- CDD,VAULT"

Complexity Simplified

I Model

Federated Learning

updates

C] Coordinator

CDD 1
Member B | . %@y O Local training
Data

. [« DAVNSINN contribution
\ o /
Member A




& CDD,VAULT"

Data contribution
Complexity Simplified

e Prepare and submit data contributions within CDD Vault

o Lilly uses provided information to decide whether or not to include
data in existing models
o If not use right away, data may be incorporated in new models

o Account administrators can prepare and submit data contributions
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Data contribution
Complexity Simplified

e Data contribution is a four-step process
1. Characterize your data using contribution dependent forms

2. Associate protocol data (readouts and conditions) with your
contribution

@ Dt ot/ Readout © oaacsv © Prevew Canbuen © o

aaaaaa

nnnnnnnnnn

Roportod Matic




Data contribution R CDD,VAULT

Complexity Simplified

e Data contribution is a four-step process
3. Decide which data will be released for training
4. Review and submit the data

o Submitted data will be included in the next training cycle
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Complexity Simplified
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Inference — Model Selection
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Complexity Simplified

1. Select existing models

Saved sets

Quickly filter models

Project A
1 models

Lists the selected models

> W N

For quick access, use sets
of models

5. Check your current
prediction quota

Select TuneLab models

@ .
3
— 7 0 Filter models by name or version. ®

Select all / none

TuneLab quota Check remaining predictions @

v CYP Inhibition 2/3

v [ Fraction Unbound 0/5

IS hERG Binding 1/1

Astemizole, IC50, yM; <10,>30 Cis
This model predicts hERG astemizole binding IC50 class
(< 10 uM or > 30 uM). hERG is a voltage gated potassium
channel involved in cardiac repolarization. Off target hERG
inhibition could indicate cardiac toxicity. (version: v4)

v [ Intrinsic Clearance 0/7
v [0 Kinetic Solubility 0/6
~ [1 Metabolic Stabilitv 0/8
3 Models with predictions, 1 additional selected

hERG Binding, Astemizole, IC50 (Cls)

CYP Inhibition, Human, 3A4 (Cls)

CYP Inhibition, Human, 2C9 (Cls) CYP Inhibition, Human, 2D6 (Cls) @

0

Gancet m
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Complexity Simplified

o Predictions reflect uncertainty, e.q.
o Regression: 46.5 (14.9-145) 10°° cm/sec
o Classification: extensive (uncertain)

o Conformal prediction s

- Absorption Metabolism (DDI)
W I t | l 9 0 0/0 ( Ove ra e Permeability Papp, MDCK, AB  3.90 (0.400-38.0) 10° cmisec CYP Inhibition
2C9 <50%
Distribution 2D6 <50%
3A4 <50%
Fraction Unbound
Species  Brain Liver Microsomes ~ Plasma Physchem
Human 0.417 (0.179-0.968) 0.874 (0.598-1.00) 1.00 (0.549~

Kinetic Solubility

Monkey 1.00 (0.
Rat 1.00 (0.546 pH2.0 >001mg/mL >0.1 mg/mL
pH6.0 >0.01 mg/mL >0.1 mg/mL
Metabolism pH7.4 >001mg/mL >0.1 mg/mL
Intrinsic Clearance Tox.
Species  Hepatocytes (uL/min/million cells)  Liver Microsomes (uL/min/mg)
Dog 551 (1 7.7) hERG Binding, Astemizole, IC50 >30uM
Human 1.69 (0.753-3.81) Phospholipidosis, HepG2 > 40 uM

Mouse 1.05 (O
Rat 1.35 (0

5-5.43)

71)

Primary Hepatocyte Cytolethality, Rat, LC50  non-lethal

Metabolic Stability
Species % parent loss > 60% turnover

Dog not extensive
Human 6.24 (0.00-22.8) not exlensive
Monkey not extensive

Mouse  14.1 (0.00 3
Rat 12.4 (0.0

not extensive

0-34.8) not extensive
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Complexity Simplified

e New section on the molecule

TunelLab Predictions 2 2 Edit

p a g e No TuneLab predictions yet
1. Select the Edit button _— l 0
2. Select the property you want to e @
predict e
3. Results show up in the —
new section o
1 .

hERG Binding, Astemizole, IC50 > 30uM @




Inference — How to make predictions
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Complexity Simplified

e Bulk predictions available from the new TunelLab section

1. Enter structures as SMILES or identifiers

2. Select the property you want to predict

3. Predictions are added to your Vault and can be downloaded

Search Saved Searches

TuneLab Predictions

@ compounds

Upload a text or

| Choose File
KCG-0005568
KCG-0005569

KCG-0005570
KCG-0005571

Bulk predictions  Credit usage

Collections ~ Compounds
© odels
registered identiers or SMILES, one

Plates

© Predictions

TuneLab

Bulk predictions  Credit usage

TuneLab Predictions
& compounds © wodels

© Frocicions

Predict for Small Molecule Antibody

Bulk predictions  Credit usage

Saved sets Select models... Clear
1 Model selected
Project A
! +
1 models

Metabolic Stabilty, Human, Liver Microsomes, 15min, % parent loss.

TuneLab Predictions
@& Compounds @ Models

@ Predictions

2 Download CSV

@

TuneLab quota  Check remaining predictions

4 to predict for x 1 selected model = up to 4 predictions

o | (D

Input
KCG-0005568
KCG-0005569
KCG-0005570
KCG-0005571

Back

Metabolic Stability, Human, Liver Microsomes, 15min, % parent loss ~ Errors
48.4 (3.93-9

441 (05 7) % parent loss

42.3 (0.00-85.2) % parent loss @
35.4 (0.00- 6) % parent loss

% parent loss




Inference — How to make predictions
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Complexity Simplified

e New TunelLab section in the

monitor side panel ,
1. Select models ”
2. Draw the structure and click .

on [Predict] ~

3. Prediction is shown. Mouse n
over to see ot

Uncertainty is shown

(o K

Launch CDD Al Tools

Insert Structure: ¥ l’

, 0 = %9, G, B OO 100%v

Predictions L ]
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HBA 0
RB 0
0
6
5
£ pKa
‘ pKaAcidic
pKaBasic

r Exact M! 78.04695
Fsp3 0
HA 6
]

E 0.18 uM (0.045-6.3)

G
TuneLab @ Prediot | o

Human, Plasma 0.041 @

0.0415 (0.0115 to 0.150)

LY 0.0415 (0.0115 to 0.150)

Use this structure GIEELE




