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Introduction

This document details changes and known issues for the MiSeq i100 Series Sequencing System
v1.1.1.36088, and provides instructions on how to update the system to v1.1.1.36088 software.

For more information on the MiSeq i100 Series Sequencing System, see the MiSeq i100 Series Product
Documentation available on the Support site.

Contact Illumina Technical Support for additional assistance.

The software package includes components listed in the table below

June 2025 October 2025 January 2026
(V1.0.1 Software (V1.1.0 Software (V1.1.1 Software
Package) Package) Package)
MiSeq i100 Control 1.0.1.5675 1.1.0.26158 1.1.1.36088
Software
Firmware 1.0.109 1.2.5 1.2.5
Image Analysis 1.33.7 1.63.4 1.63.4
Gateway
Illumina Run Manager 1.8.866 1.9.992 1.9.992
Illumina Software 1.0.1 2.0.0 2.0.1
Update Manager
Universal Copy Service | 2.10.0.1518 2.11.0.2441 2.11.0.2441
Real Time Analysis 4.22.9 4.42.4 4.42.4
DRAGEN 4.3.13 4.4.6 4.4.6

The following DRAGEN Secondary Analysis Packages are compatible with the above System Software:

DRAGEN Version On-Board Apps

DRAGEN v4.3.13 DRAGEN BCL Convert 1.0.13

DRAGEN Library QC 1.0.13

DRAGEN Small WGS 1.0.13

DRAGEN Microbial Enrichment+ 1.0.41
DRAGEN v4.4.6 DRAGEN BCL Convert 1.1.8

DRAGEN Library QC 1.1.8

DRAGEN 16s Plus 1.1.7

DRAGEN Microbial Amplicon 1.1.7
DRAGEN Microbial Enrichment Plus 1.1.7
DRAGEN Small WGS 1.1.7

DRAGEN Enrichment 1.1.7

DRAGEN RNA 1.1.7
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DRAGEN Amplicon 1.1.7

Note: Please install the above DRAGEN applications through ISUM v2.0.1.
From MiSeq i100 v1.1.0 onwards, DRAGEN applications are to be installed
through ISUM, not Applications in Control Software Settings Menu.

New Features

For MiSeq i100 Control Software v1.1.0
e Added support for the new 50M Read and 100M Read consumables.
e Added support for the new 1000 cycle consumables.
e Added the following improvements to the Export Logs feature:

o Notify the user if an output folder has not been set up in External Storage prior to
starting Export Logs workflow.

o Perform disk space check on USB Drive/Network Attached Storage (NAS) prior to
copying logs to an output folder on a USB Drive.

o Updated selection from ‘Small, Medium, and Large’ to ‘Standard, Illumina Run
Manager logs, and DRAGEN logs’ Logs

e Updated Run Setup workflow to separate selections between Planned Runs, Sample Sheet
Import, and BCLs Only.

e Several Improvements to External Storage configuration:

o Allow the user to create a new folder within an External Storage configuration from the
control software (CSW).

o Improved error messaging for when spaces are included in the output folder path.
e Improved sample sheet import validation error messages.
e Added a Forgot My Password workflow when a user forgets their password.
e Updated settings to modify the inactivity log out.
e Allow instrument nickname to be set by non-admin users.
e Improved Illumina Run Manager (IRM) browser access setup workflow.

e Enable users to create new folders in their external storage configurations from the Control
Software file browse UI

e Display the amount of space that needs to be cleared on USB Drives/Network Attached
Storage (NAS) mounted to the system if there is insufficient disk space during PRC or Export
Logs.

For Illumina Software Update Manager v2.0.1

e Improved performance when retrieving installed software versions and checking for updates
(online mode).
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Key changes in Real-Time Analysis (RTA) and Image
Analysis Gateway (IAG)

The following improvements have been made in the IAG/RTA components:

Low plexity index improvements resulting in higher demux performance

Improved low diversity detection across the read

New Q-Table to support up to 2x500

Reset history at the paired-end turn resulting in improved early cycle R2 mismatch rates

Q score binning changes from 12, 24 and 38 (trained on 2x150 and 2x300) to 9, 23, 38
(trained on 2x150, 2x300 and 2x500)

Resolved Issues
For MiSeq i100 Control Software v1.1.0

Increased specification margin to mitigate false positive failures of the Waste Level Sensor test
in the System Health Checks and First Time Setup.

Fixed an issue where the Factory Restore functionality does not work from the Critical Error
Dialog modal.

Fixed an issue where the option to "Sign in with local account" is disabled when the cloud login
page is failing to load.

Fixed issue where CSW is unresponsive and requires an instrument power cycle.
Mitigated CPE Valve check false positive failure in System Health Checks and First Time Setup.
Added robustness to mitigate failures in the Imaging Checks in the Pre-Run Checks.

Improved error messaging for failures when loading/unloading test cartridges for the First
Time Setup and System Health Checks.

Mitigated risk of file system corruption when power is cut from the instrument.

Fixed an issue that prevented mounting an external storage path that only has read access
(not write access). Nested output folder will still require write access.

Fixed an issue where the data transfer to Illumina Cloud will fail in network configurations if all
communications to the internet are required to route through a proxy server.

Fixed an issue that prevents cancelling an ongoing run data copy when the output folder is on
a USB drive.

Allows users to browse for software update packages from the user interface.
Made usability improvements to the Software update workflow.

Flush the USB cache before unmounting USB to prevent loss of data when system incorrectly
reports USB transfer as complete.

For MiSeq i100 Control Software v1.1.1

Fixed an issue where CSW could not configure and save network settings when Primary IP is
absent.

For Illumina Software Update Manager v2.0.1
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e Fixed an issue where the software update was blocked due to a stuck copy job that was not
visible as an “active” run in the Runs Dashboard.

e Fixed an issue where the system is unable to load the installed software versions in specific
networking conditions.

e Fixed an issue where software update was blocked due to an issue with DRAGEN Licensing.

e Added robustness fixes to the Illumina Run Manager and OS Patch Upgrades.

Known Issues

Known issues of the MiSeq i100 Series Software v1.1.1.36088 release.

Component Summary Resolution/Workaround
When users are logged out due to inactivity,
Instrument | users may be navigated back to the Setting Exit the Setting Menu and
Software Menu instead of the screen they were on when navigate to previous screen.

Run Planning

g;%;igi interface, users may not be able to mount the External Storage screen before
9 same USB device and software will throw an mounting the USB device again.
error.
Users will need to go to the
‘Folder Settings’ after mounting
Storage Default folder is not automatically configured storage to configure and select
. . ) default folder to be used for
Settings when mounting a new storage device. : .
saving sequencing run data,
analysis requeue results, and
exporting log files.
Storage When mounting NFS storage, the system may This is a temporary issue and
. ! retrying the mount of the NFS
Settings throw a 400 error message.
system should resolve the error.
Storage System does not allow spaces in the output Rename the folder to exclu(_:ie
. any spaces before remounting
Settings folder name.

Export Logs

logging back in.

Users will be unable to requeue analysis for
sequencing runs performed in Manual mode until
a sample sheet is added. Requeue dialog will
become unresponsive.

If USB device is physically removed without first
using the ‘Eject’ function on the software user

Export Logs screen may fail to load if instrument
software crashed unexpectedly.

IP addresses in the following range cannot be

Add a sample sheet to the run
before entering the requeue
analysis workflow.

‘Eject’ the USB device from the

the folder.

Power cycle instrument
according to instructions in the
Product Documentation.

Assign a different IP address to

Networking  used to be assigned to the instrument: the instrument
10.42.xx.xx or 10.43.xX.XX '
Software When updating from 1.0.0.5080 software, the If upgrading from 1.0.0.5080,
Update “Software Update Version” will be wrongly disregard the information and

indicated as 1.0.0.5080.

proceed with the update.
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Update
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Update

Restart file
transfer

Software
Update

Software
Update

Software
Update

Software
Update

Software
Update

Run Planning

The software update workflow will throw an error
when connecting to an NTFS formatted USB
drive.

Outdated notifications reported in CSW may
misinform of updates being available after the
update operation completes.

“Restart file transfer button” is not clickable after
cancellation of the ongoing transfer.

Cannot close SW update window prior to
upgrade completion.

With updating through USB or networked drives,
you might be misled to think about selecting a
file.

DRAGEN Microbial Enrichment Plus Reference
Database cannot be installed through Illumina
Software Update Manager.

There is a chance of running into a false disk
space checks failure during pre-run checks or
logs export after a software update.

Optional dependent bundles are shown as
required in the Update Selection Wizard.

BCLs only runs will be deleted after a reboot.
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When upgrading the software,
use an exFAT-formatted USB
drive and ensure that the drive
has only a single partition.

Disregard and dismiss the initial
“software updates available”
notification after the digital
package update.

Button will be clickable after
navigating away and back to the
page.

Proceed with full upgrade as per
instructions below.

Take note that the software
update process (after the initial
update of the Software Updater)
involves a folder selection.

Contact Illumina Technical
Support for detailed instructions.

Power cycle instrument
according to instructions in the
Product Documentation.

Disregard the “"Requires” label
and proceed with installation.

When planning runs for BCLs-
only, ensure the run is
performed within the same
session.
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Software Update Work Instructions

This section covers the Procedures necessary to update the system to the v1.1.1 MiSeq i100 System
Software Suite. The update is comprised of two procedures that must be performed in order and
completed prior to normal instrument operation.

1.
2.

Procedure A: The Illumina Software Update Manager (ISUM) updated to 2.0.1.
Procedure B: The v1.1.1 system software installed.

Before You Begin

1.

The update must be performed using an administrator account. This can be done by selecting
‘Sign Out’ from the hamburger menu and selecting ‘Sign In’ using the local account option.
Enter the username and password for the administrator account.

Navigate to the MiSeq i100 Series Software Downloads support page and download the ISUM
2.0.1 installer.

If the instrument is not connected to the internet, additional installers should be downloaded
from the Support site:

e miseq-i100-series-digital-package-2025.1.1.ipb2
e ipb2 files for any DRAGEN Apps, Reference Genomes, or Resource Files to be installed

Create a directory named “MiSeqi100Software” on the Network Storage or USB that will be
used for the software update process.

IMPORTANT: If using a USB drive, ensure that the USB Drive is formatted to exFAT and has
a single partition. Refer to Illumina Knowledge Article #9310 on “Tested Product Guidance for
USB External Storage Devices on the MiSeq i100 Series” for a list of compatible devices.

Copy the ISUM v2.0.1 installer file to the "MiSeqi100Software” directory created in the
Network Storage or USB. Place the installer in the following folder structure from the root
directory of your USB or Network Storage:

e For USB: /{rootDirectoryOfDrive}/MiSeqil00Software/miseq-i100-series-isum-

2025.1.1.ipb

e For SMB: //{server}/{SMBShareFolder}/MiSeqi1l00Software/miseq-i100-series-isum-
2025.1.1.ipb

e For NFS: {server}:/{NFSShareFolder}/MiSeqil00Software/miseq-i100-series-isum-
2025.1.1.ipb

If the instrument is not connected to the internet, copy the miseq-i100-series-digital-package-
2025.1.1.ipb2 and the ipb2 files for any DRAGEN Apps, Reference Genomes or Resource Files
into the same “MiSeqi100Software” directory as above.

IMPORTANT: Ensure that the External Storage Drive or USB (which contains the installer
files) is configured correctly in the External Storage screen under Networking Settings. Refer
to the Product Documentation for more information on External Storage configuration.

Ensure the system is idle. This can be achieved by visiting "Runs” and ensuring no runs are
present on the Active tab. The update process cannot occur during sequencing nor analysis.

IMPORTANT: It is required to perform the above steps 1-2, 4-5 and 7 for all instruments and
additionally step 3 and 6 for non-internet connected instruments.

©2026 Illumina, Inc. All rights reserved. All trademarks are the property of Illumina, Inc. or their
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Procedure A: Update to ISUM 2.0.1

Navigate to the About Screen by clicking on the Hamburger Menu, selecting ‘Settings’, and selection
‘About’ under the Instrument column. Note the currently installed System Suite Software Version
(whether it is v1.0.0 vs. v1.0.1). Follow the instructions below based on the currently installed

Navigate to the Software update screen by clicking the hamburger menu on the top-left of the
CSW, selecting 'Settings' then 'Software update'.

Under 'Browse for software update file', click 'Select'.

Select the external storage type where the installers are placed (USB, SMB, or NFS).

a. Enter the following into the field titled "Relative path to software update file":
MiSeqi100Software/miseq-i100-series-isum-2025.1.1.ipb

Note: Do not add the root directory path listed in External Storage (ie usb-xxxx-

b. If using an encrypted USB, enter the password to decrypt the USB Drive into the
optional field titled 'Password'.

a. Enter the following into the field titled 'Share Path':
//{server}/{SMBShareFolder}/MiSeqi100Software

b. Enter the following into the field titled 'Relative path to software update file': miseq-
i100-series-isum-2025.1.1.ipb

c. Enter the username and password which will be used to mount the SMB share, and
optionally the Active Directory Domain.

a. Enter the following into the field titled 'Share Path':
{server}:/{NFSShareFolder}/MiSeqil00Software

b. Enter the following into the field titled 'Relative path to software update file': miseq-
i100-series-isum-2025.1.1.ipb

If you are unable to use NAS, use a USB drive instead. Refer to Illumina Knowledge Article
#9310 on “Tested Product Guidance for USB External Storage Devices on the MiSeq i100
Series” for a list of compatible devices.

version.
Starting from SW Version 1.0.0
1.
2.
4. For USB:
{string}/)
5. For SMB:
6. For NFS:
7. Click ‘View files'.
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Select file share

O NFS Network share Domain (optional)
® SMB Network share

(O USB share

jguod

/Isgnt-prd-isi0l.illumina.com/SGP_LRM/Users/Jess

-------------

miseq-i100-series-isum-2025.1.1.ipb

'§ \
Cancel ) View files
N, A -

8. Verify that the correct file is selected for update in the review screen and select 'Install
update'. It is a known issue that the “Software update version” is wrongly reflected as
1.0.0.5080. Please disregard this and proceed with the update.

Update software b4

1.0.0.5080

f {ate 1
f ja

//sgnt-prd-isiO1....isum-2025.1.1.ipb * I

1.0.0.5080

Install ugdate

9. Upon successful installation, the software will automatically restart itself. After restart, sign
into the system (as administrator) to return to the ‘Software update’ home screen.
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Starting from SW Version 1.0.1

1. Navigate to the Software update screen by clicking the hamburger menu on the top-left of the
CSW, selecting 'Settings' then selecting 'Software update’.

2. Under 'Browse for software update file', click 'Select'.

3. Use the File Browse dialog to navigate to the ISUM v2.0.1 installer on the USB or External
Storage Drive.

4. Click ‘Select’ to view files.

Select software update file

+ miseq-i100-series-digital-package-2025.1.1.ipb2 7.84 GB

nt/usb-gztb-4164169¢19396et [5 miseq-i100-series-isum-2025.1.1.ipb | 326.26 M8

5. Verify that the correct file is selected for update in the review screen and select 'Install
update'.
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Update software X

1.0.1.5675 2025-05-06

Imn{ usb-gztb-416...isum-2025.1.1.ipb ]

2.0.0.2936

Install update

6. Upon successful installation, ISUM will restart itself. After restart, sign into the system (as
administrator) to return to the ‘Software update’ home screen.

Procedure B: Install the v1.1.1 System Software Suite using ISUM 2.0.1

The instructions in this section are the same regardless of whether the system is starting from v1.0.0
or v1.0.1 system software.

If the system is connected to the internet, perform Procedure B using Online Mode.

If the system is not connected to the internet, perform Procedure B using Offline Mode and Network
Attached Storage (NAS).

e If you are unable to use NAS, use a USB drive instead. Refer to Illumina Knowledge Article
#9310 on “Tested Product Guidance for USB External Storage Devices on the MiSeq i100
Series” for a list of compatible devices.

Online Mode: For Instruments Connected to the Internet
1. From the Software update screen, select the option ‘Check for updates’.

2. If there are new software upgrades available, you will see the number of software updates
available. Select the option ‘View updates’.

Offline Mode: For Instruments Not Connected to the Internet

1. Under ‘Browse for software update folder’, select ‘Select folder...". Follow the folder browse
navigation to select the folder where the installer files are downloaded and stored during the
pre-requisites steps.
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Software update ><

Automatically check for software update ()

26 software updates are available. View updates

Current versions Last updated

lllumina Software Update Manager - 2.0.11637 2026-Jan-19

Core Consumables - 1.0.0.7863 2025-Feb-13

MiSeq i100 OS Update - 1.0.0 2024-Oct-30

MiSeq i100 Software Suite - 1.0.0.5080 2025-Feb-13

lllumina Run Manager - 1.8.852
DRAGEN - 4.313

Browse for software update folder
Check for updates OR
Select folder...

Select software update folder

E Network storage (SMB)
v [/sgnt-prd-isiOt.illumina.com/...
Vv Verification
WV Instrument_MiSeqi100

WV MiSeqil00_v111

SMB > ... > Verification > Instrument_MiSeqi100 > MiSeqi100_v11_1

2. Once the folder is selected and the contents are validated, select the option to ‘View updates’
to launch the Update Selection Wizard.
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Software update X
Automatically check for software update @O
1 software updates are available.
Current versions Last updated
lllumina Software Update Manager - 2.0.0.2936 2025-Oct-11
DRAGEN - 4.313
DRAGEN - 4.4.6
lllumina Run Manager - 1.9.992
MiSeq i100 Software Suite - 1.1.0.26158 2025-Oct-11
MiSeq i100 OS Update - 1.1.0 2025-0Oct-12
Core Consumables - 1.0.0.8973 2025-Oct-11
A~ Applications (1)
DRAGEN BCL Convert - 1.013
Online Mode Offline Mode

> update folder

..ication/FIT/IPBs/

v

Browse for
Check fol dat OR
/Isgnt-prd-isio
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For Both Online and Offline Systems

Digital Package

1. Follow the update selection wizard. The first tab will be for “Software updates”. In this tab,
select the “"MiSeq i100 Series Digital Package — 1.1.1.36088". This will install the new v1.1.1
Control Software and other core software packages (Illumina Run Manager, RTA, etc...). This
will also install the new DRAGEN v4.4.6 available.

Available updates

()

Software updates (1)
Detailed release notes are available on lllumina support site

O Miseq i100 Series Digital Package - 1.1.1.36088 (8.4 GB) |5 View details

Note: It is required to upgrade the Digital Package at this time. After selecting the Digital
Package, you can optionally install Applications, Reference Genomes and Resource Files, or
come back to install them later.

2. Next, in the ‘Application updates’, select any DRAGEN Applications to be installed.
In the next tab labeled ‘Genome updates’, select any reference genomes to be installed.

4. After this, you will be presented with a review screen, that lists all the items selected for
installation. Review this list, and if it is correct, proceed to Install.

©2026 Illumina, Inc. All rights reserved. All trademarks are the property of Illumina, Inc. or their
respective owners. For specific trademark information, see www.illumina.com/company/legal.html.



MiSeq i100 Series v1.1.1.36088 Software Release Notes & Update Instructions

| | umina Part Number: 200078344 Rev.00

Effective Date: 27-Jan-2026
Page 16 of 16

Install updates

1file is selected for update:
» MiSeq i100 Series Digital Package - 1.1.1.36088 (8.4 GB)

7~ N\
| Cancel )
\ y

5. The Install screen will display progress indication. When the installation is successful, you will
receive a message indicating that the installation is complete. At this point, you can return to
the Software update home screen by selecting ‘Return home’.

6. If finished with installing software, you can select the X button in the top right corner which
will navigate out of the update manager and launch the new v1.1.1 CSW.

7. During CSW initialization, you will be prompted to shutdown and power cycle the instrument
to complete the firmware update. Proceed with the shutdown and power cycle. Upon
completion of this process, the software upgrade process is complete.

8. Upon completion, it is recommended to perform a full System Health Check. This can be done
by accessing the System Checks screen from Settings.

Installing the DRAGEN Microbial Enrichment Plus App Reference Databases

If you choose to install the DRAGEN Microbial Enrichment Plus DRAGEN App Version 1.1.7,
there are additional steps required to complete the upgrade of this application. Contact
Illumina Technical Support for detailed instructions.

Release History

- Release - _—
Revision Reference Originator Description of Change
00 1131664 Aneesh Natarajan Initial release
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