SOFTWARE UPDATE NOTIFICATION

SOFTWARE UPDATE NOTIFICATION (SUN]
- ZETASIZER SERIES OF INSTRUMENTS SOFTWARE:
PSS0012-37

Introduction
c; PARTICLE SIZE This document details the release of software PSS0012-37. This is the Zetasizer software
version 7.11.
RHEOLOGICAL PROPERTIES It covers the additions and improvements as well as issues fixed in this release of the
software.
@ Ll LA Note: If you are upgrading from any version before 7.01, you should also read

the SUN documents issued with version 7.01, 7.02, 7.03, 7.04 and 7.10.
ZETA POTENTIAL

Installation

It is assumed that you have authority to install or update software within your company’s
SOPs. If you do not have this authority please consult with your I.T. support department
before proceeding.

It is assumed that you have Administrator rights for the computer. This is required by the
installation process. For Zetasizer Series software, Windows 7 and later will not allow an
installation if the user does not have administrator access. This is in line with Microsoft’s
Logo policy and is standard practice.

Before installation of the software, the instrument must be switched off and
disconnected from the USB connector of the PC.

Recommended System Requirements

Intel Core 2 Duo, 4GB RAM, 160GByte hard disk drive, 1024 x 768 screen resolution
running in 32 bit color mode, CD-ROM drive, 1 free USB port, Windows 7 operating
system.

Supported Languages

e English
e  Japanese

Supported Operating Systems

The following operating systems are supported by the Zetasizer software v7.11:

e Windows 8 (32 bit and 64 bit)
e Windows 7 (32 bit and 64 bit)
e Windows XP 32 bit (SP3 or higher)
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Supported Software Integration
If using existing Zetasizer software with any of the following it is not recommended to upgrade to v7.11:

e  Malvern Link Il
e Any 3" Party Software

Installation Instructions

The software suite comes on an auto-loading CD-ROM. Inserting the CD into a system configured to auto-run a CD will run the

installation program automatically. If your system does not support this feature run the setup program from the root directory of
your CD drive.

Note: All DTS version 3.xx, 4.xx, 5.xx, 6.xx software must be uninstalled before version 7.11 is installed. The installer will uninstall a
previous version if it detects an older version is installed (7.xx and later only).

During the installation process, if the installer detects that an instrument is connected, you will be prompted with the following
message (Figure 1).

I B The Zetasizer unit is currently connected to the PC, please disconnect

‘@ the unit and then press OK to continue.

Figure 1: “Disconnect Zetasizer Unit” message

You must unplug the USB cable from the PC or Zetasizer Nano and then press OK. If you press the OK button without performing
these previous steps then the installation will not continue.

Microsoft .Net Framework 4

The Microsoft .Net Framework 4 must be installed for the Zetasizer software to run. This is installed during the Zetasizer software
installation progress and under certain circumstances can involve the PC needing to restart. Completion of this stage of the
installation can take a few minutes, and in the case of Windows 7 64 bit can take over 10 minutes. Whilst the .Net Framework is
being installed the following window will be displayed:

%5 Microsoft .NET Framework 4 Setup X
Installation Progress f
Please wait while the \MET Framework is being installed. Micrassfts
.NET

File security verification:
[ |
L |

Al files were verified successfully,

Installation progress:

Installing .MET Framewark 4 Client Profile

Figure 2: Microsoft .Net 4 Installation Window
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Running the installer before the Zetasizer Software has closed down

If the installer is run immediately after closing down a previous installation of the Zetasizer Software then the error shown in Figure
3 may be displayed during the installation process.

Error

Ci\Program Files\Malvern Instruments\Zetasizer
AW software\SecurityServer.exe

An eror occurred while trying to replace the existing file:
DeleteFile failed: code 5.
Access is denied.

Click Retry to try again, Ignore to skip this file (not recommendex), or
Abort to cancel installation

[abor | [ Rey | [ 1gnore

Figure 3: Warning during installation

If this error is encountered then the user must open Windows Task Manager, go to the Processes tab and select the process
described in the first line of the warning (in Figure 3 this would be “SecurityServer.exe”) and then select “End Process”. Once this
is done the Retry button can be selected on the original error window and the installation will continue successfully.

USB Driver Installation
During the installation of the USB drivers you may be prompted multiple times with the message shown in Figure 4.

|| Windows Security (=5
Would you like to install this device software?

MName: Carrelator.com Universal Serial Bus cont...
- Publisher: Malvern Instruments Ltd

7] Always trust software from "Malvern Instruments Install Don't Install

Ltd".

'j:' You should only install driver software from publishers you trust. How can [ decide which
device software is safe to install?

Figure 4: Install USB window

This warning can safely be ignored as the software installation has been fully tested on Windows 7. Press “Install” to continue
installation of the USB drivers.

Installation with Viscotek OmniSEC software
If the Zetasizer software is being installed on a PC that already contains the Viscotek software OmniSEC version 4.7, the following

message may appear:
Please select the best match for your hardware from the list below.

e Conelator.com(3.4.1.20)

Description Version  Manufacturer  Location
Malvern Zetasizer (wdgtidi.sys) Unknown Correlatoe.com  c:\windows\inf\cor

Corelator.com{3.4.1.20) 34.1.20  Conelator.com _c:\windows\inf\oer
Il Mobver Zetasizer 34120 Corelstorcom _ c:\windows\inf\oe

< >

[\ This diiver is not digitally signed!
Tell me why driver signing iz important

[ <Back [ Net> | [ Concet |

Figure 5: Select USB Drivers on Windows with OmniSEC software

Select the "Malvern Zetasizer’ and click ‘Next'. The ‘Malvern Zetasizer (wdgtldr.sys)’ option must not be selected.
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Connecting the Zetasizer to the PC

When the software has been installed and the instrument has been connected via the USB port, and switched on, Windows may
display the New Hardware Wizard window (Figure 6).

Found New Hardware Wizard

Welcome to the Found New
Hardware Wizard
‘Windows wil search for curent and updated software by

looking on vour computer, on the hardware installation CD. or on
the ‘Windows Update ‘Web site [with your permission).

Fiead owr privacy policy

Can ‘Windows connect to 'Windows | pdate to search for
software?

O Yes, thiz time only
(O Yes. now and every time | connect a device

@®

Click Mext to continue,

Figure 6: New Hardware Found Wizard

The first page asks for permission from the user to search for updates on Windows Update. Select “No, not this time” and then
press Next and the following window will then appear:

Found New Hardware Wizard

Welcome to the Found New
Hardware Wizard

This wizard helps you install software for:

Malvern Instruments Nano

\\') If your hardware came with an installation CD
“E2 or floppy disk. insert it now.

What do you want the wizard to do?

®nstall the software automatically (Recommended]
O Install from a list or specific location (Advanced)

Click Next to continue.

Figure 7: New Hardware Wizard Installation Page

If you are connecting to a Zetasizer APS or Zetasizer yV, the name used to identify the hardware will be displayed as “Malvern
Zetasizer” rather than “Malvern Instruments Nano”.

This window should be left with the default selection of ‘Install the software automatically’ and the ‘Next’ button should be
selected so that file transfer begins. Once file transfer has completed the ‘Finish” button should be selected to complete the
installation. At this point Windows will indicate that the new hardware is installed and ready to use.

You may see the same security warning as shown in Figure 4. The warning can safely be ignored as the software installation has
been tested on Windows 7 and Windows XP. If the warning is encountered the Install button should be pressed.

In Windows 7, when the Zetasizer Nano is installed, it is possible that the message ‘Device driver software was not
successfully installed” will be displayed in the bottom right-hand corner of the screen (Figure 8).

Malvern |
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i l Device driver software was not successfully installed * *
Y Click here for details.

Figure 8: Device Driver not successfully installed
Alternatively, the following message may appear.
r_'_] Driver Software Installation I ﬂ

Device driver software was not successfully installed

Malvern Instruments Mano xDavi(E unplugged

What can I do if my device did not install properhy?

Close

L =

These messages can be safely ignored as long as, when the Zetasizer software is started, the ‘Nano’ icon is enabled (Figure 9).

Figure 9: Nano Connected Icon

Zetasizer APS and pV users

Due to a driver update in the 7.02 release of the software, you may have to follow the steps described above to install the driver
twice. This should only occur with new APS and pV instruments on Windows XP.

Running the software

When the software is started the first time, the following dialog box will appear. Click on the appropriate system to select it. This
dialog will not appear the next time the software is started.

!“3'1 Zetasizer ]nsh'umentilel Elﬂlg

> Cmen
==

9 Zetasizer APS

Figure 10: Zetasizer Instrument Selection

The instrument type can be changed at any point by selecting the menu item; ‘Tools’, ‘Options’, ‘Instrument type’. Once the
instrument type has been changed the software must be restarted for the change to take effect.

Importing SOP sample settings (software upgrade only)

The SOP sample settings will be copied to a backup location during the installation process. To maintain these settings with the
new installation, the relevant files need to be manually copied to the correct location to replace the installed files.

Malve rn | Software update notification PSS0012-37
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1. Ensure that you are logged onto the computer as an administrative user
2. Run the Zetasizer software once then close it down so there are no copies of it running.
3. Use Windows Explorer to copy the files:

SampleProperties.cfg

CompoundProperties.cfg

lonicSpecies.cfg

to the relevant location. The locations of the files depend on the operating system:

Windows XP

Copy from C:\Documents and Settings\All Users\Application Data\Malvern Instruments\Zetasizer<date/time of install> to overwrite
files in C:\Documents and Settings\All Users\Application Data\Malvern Instruments\Zetasizer

Windows 7/8

Copy from C:\ProgramData\Malvern Instruments\Zetasizer<date/time of install> to overwrite files in C:\ProgramData\Malvern
Instruments\Zetasizer

N.B. The Application Data folder is a hidden folder. To view it on Windows XP you need to access the Control Panel then select
Folder options->View and then enable the option to Show hidden files and folders.

N.B. The ProgramData folder is a hidden folder. To view it on Windows 7 you need to access the Control Panel then select
Appearance and Personalization->Folder Options->Show Hidden files and folders and then enable the option to Show hidden files,
folders and drives.

N.B. If the installation process is terminated prematurely, the backup from the last installation is maintained in the following
directory:

Windows XP - C:\Documents and Settings\All Users\Application Data\Malvern Instruments\Zetasizer_BACKUP
Windows 7 - C:\ProgramData\Malvern Instruments\Zetasizer_BACKUP

Uninstall Procedure
The software can be uninstalled using the standard Add/Remove feature in the Windows Control Panel’.

New Features

Microrheology Updated workflow

SLS Macro New macro

Compatibility with

Zetasizer ZS Nano Helix Cell Types added Zetasizer ZS Nano
Helix
Bug fixes from 7.10 Improvement

New Features Description

Microrheology

Malve rn | Software update notification PSS0012-37 6
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Microrheology offers significant measurement advantages for low viscosity, weakly-structured complex fluids since it offers a much
wider frequency range than conventional mechanical rheometry (fundamentally limited by inertia), and can access the very high
frequencies required to measure the critical (short timescale) dynamics of such low viscosity materials.

DLS Microrheology also requires very small sample volumes - microliter-scale volumes are possible - and enables rheological
characterization of material types not available in larger volumes e.g. protein-based formulations.

The methodology has now been split into three distinct sections.

e The first step is to ascertain if there is any interaction between the tracer particle and the sample, this is performed using
a zeta potential measurement.

e The second step is to optimize the tracer concentration; this is performed using a size measurement.
e  The third step is the microrheology measurement itself.

The splitting of these sections allows a greater freedom over the overall process. Results are quicker and simpler to generate and
the screening & optimization of tracers is easier to perform.

SLS Macro

Using static light scattering, an accurate molecular weight can be determined as well as the second virial coefficient, see MRK528-
01 for further details. These measurements are now automated through the use of the SLS Macro when using the Zetasizer APS.

Zetasizer Nano Helix Cells

The Zetasizer Nano Helix provides in-depth, detailed mechanistic insights to characterize unfolding and aggregation, and hence
protein stability, by unifying DLS with Raman. The cells required for these measurements are now available from the SOP Editor.

GAMP 5 Software Categorization

The GAMP 5 guide provides guidance to pharmaceutical companies wishing to understand whether the computerized systems and
software they used are fit for purpose and meet current regulatory requirements. As part of this, the GAMP committee have
defined a series of software categories which are designed to help users in assessing the risk and validation requirements
associated with using a specific software package.

The Zetasizer software provides users with the ability to modify the results reported by the system to fit their specific application
requirements. This is achieved through the use of custom calculations within reports and also through the application of emulation
factors as part of the analysis settings . Given this, the software should be considered to be a Category 5 software package. Users
are therefore encouraged to specifically validate the custom calculations and emulation factors applied within SOPs, and ensure
these are documented. Where possible, we would encourage the use of the standard result reporting features, as this minimizes
the risk of errors in the reported size distribution statistics.

Fixed issues

34741 It was possible to delete records when the option had been restricted in the Fixed
security settings.

35046 It was not possible to change the default file path settings Fixed

33694 It was not possible to run macros from the right click context menu in the Fixed
records view

Known Issues

The following software bugs have been discovered within the software, and will be investigated as part of a future release. Please
follow the suggested work-around for each.

Malve rn | Software update notification PSS0012-37 7
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I L R

Using CONTIN analysis (in Research mode)
can cause the NanoSampler schedule to
fail

New workspaces have been created to
support the new measurement types.
However, due to the way the software is
updated, they will not appear if a current
Zetasizer user is having their software
upgraded.

Some PCs, running the Zetasizer software,
may lock-up or freeze when connected to
an APS or pV.

USB detection occurs automatically on new
computers. On older computers the
instrument is not always detected
automatically and the instrument icon in
the bottom right-hand corner of the status
bar will remain greyed-out

The parameter dictionary has been
updated in version 7 of the software and
some of the parameters have changed. For
reports that the user may have created
containing the affected parameters, the
parameters will become undefined.

PC entering sleep mode can disconnect the
Zetasizer

If, during a measurement, the lid is
opened, all of the safety cut offs will work
as expected, but the measurement will
continue to completion rather than
aborting.

Malvern |

If CONTIN analysis required, create SOP with
general analysis and reanalyze data using
CONTIN.

In order to install the new workspaces, the user
should select ‘import workspace’ from the tools
— settings — configure workspace menu, browse
to the location of the workspace they are
interested in, (located in C:\Program
files\Malvern Instruments\Zetasizer\Export Data)
select it and then press “OK".

The APS and pV both require a PC with at least
two cores or alternatively, a CPU that is Hyper-
threading (HT) enabled. Therefore, it is advisable
to run the software on a PC that meets the
recommended specification detailed earlier in
this document if the PC is to be connected to
either a Zetasizer APS or Zetasizer uV. The
Zetasizer Nano is not affected by this issue.

This is fixed by closing the application, restarting
the computer and restarting the software.

This can be seen when a report is opened and
the parameter displays the text ‘No parameter
has been selected’ or if the nothing is shown
next to the text label (i.e. the value appears
blank). To fix this problem for each parameter
carry out the following steps:-

1) Double-click on the affected parameter to
bring up its property dialogue.

2) Click the ‘Select’ button to display the ‘Select
a parameter’ dialogue.

3) Select the relevant parameter.

N.B. Remember to correct the affected
parameters on both the screen and page
layout views

It is recommended to disable the sleep function
while the Zetasizer is being used.

No workaround available as instrument
operation is not affected.

Software Bug

Software Bug

Hardware
requirement

Hardware

Software Update

Software Bug

Software Bug

Software update notification PSS0012-37 8
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Occasionally, it has been observed that
feature keys can be disabled after
detaching one instrument and then
attaching a different instrument.

On Windows XP, the 21CFR audit trail does
not update if the Windows user is changed
from the original user that installed the 21-
CFR key.

Saving data to non-local fixed drives

It should be noted that the software does
not support saving directly onto non-local
drives unless the drive can be guaranteed
to be 100% available. This is because the
software is continually reading and
writing to the active measurement file and
if the connection to the drive is lost then
the file can become corrupted and
measurement data lost.

It is possible to create a High Temperature

dispersant (temperature above 92
degrees), for use on the High Temperature

Malvern |

This problem can be resolved by restarting the
Zetasizer software.

Software Bug

The following procedure should be followed to
enable the 21CFR Part 11 ER/ES audit trail for all
users:

Software Bug

1. Open Windows Explorer as an administrator
to edit the file permissions.

2. Type “%ALLUSERSPROFILE%\Application
Data” into the address bar.

3. Hit Enter and open the [Malvern Instruments]
folder from the folder list.

4. Right click the [Zetasizer] folder and select
[Properties] from the menu.

5. Click on the [Security] tab.

6. Under the “Group or user names” list, click
on the [Add] button. The “Select Users or
Groups” dialog should open.

7. In the “Enter the object names to select” box,
type in “Everyone” and click on the [Check
Names] button. The word “Everyone” should
become underlined.

8. Click [OK] to accept and close the “Select
Users or Groups” dialog. The group “Everyone”
should be added to the “Group or user names”
list.

9. Select the [Everyone] item in the list and tick
the [Allow] box for the “Full control” option in
the “Permissions for Everyone” list below.

10. Click [OK] to accept and close all properties
windows.

11. The audit trail should now work correctly for
all user accounts on this computer.

It is suggested that users interact with a local file  Hardware
and then save this file to a network location

once the session has been completed.

Ensure that any SOPs configured for a High
Temperature Nano are not run on a standard

Software Bug

Software update notification PSS0012-37 9
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model of the Zetasizer Nano, which can Nano.
then be selected for use on the standard

model. When the measurement is run, if

the temperature is outside the range for

the current model, a message will be

printed in the log and the measurement

will be performed at 25 degrees.

When launching the Zetasizer software This error message does not stop the file from Software Bug
from a .dts file in Windows Explorer an loading and can be safely ignored.

error message will appear with the

following txt:

“There was a problem sending the
command to the program”

Other Issues of Note

Records and Analysis

The analysis algorithms for the calculation of size, zeta potential and molecular weight, including data filtering, are being
continually improved. The effect of this is that if data taken from a previous version of software is edited, the result may change,
even if only the sample name is edited. This is because the algorithms themselves are not stored with the record. This does not
apply to parameters stored with the record such as the viscosity, and refractive index etc. as the same parameters are always used
in the recalculation of the edited result.

This does not of course change the result of the stored record, as after editing a new record is created. To tell if a record is the
original or has been edited, the parameter ‘Is edited’ can be added to a report or the record view. This can be found in the
measurement audit information section of the parameters list. It will display ‘False’ if the record has not been edited.

Zetasizer APS and Zetasizer pV driver issues (Does not affect Zetasizer Nano series)

Version 6.30 to Version 6.34

The drivers included with the software for the 6.3x releases for the Zetasizer APS and Zetasizer uV are incompatible with some of
the earliest instruments. This is expected to affect only Zetasizer uV. This issue manifests as an inability to connect to the
instrument. These issues will be handled on a case by case basis and if identified, should be referred to Product Management via
the Helpdesk.

Version 6.34 to Version 7.01 (Windows XP only)

Version 6.34 of the Zetasizer software updated the USB driver for the Zetasizer APS and Zetasizer pV instruments to version
20.2.0.5. However it has been noticed that this new driver is not fully compatible with Windows XP. Shutting down the computer
with the instrument on and connected will result in it restarting instead. The solution to this problem is to turn off or disconnect
the instrument before shutting down the computer.

Version 7.02 and beyond (Windows XP only)

Version 7.02 of the Zetasizer software updated the firmware for the latest Zetasizer APS and pV instruments. However, there is an
issue reconnecting to these instruments after a disconnection with the Windows XP operating system. If the instrument is
unplugged from the PC whilst the software is running then when the USB cable is plugged back into the same port, the software
will fail to reconnect. The solution to this problem is to plug the USB cable into a different port, this should then allow the software
to detect the instrument and connect successfully.

Malve rn | Software update notification PSS0012-37 1 0
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Creating and Editing Results in the Report Designer
Version 6.21 of the Zetasizer software updated the way in which reports were generated. The following procedure should now be
followed whenever creating a new report:

1) If creating a new report or editing an existing report, the report title must be changed and ideally should also be unique, as it
is this title, not the filename, which is displayed inside the workspace editor. To change the report title, edit the field in the
report designer as shown in the following figure.

&3 Report Designer - [Report2 - Screen Layout] I ——
N A O X Do - B

El File Edit View Layout Configure Tools Window Help

Untitled report 100% - hEEH S 2 %
Mol o1 v o203 vt dd el R Re b o T oo Bt o3 o A0 o1 100120 10130 1d e 1 AR T ARy 117 1 18

2) Once the report has been finished, in order for the software to load it, it needs to be saved into the Reports directory under
the relevant language, i.e. it needs to be saved in the “Documents\Malvern Instruments\Zetasizer\Reports\en-US" or
"Documents\Malvern Instruments\Zetasizer\Reports\ja-JP" directory depending on the language selected.

3) Once steps 1 and 2 are preformed then the new\updated report will be visible in the workspace editor inside the main
Zetasizer software. Simply press the configure workspace button on the main toolbar and then go to the “Report Pages” tab.

:] File Edit View Measure Tools Security
Q& S| 4 By zea

[ Records View ' i@ Zeta quality report (M) 8 Phala Plot (M) mlice (M)
Record Type |Sample Name Measurement Date and Time | T ZF Mob

4) If there are any reports with duplicate titles visible to the software then they will be listed in the Report Pages tab with their file

location.
T =

Record Type Fiter | Record View Parameters | ReportPages |

Select those reports vou wizh to display and the order in which they appear.

[] Distribution Overplat [M) -
(] Distiibution residuals (]

[ Frequency M) [CAUsersh Documentsih shvem Instuments'Z stasizer Reportshen- IS ZetatFrequenc
[ Frequency (M) [C:\ PageshenU5 Zeta Frequency (M).pag]
[]Int Peak Stats M)

[ Intensity PSD M)

[ Intensity F5SD Overlay (M)

[ Inkensity stats bables (M)

|| M Estimate (M)

[ Mean Squared Displacement (M)

[ Measurement Quality M)

[] Modal size report [F)

[ Malcular weight (M)

[ Mumber PSD (M)

[ Nurmber stats table [M)
4 [} 3

|
E=

l oK H Cancel H Help ]

[ —

5) Only one duplicate report can be shown in the workspace at a time, if it is desirable to have both reports visible in the
workspace then the title of one of the reports should be altered as outlined in step 1. If the user tries to select more than one
report with the same title then the following warning will be displayed:

Zetasizer ‘ ﬁﬂ

I_\ A report with the same name is already selected,

Malve rn | Software update notification PSS0012-37 1 1
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Viewing monomodal Zeta records in the Report view

When viewing zeta records created with the monomodal data processing analysis model, in a report, “No Data” will be displayed

in any Zeta Potential specific charts. The charts should say “Monomodal Measurement” as there is data available. See example
below.

Kesult quany :

Zeta Potential Distribution

Mo Data

Malvern | 12

Software update notification PSS0012-37



SOFTWARE UPDATE NOTIFICATION

Customer deliverables

Application software suite
The software is contained on one CD-ROM. The disk is labeled PSS0012/37

Operating software

Zetasizer User manual

MPT-2 manual

NanoSampler User manual

USB drivers

Software Update Notification (SUN) with changes from previous software version (this document)

Adobe Acrobat Reader

Malvern Instruments Ltd

Enigma Business Park ¢ Grovewood Road
Malvern e Worcestershire ¢ UK ¢ WR14 1XZ

Tel: +44 (0)1684 892456
Fax: +44 (0)1684 892789

Malvern Instruments Worldwide

Sales and service centers in over 50 countries
for details visit www.malvern.com/contact

© Malvern Instruments Ltd 2014

more information at www.malvern.com
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