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Compound Discoverer 3.3 SP3 Release Notes

The Thermo Scientific™ Compound Discoverer™ application is a qualitative data-
processing application for small molecule research.

The features of the Compound Discoverer application, the known issues that exist in the
application, and the defects that are fixed in the 3.3 service pack 3 (3.3 SP3) of the
application are highlighted in these release notes.

For information on installing the Compound Discoverer software, refer to the Compound
Discoverer instruction card in the full-version box.

The product software comes with Help files that explain how to navigate the user interface.
But full documentation (including installation guides, operation manuals, and so on) is
maintained in the Thermo Scientific Chromatography and Mass Spectrometry portal. This
doc portal is regularly updated with the latest content, including video tutorials.

To access the doc portal, go to docs.thermofisher.com/ardia.

Features For information about the new features and enhancements in the Compound Discoverer 3.3
SP3 application, see these topics:

• Enhancements in the Compound Discoverer 3.3 SP3 application

• Enhancements in the Compound Discoverer 3.3 SP2 application

• Enhancements in the Compound Discoverer 3.3 SP1 application

• New features in the Compound Discoverer 3.3.0 application

• Enhancements in the Compounds Discoverer 3.3.0 application

Enhancements in
the Compound

Discoverer 3.3 SP3
application

The following list describes the enhancements made to the Compound Discoverer 3.3 SP3
application:

• Performance improvements: Many computationally intensive data processing nodes,
like Detect Compounds, Fill Gaps and Apply mzLogic™, are now executed 2 to 8 times
faster, depending on the configuration of the data processing computer.

• Database updates:

– A new spectral library and mass list with 48,646 structures are available for the
identification of PFAS1 compounds.
The updated PFAS workflow now also utilizes this database and spectral library.

– Human Metabolome Database (HMDB) metabolite databases (urine, serum, CSF,
saliva, feces, sweat, all metabolites) are now available as mass lists under Lists &
Libraries > Mass Lists.

1 Getzinger, G. J.; Higgins, C. P.; Ferguson, P. L. Structure Database and In Silico Spectral Library for
Comprehensive Suspect Screening of Per- and Polyfluoroalkyl Substances (PFASs). Environmental Media by
High-resolution Mass Spectrometry. Anal. Chem. 2021, 93, (5), 2820-2827. DOI: 10.1021/
acs.analchem.0c04109.

https://docs.thermofisher.com
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– A new version of the mzCloud™ Offline Spectral Library (2023) is available under
Lists & Libraries > Spectral Libraries.

– A new version of the Natural Products Atlas database (v2023_06) is available under
Lists & Libraries > Mass Lists.

– Structures were added to the GC Orbitrap Metabolomics and Contaminants
databases.

– The previous GC Orbitrap Flavor and Fragrances Compound database has been
updated and renamed to the GC Orbitrap Off Odor Compound Database, which is
located under Lists & Libraries > Mass Lists.

• Nodes and parameters updates:

– The Columns Peak Rating (Max.) parameter and the Peak Rating QC (Max.)
parameter are now listed in the Compounds tables.

– The Precursor Mass Tolerance, a new parameter is now available in Detect
Compounds node. This parameter specifies the maximum tolerance between MS2
target mass and feature m/z when MS2 spectra are associated with compounds.

– Option to use mean instead of median for the Group Areas calculation in the
Differential Analysis node.

– Detect Compounds (Legacy) node has been removed.

– KEGG pathway mapping option has been removed.

• Molecular Networking: Additional information about compounds and connections can
be displayed.

• Stable Isotope Labeling workflow now uses the Detect Compounds node instead of the
legacy peak detection node.

• Reporting: mzVault mirror plots can now be displayed in a report.

• Result Filters: New options to filter using rounded values, e.g. "is rounded equal to".

• Tags and the Checked status are now stored in the cdResultView file instead of the
cdResult file.

• The Mass List Editor can now open compound lists with sizes of up to 750 MB.

• Support for data acquired on Orbitrap Astral instruments.

Enhancements in
the Compound

Discoverer 3.3 SP2
application

The following list describes the enhancements made to the Compound Discoverer 3.3 SP2
application:

• The Spectral Libraries library includes one additional mass spectral library: the
Epoxidized Soybean Oil Library AN001586, which is a mass spectral library generated
from compounds identified in epoxidized soybean oil.

NOTE : For information about the Epoxidized Soybean Oil Library, refer to the following
application note:
assets.thermofisher.com/TFS-Assets/CMD/Application-Notes/an-001586-pb-
extractables-leachables-plant-oil-additives-an001586-na-en.pdf

https://assets.thermofisher.com/TFS-Assets/CMD/Application-Notes/an-001586-pb-extractables-leachables-plant-oil-additives-an001586-na-en.pdf
https://assets.thermofisher.com/TFS-Assets/CMD/Application-Notes/an-001586-pb-extractables-leachables-plant-oil-additives-an001586-na-en.pdf
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• The Mass Lists library includes a new Food Contact Chemicals database mass list
(FCCDB_2022) and three new mass lists for identifying per- and polyfluoroalkyl
substances (PFAS) compounds:

– PFAS_NIST

– Chemical List PFASSTRUCT-2022-04-20

– PFAS_NEG

• The Mass Lists library also includes two updated mass lists:

– The LipidMaps Structure Database mass list, which has been updated to the latest
version (2023-01-11).

– The Extractables and Leachables HRAM Compound Database - 2023 Update,
which has been expanded to include 2,662 compounds.

• The Compound Classes library includes the following two new compound class files for
the identification of PFAS compounds:

– PFAS Fine structure fragment_lib

– PFAS General from FluoroMatch Suite (compound class file only)

• A new processing workflow template for identifying PFAS has been added to the
templates for LC studies, which you can find at: 
C:\ProgramData\Thermo\Compound Discoverer 3.3\Common Templates\Workflow
Templates\LC\PFAS\

NOTE : For information about identifying compounds in the PFAS family, refer to the
following application note:
assets.thermofisher.com/TFS-Assets/CMD/Application-Notes/an-001826-lsms-pfas-
analysis-workflow-compound-discoverer-an001826-na-en.pdf

• The Transformations list includes one new transformation reaction: PFAS Chain
Shortening (for PFAS compounds).

• The limit for the number of compounds that you can export to the molecular networks
viewer has been increased to 3,000.

• A new tutorial for the mapping of biological pathways using the BioCyc Genome
Database Collection has been added to the set of user guides and tutorials, which you
can access from the Help > Manuals menu in the Compound Discoverer application.

Enhancements in
the Compound

Discoverer 3.3 SP1
application

The following list describes the enhancements made to the Compound Discoverer 3.3 SP1
application:

• The Mass List Editor can open compound lists with sizes up to 600 MB.

• The Natural Product Atlas database (npatlas.org/) was updated to version 2021_08.

• Peak ratings are available for peaks that have been gap-filled via a matching ion or a
re‑detected peak.

http://assets.thermofisher.com/TFS-Assets/CMD/Application-Notes/an-001826-lsms-pfas-analysis-workflow-compound-discoverer-an001826-na-en.pdf
http://assets.thermofisher.com/TFS-Assets/CMD/Application-Notes/an-001826-lsms-pfas-analysis-workflow-compound-discoverer-an001826-na-en.pdf
https://www.npatlas.org/
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• The Gap Filling node includes an additional parameter: Apply Restrictive Gap Filling.

NOTE : By default, this parameter is enabled (set to True), which reproduces the
behavior of earlier versions of the node. Thermo Fisher Scientific recommends that
you use the default setting. For details, refer to the "Fill Gaps node (LC Studies)"
topic in the Help system.

• The performance (runtime) of the Map to BioCyc Pathways node has been improved.

• The Create Mass Trace node is available for GC processing workflows.

• The Compound Discoverer 3.3 SP1 application comes with a set of 14 report
templates, including a new report template that displays the mirror plots for each
visible compound in the Compounds table. You can find these templates in the
following folder on your data processing computer:
C:\Program Data\Thermo\Compound Discoverer 3.3\Common Templates\Report
Templates folder

New features in
the Compound

Discoverer 3.3.0
application

The following list describes the new features in the Compound Discoverer 3.3.0 application:

• A new peak detection feature (in the Detect Compounds node and the Find Expected
Compounds node), which does the following:

– Detects peaks faster and more sensitively than the previous algorithm.

– Provides improved peak integration.

– Provides peak quality reporting.

– Helps the application to find the most common adduct ion for each compound
across all samples for relative quantitation (reference ion).

– Ensures that the application shows the name and m/z value of the reference ion in
both the Compounds and Expected Compounds tables.

– Ensures that the Chromatograms view shows the trace for the reference ion in the
Compounds and Expected Compounds tables.

NOTE : You can still use the previous algorithm in the Detect Compounds (Legacy)
node or the Find Expected Compounds (Legacy) node.

• A Peak rating calculation and a filter feature, which improve various nodes as follows:

– Group Compounds node, Group Expected Compounds node, and Differential
Analysis node: Peak Rating contributions can be defined based on peak quality
factors2, relative peak area, and CV.

– Group Compounds and Group Expected Compounds node: A Peak Rating Filter
parameter in these nodes can be defined to automatically remove low-quality, non-
reproducible peaks. When the Peak Rating Filter parameter is enabled, the node
does not store chromatographic peaks that have a peak rating below the threshold
value in the specified number of files. This data reduction increases the overall
performance of the analysis.

2 Chetnik et al. MetaClean: a machine learning-based classifier for reduced false positive peak detection in
untargeted LC-MS metabolomics data. ncbi.nlm.nih.gov/pmc/articles/pmc7895495.

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc7895495
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– Differential Analysis node: The Peak ratings parameter in this node can be
recalculated in the processing workflow to capture changes in peak area that were
created in other processing nodes, (for example peak area changes due to gap
filling).

IMPORTANT : Because the new Detect Compounds node operates on a low-intensity
threshold by default, you can see many more compounds reported in the result file,
including compounds with low abundance. To avoid very large result tables when
processing and grouping several samples, and to improve overall processing
performance, Thermo Fisher Scientific strongly recommends applying the Peak
Rating Filter in the Group Compounds node. This filter removes nonreproducible
peaks of low-quality. All processing nodes downstream from the Group Compounds
node benefit from this filter step (in terms of runtime), especially for large datasets.

• A new method for retention time alignment that uses the ChromAlign algorithm3 (Align
Retention Times (ChromAlign) node).

• Group Compounds node and Group Expected Compounds node: Contain a new
option to perform a secondary alignment on the compound level (needed only in cases
when global retention time alignment is not sufficient and residual shifts are observed
on the compound level).

• New Search mzCloud node features, which provide the following:

– The ability to search entire MSn spectral trees against the mzCloud spectral library,
calculate the mzCloud Tree Match Score, and visualize spectral matches on both
the MS2 and MSn levels.

– The ability to retrieve additional metadata (for example, a KEGG ID or a Compound
Class from mzCloud) and display in the Compounds table.

NOTE : The mzVault 2.3 SP1 application supports importing NIST MSP and
MassBank™ MB files.

Enhancements in
the Compounds
Discoverer 3.3.0

application

Following are the enhancements in the Compound Discoverer 3.3.0 application:

• Improvements for Molecular Networking:

– The Generate Molecular Networks node is also available for GC workflows.

– Chemical structures can be displayed directly in the nodes.

– The Maximum cluster size can be controlled.

– A view option that only shows the backbone of the graph when selected.

• Support for data acquisition using multiple mass ranges, where you can select the
mass range to process in the Selected Spectra node.

• Support for data acquisition using multiple CV values (FAIMS), where you can select
the CV values to process in the Selected Spectra node.

• A Custom Tags Editor where you can import and export tag definitions.

3 RG Sadygov et al. ChromAlign: A two-step algorithmic procedure for time alignment of three-dimensional
LC− MS chromatographic surfaces. Analytical chemistry, 2006.



6

• A Result Exporter node where you can automatically export all tables to Microsoft™
Excel™ files or text files.

• Reporting where you can display the mzCloud mirror plot, study name, and result file
name in a report.

• An additional compound database: LipidMaps Structure Database4, which you can find
under Lists & Libraries > Mass Lists.

• A new version of the mzCloud Offline Spectral Library (2021B), which you can find
under Lists & Libraries > Spectral Libraries.

• An additional insilico spectral library: LipidBlast5, which you can find under Lists &
Libraries > Spectral Libraries.

• The Grouping & Ratios tab in the Study now shows information on the statistical test
that is applied to samples (depending on the selected groups and ratios).

• New Statistical Methods table in the result file provides detailed information on
transformations, statistical tests, scaling methods, gap filling, and QC methods that
were used in this analysis.

• Improvements for GC/MS workflows:

– You can now export deconvoluted spectra to an MSP-formatted file that can then
be used for GC/MS library curation in the NIST tool. Do this by right-clicking a GC
Compounds table and then selecting the As NIST MSP File menu command.

– A Pattern Scoring node that you can use in GC workflows.

– A Generate Molecular Networks node that you can use in GC workflows.

– mzCloud and mzVault library searches that are now available for GC/CI workflows.

– A GC Compounds table that you can export into an mzVault library.

• All common template files are now stored in C:\ProgramData\Thermo\Compound
Discoverer 3.3\Common Templates.

Minimum
requirements

The Compound Discoverer application has specific minimum requirements that need to be
met in order for it to operate effectively. For details, see these topics:

• System requirements for the data processing computer.

• Recommended hardware configurations.

Data files The Compound Discoverer 3.3 application can process data files produced by high-
resolution accurate-mass (HRAM) Thermo Scientific™ instruments, such as the Orbitrap
Astral™, Orbitrap IQ-X™, Orbitrap ID-X™, Orbitrap Fusion™, Orbitrap Exploris™,
Q Exactive™, and Exactive™ mass spectrometers.

4 Sud et al. LMSD: LIPID MAPS structure database. ncbi.nlm.nih.gov/pubmed/17098933.
5 Kind et al. LipidBlast in silico tandem mass spectrometry database for lipid identification. dx.doi.org/

10.1038/nmeth.2551

http://dx.doi.org/10.1038/nmeth.2551
http://dx.doi.org/10.1038/nmeth.2551
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System
requirements for

the data
processing

computer

Table 1 describes the minimum system requirements for the data processing computer
operation.

Table 1 System requirements for the data processing computer

System Requirements

Hardware • 3.4 GHz quad-core processor

• 16 GB RAM

• 500 GB hard drive

• USB port

• Display monitor resolution of 1920 × 1080 pixels

Software • The operating sytem must be either Windows™ 10, 64-bit
or Windows 11,64-bit

• Microsoft .NET Framework 4.8

• Microsoft Office 2013 or later

• PDF reader

• Google chrome version 81.0 or later

Computer settings • To run processing workflows with online mass spectral
database searches, the computer must have unblocked
access to the mass spectral databases on the internet.

• The computer must have the correct time and date
settings and be synchronized with internet time.

Recommended
hardware

configurations

Table 2 describes the recommended hardware configurations for enhanced performance.

Table 2 Recommended hardware configurations

System Requirements

Hardware • Dual 24-core processor (for example, 2x Intel™ Xeon™
Gold 6240R CPU)

• 96 GB RAM

• Solid-state disk (SSD) hard drive of different storage
space:

– One 1 TB SSD hard drive for operating system

– Two 2 TB SSD hard drives for CD result file storage

– Three 4 TB HDD (conventional disk) hard drives for
data storage

• USB port

• Two 27 in. UHD monitors, each with a resolution of 3840
× 2160 pixels
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Important
information

for setting up
the data

processing
computer

Follow these topics for more information about setting up the data processing computer:

• Set the local language and date/time format for the data system computer

• Upgrade Compound Discoverer 3.3 SP3 from 1.0, 2.0, 2.1, 3.0, 3.1, 3.2 versions

• Upgrade Compound Discoverer 3.3 SP3 from 3.3.0, 3.3 SP1, 3.3 SP2 versions

• Using the Search mzVault node

• NIST 2023 MSMS libraries for LC Orbitrap data

• Multiple monitor support

• Compound Discoverer permanent viewer

Set the local
language and

date/time format
for the data

system computer

The Compound Discoverer 3.3, 3.3 SP1, 3.3 SP2, and 3.3 SP3 applications support US-
English Only locale settings. However, you can set the language on your data processing
computer.

Procedure

1. Do either of the following to open the Language and Region page:

• Open the Windows Control Panel, and then select Control Panel > Time and
Language > Language and Region.

• Enter language settings in the Windows search box.

Figure 1 Language & Region page

2. In the Language area, under Preferred Languages, select the Add a Language button.

3. Search for and select the language you want to use, and then select Next.

4. Select the Set as My Windows Display Language checkbox and then select Install.

A dialog box with an alert message opens.

5. Select the Sign Out button and then sign in to your user account to start using the new
language.

Upgrade
Compound

Discoverer 3.3 SP3
from 1.0, 2.0, 2.1,

3.0, 3.1, 3.2
versions

Compound Discoverer 1.0, 2.0, 2.1, 3.0, 3.1, 3.2, and 3.3 SP3 can coexist on the same
computer. You can install Compound Discoverer 3.3 SP3 software on a processing
computer without uninstalling any earlier version (1.0, 2.0, 2.1, 3.0, 3.1, or 3.2) of the
Compound Discoverer application. For detailed installation instructions, refer to the
Installation Instructions located on the software media.
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Upgrade
Compound

Discoverer 3.3 SP3
from 3.3.0, 3.3

SP1, 3.3 SP2
versions

To install Compound Discoverer 3.3 SP3 software on a processing computer that has
version 3.3, 3.3 SP1, or 3.3 SP2, you need to uninstall the earlier version.

NOTE : When installing Compound Discoverer 3.3 SP3 software, the application will
not delete any of your existing mass lists, spectral libraries, customized workflows,
and so on from the previous version. These data are typically stored in the C:
\ProgramData\Thermo\Compound Discoverer 3.3 folder.

Thermo Fisher Scientific recommends that you follow this procedure to avoid compatibility
problems and to perform a “clean” installation that only contains the latest workflow
templates, mass lists, and spectral libraries.

Procedure

1. If you have created any custom databases, backup your custom mass lists and
spectral libraries using the Export option in your current version of the application.

2. Using the Windows File Explorer, navigate to the C:\ProgramData\Thermo folder and
rename the Compound Discoverer 3.3 folder to Compound Discoverer 3.3.backup.

3. Uninstall the Compound Discoverer 3.3 application.

4. Install the Compound Discoverer 3.3 SP3.

5. (Optional) Import custom databases.

Search mzVault
node usage

The Search mzVault node does not require the mzVault application, so installing the
mzVault™ 2.3 SP1 software is optional. However, Thermo Fisher Scientific recommends
installing the software to do any of the following:

• Create your own spectral libraries.

• Edit existing spectral libraries (in Library Manager format or mzVault format).

• Convert existing spectral libraries (in Library Manager format or mzVault 1.0 format) for
use in the Compound Discoverer application.

• Import spectral libraries in either NIST MSP format (.msp) or MassBank (.mb) records
format.

NOTE : To use your own mzVault spectral libraries in the Compound Discoverer
application, add them to the Spectral Libraries library in the application. Refer to the
user guide or the Help system for additional information on using your own spectral
libraries.
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Compound Discoverer 3.3 SP3 ships with eight mzVault spectral libraries:

Table 3 mzVault spectral libraries

Name of spectral library Description

mzCloud Offline
Library_Reference_2023

snapshot of the mzCloud Reference spectral library.

mzCloud Offline
Library_Autoprocessed 2023

snapshot of the mzCloud Autoprocessed spectral
library.

mzCloud Offline Library_DoA_2023 snapshot of the mzCloud Reference spectral library,
which includes only drugs of abuse, designer drugs,
and illegal drugs.

mzCloud Offline
Library_Doping_2023

snapshot of the mzCloud Reference spectral library,
which includes only sports doping agents (human and
animal).

mzCloud Offline Library_EFS_2023 snapshot of the mzCloud Reference spectral library,
which includes only pesticides and herbicides,
perfluorinated compounds, industrial chemicals,
therapeutic/prescription drugs, excipients, personal
care products, etc.

mzCloud Offline
Library_Endogenous_2023

snapshot of the mzCloud Reference spectral library,
which includes endogenous metabolites of any
organism.

mzCloud Offline
Library_Fluoro_2023

snapshot of the mzCloud Reference spectral library,
which includes Per- and Poly-fluorinated chemicals.

mzCloud Offline Library_Pest-
Herb_2023

snapshot of the mzCloud Reference spectral library
which includes pesticides and herbicides.

These files are local copies of the mzCloud library (MS2 only) as of December 2023.
Approximately every 6 months, Thermo Fisher Scientific provides an updated local mzCloud
library as an mzVault database file, which you can download from the Flexera™ software
download site (thermo.flexnetoperations.com). This local version of mzCloud is compatible
only with mzVault 2.3 or later.

NIST 2023 MSMS
libraries for LC

Orbitrap data

Customers who purchased an LC/MS system from Thermo Fisher Scientific on or after Jun
2, 2023 are eligible for a free copy of the NIST 2023 MSMS library. You can obtain a
compatible version (that has been converted to the mzVault format) for use in the
Compound Discoverer application by sending an email message to Licensing at
ThermoMSLicensing@thermofisher.com. Include the Sales Order number or the Purchase
Order number for the instrument in the email.

Customers who purchased the NIST 2023 library elsewhere can obtain the converted
version for use in the Compound Discoverer application by sending a proof of purchase for
the library to Licensing at ThermoMSLicensing@thermofisher.com.

Multiple monitor
support

To connect the data system computer to two monitors, use the two display ports on the
back of the computers.

http://thermo.flexnetoperations.com
mailto:ThermoMSLicensing@thermofisher.com
mailto:ThermoMSLicensing@thermofisher.com
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Compound
Discoverer

permanent viewer

A licensed-demonstration version of the Compound Discoverer becomes a permanent
viewer even after license expiration. With this viewer, you can open previously processed
result files and generate reports. You can also access some nodes, such as Input Files,
Select Spectra, and Export Spectra. However, license-protected nodes are not available for
data processing after license expiration.

Ensure access
to the online

databases

A typical Compound Discoverer analysis, which identifies unknown compounds, searches
mass spectrum databases on the Internet. To run these searches, the application must have
unblocked Internet access to these databases. You can also test and troubleshoot the
application’s access to the online mass spectrum databases.

Procedure

1. Run the communication tests.

If the communication tests succeed, the application has access to the online
databases.

2. If a communication test fails, do any of the following as needed:

• If only the mzCloud communication test fails, check the Date and Time settings on
the processing computer (see Set the correct time and time zone on the processing
computer).

• If the Check BioCyc User Credentials test for the BioCyc database fails, check the
subscription information in the BioCyc User Login view of the Configuration page.

IMPORTANT : You must create a BioCyc user account and then enter, test, and save
your account credentials in the BioCyc User Login view (see Set up a BioCyc account
or a subscription).

• If any of the other communication tests fail check the access to the URLs for the
online databases (see Check the URLs for the online databases in your browser).
If you can access the URLs for the online databases through your browser, but the
communication tests still fail, the firewall or proxy setting for your company network
is blocking the application’s access to the online databases.

• If a firewall is blocking the application’s access to the online databases, ask your IT
department to make sure that the company firewall is not blocking the Compound
Discoverer or the Compound Discoverer Server from accessing the URLs. The
application uses the following protocol: http on port 80 and https on port 443.

• If a proxy setting is blocking access, see Specify the IP address of the proxy server
.

Run the
communication

tests

Use the Communication Tests dialog box to test your processing computer’s access to the
online databases.

Procedure

1. From the application menu bar, select Help > Communication Tests.

The Communication Tests dialog box opens with multiple tabs, each for a specific
database.

2. Select the tab of the database whose access you want to test.
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3. Select Run Tests.
When the tests are successful, your computer has access to the required databases
on the Internet.

Figure 2 ChemSpider communication tests

4. If the communication tests fail, do the following as needed:

• If only the mzCloud test fails, check the Date and Time settings for the processing
computer. See Set the correct time and time zone on the processing computer

• If any of the other tests also fail, check the access to the URLs in your browser.
See Check the URLs for the online databases in your browser.

Check the URLs
for the online

databases in your
browser

If a communication test fails, ask your IT department to make sure that the URLs for the
affected database are not blocked by firewalls. The lists of the URLs for the online mass
spectrum databases are listed in the following table.

Table 4 URLs of online mass spectrum databases

Database URL

mzCloud mzcloud.org

identity.mzcloud.org

mzcloud.org/Services/MzCloudApiV1.svc

mzcloud.org/Services/MzCloudApiLightService.svc

ChemSpider chemspider.com

api.rsc.org

BioCyc biocyc.org

biocyc.org/web-services.shtml

tf.biocyc.org

https://mzcloud.org/
https://mzcloud.org/
https://mzcloud.org/Services/MzCloudApiLightService.svc
https://mzcloud.org/Services/MzCloudApiLightService.svc
http://www.chemspider.com
http://www.chemspider.com
https://biocyc.org/
https://biocyc.org/web-services.shtml
https://tf.biocyc.org
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Specify the IP
address of the

proxy server

If the communication tests fail but you can access the online databases through your
browser, follow this procedure to configure the IP address of the proxy server.

Procedure

1. Go to drive:\Program Files\Thermo\Compound Discoverer 3.3\bin\Config.

2. Open the Proxy.config file in Notepad.

3. Remove the characters (XML comment delimiters) that are the shown in the following
figure:

Figure 3 Proxy configuration setting with XML comment delimiters

4. Replace the current proxy address (highlighted in the following figure) with your
company's proxy address.

Figure 4 Default proxy address highlighted in yellow

Set the correct
time and time

zone on the
processing

computer

The mzCloud communication test includes a validation of the date and time settings on the
processing computer. If the mzCloud communication test fails, but the other communication
tests succeed, check the date and time settings for the processing computer.

Procedure

1. Enter date and time settings in the Windows search box and then select Date & Time
Settings to open the Date and Time dialog box (Windows 10) or view (Windows 11).
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Figure 5 Date and Time dialog box for the Windows 10 operating system

Figure 6 Date and Time view for the Windows 11 operating system
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2. Make sure that the date, time, and time zone settings are correct.

3. If the Internet Time tab is available, synchronize the Internet time.

NOTE : If your computer is not part of a network domain that synchronizes the
computer’s clock to the network server, you can use an Internet server to
synchronize the computer’s clock.

Set up a
BioCyc

account or a
subscription

Follow the instructions in the BioCyc User Login view to set up your BioCyc subscription or
user account. You must have either an organization subscription or an individual
subscription to access all BioCyc databases.

NOTE : To set up a user account or an individual user subscription, you must have
Internet access.

Procedure

1. Open the BioCyc User Login view

2. Do any one of the following:

• Create a new BioCyc account

• Request a 30-day trial access period for an existing BioCyc account

• Purchase a BioCyc subscription

3. Validate and save your account information

Open the BioCyc
User Login view

Use the BioCyc User Login view in the Compound Discoverer application to access the
BioCyc website and to validate your user credentials.

Procedure

1. From the application menu bar, select Help > Configuration.

The Configuration page opens.

2. In the left pane, under Miscellaneous Settings, select BioCyc User Login.

The BioCyc User Login view opens with information about whether you have a valid
subscription as follows:

• In the Organization Subscription area, if you have a subscription, the organization
name appears in green. Otherwise, this area displays the following in red: No Valid
Subscription Found.

• In the User Subscription area, if you already created a BioCyc user account,
entered and tested your credentials, and saved the settings, the User Name box
displays your email address. Otherwise, the following text appears in red below the
Test Credentials button: No Valid Subscription Found.
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Figure 7 BioCyc User Login view for a user without an account or a subscription

Create a new
BioCyc account

You must have a BioCyc account to use the BioCyc pathway mapping feature in the
Compound Discoverer application. BioCyc accounts are free, and the first time you create a
BioCyc account, you will have 30 days of free access to all the BioCyc databases.

Procedure

1. Go to biocyc.org.

2. Select Create Free Account.

The BioCyc website opens to the Create Free Account page.

3. Follow the website's instructions to create your account.

4. Validate and save your account information.

IMPORTANT : If you do not activate and save your account information, the following
error message appears when you check your processing computer’s access to the
BioCyc databases:
Testing connection to BioCyc failed. You have not specified your BioCyc account.
Enter your BioCyc username and password on the Help > Configuration page and
save the settings.

https://biocyc.org/new-account.shmtl
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Request a 30-day
trial access period

for an existing
BioCyc account

If you have an existing BioCyc account, you can request a 30-day trial access period to all
the BioCyc databases.

NOTE : Do not follow this procedure if you already have an organization subscription or
if your new account is within the 30-day trial access period.

Procedure

1. Go to biocyc.org.

2. Log in to your Thermo Fisher account.

3. Select Request Trial Access, and then follow the instructions on the website.

Purchase a BioCyc
subscription

You can purchase an institutional BioCyc subscription or an individual BioCyc subscription.

Procedure

1. Go to biocyc.org.

2. Log in to your Thermo Fisher account.

3. Select Subscribe to BioCyc.

4. Follow the instructions on the website.

NOTE : To purchase a subscription, you must be logged in to the BioCyc website. If
you are not logged in to the website, the following message appears when you select
Checkout:
You need to log in to purchase a subscription.

Validate and save
your account

information

After you create a new BioCyc account, you must enter the account information in the
BioCyc User Login view, validate the information, and then save the current settings.

Procedure

1. Open the BioCyc User Login view.

2. In the User Subscription area, enter your email address in the Username box and your
BioCyc password in the Password box.

3. Select Test Credentials under the Password Text-Entry box.

4. Select Save Current Settings in the lower-right corner.
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Figure 8 Test results for a user with access to all the BioCyc databases for a 30-day trial
period

Known issues This topic highlights the known issues, recommended recovery actions, resolved defects,
and terminology related to software defects. For further information, see the following
topics:

• Suggested recovery actions

• Feature requests and other removed items

• Terminology tables for the severity and risk of software defects

• Known defects categorized by software section

Suggested
recovery actions

In certain cases, Thermo Fisher Scientific recommends that you resolve certain issues by
restarting the application or rebooting the computer system. However, Thermo Fisher
Scientific does not recommend reinstalling the software or operating system (this is normally
done only after installing a new hard drive).

Feature requests
and other

removed items

These release notes describe features requested by customers and items that have been
removed from the application. However, note the following:

• The release notes only list known issues in documented software.

• The release notes do not list feature requests as software issues, regardless of the
reported significance or severity of the request.

• The release notes do not incorporate issues related to insufficient user-logged
information, which hinders the successful reproduction of the reported issue at Thermo
Fisher Scientific.

• Product managers evaluate logged feature requests for future releases.
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Terminology
tables for the

severity and risk
of software

defects

Severity Interpretation

Critical A problem that renders the system unusable because either an entire
function is unusable and no workaround exists, or because the use of the
current system compromises data integrity or results in data loss.
Catastrophic problems also include significant and non-obvious
quantitative errors, as well as all human and instrument safety issues.

High A serious issue that does not affect data integrity (meaning data loss,
corruption of data, or the wrong answer), but affects the user's ability to
use the product as designed. It can be a failure, design issue, or
documentation error or omission. A workaround might or might not exist.

Medium A minor error or poor behavior of a product feature. There is probably a
workaround.

Low An issue that has a limited effect on the usage of the product; a defect
with such low visibility that a user might never see it; or ease-of-use
issues or other items that do not cause any performance degradation.

Risk Interpretation

High Occurrence is likely to happen and can compromise operation.

Medium Occurrence is uncommon, but if it occurs, it can compromise operation.

Low Issue is minor; however, the software might operate differently from a
user’s expectations. A workaround is often available.

No Risk This issue causes no problems but is commonly an inconsistency or a
cosmetic issue.

Known defects
categorized by

software section

The following table lists the known defects in the different software components, including
an abstract of each defect and information about each defect's severity and risk.

NOTE : The Item ID is the internal number assigned to each issue. Product
management assesses risk, which can differ significantly from the reported severity.

Table 5 Software defects

Software section Severity Abstract Risk Item ID

Result Filters Medium Filter disappears when turning
the filtering off and then on
again in the Result Filters
dialog.

No Risk 48606

Detect
Compounds

Medium Some isotopic peaks are not
grouped in certain cases for
charge state z=+3.

Low Risk 436109

Alignment Medium Peak shape might change for
some peaks in certain cases
when using ChromAlign.

Medium 412879
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Software section Severity Abstract Risk Item ID

Metabolika
Pathways

Medium Metabolika pathways that
were exported from Mass
Frontier 8.0 cannot be
imported into Compound
Discoverer 3.3.

No risk 198976

Generate Expected
Compounds

Medium Generate Expected
Compounds node: The
Expected Formulas are not
created if the transformations
contains Deuterium (D), [2]H
needs to be used instead.

Low 204449

Group Compounds Medium Some broad peaks are not
grouped properly.

Medium 206398

Compound Editor Medium Large chemical structures
exceeding 199 atoms cannot
be drawn in the Compound
Discoverer application's
structural editor.

Low 172298

Detect
Compounds

Medium The isotopic pattern for
compounds containing iridium
is not detected correctly.

Low 180109

Installer Medium The
CompoundDiscovererServer
log shows a
DpapiXmlDecryptor error when
installing Compound
Discoverer.

Low 235932

Statistics Low Group area calculation can fail
when a combination of
Missing Value Imputation and
SERRF QC is used with
nested experimental design.

Low 181510

Statistics Low SERRF QC correction is also
performed when Random
Forest is not converging.

Medium 141412

FISh Scoring Low In some rare cases, the
fragment's annotations are not
saved.

Medium 228018

Job Queue Medium When expanding the details on
a job, a red X and an error
message are displayed (this
does not affect data
processing).

Medium 100544
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Software section Severity Abstract Risk Item ID

mzCloud search Medium Some compounds are not
identified when DIA scans are
used for the search.

Medium 100449

mzVault Library Low Spectral library: Bamba Lab
538 polar metabolite library
lists the ID for all entries as 1
(for mzCloud).

Low 100529

Reporting Medium Displays the MS2 spectrum
closest to the peak apex but
does not support displaying
the entire spectral tree for a
compound.

Medium 101431

Reporting Low Report Template view: When
you delete multiple items, part
of the warning message is cut
off.

No risk 100858

Reporting Low The structure annotations on
MS2 spectra are not clear in
the PDF report.

No risk 100859

Reporting Medium HTML file is not generated for
a report that contains 1,000 or
more entries.

Low 101435

Reporting Medium Color-coding can be
inconsistent between XIC
overlays in the Compound
Discoverer result view.

Low 101441

Reporting Medium Unable to report the expected
compounds associated with
radio trace in RT order.

Low 101021

Scatter Chart Low The ToolTip for the data point
is not displayed after docking
the scatter chart in the data
review window.

No risk 100860

Unknown Detector Medium D-labeled compounds are not
detected in certain cases.

Medium 101467

Unknown Detector Medium Adduct grouping issue causes
duplicated compounds in the
Compounds result table.

Medium 101442

Unknown Detector Medium Unknown Detector does not
correctly assemble the
isotopic pattern for boron-
containing compounds.

Low 101439



22

Resolved
defects

The following topics describe the resolved defects for the Compounds Discoverer 3.3, 3.3
SP1, SP2, and 3.3 SP3 applications:

• Resolved defects in the Compound Discoverer 3.3 SP3 application

• Resolved defects in the Compound Discoverer 3.3 SP2 application

• Resolved defects in the Compound Discoverer 3.3 SP1 application

• Resolved defects in the Compound Discoverer 3.3.0 application

Resolved defects
in the Compound

Discoverer 3.3 SP3
application

The following table lists the defects that were resolved between the Compound Discoverer
3.3 SP2 and 3.3 SP3 applications.

Table 6 Resolved defects in the Compound Discoverer 3.3 SP3 application

Item ID Abstract Severity

427044 Select Spectra node: Filtering spectra using Min. or Max.
Collision Energy option also removes MS1 spectra along with
MS2.

Medium

464298 Alignment: Incorrect peak width estimation in some cases
resulting in insufficient alignment.

Medium

452091 Alignment: Alignment is slow for certain files. Medium

441581 The following error message appears in the SERRF QC
Correction node: Non-rectangular jagged array cannot be
converted to multidimensional array.

High

431099 Detect Compounds node: Truncated peaks or gaps in peaks
due to a problem with the mass trace detection.

High

435717 mzCloud Search node: Best Tree Match column is shown in
the result even when no MSn data is present.

Low

436080 Detect Compounds node: Peak detection is slow for certain
raw files.

High

436110 Detect Compounds node: Chlorine-related isotopic peaks are
not grouped in some cases.

Medium

460893 Find Expected Compounds node: Peak boundaries are not
detected correctly for some traces.

High

450746 When more than 20 databases are selected the following error
message appears in the ChemSpider Search node: Bad
Request.. error.

Medium

436097 Lists & Libraries: Some .csv files can not be imported. Medium

464595 Security update Medium

465876 Security update Medium

Resolved defects
in the Compound

Discoverer 3.3 SP2
application

The following table lists the defects that were resolved between the Compound Discoverer
3.3 SP1 and 3.3 SP2 applications.
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Table 7 Resolved defects in the Compound Discoverer 3.3 SP2 application

Item ID Abstract Severity

348771 Current filter settings are not applied when
calculating PCA.

High

366023 Results Filters with Unhandled Exception
error.

Medium

348719 The following error message appears in the
Detect Compounds node: Cannot calculate
average peak width.

High

348721 Error message in the Detect Compounds
node: NaN error.

High

348739 Apply QC Correction node: The settings fail
and The following error message appears:
Failed to update item
ConsolidatedUnknownCompoundItem.

High

348740 Security update. High

348741 Security update. High

348742 Security update. Medium

348743 Security update. Medium

348745 Security update. Medium

348776 Mass list: Error when importing SDF files with
charged structures.

Medium

348777 The following error message appears in the
mzCloud Search node: An Item with the
same key has already been added.

Medium

Resolved defects
in the Compound

Discoverer 3.3 SP1
application

The following table lists the defects that were resolved between the Compound Discoverer
3.3 and 3.3 SP1 applications.

Table 8 Resolved defects in the Compound Discoverer 3.3 SP1 application

Item ID Abstract Severity

266926 Security update. High

259629 Error message in BioCyc Pathway Mapping
node: Pathway search failed...

High

248082 The following error message appears in the
Detect Compounds node: An Item with the
same key has already been added.

High

263949 Unhandled exception error occurs when
opening a results with BioCyc / KEGG
Pathways view in the layout.

High
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Item ID Abstract Severity

256800 The Compound Discoverer application
shows the following message: Licensing for
this product has expired. Then, the
application cannot be started.

Medium

254115 Installer: Pathway Metacyc.exe archive file
cannot be run during installation.

Medium

260895 mzCloud Offline Libraries 2021 cannot be
installed on some PCs.

Medium

259071 Error when trying to start analysis with >
2,000 samples and many study factors.

Medium

260826 Reporting: mzCloud mirror plot is only
displayed for single highlighted compound.

Medium

248007 mzVault search fails when using a particular
mzVault library.

Medium

248542 Detect Compounds (Legacy) node: Peak
Quality Factor FWHM2Base incorrect for
Gamma distribution peak model.

Medium

251753 Align Retention Times (ChromAlign) node:
Alignment score is set to zero for certain raw
files.

Medium

255305 Detect Compounds node: PFAS compound
not detected.

Medium

257156 Mass lists cannot be imported immediately
after starting the Compound Discoverer
application.

Medium

265368 Reporting: MS2 spectra for first compound is
replaced with MS1 spectra when the
compound are highlighted in the compounds
table.

Medium

266175 Installer: Licenses are not created if the
Windows username contains specific special
characters.

Medium

268250 Custom tag: Duplicate tag names causing
problems.

Medium

268786 Mass lists are not registered after reinstalling
the Compound Discoverer application.

Medium
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Resolved defects
in the Compound
Discoverer 3.3.0

application

The following table lists the defects that were resolved between the Compound Discoverer
3.2 SP1 and 3.3.0 applications.

Table 9 Resolved defects in the Compound Discoverer 3.3.0 application

Item ID Abstract Severity

100374 Inadequate alignment can cause reported
peak areas to be too low.

Medium

100391 Insufficient alignment for samples with low
feature density.

Medium

101420 Atom Properties dialog box in Periodic Table
for terrestrial Isotopes: The mass numbers
displayed are superscripted and are not
aligned for some elements.

Low

100416 In chromatograms with many adjacent
peaks, some smaller peaks are not detected.

Medium

101425 Two M+H adducts are grouped into one hit. Medium

101430 Unknown Detector occasionally assigns A1
isotope peaks as A0.

Medium

Trademarks All trademarks are the property of Thermo Fisher Scientific and its subsidiaries unless
otherwise specified.

Flexera is a trademark of Flexera Software, Inc.

NIST is a trademark of the National Institute of Standards and Technology.

ChemSpider is a trademark of ChemZoo, Inc.

Active Directory, Azure, Edge, Excel, Microsoft, and Windows are trademarks of Microsoft
Corporation.

Intel, Core, and Xeon are trademarks of the Intel Corporation.
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