202000919
‘I‘[?.'J (19)F* 2 RBEFEMEAR

/l V (2 ARAENFA  ADAF%KRE : TW 202000919 A

Property 43) B FEREHE109(2020) %01 A 01 8

Office

(21)# 3% £ 3 1 108106896 (Q2)F 8 : FERE 108(2019) 4 02 427 8
(5D)Int. CI. : CI201/68  (2018.01) G16B20/00 (2019.01)
GOIN33/53 (2006.01) AG61K48/00 (2006.01)
(30)4& %4 1 2018/03/01 £ 62/637.121
2018/03/02 £ 15/910,822
2018/06/01 £ 15/995,835

(TH¥FA - LA - %N 3
(B

(72)8$ A #% ##4 VICTORS, MASONL. (US) ; 4+ 4 # % % BORGESON, BLAKE C.
(US) : A i % %453 % ST-JEAN-LEBLANC, CEDRIC (CA)

(THRIEA A E J

(% B) RECURSION PHARMACEUTICALS, INC. (US)

g

FHEHRES HHEAGEEEL 30E BAEK:6 #1138
(54) % %%

AR ¥ 2 B8 A SRR Tk

CUEE S

HRAREL - AARMER TN E RS HENHTRIE RO T RN ZART
ke BEMIEAGE Ry IR R THASARER S c BN EA Y EMIE 0 BF AR
BEAFHOHENE - EAFLSAEZENZENMEZ A ZTREV THBZZRAEISHE
B RONVERAMIER B XL LAT BT 0| 00 BB AME AT 3T B4 &5 4 B B8 MR 5
ZHoWEE - BRAZEQBHEARGEE > LEEESHAALE - §HB A I REANGLE RS
B R AR R R MBI HSE — R0 T R -

Systems and methods for determining whether a set of test perturbations discriminates over a null
distribution for an on target effect against a first component of an entity are disclosed. The perturbations are
perturbations of the first component and the entity comprises a plurality of components. For each perturbation
in the set, a corresponding vector comprising a plurality of elements, is obtained. Each element comprises
a distribution metric of measurements of a feature across instances of the entity upon exposure to the
respective perturbation or (ii) a distribution metric of a respective dimension reduction component computed
using the measurement of the plurality of features across instances of the entity upon the perturbation
exposure. A composite metric is computed, using the vectors, and compared to a null distribution. When
the composite metric is differentiated from the null distribution, the set of perturbations is deemed to

discriminate the on target effect against the first component over the null distribution.
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Expression ; , PLoS Genet 13, 1006538 » 4% It DL 3] fi 5
ANHFA o AE— L EF il - ChiP-seqM X ik & # 5% N+ K
HtiaEdEHBEEO U288 - @)+ Ry
ERE o HEDLeEREINREREIERRE - K HEME
HxEEYEMELOFMN % EDNAfr & - ChIPE & 8 N &
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~ # iff - % H Buenrostro A, 2013, T Transposition of
native chromatin for fast and sensitive epigenomic profiling
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position ; , Nature Methods 10, 1213-1218 » H ¥ It Ll 5| A
ARG e fE—EE A T > ATAC-seq ] H 5 fiz B Tn5 ¥
Hie AN DNAKER - 2 A il 40 Buenrostro A, 2015,
" ATAC-seq: A Method for Assaying Chromatin
Accessibility Genome-Wide , , Current Protocols in
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(HLA B R M - f— R XABEE T EF KA
A EHENEILALD F 2 Mk - DL&E 0 W #E 2 IEE F
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fe # 1T KB E Ao B - 8§ 4 Krutzik, 2011,

" Fluorescent Cell Barcoding for Multiplex Flow

W

Cytometry ; , Curr Protoc Cytom, 26 : ZE 6. 318HE ¢ » H
Fr b DAST A 5 =B A -
[0118]) £ — S F e ) o - (£ A A H 2 KES S H
ERNEHFEEREMEZ L — N2 HFEZE  R#EE
RETESHERACNWAELCHBNH N TFETZARR
MEREME - fE — S F O+ - LWEAHEZEE S HEERRF
(Newgard & A, 2009, " A branched-chain amino acid-
related metabolic signature that differentiates obese and lean
humans and contributes to insulin resistance, ; Cell Metab
9: 311-326, 2009) % ESRD (Wang, 2011, " RE: Metabolite
profiles and the risk of developing diabetes ; , Nat Med 17:
448-453) 2 M AR A H L2 - £ — L F e Gl & - 5 R ATH
B 2B R E R B E o R AH S E R K E
N EAMARHY . AEE & TR XYL EH
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" Metabolomics Reveals Signature of Mitochondrial
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Dysfunction in Diabetic Kidney Disease ;, , J Am Soc
Nephrol 24, 1901-12 » H % tb DLl A 5 = 6F A -
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BREREEBEHE, —XNFESFEB2E - 0 £ —
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Fo FRHEBANRAES THERB 2 AL 2 & ETSP
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M ME - 2 R B W Wan% A, 2015, T Panorama of
ancient metazoan macromolecular complexes | , Nature 525,
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MS/MSECMS2 » % &k % (M B G EFEFX R - HbESBEZ
HEE - ERANER  CEBHELZEF  LEHZLEZHE
— B MSHF - @R P BT 0 B OFE h E B
o BREAAERBHEWL BT (RIERET) HEAMD
AR T FRE LS RNHEMBEEAE
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KT F oMl EN - S2FweF > HEET 2 E
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REBLLREZEAKHAFTREGM 28 NE > LA FEHHEE
A ECE B E R PT B R 2R B - 2 A 20 Mann K& Jensen,
2003 " Proteomic analysis of post-translational
modifications ; , Nature Biotechnology 21, 255-261 » H 4%
BELLSITH AR A - £ — S FHE A J - 8 HEEEKEE
BERTZHEEERERG 0 BEANNTZHEHES ARG
HEHmE AR R EHE SRS ZCEHAHE—-Z @
ERE ZE MR & - 2 A ] 10 Nilsen & Graveley, 2010,
" Expansion of the eukaryotic proteome by alternative
splicing ; , 2010, Nature 463, 457-463 » H ¥ 5 A 5 =&
A -

CO0121]) & — 5 & 5 ) & - (5 A B 5 4l B 00 & flg 2k 1
FHEERNEHFETEFREMBEE L NP HEEEZEH - i
g i B =0 A BT O & g R IR 2R R B =04l B ORI B T 2 &2 ET U R
FECEFERHUEMEIAZ ZHBNTERE EFR EBEH

tH & o = a0 Basiji & A, 2007, T Cellular Image

W

Analysis and Imaging by Flow Cytometry ; , Clinics in
Laboratory Medicine 27, 653-670 » H ¥f it DL 5| B H = 6
A o
[0122]) #e — &£ EHE G B - £ H &4 # 82K IE G 3 #
ERNERFEERIBEEZE L N ZHEEEZHE - 2 RH0
Dunlop= A, 2008, [ High-throughput electrophysiology:
an emerging paradigm for 1on-channel screening and

physiology | , Nature Reviews Drug Discovery 7, 358-368 >
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Gk ESHHERRNERFEERMEE 2 — % #F &
ZAE - 2R B35 EEHNHEFERFE20170276686 Al - 2
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B E - K/~ REMR 0 DLRE B &R /B8 E R
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KA EBEFRGAWE - =/ - WfE- - AfE - NE -t
fE o~ JUfE - il T B RNI0EREALERENER
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> % 8 E Bray® A, 2016, I Cell Painting, a high-
content image-based assay for morphological profiling using

multiplexed fluorescent dyes ; , Nature Protocols, 11, Z§
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B2 8,000 M 5t oC & Z & ~ 158 M &L T 2 #210,000 {# M 5 sT
LM~ 250(F M BT = B 7,000 M H oL R Z FH - 100(H
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4R R B o7 R 2 & HE T MR R 3 B B £ R 3 o3 i (PCA)
it 2 F s -

[0131] 2F &S5 > PCAFE K 5% 18 &0 ( F5 &1 208 1
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[ 5 5]

Systems and methods for determining whether a set of test perturbations discriminates over a
null distribution for an on target effect against a first component of an entity are disclosed. The
perturbations are perturbations of the first component and the entity comprises a plurality of
components. For each perturbation in the set, a corresponding vector comprising a plurality
of elements, is obtained. Each element comprises a distribution metric of measurements of a
feature across instances of the entity upon exposure to the respective perturbation or (ii) a
distribution metric of a respective dimension reduction component computed using the
measurement of the plurality of features across instances of the entity upon the perturbation
exposure. A composite metric is computed, using the vectors, and compared to a null
distribution. When the composite metric is differentiated from the null distribution, the set of
perturbations is deemed to discriminate the on target effect against the first component over the

null distribution.
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