General Workflow of Compounds, Plates, and Screens

Compound Management
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Recaive compounds from
intermal or extemnal source
and register.

Initial Registration of
Compounds/Lots into
existing system.
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Register source plates
and the mapping of
their compaunds into
Plating System

Each Compound receives a
CompoundlD {if it has never
been entered into the
systemn), each and every
Batch receives a BatchGuid
and s generally associated
with a library.

The data being registered
doesn't have fruee plating
data associated with the

Liguid Handling

k4

Registration of Source
Plates (96 well, 384
well, vials, ete.)

/

Begin liguid handling process
of diluting compounds
into lower concantrations
for screaning

compound data

Source Plate gets a unigue,
bar-coded identifier, which
gets printed on a sticker and
stuck on the plate or vial.

Aszzociation is made batweean
bar-coded plate, referred to
as an SPL plate (SPLOT,
SPLOE SPLAE4), and
material in each vessel of the
plate,

Compression/

¥ Reformatting of FPlates

Compression:
{4; well Flatas =
1) 384 wall (MPL)

Compounds get assioned in
a Z-format.

During each compression/
reformat the system verifies
that each Source plate 15
registerad in the database,
and verifies that each Target

Mow we can

Screening!!!

go to

Reformat
i (1) 384 wall MPL =
{1 or more | 384 well DPL
i ?[1 } 384 well DPL -
1ar rnureHI 384 well IPL
iii.(1) 384 well IPL =
{1 or more) 384 well APL

glate 15 NOT registered.

his means that once a plate
is registerad into the system,
it CANNOT be used again to
hold another set of

compounds.
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Reqister the Screan through the Mew
HTS Screening System

iifl

Yalidation of the Assay Development
ar which you have worked so diligantly

Register
Screen into

Enter
Screan Mame,
Target,
Ligand Class,
Azsay Format

HTS System
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Register Control
Run and Enter
Data

¥

Register and perfarm
Initial Run {only if a
Control Run has
been accepted)

Determine and
Accept Positives,
based on dynamic

threshold for Percent
Inhibition

farming the
actual screen

FEfJ:ln 2

{detection method,
machine),

normalization factor,
any remark

Enter for the High and Low Controbs:
findrmim
Maximum
Average
Std Deviation

Werify the calculated Z-prime
valee (should be greater
than 0.5) and acceptiraject
run based on Z-prime value

Select target batch and load

raw data through iew Controls and Silerce

RunLoader.

contral wells as appropriate
(ot mone than 5% of all
contrals)

Mote dynamic updates to Z-
Erirne_ Verify the calculated

-prime value (should be
greater than 0.5) and accept/
reject run based on Z-prime
value.

Upon acceptance, the %
inhibition is calculated and
storad for aach wall,

T With dynamic threshaold,
user determines cut-off
fhreshold and accepts
positives.

This will be the starting point
for the Confirmation Run,
The positive list can be
axported into Excel for
additional analysis, storage,
atc.

Y

Reagister and
perform

L J

/

Coanfirmation Run

Same steps as Initial Run,
iust no dynamic threshold,
natead wi will be using the
threshold set during the
Imitial Furn.

Same 5 as before for
action within Contral

Statistics Applet

Upon acceptance, the system calculates % Inhibition for
each well, then, based on the empirical results obtained

during the Dose Response Run, it will calculate the bast-
fit Dose Response curve to obtain best estimates for the
IC50 value and Hill Coefficient.

Register and
perfarm Dose
Response Run

L

The user then can peruse the list, and investigate any of the
values in more detail by viewing the Dose Response Applet,
an applet to enable manipulation of the IC50 curve, Here only
3 points may be silenced when calculating the new best-fit
G50 values.
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