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Prologue

1. Revision History
Manual Version Revision Date
1.0 June 2008
2.0 (RTCA Software 1.1) September 2008

© Copyright 2008, Roche Diagnostics GmbH, ACEA Biosciences, Inc. All rights reserved.
Information in this document is subject to change without notice. No part of this document
may be reproduced or transmitted in any form or by any means, electronic or mechanical,
for any purpose, without the express written permission of Roche Diagnostics GmbH.

Questions or comments regarding the contents of this manual can be directed to the
address below or to your Roche representative.

Roche Diagnostics GmbH
Roche Applied Science
Customer Support
Nonnenwald 2

82372 Penzberg, Germany

Every effort has been made to ensure that all the information contained in the RTCA
Software Manual is correct at the time of printing.

However, Roche Diagnostics GmbH and ACEA Biosciences, Inc. reserve the right to make
any changes necessary without notice as part of ongoing product development.

1. Contact Addresses

Manufacturer ACEA Biosciences, Inc.
6779 Mesa Ridge Rd Ste 100
San Diego, CA 92121
USA

Distribution Roche Diagnostics GmbH

Sandhofer StraRe 116
D-68305 Mannheim
Germany

Distribution in USA Roche Diagnostics
9115 Hague Road
PO Box 50457
Indianapolis, IN 46250
USA

I1l. Trademarks

XCELLIGENCE is a trademark of Roche.

E-PLATE and ACEA BIOSCIENCES are registered trademarks of ACEA Biosciences, Inc.
in the US.

Other brands or product names are trademarks of their respective holders.
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Intended Use

IV. Intended Use

The RTCA (Real-Time Cell Analyzer) SP (Single Plate) and MP (Multi Plate) Instruments are
intended for label-free, real-time, automated monitoring of cell status in a variety of cell-based
assays, using proprietary microelectronic sensor technology developed by ACEA Biosciences. They
can be used for both high throughput screening and research laboratory environments.

The RTCA SP and MP Instruments are intended for life science research and must be used
exclusively by laboratory professionals who are trained in laboratory techniques and have studied
the instructions for use of this instrument. The RTCA SP and MP Instruments are not intended
for use in diagnostic procedures.

V. Software License Agreement

Read the following terms and conditions of this Software License Agreement (“Agree-
ment”) carefully before installing or using the RTCA Software, hereinafter referred to as
(“Software”). Proceeding with the installation of the Software or using the Software will
constitute acceptance of the terms and conditions of this Agreement. By accepting the
terms and conditions of this Agreement, the end-user (“Licensee”) assumes all responsi-
bility and liability for the selection of this Software to achieve the intended results, and for
its installation and subsequent use. If Licensee is not willing to be bound by the terms and
conditions of this Agreement, the RTCA Instrument, including RTCA Control Unit and
Software package must be promptly returned to Roche (“Supplier”) with a copy of the
receipt against refunding of the purchase price for this Software.

1. Program License Agreement

Licensee assumes all responsibility and liability for the selection of this Software to achieve
the intended results, and for its installation and subsequent use. The Software is protected
by copyright.

2. Grant of Software License

Supplier grants to Licensee, a perpetual non-exclusive, single-use license to use the
Software upon the terms and conditions contained in this Agreement.

Licensee may:

a. Use the Software on up to three workstations at a time and such workstations have to
be owned, leased or otherwise controlled by Licensee, whether in a network or other
configuration.

b. Transfer the Software by assigning the rights under this Agreement to another party,
provided that (i) the other party agrees in writing to accept the terms and conditions
of this Agreement, (ii) Licensee destroys any and all remaining copies of the Software
still under its control upon completing the assignment, and (iii) Supplier is notified in
writing of such assignment and destruction, including a copy of the assignee’s written
acceptance of the terms of this Agreement. In addition, Licensee must ensure that the
copyright notice is maintained on the Software transferred. Upon any such assign-
ment, any rights granted to the Licensee hereunder shall cease.

¢. Reproduce the Software only to the extent as required for the contractual use of the
Software. The required reproductions thus include the installation of the Software on
the bulk storage of the applied hardware as well as loading it into the RAM of the
device executing the Software. Furthermore, Licensee may reproduce the Software for
back-up purposes but only to the extent necessary to ensure continued availability of
the Software.
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d. Reverse translate the object codes to other codes (decompilation) or perform any other
forms of reverse engineering of the different development stages of the Software to the
extent necessary in order to obtain the information required to achieve interoper-
ability of the Software with an independently developed computer program and only
to the extent such information cannot be obtained otherwise. Licensee shall however
endeavour to obtain the required information from Supplier against reimbursement
of expenses prior to any such operation.

Licensee may not:
a. Use the Software, in whole or in part, except as expressly provided in this Agreement.
b. Use the Software on more than three workstations at a time.

c. Copy, sell, or otherwise transfer the Software or assign its rights under this Agreement,
in whole or in part, to another party, except as expressly provided in this Agreement.

d. Rent, distribute, license or sublicense the Software.
e. Create derivative works based on Software.

f. Modify, adapt, translate, reverse engineer, decompile or disassemble the Software
except in the events and to the extent expressly provided in this Agreement. Supplier
reserves all rights not expressly granted herein, including, but not limited to, the rights
to market the Software either directly or through affiliates, distributors and/or third
parties.

For further information, please contact your local Roche Applied Science support
organization. You will find the contact information on the following webpage:
www.roche-applied-science.com.

3. Limited Warranty

Supplier warrants that its Software will, under Normal Use, comply and function in ac-
cordance with the specifications and associated documentation in all material respects
for a period of twelve (12) months from the date of transfer of risk (“Warranty Period”).
Normal Use is defined as storage, installation, operation and maintenance in accordance
with Supplier’s instruction and good industry practice (“Normal Use”). Characteristics of
the Software contained in any public statements of Supplier or its agents, in particular in
advertisements, prospectuses or the labelling, or any custom of trade, only form part of
the agreed quality if Supplier confirms them in writing.

Licensee shall document any arising defects in a manner that is conclusive and reproducible
for Supplier and shall promptly notify Supplier following their discovery, if possible in
writing. Licensee shall provide Supplier with all reasonable information required by
Supplier to evaluate and eliminate the defects. Licensee is also obligated to cooperate
in delimiting the defect. Supplier will examine and analyze the defects and provide a
rectification within a reasonable period. Supplier may rectify a defect at its choice either
i) by exchanging the Software, ii) by providing a reasonable workaround, or iii) by mod-
ifying the Software. Supplier may employ subcontractors to provide warranty services.
Should Supplier finally refuse or fail to provide such remedy within a reasonable period
or within an additional reasonable period, the Licensee is entitled at its choice to require
the respective contract to be cancelled with respect to the defective unit of Software or the
payment to be appropriately reduced.

Warranty claims are excluded in cases of insignificant deviations from the agreed quality
such as non-reproducible errors and natural wear and tear. They are also excluded if the
Licensee used the Software for other than Normal Use and in particular if it is modified
without the prior written consent of Supplier.
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If the Licensee and Supplier have agreed a service level agreement that provides for service
levels and service credits, such service level agreement will be the exclusive remedy with
regard to all issues that are covered by the service levels. With the exception of the preced-
ing sentence, this warranty is in place of and excludes all other warranties and conditions,
whether oral, written, statutory, express or implied.

Should an inspection of a notice of defects by Licensee reveal that there is indeed no defect
and/or that such defect is not caused by the Software, Supplier may claim compensation
in the amount of Supplier’s regular hourly rates for the analytical effort in connection
with Licensee’s notice of defects and for any other work related to such unjustified notice
of defects.

4, Third Party Rights

During the Warranty Period, Supplier will indemnify the Licensee against all claims, losses,
liabilities and reasonable costs which the Licensee may incur in defending any third party
claim that the Software infringes any third party intellectual property rights provided that
the conditions in this Clause are met.

If any third party claims infringement on the part of Licensee of the copyrights in the
Software, Licensee shall promptly notify Supplier in writing of such claim and permit
Licensor to any reasonable extent to conduct the defense of its rights. Licensee shall at
its own charge provide Supplier with all reasonable support in such defense. In particu-
lar, Licensee shall submit to Supplier in writing, where possible, all required information
regarding the use and, if applicable, any modifications of the Software and furnish any
necessary documentation.

In the event of infringements of third party rights, Licensee may in its own discretion
choose to rectify such infringement by

a) acquiring rights of use from the authorized owner of the protected right for the benefit
of Licensee which are adequate for the purposes of this contract; or

b) modifying the infringing Software without affecting its functions and/or with effects
that are acceptable to Licensee; or

¢) supplying a new version of the Software, the contractual use of which does not infringe
upon any protected rights of third parties in the program codes of the Software.

Save to the extent expressly agreed otherwise in this Clause 4, the provisions of Clause 3
above shall apply accordingly.

5. Disclaimer of Liability

Irrespective of the cause of action, Supplier’s liability shall be limited to damages caused
by Supplier, its employees or subcontractors due to wilful misconduct, gross negligence or,
in case of a violation of an essential contractual duty, simple negligence.

If Supplier is held liable for simple negligence under the preceding paragraph, Supplier’s
liability shall be limited to those typical damages that were reasonably foreseeable at the
time the Agreement was concluded. It shall specifically exclude any lack of commercial
results, loss of income, indirect damages, and consequential damages arising from defects
and third party claims, with the exception of claims due to infringement of third party
protection rights.
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Supplier’s liability for any damages caused by the breach of a specific warranty (Garantie,
Zugesicherte Eigenschaft) or for damages to be compensated under the Product Liability
Act and for damages due to loss of life, injury or prejudice to health remains unaffected.

For the avoidance of doubt, Licensee shall be responsible for the professional back-up of
its data. Save for cases of intent, Supplier’s liability for lost data is hence limited to such
data that would also have been lost if professional data back-ups had been made.

6. Intellectual Property Rights, Indemnities

Licensee shall only hold those rights to the Software that are expressly described in Clause
2 of this Agreement. Any other rights with regard to the Software, including without
limitation, ownership rights and patent, copyright, trademark, trade secret and other
intellectual property rights, shall remain the sole property of Supplier. Licensee will not
remove from the Software any references to copyrights, trademarks or other ownership
rights, or cover up or alter any such references. Licensee will take all reasonable steps
to prevent any unauthorized use, reproduction, sale, or publication of the Software or
the unauthorized provision of access thereto. Licensee will indemnify and hold harmless
Supplier from any losses, damages, claims and expenses (including, without limitation,
reasonable legal expenses) relating to any infringement of the rights of Supplier caused by
Licensee, Licensee’s breach of this Agreement or Licensee’s use of the Software in a manner
not authorized under this Agreement.

7. Import, Export and Use of the Software

Licensee shall be exclusively responsible for ensuring compliance with the relevant legis-
lation relating to its rights to import, export or use the Software.

8. Miscellaneous

Should any part of this Agreement be declared void or unenforceable by a court of com-
petent jurisdiction, the remaining terms shall remain in full force and effect. Failure of
Supplier to enforce any of its rights in this Agreement shall not be considered a waiver
of its rights, including but not limited to its rights to respond to subsequent breaches. By
opening and using this Software Licensee acknowledges that he has read this Agreement,
understands it, and agrees to be bound by its terms and conditions. Licensee further agrees
that this Agreement is the complete and exclusive statement of the Agreement between
Licensee and Supplier and supersedes any proposal or prior agreement, oral or written,
any other communications between Licensee and Supplier relating to the subject matter
of this Agreement. The headings of the several Clauses of this Agreement are intended for
convenience of reference only and are not intended to be a part of or to affect the meaning
or interpretation of this Agreement.

9. Governing Law and Place of Jurisdiction

This Agreement shall be governed by and construed in accordance with the laws of
Switzerland, without giving effect to any choice of law principles thereof. The parties agree
that the United Nations Convention on Contracts for the International Sale of Goods
(1980) is specifically excluded from application to this Agreement.

The parties agree that courts of Basel, Switzerland, shall have exclusive jurisdiction over
any dispute arising out of or in connection with this Agreement.
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Preamble

V. Preamble

This RTCA Software Manual must be used in conjunction with the RTCA SP (or MP)
Instrument Operator’s Manual. Before setting up the RTCA SP (or MP) Instrument, users
should read the RTCA Software Manual and the RTCA SP (or MP) Instrument Operator’s
Manual thoroughly and completely. Non-observance of the instructions contained in this
manual may lead to safety hazards.

VIl. Usage of the Instrument Software Manual

This Software Manual will help users operate the RTCA SP (or MP) Instrument. It contains
the following chapters:

Preface contains RTCA Software version history and license agreement information.
Chapter A About RTCA Software contains basic information about the RTCA Software.

Chapter B Software Function describes the detailed RTCA Software functions and
procedures for programming RTCA SP (or MP) Instrument runs and performing data
analysis.

Chapter C Appendix contains Ordering Information.

VIIl. Conventions Used in this Manual

In this manual referal to the term “RTCA Instrument” indicates applicability of the
respective description to both RTCA SP Instrument and RTCA MP Instrument.

Text Conventions

To impart information that is consistent and memorable, the following text conventions
are used in this Software Manual:

Numbered Listing Steps in a procedure that must be performed in the order listed.

Italic type, gold Points to a different chapter in this Software Manual which
should be consulted.

Italic type Describes buttons, icons or functions when operating the RTCA
Software. In addition, important notes and information notes are
shown in italic style.

Symbols

In this Software Manual symbols are used as an optical signal to point out important things.

Symbol Heading Description

IMPORTANT NOTE Information critical to the success of the procedure
@ or use of the product.

INFORMATION NOTE | Additional information about the current topic or
procedure.

444 Table continued on next page.
| End of table.

RTCA Software Manual — Software Version 1.1




Entering SP or MP Real-Time Mode Automatically

A About RTCA Software 1.1

RTCA Software 1.1 is an integrated software for both the RTCA SP (Single Plate)
Instrument (here and after refer as “SP”) and the RTCA MP (Multi Plate) Instrument
(here and after refer as “MP”).

1. Entering SP or MP Real-Time Mode
Automatically

When the RTCA Software starts, it will automatically detect the RTCA Instrument
connected to the RTCA Control Unit. Based on the instrument configuration, the RTCA
Software will launch either the RTCA SP or RTCA MP user interface.

(ID:080728") RTCA

Ready ... COM?  Offine Mode | ADMINISTRATOR

RTCA SP User Interface
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Entering SP or MP Real-Time Mode Automatically

A (0080728 PY)

1951 (D:080728°"P5)

e 0], ADDROT20 )

File Edt Setup Steps Execute Edit Setup Steps Execute

=] @] | <] a]] » = |4

Eaf =] =] a]] » [~ ][4

File Edit Setup Steps Execute

B e =] x[ afl » [~ [&]

RTCA MP User Interface
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2. Entering SP or MP Offline Mode

When the RTCA Software starts, if no RTCA Instrument is connected to the RTCA Control
Unit, or the connected RTCA Analyzer is not turned on, the RTCA Software will show a
dialog window that allows user to choose the RTCA Software running mode:

RTCA Software 1.1 cannot find any instrument!

E 2 remember
Cannot find instrument! [ B
Please check:

+——1} Connection between Laptop and Analyzer | Rty ]

| 5P Offline
=21 Analyzer power is turned on

| MP Ofline

-+—3) Connection between Analyzer and Station
(SPMP anly)

41 |s another RTCA software running?

At this window, user can click one of the four buttons:

P> Retry The RTCA Software will try to reconnect to RTCA Instrument.

Make sure the 4 conditions for entering real-time mode have been met:

The serial communication cable between RTCA Control Unit and RTCA Analyzer
is connected firmly;

The RTCA Analyzer is turned on;
A RTCA SP Station or RTCA MP Station is connected to the RTCA Analyzer;
No other RTCA Software is running.

p SP Offline  The RTCA Software will enter SP offline mode.
» MP Offline The RTCA Software will enter MP offline mode.
P Quit The RTCA Software will close.

° If the “remember my choice” box is clicked and SP Offline or MP Offline is selected,
the RTCA Software will enter SP or MP offline mode directly next time if no RTCA
Instrument is detected.

° The Offline preference does not affect real-time mode, i.e. even if “remember my
choice” was selected, if the RTCA Software detects connected a RTCA SP or MP
Instrument next time, it will enter RTCA SP or MP real-time mode, depending on
which instrument has been detected.

° The Offline preference settings can be cleared by using the command line parameter

x” (see below)
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3. RTCA Software Command Line
Parameters

RTCA Software supports the following command parameters:
> S Enter SP offline mode directly
> M Enter MP offline mode directly
> X Clear Offline Preference setting

«_»

Example: Run “RTCA.exe” with parameter “x” to clear offline preference setting.

(From Windows status bar) Start = Run, type “C:\Program Files\RTCA Software 1.1\
RTCA.exe” x in the “Open” box, and click OK.

Run |E| |g|

= Type the name of a program, folder, document, ar
= Internet resource, and \Windows will open it For wou,

Cpen: "2::'|F'r'|:n:|r'arn Files\RTCA Software 1 URTCA exe x vl

L (9] 4 ][ Cancel J[ Browse. .., ]

4. How to Use this Software Manual

The basic functions and operations of RTCA SP Instrument and RTCA MP Instrument
are similar. In Chapter B Software Functions, the common functions and operations of
RTCA Software are described in Sections 1 through 12, using the SP real time mode as
an example. Then, the functions and operations exclusive to RTCA MP Instrument are
covered in Section 13.

The RTCA SP Instrument user should focus on Sections 1 through 12, ignoring Section
13. The RTCA MP Instrument user can consult Section 13 first to become familiar with
the RTCA Software MP user interface, then read Sections 1 through 12 for details on
RTCA Software functions.
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B Software Function

In this chapter the main steps and functions of the RTCA Software are described.

Since RTCA MP Instrument uses 6 individual E-Plates 96 and the function and operation
of each E-Plate is similar to those of RTCA SP Instrument, Sections 1 through 12 of this
Chapter describe just the RTCA Software functions available in SP real-time mode. The
functions and operations unique to RTCA MP Instrument are described in Section 13.

Sections 1 through 12 start with an overview of the RTCA Software, followed by the
experiment set-up, data monitoring and data analysis functions.

1. Overview of the RTCA Software

The user-friendly RTCA Software provides outstanding instrument control for flexible
experiment set-ups, data acquisition and data analysis. All instrument and experiment
controls are contained in the Software to simplify instrument set-up and operation. The
RTCA Software consists of 8 function pages:

Experiment Set-up pages:
P Exp Notes page

P Layout page

P Schedule page

Experiment Monitoring and Data Analysis pages:
P Cell Index page

P Plot page

P Well Graph page

P> Data Analysis page

P> Message page

The first 3 pages contain functions required for running experiments. The latter 5 pages
contain functions for monitoring and analyzing experiments. Features programmed into
the RTCA Software provide the flexibility needed for dynamic measurement of cell status
in the wells. Based on experiment requirements, the software can be programmed to take
measurements over any time interval, from less than one minute to over a day, and at
any frequency, from hours to days or weeks. The real-time data acquisition, data normal-
ization, and data plotting functions allow the user to monitor experiments in real-time.
The Software can summarize experimental results (such as Cell Index doubling time, IC,
values, or EC, values) at a given time interval, or determine time-dependent IC,, or EC,;
values for the entire treatment period after compound addition.

Software Function
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Software Functions

1.1 Software Functions

The following describes the functions and utilities of the RTCA Software that control the
RTCA Instruments.

The user interface of the RTCA Software in the SP real-time mode contains (from top to
bottom): Menu bar, tool bar, pages, and status bar:

Example Major Function
Menu Bar Edt Sstup Steps Exer User actions, system
Fo— settings, software help
Open Old Yersion functions
Release

Brink Current Page
Print All Pages

Exit

Tool Bar I A ﬁ,|x||ﬂ|ﬁ|y Short-cuts of frequently
used menu functions
Pages m| Lapout ”Schedule " Cell Index ” Plat "WeIIGraph "DataAnaI}lsis "Message] Work area;

user-defined information

User |ADMINISTHATDH |

Experimental [Bteps | Displays current
status bar ] gy experimental status

Status Bar [1hznizs (CoM | OffineMode | ADMINISTRATOR Displays Instrument
status

Add a step

aQ
=}
=

Delete a step

Abort current running step

Help function of the Software

Logout

2 o ¢ e

Apply changes made in the Layout or Schedule page

A jul |:||_','

Start a step

Abort current running step

[Scan Plate Scan Plate
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Software Functions

1.1.1 RTCA Software Functions Required for Running Experiments

(ID:080728**) RTCA

oM COffine Mode | ADMINISTRATOR

i

A

ISR |
RIRIRRAE 1t
SRS | o
e
RSB o
ERmmEEEd
JEEECEEE e
|EERREEER

MAIRIEATE AR
| SR I}
JEEEEEE e

Layout Page:
Define arrangement of samples on E-Plate 96 (e.g., cell type, cell number,
compound name, concentration)

Software Function
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Software Functions

(ID:080728™==) RTCA

Ready .. 12:85:53 COM Offline Mode | ADMINISTRATOR.

Schedule Page: Program experiment steps and frequency of real-time data acquisition

1.1.2 RTCA Software Functions Required for Monitoring Experiments

< (ID:080728™==) RTCA

Fle Edit Setup Steps Execute Help

T

= [ | [ =S
S| S [ |  ———|  —] | —— | — (i
IS S e | |
| S | | S (o
S | s
1 e | e [ [ i
) S | S S | | (|

[ S (S | | S ] S ()

ype  |RawScanData ¥ |

LERRREEE
AR
RRRRRERE §
RRRRRRRE ¢
{RRRPERE
LRRRRRER
AR
HAAAAR AN
NRRRNE
AR
LCRRRPEE
{ARRARRRE

Offline Mode | ADMINISTRATOR.

Cell Index Page: Real-time data acquisition and monitoring
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Software Functions

080728") RTCA

e Edt Setup Steps Executs Help

B|aa] kel e w > || & 2] 8

StartStep | EupNoles H Leyout | Schedule | Cel Inde | ell Graph ﬁ Data Analysis | Message |

Abort Step T | ChoosewellstoDrawe |
Soan Plate E 1234567 89101112
a3 ANV ND Y KPS RS NI RP ST ND R RS)
| Steps | BU AL AN LRI AN NS
ba - APENENEATIRNENEATENENE,
o DA A AN I
ANVNE N R NGRS RO RPNV AT NYRS)
08 ENALICHC A I ICICH I
= CHNPENE NP PSRN NN
2 s ILALALICOI A AL AN LS
=
© oa [ Average
[ DrawSTDev
03 e e e e e e e e e Self define color

[ L

0z

01

o0 g

® m s
Tirne ¥ s | Cellindex A

Cilndex @ Ref Time |

S Mormalize Time -
a0 . i e [ ]
DRC (C) at a time point vs cone) [ - | | Line Marker Size
by 8 : Line Matker St

, v Autcr ra
[ LTine L Carrpourd || e
[ | To M| Cconcentatin - —
From [[ 2l To [Bg6a 2

[ S & | e |

Curve Shyle (& Linear O Log

} Ready ... ‘ 13:01:55 | com \ Gffline Mods :ADM]N]ETRATOR

Plot Page: Multiple data plot and data export functions

(ID:080808==) RTCA

Fle Edt Sstup Steps Exscute Help
i =T RS e G 4.
Start Step ‘ExpanesHLayuul||Schedule||Ee\Hndex" Flat \ DalaAnalys\s‘lMessagei
ST 1 2 3 4 5 5 7 8 B W w2
Scan Plate
A
[Stas |
]
= Clear
D
I —
E [7] Ao Scale.
Cell Index Cap
5 Cell Index Battom
Ma Cell Inde
- Vale: ]
L —
Min Cell Index:
‘ v [
we
1Ready.” iu:m:ss ‘COM7 ‘OFFIWEMDdE :ADM]N]ETRATOR

Well Graph Page: Showing all graphs of all well data in E-Plate format (8x12)
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Software Functions

(ID:080728™==) RTCA

ADMINISTRATOR

Data Analysis Page:
Multiple data analysis functions
(e.g., IC,/EC,,, Cell Index doubling time, Slope)

(ID:080728) RTCA
Execute Help

ADMINISTRATOR

Message Page:
Record and report the quality of the experimental process, i.e., E-Plate 96/RTCA SP Instrument
function
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1.2 System Requirements and RTCA Software Installation

1.2.1 Requirements

° Since the preinstalled RTCA Control Unit is delivered with the RTCA Instrument,
the following Hardware and Software requirements are only necessary if you plan to
install the RTCA Software on an additional computer.

Installation on additional computers:

Hardware (Computer):

P CPU speed =1GHz

> RAM = 256 MB

P Hard Drive free space = 100 MB

P> Monitor Resolution 1024 x 768 or higher
RTCA Software 1.1 in SP mode is a dialog-based program, therefore its window is
not resizable. If a monitor is set to a higher resolution than 1024 X 768, the RTCA

Software SP mode window will not fill the entire screen. For a better view, you should
set the screen resolution to 1024 X 768 when using the SP mode.

Software:
» Windows XP, Windows 2000
P Microsoft Office 2003 or newer (optional, for better data analysis performance)

Regional and Language Options should be set to English (United States), Date/Time/
Number should also be set to U.S. styles. Any other settings might lead to problems in
data analysis and instability of the Software.

Regional and Language Dptions

nwum]wl

This oplion alfects how some formal numbers, cunencies,
dates, and time.
Select an e to match s pref or cick Customize to choose
your ovm fomats:

[ ET T R ~| Cu:cnze. |
Samples

Number.  [123456,789.00
Curency:  [§72345678900
Time: 10:47.10 AM
Short dale:  [E/15/2008

Longdate:  [Thursday, May 15, 2008

~ Location
Ta help setvices povide you with local mformation, such as news and
weather, select pour present location:

| United States =l

| - |
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Settings of the RTCA Control Unit:

Since the RTCA SP Instrument is a real-time data measuring system, the computer
power scheme must be set as follows: Never turn off hard disks; Never standby; Never
hibernates. Setting “Turn off monitor” to Never is optional.

21|

Power Options Properties

Power Schemes | Alams | Power Meter | Advanced | Hibemate |
smmmmmmmw settings for

{h thiz computer, Note that changng t g ] dify
the selected scheme.

- Poser sch

[Home/Dffice Desk =

Save Az I Delete I

- Settings for Home/Dffice Desk power scheme
When computer s E%nwdh |

Tun off monitor: [ Never =] [Never |
Tumolf had dcks:— [Never =1 [Never =l
System standby: |Nm x| |Nm =|

Logon to Windows XP Operating System

The RTCA Control Unit is delivered with the following Windows XP Operating System
users preinstalled:

User Name Default Password Group Description

RTCAOperator No password Power Users Default user for instrument operation. This user is
used if the RTCA Control Unit is started through
auto-logon.

RTCAdmin penzberg Administrators ~ Administrator is able to perform administrative

operations such as:
» Change date and time settings
» Perform software updates

This password should only be distributed to IT or
lab administrators.

In normal operation no user name and password is required since the Windows XP
Operating System is started with an auto-logon.

How to Change Windows XP Users

0 Start RTCA Control Unit (Auto logon to RTCAOperator).

Click Start = Shutdown.

In the Shut Down Windows dialog select Log off RTCAOperator and click OK

Press and hold the SHIFT key during the log off procedure. After a few seconds the
Log On to Windows dialog window will open. If you do not hold the SHIFT key, the
RTCAOperator will automatically be logged on again.

In the Log On to Windows dialog enter user name and password of the user you want
to log on as.

RTCA Software Manual — Software Version 1.1
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1.2.2 Software Installation
° The RTCA Software is already preinstalled on the RTCA Control Unit.

° If you upgrade from RTCA Software 1.0 to RTCA Software 1.1, installation of RTCA
Software 1.1 will automatically lead to uninstallation of RTCA Software 1.0.

1. Quick Installation (for general users)

The RTCA Software CD is an auto-run installation CD. For “Quick Installation” (recom-
mended), do the following:

o Insert the RTCA Software CD into the computer CD drive. The auto-run set-up
program will start automatically. If not, double-click on the Setup.exe file in the RTCA
Software CD window to launch it manually.

Click / accept the terms of the license agreement when asked. Please read the license
agreement thoroughly.

Click Next when the button becomes available (e, is not grayed out).

Repeat 3) until the installation is complete.

2. Customized Installation (for advanced users)

If a user wants to install the RTCA Software to an assigned directory, installation can be
customized as follows:

o Insert the RTCA Software CD into the computer’s CD drive.

The auto-run setup program will start automatically. If not, double-click on the Setup.exe
file in the RTCA Software CD window to launch it manually.

Select the installer language on the menu that appears:

%]

Installer Language

= Please select a language,

S - |

L 04 J [ Cancel J

444
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Start the RTCA Software Setup wizard.
This page will appear automatically after step 1:

'S RTCA Software 1.1 Setup

Welcome to the RTCA Software 1.1

RTCA Setup Wizard
This wizard will guide you through the installation of RTCA
SOftwa re Software 1.1,

1t is recommended that vou close all other applications
before starting Setup, This will make it possible to update
relevant system files without having to reboot your
computer,

Click Mezt ko continue,

Version 1.1

L Mexk = I [ Cancel ]

Click on Next; go to next page.

e Read the terms of the license agreement carefully. If you agree, click on / Agree and
go to the next page to select the installation folder.

‘<" RTCA Software 1.1 Setup

License Agreement
Flease review the license terms before installing RTCA Software 1.1,

Press Page Down to see the rest of the agreement.

'ﬁoftware License Agreement Al

Fead the Following terms and conditions of this Software License Agreement

("agreement) carefully before installing or using the RTCA Software, hereinafter

referred to as {"Software™), Proceeding with the installation of the Software or using the
Software will constitute acceptance of the terms and conditions of this Agreement. By
accepting the terms and conditions of this Agreement, the end-user ("Licensee™)

assumes all responsibility and liability For the selection of this Software to achieve the
intended results, and For its installation and subsequent use, IF Licensee is not willing ko

be bound by the terms and conditions of this Agreement, the RTCA Instrument, including
RTCA Control Unit and Software package must be promptly returned to Roche |

If wou accept the terms of the agreement, click I Agree to continue, You must accept the
agreement to install RTCA Software 1.1,

[ < Back “ I Agree I [ Cancel ]

>> >
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o Select Installation Folder.

On this page, the user can browse-select or type in the name of a folder (location)
where the RTCA Software will be installed.

> To browse-select a folder: Click Browse... and choose an existing folder
> To type in folder name: click the text box under Destination Folder
If the folder does not exist, the installation program will create the new folder.

° The folder name should not include “?”, “-* or “*”

The default installation folder is:

'¢" RTCA Software 1.1 Setup

Choose Install Location =
Choose the folder in which to install RTCA Software 1.1, (@

Setup will install RTCA Software 1.1 in the Following Folder. Ta install in a different Folder, click
Browse and select another folder, Click Install ko start the installation,

Destination Folder

C:\Program FilesiRTCA So

Browse. ..

Space required: 33, 1MB
Space available: 44.5GE

[ < Back “ Instal I [ Cancel ]

C:\Program Files\RTCA Software 1.1
After choosing the installation folder, click /nstall to confirm installation.

e If the computer has not previously installed Microsoft Office 2003 Web Components,
a page with a license agreement will appear automatically; otherwise go to step 6.

Check / accept the terms in the License Agreement and click /nstall to install Microsoft
Office 2003 Web Components automatically.
o Finish the installation

Click Finish to complete the installation, and RTCA Software Help will be shown. To skip
showing the RTCA Software Help, uncheck Read RTCA Software Help.

< RTCA Software 1.1 Setup

Completing the RTCA Software 1.1

RTCA Setup Wizard
Softwa re RTCA Software 1.1 has been installed on your computer,

Click Finish ko close this wizard,

Read RTCA Software Help

Version 1.1

< Back Cancel

Two short-cuts for launching RTCA Softwarel.1 are now available:
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P Computer Desktop

=

&7

RTCA
Saftware 1.1

P Computer Program Menu

i
1D

®
| =
o
oy
2
o
a
o
>
w
=
o
°
£
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1.2.3 Software Uninstallation

There are two ways to uninstall RTCA Software from the computer:

P Click Start on Windows toolbar, and then follow the steps shown below:

Start — Settings — Control Panel — Add or Remove Programs, then highlight RTCA
Software 1.1, click Remove.
E’é_.i.\id_fpr Remove Programs =181 x|
=
< Currently installed programs: [T Show updates Sort by: |Nama v |
el | (03 2007 Mcrosoft Office system Size 160,00MB
FOeNE B8 Adobe Reader 8.1.1 Size 128.00MB

15! AT1 Display Driver

5 P Mobile Data Protection System Size  0.72MB
T HP Quick Launch Buttons 6.40 B2 Size  27.70MB
B Intel(R) PRO Network Connections Drivers

03 Microsoft Office 2003 Web Components Size  25.48ME
1 POFCreator Size  30.63MB
) POFCreator Toolbar Size  0.07MB

Set Program
Accass and

Defaulks

B Soft Data Fax Modem with SmartCP
& Symantec Antivirus
[@) synaptics Painting Device Driver Size  12,82MB
15) windows Installer 3.1 (KBS93803)

P> Alternatively, use the Computer Program Menu:

©
| =
2
)
o)
2
o
2
o
o
>
1
=
)
°
L
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1.3 User Management

There are three built-in usernames in the RTCA Software. They are: Administrator, Userl,
and User2.

To change a user’s password:

Login to RTCA Software with a valid username and password.
Click User Management from Setup menu.

Enter current password in Old Password box.

Enter new password in New Password box.

Re-enter new password in Confirm Password box.

vVvvyVvVvyTyypy

Click Change Password button.

User Management

User Mame ADMIMISTRATOR »

Add Uszer Delete Lser

Change Pazzward:

Qld Pazzwiord e

Mew Pazsword e

Confirm Password | ssesssss

The default password of the built-in user ADMINISTRATOR is administrator
(all lower case). The default passwords of built-in users Userl and User2 are not set

(empty).

The Administrator can change/reset all other users’ passwords without knowing those
passwords.

To add a new user:

P Login as Administrator.

P> Enter a new user’s username in User Name box.
P Click Add User button.

° The default new user’s password is the same as the username (all lower case).

To delete a user:

P Login as Administrator.

P Select a username from the User Name drop down list.

P Click Delete User button.

P> When asked Are you sure to delete? click Yes to delete, click No to cancel.
° Only the Administrator can delete users.
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Launch the RTCA Software

2.  Starting an Experiment

Often there are several ways to access functions in this Software (“right-clicking’,

“menus’, “icons”). Although this Manual describes one method, users should
familiarize themselves with the other available methods and use the one they prefer.

2.1 Launch the RTCA Software

.
Double-click the RTCA Software Icon @ on the desktop to launch the application. A
login window appears. All user names are shown in a drop-down list. Choose a user name
and enter the corresponding password to login to the RTCA Software.

° The default password of the built-in user ADMINISTRATOR is administrator (all
lower case). The default passwords of built-in users User]l and User2 are not set.

After launch, the RTCA Software will initialize the COM port, using previously saved
settings. One of the following will happen:

P If the designated port number is available, the RTCA Software will try to communicate
with the RTCA Analyzer and obtain information about the RTCA Instrument. As soon
as the connection is successfully established, the software will display the instrument
information, such as Analyzer Model, Analyzer SN (serial number), Station Model, Sta-
tion SN, etc. Then the Software will enter Normal mode and start the Auto-Scan moni-
tor.

P If the designated port number is not available, or the set port is available, but the Soft-
ware fails to communicate with the RTCA Analyzer, the Software will provide the user
four options: (1) select Retry to try to reconnect to the RTCA Instrument, (2) select SP
Offline mode, (3) select MP Offline mode, and (4) Quit the RTCA Software.

2.2 Check the Software Version
.
Click Help in the Menu bar of the RTCA Software % and use the menu to select About

RTCA. This will activate a pop-up box displaying the Software version that is installed on
the RTCA Control Unit or computer.

Software Function
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Main Menu

23 Main Menu

At the top of the RTCA Software window appears a main menu bar, with options including
File, Edit, Setup, Steps, Execute and Help.

(1D:080728=) RTCA

Edt Setup Steps Executs Help

Trsstea Problem Repolt
S

COM? | Offine Mode | ADMINISTRATOR

File Menu

Open: Open an experiment

Open Old Version: Open an experiment from an old version of the Software

Release: Clear all the information on all the pages

Save: Save current experiment

Create a Problem Report: Create a problem report for sending to Roche representative
Print Current Page: Print displayed page

Print All Pages: Print all pages

& (1D:080728) RTCA
Filz Setup Steps  Execute  Help
Bl [ 2 [

COM? | Offine Mode | ADMIMISTRATOR

Edit Menu

Cut: Cut information

Copy: Copy information

Paste: Paste information

Select All: Select all information or all wells
Clear: Clear information
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Main Menu

(ID:080728=) RTCA

2
File Edit Steps  Execute  Help
Sy e R
Stait St e | Cellndex | Plot | Well Graph | Data Analysis | Message |
Clone Individual Page  *
AEIEEL Clone Experiment
ScanPl  System Settings .
Lser ADMINISTRATOR [ Bowee.. |
M- = ‘
i e [ ‘ Software versiar:
> Analyzer Model
Device Part No [ | | Anaoer s
Experiment Purpose Fw Version:
Station Model
Station SN
Station Pz
Self Test Val
Experiment Procedure
Experiment Canclusion
| Ready ... | 14116047 COM? | Offine Mode | ADMIMISTRATOR
Setup Menu

Frequency: Set up measurement frequency (Single Frequency or All 3-Frequency;
default is All 3-Frequency)

Curve Adjustment Tools: For adjusting Cell Index curves

Clone Individual Pages: Copy settings for individual page

Clone Experiment: Copy all settings for ExpNotes, Layout, and Schedule pages
System Settings: Select or set up COM port

User Management: Add/Delete users, change passwords

Logout: Logout RTCA Software

L}

File Edit 3etup

(ID:080728*=*) RTCA

xecute Help

E|E&] ¢ astesee | 0] 2R
StatSiep| | Delesiizioie Cellind=s | Flot | Wel Giaph | Data nalyss | Hessane

15,00

| minute |

Abart Step
ceps | 100 It 15.00 Duration = =l 0 g‘
SeanPlate Sueeps | | eral | ‘ (hhmmiss] EE EIE
pEstimated:
2008/07/2814:21 Curent Step 2008/07/2315:08
2008/07/2814:20 Al Stepls) 2008/07/29 15:08
sequence | step Step-Status | Sweep-status | Sweeps. ‘ Interval ‘ Unit | Total Time ‘ Comments ]
1 Step L DLE [ 1 1.00 miute |

i

| | Ready ... | 14

120:50

| COM? | Offine Mode | ADMINISTRATOR

Steps Menu (for editing steps in experiment schedule)

Add a Step: Add a new step to experiment
Delete a Step: Delete selected step
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(1D:080728==) RTCA

COM? | Offine Mode | ADMIMISTRATOR.

Execute Menu (for running an experiment)

Start/Pause/Continue: Start a step, or pause current step, or resume step that is currently paused
Abort Step: Abort current step

Scan Plate: Perform a measurement on all selected wells in the plate

<

Fie Edit Setup Steps

oty
SomnPlte

COM? | Offine Mode | ADMINISTRATOR.

Help Menu

Help Topics: Providing on-line help functions
Software Manual: Open Software Manual in PDF format. (Adobe Reader is required)
About RTCA: Information about RTCA Software
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2.4 Experiment Record
The Exp Notes page contains fields in which the user can record experimental details.
° The RTCA SP Instrument can run an experiment even if Exp Notes page is blank.

The information on the Exp Notes page (and Layout page and Schedule page) will
automatically be saved in an experiment file when the user clicks the Start Step button.
The default file name is YYMMDDHHmm_ExperimentName.plt for SP, and YYMMD-
DHHmmPPIlateNumber_ExperimentName.plt for MP, where ExperimentName is the
user-entered text in the Experiment Name field, YYMMDDHHmm is current date and
time and PlateNumber is the E-Plate 96 position on the RTCA MP Station (1-6). The
information on the Exp Notes page can be edited while the experiment is running or after
the experiment has finished. After the experiment has started, if the user adds or changes
information on the Exp Notes page, they should save this page manually by clicking the
Save Changes button .

To save the information on the Exp Notes page manually before the experiment is
started, click the Save Changes button I&|. A Save As window will open, displaying a
default page name in the file name box. The default name is TemplateYYMMDD.plt
for SB, and TemplateYYMMDDPPlateNumber for MP. Type in a different name, if
desired. Click the Save button on the window; the Exp Notes page information will be
saved in the file. Such a file can be opened as a template for future experiments.

Exp Notes Tab

(ID:080728**) RTCA

Aboit Slep

Sean Plate =
User ADMINISTRATOR

|S=s il paa Direclory |ExADocuments and Settings'all Users\RTCA Data\ADMINISTRATOR [ r————————]

Experiment Name | ‘ Soltware version
Analyzer Model:

Analyzer SN:

Devic Patt Ho | ‘

Experiment Purpose: P Version:
Station Model
Station SN
Station P
Self TestVal

Expariment Pracedure

Expariment Conclusion

| Ready ... (1205353 | COM | Offine Mode | ADMIMISTRATOR

° To insert the cursor in a text box, left-click the mouse in that box. Once the cursor has
been inserted into one text box, use the tab key to move from text box to text box, or,
alternatively, use the mouse again to insert the cursor in the next text box.
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25 Text Boxes on Exp Notes Page

P> User: The login user name is displayed in this box and cannot be changed (read-
only).

P File Directory: The default path is to C:\Documents and Settings\All Users\RTCA
Data\login username. To direct the path to a different folder on the RTCA Control
Unit, use the Browse... button to locate and open the folder.

Since an experiment can continue for a long time, the RTCA Software reads from
and writes to the experiment data file from time to time. Therefore, the file direc-
tory must be a fully accessible folder stored on the local hard drive.

P Experiment Name: User-defined information. Use the mouse or tab key to move the cursor
to this text box. This information will be saved as part of the experiment file name.

P Device Part No.: Entering the serial number of the E-Plate 96 here will allow the user
to monitor the quality of the experiment and track any possible issues with the E-Plate
96. Entering the E-Plate 96 serial number is highly recommended.

P Experiment Purpose: User-defined information. Use the mouse or tab key to move the
cursor to this text box.

P> Experiment Procedure: User-defined information. Use the mouse or tab key to move
the cursor to this text box.

P Experiment Conclusion: User-defined information; to be entered after experiment has
finished. Use the mouse or tab key to move the cursor to this text box.

Most likely this information would be added after the experiment has finished. So, in
order to save the added information, click the Save Changes button E while the Software
is displaying the Exp Notes page.

After the experiment starts, any changes made on the Exp Notes page must be saved
manually using the Save Changes button [&.

The Experiment ID is displayed on the top bar of the software window. Before an
experiment starts, the default ID is the current date (YYMMDD) and time (asterisks).
When an experiment is started, the default ID changes to the current date and time (YYM-
MDDHHmm) and the experiment file name changes to YYMMDDHHmm_Experiment-
Name.plt for SP, and YYMMDDHHmmPPIlateNumber_ExperimentName.plt for MP,
where ExperimentName is the user-defined information from the Experiment Name field.
During an experiment or after completion of an experiment, the Experiment ID will not
change even if the experiment file name is changed.

The information recorded or edited on the Exp Notes page is not required for running an
experiment. However, such information may be highly useful for later reference.
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2.6

<

Fle Edit

)
Ao Step.
SoanPie

Example of a Completed Exp Notes Page

Example of a Completed Exp Notes Page

(ID:080728*) R
ps Execute Help

x| N

el Tiratin with Hel_s Colls

C3827 NT L/N;: 080202

Assessment of suitable cell concentration for further experiments

1. Addition of culture madia

2 Addiion of clls and manitoring of cell profferation
3 Compound addition

Offine Mode | ADMINISTRATOR
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3. Design an Experiment

3.1 Experiment Layout

Click on the Layout page tab (shown in the figure below). This page allows the user to
enter detailed information for each well. Correct information about each well is essential
for monitoring experimental data on the Plot page during the experiment.

Layout data is saved automatically when the experiment is started.

The user can enter or edit the layout information either before the experiment starts or
after it ends.

After an experiment starts, changes made in the Layout page must be saved manually via
the Save Changes button |-

To prevent invalid data or loss of data, the RTCA Software does not allow the user to
turn on or turn off any wells (see below) after the experiment has started.

L (ID:080728*) RTCA e T
File Edit Setup Steps Executs Help
31T 1R 37
Stark Step |ExpNuAes|‘Schedu\eHEelllndexH Plat i]wsusraphHDataAne@sisHMessagéi
Abort Step
|pEaten:elliblonmaion
Scan Flate - -
wiell IDs I | came Cell Mumber © Cell Humber Titatian
[Steps |
Compound No. Compound Name I:l Conentration |:| Unit ] «| & Concentration Dilution
Dilution Factor |:| Repetiion |:| Alang [+ | HighFrem Lett | T
1 7 3 4 5 8 7 3 9 10 i 12
! Ready ... | 12:55:02 ‘COM }oFthe Made }ADM[N[STRATOR

3.2 Add Experimental Information

Each box on the well map (see picture of Layout page below) represents one well of an
E-Plate 96 on the RTCA SP Station. You can use the text boxes on the page to define
the conditions of each well (see the Enable Wells procedure below). Once all informa-
tion about the wells has been entered in the text boxes, click the Apply button to add that
information to the well map.

Information entered into the text boxes will not be transferred to the well map if the
Apply step is omitted.
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Example of a Completed Exp Notes Page

3.3 Enable Wells

In order to run an experiment on your sample wells, you must first enable, then activate
those wells, as follows:

o Enable the wells you will be using on the E-Plate 96 by highlighting the light blue
boxes on the well map that correspond to those wells. The enabled wells will turn dark
blue. For convenience, there are many ways to highlight different boxes on the map:

> Holding the Ctrf or Shift key while clicking will highlight all clicked boxes.

These functions work the same as the “select multiple files” function of the
Microsoft Windows operating system.

» Clicking on one box and dragging across others will highlight multiple boxes.
> Clicking a column number will highlight the entire column of boxes.

> Clicking a column number, then clicking and dragging the mouse across others
will highlight multiple columns.

> Clicking a row letter will highlight the entire row of boxes.

> Clicking a row letter, then clicking and dragging the mouse across others will
highlight multiple rows.

e Go to the information text boxes (above the well map) and type in specific information
such as Cell Type, Cell Number, Compound Name, Concentration, etc. for the enabled
wells. (This step is optional; see details below).

e Click the Apply button to transfer the information from the text boxes (if any) to the high-
lighted wells on the well map and activate those wells. After the Apply button has been
clicked the activated wells on the well map will be light and contain the information
that was typed in the text boxes.

@ This step must be performed before experiment can start.

° Right-clicking on the page will provide a drop-down menu that allows you to perform
several commands, such as “Apply”.
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3.4 Information Boxes

Entering information in these text boxes is optional. You can still perform an experi-
ment even if no information appears in the text boxes, but you will not be able to use
some of the functions on the Plot and Data Analysis pages.

P> Cell Type: Enter the name of the cell types you are using.

P Cell Number: Enter the number of cells seeded in a well.

P Compound No.: If multiple compounds are to be added to the same well(s), you

can assign each compound a number from this drop-down menu. After entering
information about the first compound in the text boxes below (Compound Name,
Concentration, etc.), select “2” from this menu and enter information about a second
compound in the boxes. To check the names of multiple compounds assigned to the
same well, the user must select the number that is assigned to each compound. Note
that the well in the layout map will display each compound in a column (one beneath
another).

Compound Name: Enter compound name or names.

Concentration: Enter compound concentration. This function can also be used to
indicate a dilution series.

To define a dilution series, use this field in conjunction with the Dilution Factor,
Repetition, High From and Along fields (which give details about the dilution
series). First enter in this Concentration box the highest concentration used; then,
the dilution series will start with this concentration and proceed as defined in the
other fields.

Unit: Select a unit for your compound from this drop-down menu. To add your own
unit, select -define- from the menu and type your unit name into the text box.

If you select a user defined unit (“-define-") it is not possible to perform certain
calculations on the Data Analysis page, e.g. DRCs. An error message will appear.

Dilution Factor: For a dilution series, you must enter the dilution factor that will be
used. For example, for a 3-fold dilution from well to well, enter 3. The default value is
1 if nothing is entered in the text box.

Repetition: If a dilution is to have replicates, enter the number of replicates here. The
default value is 1 if nothing is entered in the text box. Replicates can be down a column
or across a row (as defined by the “Along” box below).

High From: Starting point of the dilution series. If you want the dilution series to
proceed along a row (as defined in the “Along” box below), select Left or Right to
indicate whether the highest concentration will be in the left-most or right-most well
of that row. If you want the dilution series to proceed along a column, select Top or
Bottom to indicate whether the highest concentration will be in the top or bottom well
of that column.

Along: Indicate whether the serial dilution and/or repetition is to proceed along a row
or a column.

Apply Button: Use this button to transfer all the information from the text boxes to
the well map.

Information entered into the text boxes above will not be transferred to the well
map if the Apply step is omitted.
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Example of a Completed Layout Page

3.5 Example of a Completed Layout Page

Example of a complete experimental layout:

(ID:080728*=) RTCA

File Edit Setup Steps Execute  Help

Dilution Factar

H&] & =@ | |f o |28
StaitStep | | Exp Notes | | Scheduie | Cellindss | Plot | WellGreph | Dista Anslysic | Messae |
Abort Step
Sean Plate = e . " g
Wwell IDs I:I Cell Type l:l Cell Mumber l:l () Cell Numben Titration
- Compound Mo, Compound Name |:| Concentration |:| Unit. IEI (&) Concentration Dilution
:l I

Repetition

1 2 3 4 5 [ 7 a k] 10 1 12

Hela 4000 | Hela 4000 | Hela 4000 | Hela4000 | Hela4000 | Helz4000 | CHOGOOOD | CHO G000 | CHO G000 | CHO 5000 CHO 5000 CHO 5000
A A1000nM | A1000nM | A1000nk | AT0000M | AT0.00nM | A10.00nM | A10.00nM | A1000nM | A10000 | A10000M | AT0000M | A 10000

Hela 4000 | Hels4000 | Hela 4000 | Hela4000 | Hela 4000 | Hela4000 | CHO5000 | CHOS000 | CHOS000 | CHO 5000 CHO 5000 CHO 5000
B B5000uM | BS000uM | BGOOOUM | BE0.00uM | BE0.00uM | BS0.00uM | B50.00uM | BS000uM | BBO00WM | BE0.00UM | BEO.00UM | B 50.00uM

Hela 4000 | Hela 4000 | Hela 4000 | Hela 4000 | Hela 400D | Hela4000 | CHOSO00 | CHOSO00 | CHOSO00 | CHOSO00 | CHOSO00 | CHO 5000
C C2000ng/ml} C20.00ng/ml| C 20.00ng/ml| C 20.00ng/ml| C 20.00ng/ml| C 20.00ngdml] C 20.00ng/mlf C 20.00ng/mll C 20 00ngml| C 20.00ng/ml| C 20 00ng/ml| C 20.00ng/ml

Hela 4000 | Helad000 | Helad000 | Hela 4000 | Hela4000 | Hela4000 | CHOGOOD | CHOS000 | CHO G000 | CHO 5000 CHO 5000 CHO 5000
D D3000nM | D3000nM | D 3000 | D3000nM | D30.00nM | D30.00nM | D30.00nM | D30.00nM | D3000nM | D 3000 | D30.00nM | D 30.000M

Hela 4000 | Hel2 4000 | Hels 4000 | Hela4000 | Hela4000 | Hela4000 | CHOS000 | CHOS000 | CHOEO000 | CHOS000 | CHOS000 | CHO 5000
E B0.00pph | E 80.00ppM | E 80.00ppM | E 8000ppk | E 8000ppM | E 80.00ppM | E &0.00ppM | E 80.00pph | E S0.00ppM | E S0.00ppM | E 80.00ppM | E 80 00ppM

m

Hela 4000 | Helsd4000 | Hels 4000 | Hela4000 | Hela4000 | Hela4000 | CHOGO000 | CHOS000 | CHOSO000 | CHOSO000 | CHO G000 | CHO 5000
F 70.00ug/ml| F 70.00ug/ml| F 70.00ug/ml| F 70.00ug/ml| F 70.00ugéml] F 70.00ug/ml| F 70.00ug/ml] F 70.00ug/ml| F 70.00ug/ml| F 70.00ug/ml| F 70.00ug/ml| F 70.00ug/ml

e

Hela 4000 | Hela 4000 | Hels 4000 | Hela 4000 | Hela 400D | Hela4000 | CHOSO00 | CHOSO00 | CHOSO00 | CHOSO00 | CHOSOO0 | CHO 5000
G G1500mM | G15.00mM | G15.00mM | G15.00mM | G15.00mk | G15.00mM | G15.00mM | G1500mM | G1500mM | G1500mM | G15.00mM | G 15.00mk

Contral Cantial Control Cantrol Control Cantrol Control Control Control Cantiol Contral Control

| Ready ... | 15:03:46 |com?  offine Mode | ADMIMISTRATOR.
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3.6 Example of Dilution Factor and Dilution Repetition

e.. (ID:0B0728**) RTCA * Rl
Fi

l= Edit Setup Steps Execute  Help

2Es| 2w
Start Step IExp Motes II Scheduls " Cell [ndex i‘ Plat ii Well Graph |I Data Ana\_\Jsis‘il.Message;
Abort Step
Scan Plate

‘well IDs Cell Type Cel Mumber

() Cell Humber Titration

Compound Mo, Compound Name I:I Caoncentration l:l Uniit Tt v (%) Concentiation Dilution

Dilltion Factor I:I Repetition Along @ High From Tan v

1 2 3 4 5 E 7 E] & 1o n 12

Hela 5000 | Hela5000 | HelaG000 | Hela®000 | Hela®000 | HelaG000 | Hela5000 | Hela5000 | Hela5000 | Hela 5000 | Hela5000 | Hela 5000
A A100.00uM | AT00.00uM | A100.00uM | A700.00uM | A700.00uk | A7T0000ul | AT00.00uk | A 700.00uM | A T00.00ut | A100.00uM | A100.00uM | A 700000

Hela 6000 | Hela 56000 | Helab000 | Hela®000 | Hela®000 | Hela&000 | Hela5000 | Hela 5000 | Hela 5000 | Hela 000 | Hela®000 | Hela G000
B A100.00ub | A 100.00uk | A& 100.000k | A 10000uM | AT0000uM | A 100.00ub | A 100.00ub | A100.00ub | A 100.00uk | & 10000k | & 10000k | A 10000k

Hela 5000 | HelaG000 | HelaG00D | Hela&000 | HelLa®000 | Hela5000 | Hela5000 | Hela5000 | Hela5000 | Hela&00D | HelaG000 | Hela 5000
C  AG000uM | AB000uM | AB000uM | AB000uM | ABOOOuM | AGDOOWM | AGDOOUM | AG000uM | AGB000uM | AB00O0uM | AGDDDuM | A B0.00uM

Hela 6000 | Hela 5000 | Helab00D | Helab000 | Hela®00O0 | Hela&000 | Helab000 | HelaB000 | Hela 5000 | Helab00D | Helab000 | Hela G000
D AGDOOuM | A5000uM | AS000u | AS000uM | AGDOOuM | AGDOOWM | AGDOOUM | ASDO0uM | ASOOOuM | A5000uM | ASOO0uM | AS000uM

Hela 5000 | Hela5000 | HelaG000 | HeLa®O00 | HelLa®000 | Hela5000 | Hela5000 | Hela5000 | Hela5000 | Hela&00D | Hela5000 | Hela 5000
E AZ600uM | A2600uM | AZ500uM | A2600uM | A2500uM | AZ500uM | AZ500uM | AZ500uM | A2600uM | A2600uM | A2600uM | A25.00uM

Hela 5000 | Hela 5000 | Helab000 | HeLab000 | Hela®000 | HelaG000 | Helab000 | Hela000 | Hela 5000 | Helab00D | Helab000 | Hela&000
F AZ500uM | A2500uM | A2600uM | AZ2500uM | A2500uM | A2500uM | AZ500uM | AZ500uM | A2500uM | A&2500uM | A2600ubM | A 25 00ut

Hela 5000 | HelaG000 | HelaG00D | HelaB000 | Hela®000 | HelaG000 | Hela5000 | Hela5000 | Hela5000 | Hela&00D | HelaG000 | Hela 5000
G A1250uM | A1250uM | A12B0uM | ATZ2E0uM | AT250uM | AT250uM | A1ZEB0uM | A12B0uM | A1280uM | A1280uM | AT250uM | A 12.50uM

Hela 5000 | Hela5000 | Hela5000 | Hela5000 | Hela5000 | Hela5000 | HeLa5000 | Hela5000 | Hela5000 | Hels 5000 | Hela5000 | Hela5000
H 41250ubM | A1250uM | A1250uM | A1250uM | A1250uM | A12500M | A1250uM | 471250uM | A71250uM | A1250uM | A1250uM | & 12.50uM

[ Ready ... (150734 [COM? | CffineMode | ADMINISTRATOR

« »

In the RTCA Software, the term “u” as a dimension unit is always shown as “u” (e.g.,
uM instead of uM).

The concentration for compound A in the first 2 wells in column 1 is 100 pM and in the
next 2 wells it is 50 pM as indicated by the dilution factor of 2. The repetition factor of
2 means the first concentration repeats 2 times, then the next concentration 2 times down
the column etc., since Along Column was selected.

If you need to change the information inside the well map, you must re-select the wells
that need to be changed, then right-click and select Clear from the pop-up menu that
appears. The selected wells will still be turned on, but will contain no information. You
can then enter the correct information.

° If you need to add another compound to the map you can select the affected wells, then
type in the compound information and click Apply. A pop-up box will appear. Select
Yes if you want to add a new compound to this well. Select No if you want to replace
the original compound in the well with the new compound. Select Cancel if you do not
want to add this compound. An alternative way to add another compound to the map
is to select “2” from the Compound No. menu, then type in the compound information
and click Apply.

° The Dilution function can also be used for Cell Titration.
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3.7 Copy/Paste Layout Settings

For convenience, the RTCA Software offers Copy and Paste functions to help set up the
Layout page.
Copy and Paste can be done within the Layout page, or between Plate Windows (for
MP only). In addition, you can Copy to / Paste from Microsoft Excel or other Windows
applications.

The following steps/figures show how these functions work.

o Copy source well(s)
Use left mouse key to highlight source well(s). Then right-click, select Copy from the
menu, and select the item to be copied:

Well(s) Information Copy all information in the well(s)
Cell Type & Number Copy Cell Type and Cell Number only
Cell Type Copy Cell Type only

Cell Number Copy Cell Number only

Compound & Concentration ~ Copy Compound and Concentration
Compound Copy Compound Name only
Concentration Copy Concentration and Unit

1 2 3 4 7

& pply
l Turn On Wel(s)
Turn OFF Well(s)

N
i
_J‘ '
Ll

o Paste to target well(s)
Right-click the target cells, select Paste from the menu, and then select the item to be

— |
[Copy % wellis) Information
Paste Cell Type & Mumber F
Cell Type

Cell Number
| Carmpound & Concentration

Cnpy Layout Information »

Compound
Cancentration

pasted:
Well(s) Information Paste all information in the well(s)
Cell Type & Number Paste Cell Type and Cell Number only
Cell Type Paste Cell Type only
Cell Number Paste Cell Number only
Compound & Concentration ~ Paste Compound and Concentration
Compound Paste Compound Name only
Concentration Paste Concentration and Unit

° If an item was Copied within RTCA Software, only the Copied item will be available
on the menu for Pasting.

5 E 7
- Select All wells
Clear
Apply
Turn Cn eell{s)
I Turn OFf Wellis)
»

Copy

Paste >
. Cell Type & Murber
Copy Layout Information  *
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4.  Schedule Setting

» «

There are several ways to access functions in this Software (“right-clicking’, “menus,”
“icon”). This Manual describes only one method, but users should familiarize them-
selves with the other methods so they can use the one they prefer.

Click the Schedule tab to display the Schedule setting page. This page allows:

P Adding (or deleting) experiment steps

P Setting the schedule for each step

Schedule Tab

Fils Edit Sstup Staps Egecuts Helg
2[8E] | w]x] 2| ¥
Start Step ‘]E:(p Nms'“Laymi Schedule |Ce11 Index H Flot H}teu Graph’iina\a A:\alys:s'HMessagel

Sort Ster  (iashipem—"GeeReNGinieneleDutelion (i mizsls

Sean Plate Sweeps |10 Interval |1.00 Wl = B
3 Step [Step 31 bit  Ohow @mimte Osecond (PO

Process bar

Estimatad s

2008/07/22 12:31 Current 2008,/07/22, 12.50- /(SeleCted Step)

2008/07/22 12:13 A1 2008/07/22 13:03

Sequence Step [ Step-ststus | SwespStatus | Swesps | Tnterval | Unit | Tatal Time | e A Process bar

1 | ImE [ 10 1.00 00:09:17 (A” Steps)
TILE 10 100 00:18:17

00:27:17

IILE 0 10 1.00 minate | O0:37:17
Step 4-1 IILE 0 | 10 | Lo minnte | 00:46:17
Step 4-2 TILE ] 10 1.00 minate | 00:56:17

[+

Scan Flate finished Connections ok 12:13:35 com1 | ADMIHISTRATOR

4.1 Add Steps

There are several ways to add steps to the Schedule page:

P Click the Step icon | on the toolbar, or

P Click Steps from the menu; then select Add a Step, or

P Right-click mouse and select Add a Step from the pop-up menu.

Once the step is added, the step icon will appear on the left part of the window; it will be
labeled ' 481 for the first step and 2 % for second step and so on. To rename the step,
move the cursor into the Steps column, highlight the text (e.g., Step 1), type the desired
step name and click Apply.

For simplicity, always edit the Schedule of the current step, including intervals and
sweeps, before adding the next step.
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4.1.1 Set the Schedule for Each Step

There are three related items involved in setting the schedule for a step, called sweeps,
interval and duration. Enter any two of them in the text boxes at the top of the page,
and the third can be calculated automatically.

P> Enter interval time (time between two measurements) by moving the cursor to the
Interval text box, and entering the desired time. Then select the unit (hour or minute
or second) by clicking the appropriate button.

P> Enter the number of sweeps (a sweep is one measurement of an E-Plate 96) in the
Sweeps text box.

P> Enter the total time needed for the step/sub-step in the Duration text boxes. There are
three boxes that allow you to specify hour/minute/second (from left to right).

P Click the Apply button to confirm the setting. Once the setting is confirmed, the detailed
setting information will appear in the list table below the boxes, including Step, Step-
Status, Sweep-Status, Sweeps, Interval, Unit and Total Time for the experiment.

P For any step or substep, you can click the Comments column (in the list table) and
enter any comments you wish.

4.1.2 Change the Preset Schedule of a Step

To change the schedule of a step, click the step in the table or click the step icon, then move
the cursor to the text boxes and make the changes. To confirm the changes, click the Apply
button. The new settings will appear in the table.

4.1.3 Total Time

The Total Time column in the schedule table indicates the estimated total time needed for
the experiment to reach a step/substep. Clicking on the Total Time heading in the table will
cause that column to display Finish At, which indicates the time at which a step/substep
will finish.

File Edit Setwp Sieps Egecute Halp
= & e ax] o) 2]

Start Step ‘]:f:(p NotesllLayou | sebe dut iCell Index H Flot Hheu Graph | Dsts Analysiz Massage |
Short Ster [ i

C Durat 2 =], =1
i Swesps |10 Interwsl |1.00 Tt =l
=P Mt v Gume Owens  (REEED

2008/07/22 12:31 Current 2008/07/22 12:50

2008/07/22 12:13 M1 2008/07/22 13:09

— Step | P ‘Sweep’stsiusl Ee— | T ‘ TR ‘ Tatal Tine | Commants
1 Step 1 ILE 0 10 1.00 mirute | 000917
2 Stap 2 IILE 0 10 L.00 mirate | 00,1817

S .

Step 3 0 0 minute
Step 3-2 TILE 0 10 1.00 te 00:37:17
Step 4-1 TILE 0 10 1.00 minate 00:46:17
Step 4-2 IILE o 10 100 minute 005617

I»

[¥]

I | Scan Flate finished. Connections ok, |12:13:35  |com1 | | ADNTXTSTEATOR:

° The Total Time and the Finish At are estimates only. They may change when:

P Pause / Continue / Abort a step (substep) is selected during the run

P A step or substep is added / deleted

P Sweeps / Intervals are changed

P Intervals assigned to step or substep are too short, for example: 1 second interval is
assigned to Steps / Substeps
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4.2 Delete Steps

To delete a step, click the step icon and then click the ¥] button. You can also use the Steps
drop-down menu or right-click for a pop-up menu and select Delete a Step.

4.3 Insert Steps

To insert a step, click the Step icon below which you want to insert a new step (e.g., click
Step 2 if you want to insert a step between Step 2 and 3), then go to the Steps menu and
select Add a Step.

° The newly inserted step will be named Step X_a. The user can change the given

name.

You can also insert a substep within a step. Move the mouse cursor to the chosen step and
select that step by left-clicking it. Then right-click the mouse and choose Add a Substep
from the pop-up menu.

Normally, the program requires the user to manually start each step. However, substeps
can be used to group parts of the experiment that you want to run continuously without
manual intervention. Substeps are useful when you want to have different durations
for sweeps, for example after compound addition (e.g., 60X 2 minutes, followed by
100x 15 minutes).

4.4 Set up Multiple Substeps in the Same Step

The Software allows the user to set up multiple substeps within the same step, so the RTCA
Instrument will change the time interval of the measurement without manual interven-
tion.

To use this function, simply click the step (left-click either the icon in the left margin or
in the table) you want to divide into substeps. Then right-click on the Schedule page, and
select Add a Substep from the menu.

If the selected step has the time interval and sweep number entered, then the added sub-
step will have the same sweeps and intervals as those for the highlighted step. If the user
wants to change the settings for any of the substeps, they can click that substep, enter the
appropriate information in the corresponding text boxes, then click the Apply button. The
information will be transferred into the table.

Although all steps are executed in sequence, only substeps in a step will continue
automatically. After each normal step, the program will pause and wait for the user to
manually start the next step.
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4.5 Set up a Background Step

You must set up a background or reference step (i.e., step 1) before setting up any
other experiment steps. The background step must be performed when each well of
the E-Plate 96 contains only cell culture media, that is, before cells are added. The
Software always reserves the first step (step 1) for background or reference data collec-
tion.

When a user adds the first step to the scheduling table, the Software automatically sets its
sweep to one (1) and interval to one (1) minute. This is the setting required for a back-
ground step. The user should not change this setting except for Resistor Plate Verification
(see RTCA SP Instrument Operator’s Manual).

° When scheduling, you should add an extra step at the end of the experiment. This will
ensure that, when the software finishes the last experimental step, it will idle, waiting
for manual intervention. The user can then decide (e.g., on the next morning) whether
the experiment can be terminated or needs to be continued.

° After a step has been started, its settings (except for Comments) cannot be edited.

4.6 Text Box and Button Functions
P Interval: Time duration between two measurements, user-defined value.

The minimum interval time for measurement of a complete E-Plate 96 is 15 seconds.
If a smaller interval is programmed, the number of wells included in the measurement
must be reduced, since the time needed for measurement is a function of the number
of wells (e.g., 7.5 seconds for 48 wells).

P Sweeps: Number of times that the interval will be repeated during a step, user-defined
value.

P Steps: A Step is one part of an experimental set-up. Typically, an experiment consists
of at least three steps: 1. Background measurement; 2. Cell addition and monitoring
of cell attachment and proliferation; 3. Addition of compound and monitoring of
cellular reactions to that compound.

P> Duration: the total time needed for a step/substep.

P Apply: Confirms settings and transfers them from the text boxes to the table beneath
the boxes. The Apply function also generates the * 1% icon in the left-hand margin.

Software Function

P
D




Schedule Setting

Example of Multiple Substeps in one Experiment

4.7 Example of Multiple Substeps in one Experiment

In the example below, the Software will run step 1 when the Start Step button is clicked.
After the completion of step 1, the Software will wait (in idle mode) for the user to click
the Start Step button to begin step 2. Once the Start Step button is clicked, the system will
run step 2, which has 2 substeps. When step 2 is completed the system will wait (in idle
mode) for the user to click Start Step before running step 3.

(ID:080728*) RTCA

File Edit Setup Steps Execute  Help

= | [T e (] 1
=S| %) @) ] > | ] 2]
Start Step |Exp Nnte;ii Lapout “.. ile VCeIHndex H Plat ijr\li\feI\Grapﬁrii [;ataAna\y;is "Messﬁgéi
Abort Step
Soan Plate Swesps |1 | s [1m ‘ .{Eﬁ;:?;sj - O~ O
[Steps | Step |Slep1 | Unit Cihawr Eminute O second )
.
e
2 -]'j 2008/07/25 15:25 Cutrert Step. Z008/07/28 1526
Wi
3 pir S00B/07/28 1525 Al Stepls] 2008/07/31 21:36
[ Sequence | step | StepStatus | SweepStatus | Sweeps | Intervel | Ut | TotelTime | Comments [=]
1 Stept | IDLE | 0 | 1 | 100 | minute | ooAmE0
Skep 2-1 IDLE [u] =) | 30,00 minuke 24130030
Step 2-2 IDLE o a0 S.00 minuke 25:40:30
3 Step 3 IDLE 0 100 | 3000 minte 78:10:30
i
Ready ... 15:25:47 COM? | OFfline Mode ! ADMINISTRATCR
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4.8 Saving Set-up(s)

As described above, the RTCA Software allows users to edit/enter various experimental
set-ups. If they use a particular set-up frequently, users should save the information for
that set-up, so it can rapidly be loaded into the RTCA Software each time a similar experi-
ment is performed.

° The RTCA Software automatically saves all set-up information when the experiment
starts. The user does not need to manually save such information, unless they wish to
save it to be “re-used” in future experiments.

There are three parts of a set-up that the RTCA Software can save: Exp Notes, Layout and
Schedule.

Once they enter or change all the settings, the user can save all the set-up information
as a template file for later use (Clone). To create a template, launch the RTCA Software,
edit one or more pages (Exp Notes, Layout, and/or Schedule), then click the Save Changes
button [&| to save the settings on the edited page(s). A Save As dialog will appear:

Save As T

Save n: | L) ADMINISTRATOR » | « |@E|ck|E-|

File name:

Save as type: | Template Files(Template® plt] A |

The default file name is “TemplateYYMMDD” for SP, and “TemplateYYMMDDP-
PlateNumber” for MP. The user can change the template file name, as appropriate. The
template file contains all the information added to the Exp Notes, Layout, and/or Schedule

pages.

4.9 Opening a Template (Clone Settings)

The user can open a previously saved template or clone from a previously-run experiment
by selecting Setup from the menu bar and choosing Clone Individual Page or Clone Experi-
ment. A dialog box will appear. The user can navigate to the previously saved directory to
open or clone from the saved template(s).

If Clone Individual Page is used, only the designated page is cloned from the select-
ed template or experiment. Thus, the user can create a new experiment by cloning the
different pages (Exp Notes, Layout, or Schedule) from up to 3 different templates and / or
previously-run experiments.

If Clone Experiment is used, all three experiment setting pages (Exp Notes, Layout, and
Schedule) will be cloned from a given template or an experiment file from a previously-
run experiment.

° Clone Individual Page or Clone Experiment will load only the experiment settings, so

a new experiment can be run. Data in the previously run experiment file (Exp Notes,
Layout, and Schedule) is not loaded or changed.
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5.  Start an Experiment

5.1 Scan Plate

5.1.1 Manual Scan Plate

Once any well is activated in the Layout page the Scan Plate button will become active
(lettering turns black). When Scan Plate is run, the software measures the resistance of all
the activated wells. This will verify that the connections between the E-Plate 96 and the
RTCA SP Station are operating properly.

° The Scan Plate button is disabled when the RTCA Analyzer is collecting data.

The Message page will display the results of the scan and indicate any connection issues by
listing the specific positions that did not have normal resistance. A scan will be recorded
in the Events log each time the Scan Plate function is activated (before or during the
experiment).

If the experiment has not started, the scan data are saved in:
C:\Documents and Settings\All Users\RTCA Data\Username\ScanPlateData

The Software creates the file name in the following format:
PlateScanningY YMMDD.txt

If more than one scan is performed on the same day, all scan data made during that day
will be saved in one file. The new scan data will be appended to the end of the existing
scan data file.

At the beginning of an experiment, the data from the last 10 scans will be saved, together
with the experiment data in the experiment *.plt file. After that, all new scan data will be
saved in the experiment *.plt file.
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5.1.2 Automatic Scan Plate

To facilitate monitoring of the E-Plate 96 connection to the RTCA SP Station, the RTCA
Software has a built-in scan function. Each time it detects an E-Plate 96 being placed on
the RTCA SP Station, the Software will automatically perform a Scan Plate measurement.
The scan data will be saved and can be viewed in the same way as scan plate data gener-
ated manually.

5.2 Example of Results from Scan Plate

The Cell Index page shows resistance values for all scanned wells (Background Data).

2 0806051449 ResistarTest.plt (ID:0B06051449) RTCA *a®
File Edit Setup Steps Execute Help

IR ISR R 1)

Start Step ‘Exp Notes | Layout “Schedulel

Plol | el Giaph | Data Andlysis | Message |

AborlSlen Time Calculation | Cell Index -

Sean Plate aalislnian
1 2 3 1 5 6 7 8 9 10 1 12
|pStepse—] e e T e e o
- 4 | 00000 00000 | 00000 | 00000 | OOOO0 | 0OOO0 | 00000 | 00000 | 00000 | 00000 | DOO00 | 00000
_I g 0000 00000 | G0M0 | 0000 0A0On | 000D | 00000 O00d | 0000 | 00000 00000 | 00000
C 00000 | 00000 | 00000 | 00000 | 00000 00000 | 00000 0000 0.0000 00000 00000 | 0.0000
D 00000 00000 | G0N0 | 000D @AOD | 0OAAD | 00D AO000 | 0000 | 00000 00000 | 00000
£ 00000 00000 00000 | 00000 | 00000 0.0000 00000 | 00000 0.0000 00000 00000 | 0.0000
F oooon Omooo | 00000 | 00000 00000 | O0W0 | 00000 0000 | OQ000 | 00000 OOoo0 | Ooomn
G | D000 00000 | 00000 | OO0 OOOOD | 00000 | 000D | DOOOO | 0000 | DOOOD | 00000 | 0.0000
H | QDOOD 0OOO0 | G0N0 | 0QOOD 00000 | 0O000 | OOOO0  OOOO0 | 00000 | Q000D 00000 | 00000
DataType | BackgoundData % | [Backoround Aes v
|pEaskoieund fotz
1 2 3 4 5 G 7 8 ] 10 1 12
& | | tazere | 142803 | 143278 | 146589 | 1o | | 123386 | 142225 | 143988 | 124070 | 144354 | 143584
B 141187 141180 | 141584 | 144127 | 142888 | 140868 | 142240 | 142046 | 143583 | 141497 | 144085 | 142635
15} | 132354 | 129832 | 132567 | 136023 | 134652 | 132735 | 133985 | 132042 | 138578 | 132951 | 132605 | 134325
D | | 143808 | 143557 | 144313 | 147393 | 145041 | 143021 | 144013 | 143235 | 145029 | 145301 | 145799 | 14.4437
E 145628 144378 | 145961 | 146722 145617 | 143400 | 144322 145013 | 144361 | 144995 @ 14575 | 146077
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The Message page will report that the Scan Plate function was used and that the result was
recorded as “Connections ok”. However, if the resistance value of a well is higher than 500
ohm, the Message page will report that this well may have a connection problem.
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How to Handle Connection Issues

The following Figure displays a typical result where potential connection issues are found
by the Scan Plate function.

) 0807221215.plt (ID:0807221215) RTCA
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5.3 How to Handle Connection Issues

For instructions on handling E-Plate 96 connection issues, please refer to the RTCA
Instrument Operator’s Manual.
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Start Measurement

5.4 Start Measurement

The Layout page and Schedule page must be set up before the experiment can be started.
Once these two pages have been set, the Start Step button in the upper left corner becomes
active. Click on the Start Step button to start the experiment.

The Step Status on the Schedule page shows the individual status of the steps included
in the experiment. The status can be IDLE (indicates that the step has not started yet),
TEST (step is in progress) or DONE (step is finished).

Check cable connections before starting the experiment to ensure that all plugs and
cables of the RTCA SP Instrument are securely connected.

Start Step Button
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The RTCA SP Instrument will initiate measurements automatically, starting from the first
step.

When the experiment starts, the Software measures background first. Please do not
remove the E-Plate 96 while the Software is measuring the background. Otherwise, the
experiment result will be incorrect.

Continue the Experiment

If the experiment is accidentally terminated (or after the experiment has been manually
paused by the user, see below), the whole experiment can be resumed. To resume the
experiment, launch the Software, go to File menu and select Open. Select the original
experiment file of the accidentally terminated experiment and click the Open button.
After the Software has successfully loaded the experiment, the Start Step button will
become the Continue button if there are any unfinished steps left to run. The RTCA SP
Instrument automatically continues the measurement and performs calculations using
the original background data. The new data is appended to the original experiment file.
Neither experiment file name, nor experiment ID, nor the file location will be changed.

° Do not use this function if the experiment was terminated before the initial back-
ground measurement was completed. Set up the experiment again.
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Pause the Experiment

5.5 Pause the Experiment

After an experiment is started and as long as a step has not finished, the Start Step button
automatically changes into the Pause button. Click the Pause button to pause the current
unfinished step (and the whole experiment). All experimental data is automatically saved in
the experiment file as a sweep measurement is performed. Thus, the user does not need to
save the experiment file before pausing the experiment.

° Pause temporarily stops a step, so the user can perform actions, such as adding
compounds, checking connections, etc. without data being collected. After that, the
user can resume the experiment and complete the remaining sweeps of the paused
step.

° After the user has clicked the Pause button, the button will automatically change into
a Continue button. This indicates that the Instrument is ready to resume the experi-
ment. Once the user clicks Continue, the button automatically changes back into a
Pause button, making it possible to pause the experiment again.

5.6 Start Step

The RTCA SP Instrument will stay IDLE after a step is completed. At this time, the Start
Step button will become active. To move to the next step, click the Start Step button, and
the system will automatically initiate the next step. The RTCA SP Instrument will remain
idle as long as necessary between steps; it will never restart automatically.

5.7 Abort Step

To terminate the current step, click the Abort Step button. You can terminate the current
step and initiate the next step at any time depending on your experimental requirements.

° Abort Step stops the current step and discards the unfinished (remaining) sweeps of
this step. Therefore, the user cannot resume this step. To continue the experiment, you
can manually start the next step, if there is one.

Aborting a step does NOT lead to invalidation or loss of data.
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Monitoring the Current Experiment Status

5.8 Monitoring the Current Experiment Status

The status bar on the bottom of the Software states the current status of the run. It will
report one of the following messages:

P> Ready (before the start of an experiment)

P> Ready for starting next step (waiting to start the next step after completing a step)

P Test sweep # of step # (while the RTCA SP Instrument is performing a sweep measure-
ment)

P Waiting for sweep # of step # (waiting for the start of the next sweep)

During a sweep measurement, a portion of the status bar will display Test Col # (the
column number that is being measured). Between sweeps, a portion of the status bar will
count down the time before start of the next sweep.
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Menu Functions

6. Monitor an Experiment

Real-time resistance measurement data will be recorded and presented as arbitrary units
called Cell Indices on the Cell Index page. The Cell Index table shows the most recent mea-
surement. To view previously collected data, select a particular measurement time point
from the Time drop-down menu.

Cell Index Tab
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6.1 Menu Functions

P> Time: Click the corner arrow of this drop-down menu to display measurement time
points. If more than nine time points have been recorded, then use the scroll bar to
view the hidden time points.

P> Calculations: There are three cell indices taken at different frequencies: Cell Index-I at 10
kHz, Cell Index-II at 25 kHz, and Cell Index-III at 50 kHz. The cell indices are defined as
follows:

Cell Index, = (R, — R ))/F,

Where:
i=1,2,0r3;
F,=15,F, = 12,F, = 10;
andn=0,1,2,...,N (time points).

R, is the background resistance measured at time point T, R, is the resistance measured at
a time point T,
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Scan Plate Data and Background Data

6.2 Scan Plate Data and Background Data

On the bottom half of the Cell Index page, you can use the Data Type drop-down menu to
view Raw Scan Data and Background Data.

Raw Scan Data:
Measured resistance data of all 96 wells each time the Scan Plate function is performed.

Compare these data to the scan plate results on the Message Page to confirm which
wells, if any, may have connection issues.

Raw Scan Data is also used for Resistor Plate Verification. For more information please
refer to the RTCA SP Instrument Operator’s Manual.

° If the Scan Plate function was performed more than once, click the arrow buttons to
the right of the Data Type menu to view Scan Plate data at different time points.
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Scan Plate Data and Background Data

Background Data:
Calculated background resistance data for all 96 wells at time point 0. In the calculation,
each column of eight wells is divided into two groups, A through D and E through H.

Check the background resistance for these 4-well groups and check the background
measurement message on the Message page to discover which wells, if any, may have
background issues.

o 0806051449 _ResistorTest.plt (ID:0806051449) RTCA
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7. Plot Experiment Data

The Plot page displays and analyzes the collected data. To plot experiment data from a
single well, double-click the well button that represents the well position on the well map;
the Chart Plot will display the curve for that well.

To display multiple data points on the chart, click on one well and drag the pointer across
the desired selection of wells. (The selected wells turn dark blue.) Then, click the Add >>
button. The experiment data collected from the selected wells will be displayed on the
Chart Plot. Clicking the Add All button will cause data from every well measured in the

experiment to be plotted on the Chart Plot. (See section 7.5 for information on removing
well data from the Chart Plot.)

Plot Tab Well Map Well Button
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Plot Selection

7.1

Plot Selection

Use the options in this section to change the way plots of well data are displayed:

>

>

X-axis: From this drop-down menu, select the parameter to be plotted on the X-axis
of the Chart Plot.

Y-axis: From this drop-down menu, select Cell Index, Normalized Cell Index or Delta Cell
Index as the parameter to be plotted on the Y-axis.

If you select Normalized Cell Index, you must also choose a specific time point to normal-
ize the data to. You can select this time point from the Normalization Time drop-down
menu under Curve Options (section 7.2). (A suitable time point might be, e.g., the last time
point before compound addition.) The normalized Cell Index for all wells will be set to 1 at
the normalization time point.

Similarly, if you select Delta Cell Index, you must choose a Delta time from the Normal-
ization Time drop-down menu (section 7.2). All Cell Index data at the Delta time will be
shifted to a fixed value (called T-refer Cell Index). By default, the T-refer Cell Index will
be 1 for all wells at the Delta time point. However, you can specify a different T-refer Cell
Index value by using the box just below the Y-axis box. Note that you use the same input
box (Normalize Time) to select both the Delta Time and the Normalization Time.

Curve Style: A user can choose to have data plotted on a Linear (default) or Log scale
by clicking one of the radio buttons. Then, the curves will automatically use this scale
on the Chart Plot.

Line Marker Size: Users can change the line size used on the plots. To do this, first
click the button(s) on the well map that corresponds to the well(s) you want to plot
(selected well or wells will turn dark blue). Once the wells are selected, go to the Line
Marker Size box and enter a smaller or larger value than is currently displayed. Smaller
numbers will make the lines appear thinner and larger numbers will make the lines
appear thicker.

Line Marker Style: Users can change the type of symbol used to represent data on the
plot. To do this, first click the button(s) on the well map that corresponds to the well(s)
you want to plot (selected well or wells will turn dark blue). Once the wells are selected,
select the symbol from the Line Marker Style drop-down menu.
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Plot Selection

Example of Plotting Curve Data

Notice the dark blue color of well buttons A4, B4, C4 and D4 in the well map indicating these
wells have been selected.
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Clicking the Add >> button displays the Cell Index curves for the four selected wells.
(Note that the colors of the selected wells have changed to match the colors of the cor-
responding curves on the Chart Plot.)
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Curve Options

7.2 Curve Options

Use the drop-down menus in this section to change the type of data displayed:

P> Normalize Time: This drop-down menu is not always available. It is only available
when users select Normalized Cell Index or Delta Cell Index for the Y-axis (see Y-axis
in section 7.1 above). In those cases, this drop-down menu displays all time points at
which experiment data have been collected. Any time point selected in the drop-down
menu will then be used as the normalization or delta time.

P> Cell Type: If the experiment involves more than one type of cell, this menu lets users
view data from a particular cell type. (Types must first be listed on the Layout page.)

P Cell Number: If the experiment involves different numbers of cells, this menu lets
users view data from a specific number of cells (as listed on Layout page).

P Compound: If multiple compounds were tested, this menu lets users view data gener-
ated from a particular compound (as listed on Layout page).

P> Concentration: If multiple concentrations of a compound were used, this menu let
users view data generated from a particular concentration (as listed on Layout page).

7.3 Scale

Use the options in this section to change the range of data displayed:

P Steps: If the experiment consists of multiple steps, this function will facilitate viewing
of only a few of those steps. For example, to view data from step 2 through step 5, first
select Steps from the X menu, and then select 2 on the From menu and 5 on the To
menu.

P> Time: This function will facilitate viewing data recorded over a certain period of time.
For example, to view data recorded from 2 hours, 10 minutes, to 5 hours, 30 minutes
of the experiment, first select Time from the X menu, and then select 02:10:00 on the
From menu and 05:30:00 on the To menu.

° Choices are limited to the actual time points (hh:mm:ss) of measurement sweeps.

P> Full X scale: Use this button to undo the Steps or Time selections (above) and restore
the full range of data (i.e., display all the data points on the Chart Plot).

P> Auto Y: Placing a checkmark in the AufoY box turns the auto-scaling function on and
lets the software choose the best Y-axis for data display. To turn this function off, click
on the box; the checkmark will be removed.

Turning the auto-scaling function off will activate the From and To boxes below the AutoY
box, allowing users to manually set the Y-axis scale. (Either use the up or down arrows
next to these boxes, or type in numbers to set the desired Y-axis scale.)
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Curve Color Selections

7.4 Curve Color Selections

° By default, if you click Add >> or Add All, the curves will be drawn in colors that the
system selects. To select different colors for each curve, use the Set Well Color button.
All selected colors will be recorded in the experiment file so that, when the user logs-in
the next time, the same colors will be used.

The color drop-down list above the Set Well Color button is used to select plot colors. To
change the color of a specific curve, first select the well button on the Well Map by clicking
on it (the selected well will turn dark blue). Then, choose the desired color from the color
drop-down list and click Set Well Color to apply that color to the well data plot.

s wl F }
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P> Set Well Color: Click this button to change the color used to plot well data.

P> Reset Well Color: Click this button to return plot colors to their default settings.

75 Other Function Buttons
P> Average: If some data plotted on the chart are replicates (as defined in the Layout
page), checking the Average box causes an average of these replicates to be plotted.

P Draw STDev: Checking the Draw STDev box adds error bars to any averaged data
plotted on the Chart Plot (see section 7.8).

P> Add >>: Once a well button or buttons are selected, clicking the Add >> button will
plot the data from the selected wells on the Chart Plot. (See also section 7.0 above.)

P Add All: Clicking the Add All button will cause data from every well measured in the
experiment to be plotted on the Chart Plot.

P Remove <<: Once a well button or buttons are selected, the Remove << button removes
the corresponding curves from the Chart Plot.

P Remove All: The Remove All button removes all curves from the Chart Plot.
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Well Map

7.6 Well Map

On the Plot page, the well map is used to select the well or wells whose curves will be
displayed on the Chart Plot. Select an individual well by simply clicking on the well button.
Select multiple wells by clicking and dragging across the desired well buttons. Individual
wells can also be double-clicked to add data for that well to the Chart Plot.

° The light grey color of wells on the well map indicates that these wells have been acti-
vated on the Layout page for this experiment.

7.7 Example of Adding Wells to the Chart

In the example below, wells have been selected for graphical display, but the Add >> button
has not been clicked yet.

Selected Wells
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Example of the Average Function

After the Add >> button is clicked, each well is represented by a colored line on the Chart
Plot:

L |
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7.8 Example of the Average Function

The Average function calculates the average of replicate wells (i.e., wells with the same cell
type, cell number, compound name and concentration on the Layout page) at each time
point and displays the averaged data in a single color. The same color is used to highlight
the replicate wells on the well map. The Draw STDev function adds error bars (represent-
ing standard deviation from the average) to the graph.

Average and Draw STDev Check box selected
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Example of the Log Scale

79 Example of the Log Scale

The data below is displayed on a chart with a logarithmic Y-axis. To redraw a plot this way,
select the Log button (in “Curve Style” under “Plot Selection”).

L ]
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Zoom In/Zoom Out

710 Zoom In/Zoom Out
Click the left mouse button, then drag the cursor to draw a rectangle around an area on
the plot. When you release the button, the curve within this area will be zoomed in (mag-

nified). Press the Esc key to zoom out (return the plot to its original scale).

Before Zoom In:

L |

(ID:1105071444) RTCA *ae

Fle Edi Setup Steps Execte Help
=] w6 Bl @] | > | & |2 1

Siart Siep | | |Exp Notes | Layuul.“.Schedule ﬂ'ceu Index | wellGiaph | Datadnasis | Message

Abort Step
1234567831112
Sean Plate
AW )b
| Steps | E@ER®. ) ) b )
4 LROS®. ) ) ) ) ) )
L T eeee. . ) . ) ) )]
g e E@eRw. ) ) ) I k)
r B A AN A A I I A NI
3 'iﬂ A G A AANA AN
E B ANIA I A D ID I
=
& [] Average
Draw STDev

Self define color

[ L

0o 40 80 120 180 w0 20 s
Time (in Hour) Vs | Celllndex ~

. = ©index @ Rel, Time
Curvs Typs: NU@“ZE Time @ Curve Style @linear  Oloa
[ el Type NH3T3 |

Line Marker Size

o 3
DR (0l ttrepit veconc) W[ From
[JCell Humber [ g25 > 00103 (IR 221254 118 Line Marker Style

[ Time [Compound — [(Empyy 1w ||| LAY

To (4541509 % | [ Concentiation (155 250eks ||| From [ 11 R

Baseline well ID

| Ready... | 16:335L | COM? | Offine Mode | ADMIMISTRATOR
After Zoom In:
2 (ID:1105071444) RTCA =B

File Edt Sstup Steps Exscute Help
=] | B | < [ | | e

StatSizp | ExMotes | Leyout | Schedule | Colindex | el Greph | Data Anss | Messace |

Aboit Step o
12345678 3101112
S Plete
a5 ARSO® )
| Stens | NIl VOSSO SSY

COSe®. ) ) i ) )
PeNe®. . ) i )
ER8e8. ) ) ) A
AN N A AN I AN IS
G A A A A NS I A A I
B A AN M IS I NN

Cell Index
=
&

@

‘Self define colar

B

Time (in Hour) W Ais | Cell Index -

Colndex @ Ret. Time 10

Curve Style. @Linear O log

e @I |
From e 590 W

[Flauisy T
P 21 R0 U | e

Curve Type: Mormalize Time 4541549
[ el Type MIH 312 ]

®

d

DRC (€1 at a time point s cane]
[l CalMurber (625

[Iime [Jcompourd [ Empty]

0 [45:41:50.8 ||| |[] Concentistion (155 250l

a

a

a

} Ready... ‘ 16:35:05 \ coM? \ Gffline Mods }ADMlNlETRMoR

Zoom In may take a long time if there are too many data points in the area selected for
zooming.
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Curve Repair Function

7.11 Curve Repair Function

If for any reason (most likely bad contacts that occurred when a device was taken out
and re-engaged during an experiment) the experimental curve is not smooth, the RTCA
Software offers Curve Adjustment Tools for repairing those problem curves.

Curve Adjustment Tools are not available when an experiment is running. Curve
repair should be done only after the experiment has finished or paused.

Always back up the original experiment data file (*.plt) before repairing the problem

curves.

° Curve Adjustment Tools are available only when Cell Index data is plotted on the
Y-axis. After curve adjustment, the user can plot Normalized Cell Index or Delta Cell
Index based on the adjusted Cell Index data.

To repair problematic curves, select Curve Adjustment Tools from the Setup menu.

Curves before adjustment:
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After Curve Adjustment Tools is selected, the Adjust peak panel will appear in the bottom-
left corner. Two types of curve adjustment tools are offered, Shift and Line fit.
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7.11.1  Shift of Curves
To Shift curves, follow these steps:

P> Select curve(s) to be shifted by selecting wells from the well map and adding their
curves to the plot.

P Select the time range over which to shift curve(s), using the time drop-down menu to
set the From and To time points.

P> Type in the value (positive or negative) by which the curves will be shifted.
P Click the Shift radio button.
P Click the Adjust Curve button.

After the Shift adjustment, all the curves in the selected time range will be shifted by the
Shift value.

Example: The curves have been shifted by -1.5 for all time points between 30:16:36 and
31:46:36.
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Curve Repair Function

711.2 Line Fit
To do a Line fit, follow these steps:

P> Select curve(s) to be adjusted by selecting wells from the well map and adding their
curves to the plot.

P Select the time range over which to fit curve(s), using the time drop-down menu to set
the From and To time points.

P Click the Line fit radio button.
P Click the Adjust Curve button.

After the Line fit, the portion of each curve within the selected time range becomes a
smooth line.

Example: The portion of the curves between 29:16:36 and 32:46:36 are adjusted with a
line fit.
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712 Baseline Cell Index

Users can choose one or more curve(s) as a baseline (if more than one curve is given,
the average Cell Index of the given curves will be used as the baseline). Once a baseline
is chosen, all points on the data curves will be calculated by subtracting the baseline Cell
Index from the original Cell Index, i.e.:

CcI, = CI

original

cI,

aseline

The Y-axis of the plot is now labeled BaseLine Cell Index (BaseLine Normalized Cell Index,
or BaseLine Delta Cell Index).

Follow these steps to draw a Baseline Cell Index curve:
>
>

On the well map, select a well or wells to be used as baseline wells.

Click the Add BaseLine button (the selected well(s) will be shown in the BaseLine Well
ID box).

Select the well(s) to be plotted on the well map.

Click the Add >> button to add curves to the plot. The Y-axis will be labeled BaseLine
Cell Index.

>
>

Click Reset BaseLine to remove baseline and restore plots of actual Cell Index values.

Example: Six wells are selected (A1, B1, C1, D1, E1 and G1) and displayed without and with
G1 as a baseline well.
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Cell Index curves are plotted for A1, B1, C1, D1, E1 and G1 wells.
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BaseLine Cell Index curves are plotted for A1, B1, Cl, D1 and E1, with G1 well as baseline
well.
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7.13 Normalized Cell Index

For each well, the Normalized Cell Index (NCI,) is calculated as the Cell Index CI,, at
a given time point divided by the cell index CI at the normalization time point
(nml_time), as below:

NCI. = CI/CI,

nml_time

nml_time

Thus, the Normalized Cell Index for all wells must equal 1 at the normalization time
point.

Follow this procedure to plot the Normalized Cell Index:

P Select Normalized Cell Index from the Y-Axis drop-down list.

P Select well(s) on the well map.

P Click the Add >> button to draw the Normalized Cell Index curve(s).

P> Select a Normalization time point from the Normalize Time drop-down menu.

Example: Normalized Cell Index plot for wells E7, F7 and G7; normalization time is
20:00:40.
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7.14 Delta Cell Index

For each well, the Delta Cell Index (DCI,,) is calculated as the Cell Index CI; at a given time
point plus a Delta value. The Delta value is a constant value for each well and is the differ-
ence between a reference DCI value and the Cell Index at the Delta Time point, as below:

DCI, = CI, + (DCI CI

reference Delta_time)

Thus, the Delta Cell Index for all the wells is the reference DCI value at the Delta time
point. The default value of the reference Delta Cell Index is 1, but the user can change that
value.

Follow this procedure to plot the Delta Cell Index:

P Select Delta Cell Index from Y-Axis drop-down list.

P Select well(s) on the well map.

P Click the Add >> button to draw the Delta Cell Index curve(s).
>

Select Delta time point from the Delta Time drop-down list (the same list as the Nor-
malize Time list).

P> Put in the required Reference DCI by typing in the value in the C-Index @ Ref. Time
box.

Example: Delta Cell Index plot for wells E7, F7 and G7; Delta time point is 20:00:40 and
DCI =3.0.

reference
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7.15 Settings for Data Analysis

In Settings for Data Analysis section of the Plot page, the user can set up some parameters
for the Data Analysis page, including: curve type and time period to analyze. The options
in Settings for Data Analysis section are the same as those under Curve Option on the Data
Analysis page. For more details, refer to section 10.5, Curve Types and Curve-Fit Formula.
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Export Experiment Data to Microsoft Excel

8. Export Experiment Data

8.1 Export Experiment Data to Microsoft Excel
There are two ways to export data to Microsoft Excel.
First, launch the RTCA Software and open the experiment data file (*.plt), then:

P> Go to the Cell Index page and select a time point from the time drop-down menu. The
Cell Index values at the selected time point will be shown. Select Copy from the Edit
menu. The Cell Index values will be copied and ready for pasting into an Excel work-
sheet. Open Microsoft Excel and select Paste from the Edit drop-down menu to paste
the copied data to Microsoft Excel.

P Go to the Plot page, select the wells to be analyzed on the well map and click Add >>
to display curves for the selected wells. Once the curves are displayed, right-click the
mouse and select Copy Data in List Format from the pop-up menu. The data on the
chart will be copied (as a list of data points) and ready for pasting to an Excel work-
sheet. Open Microsoft Excel and select Paste from the Edit drop-down menu to paste
the copied data to Microsoft Excel.

8.2 Copy Graphic Charts or Data on Charts

To copy graphic charts or data on charts to Microsoft PowerPoint, Microsoft Word or
Microsoft Excel, follow these steps:

P> Launch the RTCA Software and open the experiment data file (*.plt).

P> Add the desired curves to the Chart Plot.

P> Point the cursor at the Chart Plot and right-click the mouse.

P Select Copy Charts (or other items) from the pop-up menu.
>

Open the program (typically Microsoft Word/Excel/PowerPoint) to which you want to
paste the chart or data from the chart.

P Select Paste on the Edit drop-down menu.

The charts are imported as pictures. Therefore, their curves and labels cannot be modi-
fied. If the chart is to be modified, use the Copy Data from Chart function to paste the
data into Microsoft Excel (or other data analysis software), then use Microsoft Excel’s
graphing function to re-plot the data.
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Example of a Right-Click Menu

8.3 Example of a Right-Click Menu
On the Plot page, right-clicking the mouse will open a menu with the following options:

P> Copy Charts: Copy the chart as a picture.

P Copy Well Selection Map: Copy the well map.

P Copy Layout Information: Copy all layout information for the selected wells.
>

Copy Data in List Format: Copy (as a simple list) the Cell Indexes for the selected wells
and for time points currently displayed on chart.

v

Copy Data in Matrix Format: Copy (as a matrix) the Cell Indexes for the selected wells
and for time points currently displayed on chart.

After clicking one of the menu items described above, the user can go to Excel and paste
the copied chart or all the copied data.
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Well Graph

User Interface

9. Well Graph

The Well Graph page provides an overview of Cell Index curves for all the wells by display-
ing them in an 8X12 matrix format. The user can display and compare some of the curves
in the Zoom Area (top-right part of page) by just clicking on the “wells” to be compared.
The user can also select one of the “wells” as a reference.

9.1 User Interface

The Well Graph Page is divided into four main areas: Well Graph, Zoom Area, Graph
Setting and Summary.
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Well Graph
Well Graph Display

9.2 Well Graph Display

If there is Cell Index data in the experiment that is currently open, all the Cell Index curves
will be displayed on the Well Graph. If any data is added or modified during or after the
experiment, the curves on this display will automatically be updated in real time.

The following figure is an example of a Well Graph display during an experiment.
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Zoom Area

9.3 Zoom Area

The Zoom Area can display expanded versions of curves that the user selects from the
Well Graph. To select one or more well curves to display in the Zoom Area, simply click
the corresponding “wells” on the Well Graph. The color of the chosen well(s) will change
to white.

Users can also remove all the added curves (except the reference well curve) from the
Zoom Area by clicking the Clear button.

The following figure is an example of a Zoom Area display.
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Users can also choose one of the curves on the Well Graph as a reference. Once a reference
curve is chosen, points on the curves in the Zoom Area will be calculated by subtracting
the reference Cell Index from the original Cell Index, i.e.:

Cl _ =CI

new original

CI

Reference
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Well Graph

Graph Setting

Follow these steps to draw a Reference Cell Index curve:
P> Move mouse cursor to the well that you want to set as a reference
P Right-click the mouse to display a pop-up menu.

P> Choose “select ** as a reference well”, where “**” is the well ID (reference well will turn
yellow).

P> Add other wells to the Zoom Area by clicking them.

The following figure is an example of reference curves.
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In the above figure, well C6 has been selected as a reference, so the wells (i.e.: A1 and B11)
added to the Zoom Area are plotted as Reference Cell Index lines.

9.4 Graph Setting

Users can set the scale of the curves (both for Well Graph and Zoom Area) by using the
functions in the Graph Setting area.

When the box for AutoY contains a checkmark, the Y-axis auto-scaling function is on. To
turn it off, click on the box and the checkmark will be removed. When auto-scaling is off,
users can change the Y-axis scale by typing numbers in the boxes for Cell Index Cap and
Cell Index Bottom.

The value of Cell Index Bottom must be less than that of Cell Index Cap.
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Summary

9.5 Summary

There is a summary area displaying information about the current experiment, including:
maximal Cell Index value and the corresponding well ID, minimal Cell Index value and
the corresponding well ID. The following figure is an example of a summary.
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In the above figure, the well that has the maximal Cell Index is F9 and its value is 8.76003,
and the well that has the minimal Cell Index is H8 and its value is -0.0092.
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10. Data Analysis

The Data Analysis Page is used to analyze data obtained by the RTCA SP Instrument and
to calculate relevant parameters for cell-based assays. Major functions include:

P Calculate and display IC, /EC,, values for experimental data where a series of com-
pound concentrations is used. Various methods are used to derive IC, /EC,, values.

P> Calculate and display Cell Index Slope and Doubling Time within a given time
period.

P Calculate and display time-dependent IC,, values.

P Export Dose-Response Curves and other graphs to Microsoft Excel or Microsoft
PowerPoint and other application software.

P> Export curve-fit data to Microsoft Excel and other application software.

10.1 User Interface

The Data Analysis Page is divided into four main areas: Tool Bar Buttons, Graph Plot,
Curve Option and IC, /EC,, Summary Table.
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Experimental Data for Analysis

10.2 Experimental Data for Analysis
Data Analysis can be performed after opening any existing RTCA experiment data file.

Follow these steps to load existing experiment data:

o Click File — Open in the main menu.

e Select the experiment file (.plt) from the Open File dialog.

e Click Open to load the experiment data into the RTCA Software.

Depending on the experiment, data analysis may be performed while the experiment is
running and the Software is acquiring data in the background:

° If data acquisition is infrequent (for example, time interval is 15 minutes or more),
then data analysis can be performed on an on-going experiment.

It is not advisable to perform data analysis during an experiment that is acquiring
data very frequently (e.g. time interval is 5 minutes or less). The on-line data analysis
would use computer resources that are needed for running the experiment.

10.3  Well Selection for Analysis

After loading a set of experiment data, go to the Plot page and select wells which will be
used for data analysis.

For IC, JEC,, calculation, selected wells must all contain the same compound (which
must be listed on the Layout page). If the Layout page shows that the wells contain
more than one type of compound, go to the Plot page and put a checkmark in the
Compound box, then select the compound you want. Then, add the desired wells to the
plot.
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An Example of Data Analysis: Dose-Response Curve (DRC) at a Time Point

10.4 An Example of Data Analysis:
Dose-Response Curve (DRC) at a Time Point

After selecting wells on the Plot page, go to the Data Analysis page. To obtain a dose-
response curve at one time point, select the following items:

o Select DRC (CI at a time point vs conc) from the Curve Type drop-down list.

e Choose Sigmoidal dose-response from the Formula drop-down list.

o Select a single Time Point from the 7ime drop-down list.

Click +4 or +| on the tool bar. The graph will display a dose-response curve (X-axis:
concentration; Y-axis: identical to the Y-axis shown on the Plot Page, e.g. Cell Index or
Normalized Cell Index ) with discrete points for selected wells. Furthermore, the RTCA
Software uses the “sigmoidal dose-response equation” to apply curve-fitting to the experi-
mental data points, then calculates IC, /EC,, values and values for other parameters in the
equation. IC, /EC,  values are shown in the Table on the right side of the Page.

° The number in a yellow box next to each curve stands for the order of the curves that
have been drawn/added to the graph area. This number is used to distinguish between
different curves on the graph area. The details for each curve are shown next to the
corresponding number in the Table.

° Not all information can be displayed in the table due to limited space. There are
tooltips available for each cell. If you want to see more information on each cell, just
click on the respective cell. Then, a pop-up window containing information on the
corresponding cell will open.

If you select a user defined unit (“-define-") it is not possible to perform certain calcu-
lations on the Data Analysis page, e.g. DRCs. An error message will appear.
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An Example of Data Analysis: Dose-Response Curve (DRC) at a Time Point

There is a checkbox on the lower left part of the Data Analysis page. By default, this box is
unchecked. If a checkmark is placed in it, a blue line (start time) and a red line (end time)
will be shown on the Plot page; these represent the time period covered by the calculation.
If the selected curve type is DRC at a time point, only the red line is shown, to indicate the
time point selected on the Plot page.

Curve Types and time period can be preselected in Settings for Data Analysis on the
Plot page. See section 7.15.

To show curve-fitting details, move cursor onto the curve. The formula, curve type, time
point, and fitted parameters will be shown in a box.
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Curve Types and Curve-Fit Formula

10.5 Curve Types and Curve-Fit Formula

10.5.1 Curve Types

There are eight curve types available:

o DRC (ClI at a time point vs conc)

DRC (max Cl in a time period vs conc)

DRC (min Cl in a time period vs conc)

DRC ((max-min) Cl in a time period vs conc)

DRC (area-under-curve in a time period vs conc)

Time dependent IC,

Slope

00000600

Doubling time

All calculations and curve-fitting on the Data Analysis page are performed using Cell
Index or Normalized Cell Index or Delta Cell Index values identical to those displayed
on the Y-axis on the Plot page. For example, if Normalized Cell Index is selected as the
Y-axis on the Plot page, all calculations will use Normalized Cell Index values.

° Curve Types and time period can be preselected in the Settings for Data Analysis on
the Plot page. See section 7.15.

DRC (CI at a time point vs conc): Shows dose-response curve [X-axis: compound con-
centration; Y-axis: Cell Index or Normalized Cell Index (same Y-axis as on Plot Page)] for
all selected wells, then uses the chosen formula to perform curve-fitting and calculate IC,/
EC,, values at the chosen time point.

DRC (max CI within a time period vs conc): Shows dose-response curve (X-axis: com-
pound concentration; Y-axis: maximum of Cell Index or normalized Cell Index in the
chosen time period) for all selected wells, then uses the chosen formula to perform curve-
fitting and calculate IC, /EC,, values for that DRC.

DRC (min CI in a time period vs conc): Shows dose-response curve (X-axis: compound
concentration; Y-axis: minimum of Cell Index or normalized Cell Index in the chosen
time period) for all selected wells, then uses the chosen formula to perform curve-fitting
and calculate IC, /EC,, values for that DRC.

DRC ((max - min) Cl in a time period vs conc): Shows dose-response curve (X-axis: com-
pound concentration; Y-axis: (maximum minus minimum) of Cell Index or normalized
Cell Index in the chosen time period) for all selected wells, then uses the chosen formula
to perform curve-fitting and calculate IC, /EC, values for that DRC.

DRC (area-under-curve in a time period vs conc): Shows dose-response curve (X-axis:
compound concentration; Y-axis: area-under-curve for Cell Index or normalized Cell In-
dex in the chosen time period) for all selected wells, then uses the chosen formula to per-
form curve-fitting and calculate IC, /EC,, values for that DRC.
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Time Dependent IC,; Automatically extracts 20 time points within the chosen time pe-
riod, calculates IC, /EC,, values at each of these points, and draws a curve showing the
time-dependence of IC,; or EC,; values (X-axis: time point; Y-axis: IC, /EC,; values). If
there are fewer than 20 time points in the chosen period, then IC, values for all the points
will be calculated. Please see example illustrated below:

Curve Types and Curve-Fit Formula
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Slope: For each selected well, the Software calculates the slope of the Cell Index (or Nor-
malized Cell Index) curve in the chosen time period after fitting the points to a straight
line. The slope values are shown in the bar chart. Please see example illustrated below:
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Curve Fit Formula

Doubling Time: For each selected well, the Software calculates the doubling-time for the
Cell Index (or Normalized Cell Index) in the chosen time period by fitting the curve to
an exponential equation. The doubling time is the time required for the Cell Index (or
Normalized Cell Index) to double, based on the curve-fit. If doubling time is negative, it
means that Cell Index (or Normalized Cell Index) decreases with time. In this case, the
doubling time is the time required for Cell Index (or Normalized Cell Index) to halve,
based on the curve-fit. The calculated Cell Index Doubling Time values are shown in the
bar chart. Please see example illustrated below:
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10.5.2 Curve Fit Formula

There are two formulas available for calculating IC, /EC, values:

Sigmoidal dose-response
Y= Bottom + (Top - Bottom)/(1 + 10" (Log EC,, - X))

e Sigmoidal dose-response(Variable slope)
Y = Bottom + (Top - Bottom)/(1 + 10" ((Log EC,, - X)*HillSlope))

The above formulas use the EC,, value for the calculation. For an IC,, calculation, the
same formulas can be used, except that IC, | is used in place of EC,. Depending on specific
applications, a user can choose to use either EC, or IC,, in formulas by clicking one of
the two radio buttons at the lower left of the Data Analysis page. If EC, is selected, then
EC,, would be used in the formulas and the calculated results would be labeled EC,, (for
example, the sixth curve type would be called Time Dependent EC, ).

The choice of EC,, or IC,, simply affects how the results are labeled and shown, but
does not affect the results themselves.
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Data Analysis on Averaged Data for Replicate Wells

10.6 Data Analysis on Averaged Data for Replicate Wells

The Data Analysis page can process averaged Cell Index or averaged Normalized Cell
Index for replicate wells. On the Plot page, select wells that have same cell type and same
compound name (as listed on the Layout page). In addition, some of the selected wells
should have exactly the same concentration. Put a checkmark in the STDev box and click
the Average button. A graph showing averaged Cell Index curves (or averaged Normalized
Cell Index curves) with standard deviations will be displayed on the Plot page.

In the example below, the Software has calculated and plotted the data, including average
and standard deviation at each time point, for corresponding wells in well column 11
(wells A11 to F11) and well column 12 (A12 to F12).
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Switch to the Data Analysis page (by clicking the corresponding tab) and then select (or
add) DRC at a time point. The software will plot a dose-response curve with standard
deviation for each concentration point.
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Compare Dose-Response Curves and Corresponding EC50/1C50 Values for Selected Wells at Different Time Points

10.7 Compare Dose-Response Curves and Corresponding
EC50/1C50 Values for Selected Wells at Different Time
Points

To compare DRC and corresponding EC,/IC,, values at different time points:

Select wells on the Plot page.

Go to the Data Analysis page; choose DRC at a time point for the Curve Type,
then select a time point. Click 11 to draw the first curve.

Without altering the well selection or Curve Type, select another time point.
Click */to add another curve.

0 0 00

If needed, Repeat step 3) to add more curves for comparison.

The IC, /EC,, data is shown in the table on the right side of the Page. Please see the
example illustrated below:
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Compare Dose-Response Curves and Corresponding EC50/IC50 Values for Different Wells at the Same Time Point

10.8 Compare Dose-Response Curves and Corresponding
EC50/1C50 Values for Different Wells at the Same Time
Point

To compare DRC and corresponding EC, /IC, values for different wells at the same time
point:

Select the first group of wells on the Plot page.

On the Data Analysis page, choose DRC at a time point as the Curve Type and then
select a time point. Click g to draw the first curve.

Select a second group of wells on the Plot page.

On the Data Analysis page, without altering the well selection or time point,
click ﬂ to add another curve.

®© 00 00

If needed, repeat steps 3) and 4) to add more curves for comparison.

The IC, /EC,, data are shown in the table on the right side of the Page. Please see the
example illustrated below:
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Compare Cell Index Slopes (or Cell Index Doubling Times)

10.9

To compare Cell Index slopes or Cell Index doubling times for the same group of wells in

Compare Cell Index Slopes
(or Cell Index Doubling Times)

different time periods:

Select a group of wells on the Plot page.

On the Data Analysis page, choose Slope (or Doubling Time) as the Curve Type and

then select the first set of time points (beginning time and end time). Click ﬁ to draw

a bar chart that shows the slope.

On the Data Analysis page, without changing the Curve Type, select a second set of

time points (beginning time and end time). Click ﬂ to add a new slope to the existing

graph.

If needed, repeat step 3) to add more time-periods for comparison of slopes or

doubling times.

See the following example that shows a comparison of slopes:

[
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Tool Bar Button Definitions

10.10 Tool Bar Button Definitions

10.10.1 Draw Curve, Add Curve and Clear Curve

Four buttons 4 +| —|)'.'_ in the tool bar are used to draw, add, remove and clear data
analysis curves.

> After drawing parameters are selected, clicking gi will first
+/ Draw a New Curve: clear all curves on the graph area, then draw the new curve.

After drawing parameters are selected, clicking +| will add
> +| Add a Curve: curve(s) to the existing graph. This button is usually used for
curve comparison.

Clicking =| will remove the last curve added to the existing
> =| Remove Last Curve: graph. =

Clicking ﬂ will clear all the curves from the graph plot and
> | Clear Chart: the corresponding data from the summary table.

10.10.2 Copy Chart and Copy Data on Chart

Two buttons are used to copy charts and data on the Data Analysis page to the Win-
dows clipboard.

Click |73 will copy chart(s) to the Windows clipboard. Then
> Copy Chart: they can be pasted to other application software, such as
Microsoft Excel, Word, PowerPoint, etc.

Click [Z] will copy chart data [parameters, curve-fit equation,
source data, curve-fit data points (max. 240 data points )] to

> Copy Data on Chart: the Windows clipboard. Then they can be pasted to other
application software, such as Microsoft Excel, Word,
PowerPoint, etc.
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Messages about Experiments

11. Message Page

The Message page provides two kinds of information:

11.1  Messages about Experiments

The top message box contains messages about issues and problems in RTCA experi-
ments.

Two types of messages are included: One is a message from the Scan Plate function, which
will read either Plate scanned. Connections ok or Please check connections on the positions:
well ID X:Y.

‘ If you have wells with connection problems, please consult the RTCA SP Instrument
Operator’s Manual to troubleshoot these problems.

The other message appears when the experiment is started. It lists the wells which may have
background problems. This message is provided to help the user in planning the layout for
the experiment. If you have problem wells, please check the connection of the E-Plate 96
and RTCA SP Station and follow recommendations for cleaning in the RTCA SP Instrument
Operator’s Manual. If problems persist, contact your local Roche representative. Please also
send appropriate data files (please refer to the RTCA SP Instrument Operator’s Manual and
section 12 below).

11.2 Experiment Monitoring Events

In the bottom message box, events that occur during each experiment are summarized.
The recorded information includes the start and stop time of each step, the time the scan
plate was performed, time for resuming the experiment, etc.

Additionally, this box lists errors that occurred during an experiment and were detected
by the RTCA SP Instrument, along with error codes. Some error codes are related to the
use of the instrument; for example, removal of the E-Plate 96 from the RTCA SP Station
in the middle of a sweep-measurement would result in an error. Users can fix these instru-
ment-use errors. Other errors may relate to hardware issues. If such error codes persist,
please contact your local Roche representative.
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Example of a Message Page

11.3 Example of a Message Page

Following figure shows a typical Message page appearing at the end of an experiment:
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Create a Problem Report

12. Create a Problem Report

Whenever users want to contact a Roche representative for support (e.g., to solve recur-
ring issues during an experiment), they must send a Problem Report file to allow precise
assessment of the issue. To generate a Problem Report file, do the following steps:

P Launch the RTCA Software.
Open the experiment file on which you want to report any issues.

>
P> Open the File Menu and select Create Problem Report.
>

A dialogue window pops up asking whether it is OK to save all the Layout information
to the problem report file. Click Yes if there is no confidential information in the experi-
ment. Click No to hide all the Cell Type and Compound information. Click Cancel if you
do not want to create the report.

P If you select either Yes or No, the RTCA Software will create a Problem Report file with
the file name Err_**** plt.

Example: The dialogue window asks the user whether all Layout information can be sent
to customer support.

‘& 0806131819P1_Scellqc.plt RTCA [ElEI0

Cel Tiration with HsLa Cells o
0805853

A ? | OffineMode  ADMINISTRATOR
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Example: The message window shows that the Problem Report file has been successfully
generated.
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RTCA Software Functions Unique To The RTCA MP Instrument
MP User Graphic Interface

13. RTCA Software Functions Unique To The
RTCA MP Instrument

This section is for users of the RTCA MP Instrument only. It describes the user graphic
interfaces for the RTCA MP Instrument, followed by a description of RTCA Software
functions that are common to both the RTCA SP Instrument and the RTCA MP Instru-
ment. Finally, it discusses functions and operations unique to RTCA MP Instrument.

13.1  MP User Graphic Interface

The MP user graphic interface consists of a Main Window and six Plate Windows.

Main Window 6 Plate Windows

File WYiew System Execute Help

[Slcs] 6 ]a [ »[ ] s] w2

L4

g [ Ready . / @ Ready ... — [g] L [ Ready ...

- [E1] (ID:080728*P1) V oem (& [¢2] (ID:080728*P2) SEICA V53] (ID:0B0728~"P3)

al] =[] o] > ][] B[] ] > =]l

&l - [Resdyin m[E T L g\ T =
I - - T COM | ADMINISTRATOR | 12:59:59PM |
Main Window Status Bar Plate Window Status Bar
(showing common info for all plates) (showing individual plate info)

° Both the Main Window and the six Plate Windows are resizable.
° When the Main Window is resized, the six Plate Windows are resized accordingly.

° Individual Plate Windows can be resized without affecting other Plate Windows.
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SP

Start Step

The Functions and Controls Common to both RTCA MP and RTCA SP Instruments

13.2 The Functions and Controls Common to both RTCA MP
and RTCA SP Instruments

In terms of user interfaces and functions, each Plate Window within the MP Main Widow
is similar to the SP Window, and contains all individual-plate-dependent functions such
as Start Step / Pause / Continue, Abort, Scan Plate.

The appearance and /or locations of the functions on an individual Plate Window
may be different from those on the SP Window.

The Table below shows controls found in both the SP Window and the MP individual Plate
Windows. However, either the appearances or locations of these functions are different.

Function Comments
Start a Step
One button that carries different
Pause the running experiment labels according to experiment
status

Continue a paused experiment

Abort a running Step

Scan Flate

Scan Plate

CIEIERER -

The Main Window contains the common functions that apply to all Plate Windows. Some
of the Main Window functions have corresponding functions in the SP Window, such as
System Settings, User Management, Logout, and Help. However, the MP Main Window also
contains several new functions, such as Start All, Pause All, Continue All, Abort All and Scan
All, which will be discussed in the next section.
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The Functions and Controls Common to both RTCA MP and RTCA SP Instruments

The Table below shows the functions on the MP Main Window that have corresponding
functions on the SP Window.

100

]_ietupl Steps  Execute Help

E‘;.-'stem I Execute Help

Frequency ¥

Clone Individual Page r
Clone Experiment

Swskern Setkings
ser Management

» User Management

Lok

Clone Individual Page *
Clone Experiment

Setup
Iser Management

Logouk
» [Setup] » [System]
P Logout > Logout
» System Settings » Setup

» User Management

Set parameters
Manage users

MP Function Comments
Function applies to
L +
H E Logout all Plate Windows.
Logout Functions apply to

all plate windows.

|Hﬂb|

Help Topics F1

Software Manual

About RTCA

|Hﬂp|

Help Topics F1
Software Manual

About RTCA

Help information

Function applies to
all plate windows.

RTCA Software Manual — Software Version 1.1




RTCA Software Functions Unique To The RTCA MP Instrument

Overview of Functions and Controls Unique to the RTCA MP Instrument

13.3 Overview of Functions and Controls Unique to the RTCA
MP Instrument

The RTCA MP Instrument can simultaneously run up to six E-Plate 96 experiments for
up to six users.

o Actions taken on each Plate Window are applied to that individual Plate Window
only.

For example, clicking the start button ﬂ on the P4 Plate Window [#4] will start the ex-
periment on Plate [#4] only.

File Wiew System Execute Help

L= NI I N R S R R
:@ [#4] (ID:080421""P4) (=) (& (=) =

| Fle Edt Setup Steps Ex ‘

=& ] &)

Bl D

cute
|+ | & =

o Actions taken on the main window are applied to all plate windows that are owned by
the login user.

TL

Clicking the Start All button ﬂ on a Main Window will start experiments on all valid
plates.

File Wiew System Epecute Help

(R ] ] o ] oo | [ o [ R - R
',a;. [#4] (ID:080621P4) QE® [ &

File Edit Setup Steps Execute File

& | < &l ] ] & =

“Valid Plates” means:

1) The E-Plate 96 is owned by the login user.
2) The E-Plate 96 experiment is ready to be started.

Software Function




RTCA Software Functions Unique To The RTCA MP Instrument

Overview of Functions and Controls Unique to the RTCA MP Instrument

The Table below describes all the functions and controls unique to the RTCA MP Instru-

ment.
Controls Function / Example Comment
E‘ Reopen the most recently opened experiment(s) Any reserved plate window

ignores this command.

Save changes for plate window(s)

L

Lock cradle(s) A plate window ignores
this if it is locked already.
i] Unlock cradle(s) A plate window ignores
this if it is unlocked
already.

Start / Continue experiment(s)

Pause experiment(s)

Cancel pending action(s) Pending action: action
issued, but has not been
executed because analyzer
is busy with another plate

wE| >

window
ﬂ Abort current running Step for plate window(s)
gl Scan plate window(s)
g! Stop Scan for plate window(s)
(11 I Restore all 6 plate windows to fit within the main window, | This function does not
LLL and show cradle status for each plate window require the logged-in
(see next for an example) user to be the owner of

the plate windows or the
Administrator. Every login
user can do this.

(1T | Hl & El ] (same function as above)
11 R 1 ]

| EPlate Status |

Current Fage

EMotes
Layauk
Schedule

Cell Index
Plak

Well Graph
Data Analysis

Message [

4 4 4
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Overview of Functions and Controls Unique to the RTCA MP Instrument

Controls Function / Example Comment
lll_'| Hl *|H' . | Resize plate window(s) owned by the login user within The example shows:
L U U the main window, and keep current page displayed in The logged-in user is us-
EFlate Status plate window(s). ing 4 plate windows, but
P_ the 4 plate WindOWS are
| Current Page | Lo L % | on different pages.
fBE A eo0 ST EE R o0 o t
EMotes "-L'-_a“-""-'-‘-_j el I e - | Click “Current Page” under
Lavout = et B — ::_: - to resige tr_le _4 plate
Sderlle s o e wmdows to fit within the
cell Ind I L - main window, and keep all
F'IE fees 7 . S o current pages displayed.
- T — P
s GI’EIFII'I o —— > :
. CFOE B pon s mooBoon, _ R
Daka l|:|||-|a|-:l.-5|5 [ P E . (o —"— B RS RRRER T T . . |f d
oF (s ou do not want to
Message i - : e y
g Ik == = s = show all of the plate
Inf = et I A i ;
H: = ' windows you are using,
7 et you can minimize those
e} Lawomoanit | plate windows, then
] 3} i ab

e e e | click “Current Page”, to

. ——— S how 0n|y unminimized

| windows.
S B BE <
s - | (In example at left, the
T T ¥ L) A L] ¥ L ¥ - L w .

e e o it ety ot user has 4 plate windows,
¥ = | A~ B [
= =i § but two of them were
P Pt S minimized and are not
= ) : i shown)

P . v
COaonRonn

ot o o e [T i

::: i | H: *|H: ] ﬁj;_'fg_wuﬂgmm - Show ExpNotes Page(s) for

- - | plate window(s) owned by
EFlate Status e [ o * | logged-in user.
Current Page N S s — Similarly, if you chose one
(TS = e of the other pages (e.g.,

[ Eriotes | L —— e —— Plot p_age), the respective
v :‘:; - ;""_ .i::_-__m...‘._, pgge is shown in plate
Schedule - Il - Fi :’g'ndg(;"’i(s)uosvg:‘"f‘d by the
Cell Indes et [ bl S g %9 '

Pliok

el Graph
Daka Analysis
Message
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Overview of Functions and Controls Unique to the RTCA MP Instrument

Controls Function / Example Comment

11 Maximize individual plate (P1 ~ P6) window. After plate window is
H. x w“ maximized, p|ate WindOW'S
- O ——— - | current page is not
O EE = . changed

g . | Sesesesses

* a i il

LL_ 4 jof s
—_ i 5% wewseess
[T
o
e -

E’j Hl "|'H v| Maximize a plate window and show the assigned page There are 6 numbered

U LI in that window. For example, the following action (click drop-down menus on the

EPlate Status “ENotes” under M ) will maximize Plate 3 window, and | main window toolbar. Each
show its Exp Notes page. controls its corresponding
Current Page plate window.

|  EmMotes |
Layouk
Schedule
Cell Index
Plot
Well Graph
Daka Analysis
Message
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Launch RTCA MP Software

13.4 Launch RTCA MP Software

Double-click RTCA 1.1 icon on the RTCA Control Unit. The RTCA Software will detect
hardware connections and enter different operation modes, depending on the connec-
tions detected.

It may take a few minutes for RTCA Software to initialize the RTCA MP Instrument
and display.

If no RTCA Instrument is connected to the RTCA Control Unit, or connected RTCA
Instruments are turned off, the RTCA Software may show a dialog window that allows
the user to enter the Offline mode. Alternatively, if the RTCA MP Instrument connected
to the RTCA Control Unit is turned on, the RTCA Software will enter Real-Time mode
automatically.

13.4.1 RTCA Software in MP Offline Mode

When RTCA Software enters the MP offline mode, all hardware-related controls such as
Lock / Unlock, Scan Plate, Start / Abort Step are disabled. You can still use the RTCA Soft-
ware to analyze a previously run experiment, or design experiments for later use.

° Please check Section 4.8 and 4.9 for details on designing an experiment template.

13.4.2 RTCA Software in MP Real-Time Mode

When RTCA Software enters the MP Real-Time mode, it automatically performs the Scan
Plate function for all E-Plates 96 engaged in the cradles of the RTCA MP Station. This
automatic Scan Plate may take up to 40 seconds, depending on the number of engaged
E-Plates 96.

o Please check Sections 5.1 and 5.2 for details of the Scan Plate function.

Please do not work with the RTCA MP Software while it is initializing or performing
the automatic Scan Plate.

After Scanning Plates, RTCA Software is ready for users to start experiments in either of the
following ways:

1) Starta new experiment in a Plate Window by:

P> Setting up new ExpNotes (optional), Layout, and Schedule pages
° Please check Sections 2.4 — 2.6 to learn how to set up ENotes page.

° Please check Section 3 to learn how to set up Layout page.
° Please check Section 4 to learn how to set up Schedule page.

P Or Cloning individual page or experiments from:
P> Saved templates
P Existing experiments
Please check Sections 4.8 — 4.9 for details on Cloning of Experimental Set-
tings.

2) Open an unfinished experiment in a Plate window and continue it.
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Example of Multiple Users Running Experiments on the RTCA MP Instrument

13.5 Example of Multiple Users Running Experiments on the
RTCA MP Instrument

Suppose that three users use the RTCA MP Instrument to perform their own experiments,
with each user running two E-Plates 96. The three users are: Userl, User2, and Admin-
istrator.

The sequence of such experiments may occur according to the following steps:

o All three users prepare two E-Plates 96 each. The wells of each E-Plate 96 are filled
with cell culture media.

e User1 inserts two prepared E-Plates 96 into P1 and P2 cradles and User2 inserts two
prepared E-Plates 96 into P3 and P4 cradles.

Launch RTCA Software to enter MP Real-Time mode

Login to RTCA Software with username “User1”

Maximize P1 Plate Window

Setup ENotes Page, Layout Page, and Schedule Page

0000

° Please see Sections 2.4 - 2.6 on setting up ENotes page.
° Please see Section 3 on setting up Layout page.

° Please see Section 4 on setting up Schedule page.

Click ﬂ on P1 Plate Window to start an experiment in the E-Plate 96 on cradle 1.
° Cradle 1 will be locked automatically when the experiment starts.

Repeat Step 5 to Step 7 for E-Plate 96 in cradle 2.

Remove the E-Plates 96 from cradle 1 and cradle 2, then add cells to the E-Plate Wells.

Leave the E-Plate 96 in the tissue culture hood for 30 minutes at room tempera-
ture, so the cells settle to the bottom of the well.

Replace the E-Plates 96 on cradle 1 and cradle2 and start Step 2 for the two E-Plates
by clicking ﬂ on Main Window.

° Cradles 1 and 2 will be locked automatically when Step 2 starts.

Q User1 E'i" logout.

@ Login to RTCA Software with username “User2”".
° User2 cannot access the P1 Plate Window and P2 Plate Window.

e 00 ©

@ User2 works with P3 Plate Window and P4 Plate Window, following steps 5 to step 10
to start experiments with E-Plates 96 on cradle 3 and cradle 4.

@ User2 EH' logout.

° P3 and P4 cradles are locked when User2 starts the experiments.

>> >
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Example of Multiple Users Running Experiments on the RTCA MP Instrument

User1 login again.

© 6

Click ﬂ ‘Abort All” from the Main Window. This aborts the current step for
experiments on P1 and P2 Plate Windows.

UserT's action !J “Abort All” does not apply to User2’s E-Plates 96 on cradles
3and 4.

Click _ﬂ_’ “Unlock All” from Main Window. P1 and P2 cradles are unlocked.

UserT'’s action _ﬂj “Unlock All” ” does not apply to User2’s E-Plates 96 on
cradles 3 and 4.

User1 removes E-Plates 96s from cradle 1 and cradle 2 and adds compounds to wells
of E-Plates 96.

0 6

User1 replaces E-Plates 96 on cradle 1 and 2 respectively. RTCA Software detects the
presence of E-Plates 96 on cradle 1 and 2 and starts an auto-scan of E-Plates 96 on
cradle 1 and 2.

The RTCA Software auto-scans the plates in the order they were re-inserted into
the cradle pockets.

User1 Start Step 3 by click ﬂ on Main Window for the two E-Plates.

006

User1 [jl#| logout.

Administrator inserts two E-Plates 96 into P5 and P6 cradles respectively.

Administrator works with P5 and P6 Plate Windows by repeating Step 5 to Step 9 to
start experiments for E-Plates on P5 and P6 cradles.

000

Administrator checks the data on P1 to P4 Plate Windows by plotting the Cell Index
curves for selected wells on the plot page of each Plate Window.

@ Administrator has the right to access all other users’ experiments running on the
RTCA MP Instrument.

(%)

Administrator El_f logout.

(&)

Experiments for all six E-Plates on RTCA MP Station continue and RTCA
Software is ready for User1, User2 or Administrator to login.

° All six E-Plates 96 are locked so that no one can accidentally remove an E-Plate 96
without logging onto the RTCA Software.
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C Appendix

1.  Ordering Information

Roche Applied Science offers a large selection of reagents and systems for life science
research. For a complete overview of related products and information, please visit and
bookmark our home page, www.roche-applied-science.com, and visit our special interest
sites for

v

The xCELLigence System:
www.roche-applied-science.com/sis/xcelligence

v

Apoptosis and Cell Proliferation:
www.roche-applied-science.com/sis/apoptosis

v

Cutting-Edge Transfection Reagents:
www.roche-applied-science.com/sis/transfection

Roche Applied Science Service and Support

At Roche Applied Science we are committed to providing innovative, high-quality
instruments and reagents combined with excellent customer service — offering powerful
tools to address the evolving needs of life science researchers worldwide.

Whether you need expert technical support, online access to comprehensive product
information, convenient on-site product supply service and online ordering, or outstand-
ing customer service to ensure accurate and timely product delivery, we provide a wealth
of resources to help you achieve your research goals.

For more information, visit www.roche-applied-science.com to explore our products
and services or to find a local representative.

6 Units Cat. No. 05 232 368 001

E-Plate 96

6 x 6 Units Cat. No. 05 232 376 001

RTCA Contact Pins 96 (20 units) Cat. No. 05 232 384 001
RTCA Software Package 1.1 Cat. No. 05 358 078 001
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