SMB1/CHZ1* (yer029¢c_01)

SNF2 (yor290c_05)

SNF5* (ybr28sc_09)

SNF6 (yhl025w_04)
SNU13 (yel026w_08)
SPT16 (ygl207w_09)

SRB4 (yer022w_04)
SSC1 (yjr045c_08)
SSY1 (ydr160w_07)

SUI2 (yjro07w_04)

SUI3 (ypl237w_02)

. SUI3 (ypl237w_01)
SUP45 (ybrl43c_06)

SWI3 (yjl176c_02)

SWM2 (ynro04w_01)

TAF4 (ymrO05w_04)
TAT1 (ybr069c_06)
THI73 (ylr004c_09)

THS1 (yilo78w_02)

TIM17 (yjl143w_01)

TIM50 (ypl063w_08)

TUFT (yorl87w_06)

TYR1 (ybri66c_00)

URB2 (yjr041c_09)

UTP5 (ydr398w_08)

UTP9 (yhr196w_03)

VAST (ygro94w_04)

VAS1 (ygr094w_02)

VMAS8 (yel051w_06)

VMAY* (yclo08c_06)

YALO16C-B (yal016c—b_06)

YAP1 (yml0O7w_00)

YBR103C-A (ybr103c-a_02)

YCL048W-A (yclo48w-a_03)

YDR187C (ydr187c_08)

YDR271C (ydr271c_00)
. YDR341C (ArgRS)* (ydr341c_07)
YDR341C (ArgRS)* (ydr341c_05)

YHRO20W (yhr020w_03)
. YHR032C-A (yhr032c—a_03)
YIH1 (ycr059¢_08)

YILO28W (yil028w_08)

YNL303W (ynl303w_00)

YOLO75C (yol075c_02)

YPP1 (ygrl98w_08)

YPRO84W (ypr084w_07)

ZDS1 (ymr273c_03)

paosnpul
IYSZ" NS MO
YT INS MO|
Uy INS MO|
sz NS ybiy
YT NS yby
1Yy INS ybiy

Supplementary File 1: Heatmap of all single mutants shows ISR log2 fold-change
normalized to negative guide reference. Guides marked with a * reflect updated guide
targets at divergent promoters that were misassigned in the original table.





