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1.  Purpose and Objective  

CentoMD® is a software product designed, developed and maintained by 

CENTOGENE AG. 

CentoMD® is a holistic database that combines phenotype and gen otype 

information gathered from  samples of individuals analyzed at CENTOGENE AG. Every 

variant reported in CentoMD ® is linked to at least one clinically described case  tested 

at CENTOGENE AG through a validated  and accredited laboratory workflow.  

CentoMD® is a growing database; newly analyzed variants, associated clinical 

information  and additional features  will be added quarterly.  

CentoMD® comprises three modules: Genotype to Phenotype (G2P) and Phenotype 

to Genotype (P2G) as well as the vcf -upload module. In the Genotype to Phenotype 

module, the users can initiate  searches using approved gene symbols and access data 

of t he corresponding genetic variants  which are associated with epidemiological data 

and clinical information following the Human Phenotype Ontology (HPO) 

nomenclature.  The Phenotype to Genotype module enables users to perform 

symptoms-based queries and identify candidate genes and related variants 

associated with a particular combination of HPO terms (phenotype).  The vcf-upload 

module gives the user the opportunity to upload single sample vcf file s and annotate 

the variants with clinical significance according to  CentoMD.  

This user guide has been designed to provide detailed instructions  for the proper 

use of CentoMD® in order to query, access and retrieve information f rom CENTOGENE 

AGõs mutation database. The following chapters provide step -by-step instructions for 

the use of  CentoMD®. Additionally, you will find a glossary of terms and definitions 

in the attached appendix.  

 

2.  How to register for CentoMD ®  

To register fo r CentoMD® go on www.centomd.com . 

 

file:///C:/Users/yschmitz/AppData/Local/Microsoft/Windows/Temporary%20Internet%20Files/Content.Outlook/4128H43D/www.centomd.com
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Figure 1: Screenshot - CentoMD® Login Page 

 

The registration procedure is straightforward. A click on  òSign up for CentoMD®ó (see 

Figure 1) takes you to the registration form illustrated in Figure 2.  

 

 

Figure 2: Screenshot - The registration form  



  

 

Page | 5 

 

     CentoMD® 5.0 User_Guide_V5_July2018 

 

Fields indicated by a n asterisk must be filled in completely . Fields without an asterisk 

are optional. The òSign upó button is disabled until all required fields are filled in 

correctly. Please choose a password of sufficient complexity. A valid password should 

be at least 8 c haracters in length  and include a number, a letter and a special 

character, e.g. Wxj68n4&m.  If the password entered is too short, the user  will be 

asked to apply changes as shown in Figure 3. 

 

Figure 3: Screenshot - Error message if the password  is too short  

 

After filling i n all mandatory fields, press the red òSign upó button. An e-mail  will 

then be sent to you  for validation  of the e-mail address that was provided (see Figure 

4).  

 

 

Figure 4: E-mail to c omplete the registration process  

 

After clicking the confirmation link , registration is complete  and the user can log 

into CentoMD® using the registered  username and password. A confirmation e -mail 

will be sent (see Figure 5) containing the username and a link to the login page for 

the userõs records.  



  

 

Page | 6 

 

     CentoMD® 5.0 User_Guide_V5_July2018 

 

 

Figure 5: Confirmation e -mail  

 

Upon a new subscription, the registered user automatically becomes a òMasterUseró 

(see Section 5.1 for details).  Access (and login) to CentoMD® is only enabled after  a 

license agreement. Once a license agreement is closed, the user  will receive a 

confirmation e -mail that the user account has been activated. Access and login to 

CentoMD® will thus be enabled instantly. To obtain a customized subscription model 

for CentoMD®, please contact  sales@centomd.com.  

 

3.  How to log  in to  CentoMD® 

To log in to CentoMD® go on www.centomd.com/login  and enter username and 

password. Then press òLog inó (see Figure 6).  

file:///C:/Users/yschmitz/AppData/Local/Microsoft/Windows/Temporary%20Internet%20Files/Content.Outlook/4128H43D/sales@centomd.com
file://///SRV-files/operational/Projects/P002%20CentoMD/12%20Marketing/02_DraftMaterials/user%20manual/www.centomd.com/login
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Figure 6: Screenshot - The CentoMD® login page (filled in)  

 

If the password is forgotten , a new one can be requested. To do so, please click 

òForgot your password?ó (see Figure 1) and fill in the form depicted in Figure 7. Th en 

press òSend requestó.   

 

 

 

 

 

 

 

 

 

Figure 7: Screenshot ð Request new password  

 

This will generate an e -mail  (see Figure 8) containing the link for the password -

changing page where the user can reset the old password and generate a new one 

(see Figure 9). After entering all mandatory f ields, please click the òChangeó button. 
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Figure 8: E-mail to request  a new password  

 

 

Figure 9: Screenshot ð Change your password  

 

4.  CentoMD® Homepage 

After logging on to  CentoMD®, different tools and features can be identified. This is  

shown in Figure 10. 

 

 

 

 

 



  

 

Page | 9 

 

     CentoMD® 5.0 User_Guide_V5_July2018 

 

  1     2      3     4                                                                5       6    7      8     9  
 

 

 

Figure 10: Screenshot ð Tools and features of CentoMD ® 

 

These are the main tools and features the CentoMD ® interface provides to the user 

(see Figure 10): 

¶ The CENTOGENE symbol (1) always takes the user back to the homepage.  

¶ Under òMe (user name)ó (2) changes can be made to account settings, e.g. 

personal and company details, and the contract -related details  can be viewed.  

¶ Under òMy exportsó (3) all variants  the user has activated  are stored and can 

be exported into read-only excel file . 

¶ Under òMy uploadsó (4) all annotated vcf files of the user are stored and can 

be redownloaded.  

¶ Under òGeneral statisticsó (5) statistics on the entire content of CentoMD® can 

be viewed.  

¶ Additionally, a òUser guideó (6), a òHandbookó (7) and a òGlossaryó (8) are 

available for information.  

¶ A click on the òLogoutó (9) button will end the current database session.  

CentoMD® offers two  different advanced search modules, which are available after 

clicking the corresponding buttons: Phenotype to Genotype and Genotype to 

Phenotype as well as vcf upload (indicated by red arrows  in Figure 10). These 

modules are described in Sections 6 and 8.    

 

5.  Account management  in CentoMD® 

In CentoMD®, users can have different roles assigned to them. In general, MasterUser 

and invited user are distinguished. MasterUser has extended views, right s and 

responsibilities compared to the invited user, as explained in the following sections.  
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5.1.  The MasterUser  

The first person from a company/institution, who registers for  CentoMD®, is the so-

called òMasterUseró of this institution. This means that after  a successful 

registration  as described above (Section 2), the user will  have the status/role of a 

MasterUser automatically.  This ensures that every institution has a CentoMD® 

MasterUser. Other users utilizing the same license agreement can only sign up upon 

the invitation of the MasterUser.  

The MasterUser is the assigned contact person for this institution , meaning that  the 

CentoMD® team will contact the MasterUser regarding administration and 

management of the institutional account . Details related to the institutional account 

management can be viewed under òMe (username)ó, as shown in Figure 11.  

 

 

 

 

 

 

 

Figure 11: Screenshot - Account management view of the Master User 

Click òMy company/institution  detailsó to edit the companyõs billing address, as 

shown in Figure 12. After editing all neces sary fields, please press the òSave changesó 

button to store your changes.  
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Figure 12: Screenshot ð Edit co mpany /institution  name and/or billing address  

 

Click òMe (username) ð My contract detailsó (see Figure 11), to view  information  

regarding the companyõs/institu tionõs contract/agreed license. Figure 13 shows the 

details of the purchased license. To obtain a ccess, please contact 

sales@centomd.com for a quote.  

 

 

file:///C:/Users/yschmitz/AppData/Local/Microsoft/Windows/Temporary%20Internet%20Files/Content.Outlook/4128H43D/sales@centomd.com
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Figure 13: Screenshot ð View contract details  

In the shown example, the institution òMy companyó has a license which is valid for one year  

including a conti ngent of 50 variants  to be activated within 7 days (1). In this particular case, 

up to  3 users can have a ccess to the institution account  (2). This view also shows the list of 

available genes. Enter the gene name to see if the gene of interest is available with yo ur 

license (3 ), if the license  is limited to particular genes, the list of genes w hich are not 

accessible - is displayed  on the left  (4).  Additionally,  you can see that this license includes a 

contingent of x vcf uploads within y days (5)  

 

5.2.  How to invite other users  

The MasterUser can invite other users from its institution to register f or CentoMD®. 

To do so, click òMe (username) - Manage usersó (see Figure 11) and type the e -mail 

address of the person to be  invite d (see Figure 14). A confirmation e-mail  will be 

sent once this person has signed up to CentoMD®.  

 

 

 

 

 

 

 

 

Figure 14: Screenshot ð Inviting other user  

All invited users have the right to use CentoMD ® and to activate  variants (see Section 

6.1.7  for details on the export procedure) according to the terms of the license 

agreement. All activities  by the invit ed users are binding; therefore,  the MasterUser 

should handle these invitations with proper care.   

1 

2 

3 

5 

4 
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Details related to the invited users of the account can be viewed under òMe 

(username) - Manage usersó as shown in Figure 11. The table with the users is 

displayed (see Figure 15),  and then the MasterUser can manage all accounts of 

invited users by clicking òEditó (see Figure 15). 

Figure 15: Screenshot ð Table of the users (partial view)  

 

For all invited users, the following deta ils can be changed by the MasterUser as shown 

in Figure 16: user status (activated -deactivated), personal details (name, e -mail , 

password reset) and newsletter updates. It is also possible to assign the role of a 

MasterUser to an invited user, and vice ver sa. A MasterUser cannot change his own 

status and role. This is to assure that the MasterUser always exists for each 

institution.  

 

Figure 16: Screenshot ð Management of invited user accounts  

 

5.3.  The invited user  

A user must be invit ed by a MasterUser to register at CentoMD® (see Section 5.2). 

After receiving an invitation e-mail  (see Figure 17), the invited user need s to click 
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on the provided registration link. He /she  then needs to fill in the registration page 

as shown in Figure 18. After clicking the red òSign upó button  the registration process 

is the same as described in Section 2.  

 

  

Figure 17: Invitation e -mail  

 

Figure 18: Screenshot ð Registration form of the invited user  

In contrast to the MasterUser, the  invited user can only manage his/her  own account. 

Under òMe (username)ó the invited user can edit personal details, e-mail  address, 

and activate/deactivate newsletter notifications  (see Figure 19). It is also possible 

to change the password. The username, however, is fixed and cannot be changed.  
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Figure 19: Screenshot - Account management of the  invited user  

 

6.  How to use CentoMD ® database 

Data search can be initiated upon click òCentoMDó on CentoMD® homepage. As 

indicated in Figure 21, two  different search modules are available : Genotype to 

Phenotype and Phenotype to Genotype. In the following  sections, the usage of these 

two modules will be explained step -by-step.  

6.1.  Genotype to Phenotype  search module  

CentoMD® Genotype to Phenotype module provides access to a dataset of variants 

and individual -related data derived from genetic tests performed at CENTOGENE AG, 

utilizing accredited lab oratory technologies for Sanger,  NGS, WES, CES and WGS 

sequencing as well as insertion and deletion analysis by MLPA/qPCR. The annotation 

and classification of the genetic variants are strictly curated by medical 

professionals. There are three types of variant quality status which are indicated 

with  different signs (see Figure 20). Please refer to the accompanying handbook for 

details.  

 

 

 

Figure 20: Screenshot ð Indications for three types of variant quality status  
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6.1.1.   Search initiation  

The search interface displays a simple three -step procedure which  is directly 

available on the  CentoMD® Homepage, as shown in Figure 21. 

 

 

Figure 21: Screenshot - Search interface of Genotype to Phenotype  module  

 

1) To initiate a search, enter the gene of interest into the search box. Valid 

entrie s are gene symbols approved by HGNC (HUGO Gene Nomenclature 

Committee) . During typing, possible matches are indicated. The user can 

select one or continue typing, until the gene of interest is displayed. The 

search is restricted to genes that are available  in CentoMD®. Other genes 

cannot be entered . 

2) Next, select a transcript  from the drop -down list . The transcript used at 

CENTOGENE AG/in CentoMD® is highlighted  with an asterisk . By default, the 

transcript used at CENTOGENE AG will be selected . Other transcr ipts than the 

transcript  used in CentoMD® can be chosen on click. The selected transcript 

will then be mapped to the transcript used in CentoMD®.  Please note that for 

some variants we cannot provide mapping to alternative transcripts (mostly 

repeats/extens ions or conversions, and gross rearrangements). These variants 

will only be displayed when the transcript used in CentoMD ® has been chosen. 

3) Click the òSearchó button. 

Once these three steps have been completed, all genetic variants detected in the 

selected gene are displayed in a result  table and provided on a web-based interface  

(see Figure 22).  

All terms and abbreviations used in CentoMD® are defined and explained in the 

glossary which is available online (see Figure 10, Feature 7).  
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Figure 22: Screenshot - The result of the database query is a table provided on a web -based 

interface  

 

The number of all variants  in CentoMD® that match the search parameters is 

displayed above the result table .  

A result table contains the followi ng details presented in the given order  (see Figure 

22):  

1. Activation option  

2. Rationale 

3. Positive individuals  

4. Statistics 

5. Individual view  

6. Quality status 

7. Transcript  

8. Location  

9. gDNA change 

10.  cDNA change 

11.  Protein change 

12.  Type of variant on DNA level  

13.  Coding effect  

14.  Sample type 

15.  Screening method 

16.  dbSNP 

17.  Clinical significanc e 
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18.  Publication  status 

19.  Biochemical analysis 

20.  Positive individuals  

21.  Positive individuals (%) 

22.  Het/Hom/Hem  

23.  Allele frequency at CentoMD 

A sort/filter/search option  in the columns 7 -19 provides the possibility to define 

individualized views.  

 

6.1.2.   Variant activation   

From the table  shown in Figure 22, variant(s) of interest  can be activated . To 

activate a variant,  click on  the red òActivateó button  on the left side of the result 

table  (see Figure 22).  The initially hidden fields  (see above items from Clinical 

significance to Allele frequency at CentoMD) are shown and data can be retrieved at 

four different levels: rationale, detailed  overview of the Positive individuals , variant 

statistics and individual view. The corresponding buttons on the left side of the 

variant table are  then highlighted in red (see Figure 24). 

 

 

 

Figure 23: Screenshot - The result of the database query is a table provided on a web -based 

interface where activated  variant  is highlighted  in red  

 

Every activated variant is counted. There is a limit to the number of  variants that 

can be activated within a particular time window depending on t he account type and 
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license agreement. I nformation about the number of variants that  can be activated 

is available on the CentoMD® Homepage (see Figure 21) and òMe (user name) ð My 

contract detailsó (see Figure 13, Feature 1).  

6.1.3.   Rationale  

Variant r ationale provides a summary of available variant  information  which supports 

the clinical significance of the variant according to ACMG guidelines and internal 

evidences. To see the rationale, click the òRationaleó button on the left side of the 

variant table  (see Figure 24). A separate rationale window will be opened  (see Figure 

25). The upper part of the window shows genetic variant information and the lower 

part is the evidences for the variant classification.  

 

 

 

Figure 24: Screenshot ð Rationale of an activated variant  

 

6.1.4.   Positive  individuals  

To display the data of individuals  tested positive for the variant of interest ,  click the 

òPositive individualsó button (see Figure 24).  The data is organized under this view 

as following: variant details, information on co -occurrence and detailed overview of 

each individual .  

Co-occurrence information : the association o f the variant of interest with other 

classified and curated CRV/VUS variants in the same gene or other genes is provided. 
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When no such co-occurrent variant is available, òn.a.ó is indicated. When at least 

one CRV/VUS detected, the number of co -occurrent variant s is indicated  and an 

optio n to see the corresponding details is provided under òShow detailsó. Please click 

the red òShow detailsó button (see Figure 26). An additional table which contains 

the details of the cDNA, protein and gDNA change and the number of patients will 

be displayed as shown in Figure 27. To hide this table, click the red òHide detailsó 

button.  

 

Figure 25: Screenshot ð Positive individuals of an activated variant  

 

Under the co-occurrent information, the details on Positive individuals  are 

summarized in a result table, where each row is represented by a unique individual 

(see Figure 27).  

On the top of this result table, information regarding the number of detected 

individuals are provided. The result table of positive  individuals contains the 

information on:  

1. Quality status  

2. Random patient ID 

3. Finding 

4. OMIM® disease 

5. MOI 

6. ARFN 

7. Pedigree 
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8. Sex 

9. Age 

10.  Country 

11.  Region 

12.  Clinical information (HPO terms)  

13.  Variant zygosity 

14.  Total number of variants  

15.  Genotype 

16.  Enzyme interpretation  

17.  Biomarker interpretation  

18.  Clinical statement  

19.  Sample type 

20.  Age at onset 

21.  Carrier testing  

22.  Consanguineous parents 

23.  Family history  

24.  Detailed family history  

 

For + individuals in the columns 3. Finding, 4. OMIM disease, 5. MOI, 15. Genotype 

and 18. Clinical statement will be ònot applicableó as for those idnividuals the 

variant was not curated and  evaluated in the context of the phenotype of the 

individual.  
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Figure 26: Screenshot ð Positive individuals of an activated variant. CRV/VUS co -occurrence in 

the same gene  

In order t o see the definition  of columns labele d with an asterisk, point with mouse 

to ô*õ (see Figure 28).  

A sort/filter/search option  in the columns  provides the possibility to define 

individualized views .  
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Figure 27: Screenshot ð Positive individuals of  an activated variant. The definition of ARFN  

 

6.1.5.   Variant statistics  

When the òStatisticsó button  is clicked (see Figure 24), the statistical information on 

the variant  is provided in separate window . The cohort information, statement 

distribution, sample ty pe, gender distributi on, age at diagnosis (expressed as years, 

months) and clinical info rmation  distribution  are displayed in the tables  (see Figure 

29) separated between ++ (i.e. G2P) and + (non-G2P) individuals. G2P refers to the 

individuals where Genotype  (G) to Phenotype (P) association has been observed for 

the gene of interest. Non -G2P refers to the individuals where the gene of interest 

did not explain  the observed phenotype. 

Cohort information provides the follow ing details:  

1. Geographical region 

2. Number of G2P individuals  (++) 

3. Number of non-G2P individuals (+) 

4. Het/Hom/Hem non-G2P individuals  (+) 

5. Het/Hom/Hem G2P individuals  (++) 

Statement dist ribution shows information about:  

1. Statement 

2. Number of G2P individuals  (++) 
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At òSample typeó the user can view: 

1. Sample type 

2. Number of G2P individuals  (++) 

3. Number of non-G2P individuals (+) 

Gender distribution provides information about:  

1. Gender 

2. Number of G2P individuals  (++) 

3. Number of non-G2P individuals (+) 

In òAge at diagnosis (expressed as years, months)ó table there are details of: 

1. Statement 

2. Number of individuals  (by statement and ++/+ status)  

3. Age (Mean+/-STD) 

Clinical info rmation  distribution for clinical confirmed ++ ind ividuals: 

1. HPO terms 

2. HPO ID 

3. Number of  G2P cases (++) 

4. Frequency in G2P cases (++) 

Clinical information distribution for + ind ividuals: 
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Figure 28: Screenshot ð Statistics of an activated variant  (partia l view)  

 

6.1.6.   Individual view  

When the òIndividual viewó button is clicked (see Figure 24), a separate window is 

opened (see Figure 30). This enables the user to get the details of  up to  10 classified 

and curated variants (++) associated with each individual .  

 

 

Figure 29: Screenshot ð Individual view of an activated variant  

 

The information is displayed in two tables. The upper table contains individual -

related information on:  

1. Quality status  

2. Random patient ID 

3. Screening method 
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Figure 30: Screenshot ð Individual view of an activated variant. The list of associated variants 

of the individual of interest  

 

In order to view associated variants of the individual of interest from the upper table, 

click the corresponding òShow detailsó button (see Figure 30). The details of the 

variants are displayed in the lower table (see Figure 31) and contain the information 

on: 

1. Activation option  

2. Quality status  

3. Gene symbol 

4. gDNA change 

5. cDNA change 

6. Protein change 

7. Type of variant on DNA level  

8. Coding effect  

9. Allele zygosity 

10. Clinical significance  
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Information on clinical significance is by default displayed for previously activated 

variants. If a variant of interest was not previously activated, in order to view clinical 

significance of a variant, the activation option  should be used. 

6.1.7.   Data export  

The user has possibility not only to view variants  but also to export the variant -

related information. Upon clicking  the òMy exportsó button (see Figure 10, Feature 

3), all activated variants are displayed  in a table  (see Figure 32).  

All activated  variants table contains the following details presented in the given 

order: 

1. Rationale 

2. Positive individuals  

3. Statistics 

4. Individual view  

5. User 

6. Timestamp 

7. Gene symbol 

8. Transcript  

9. Location 

10.  gDNA change 

11.  cDNA change 

12.  Protein change 

13.  Type of variant on DNA level  

14.  Coding effect  

15.  Sample type 

16.  Screening method 

17.  dbSNP 

18.  Clinical significance  

19.  Publication  status 

20.  Biochemical analysis 

21.  Positive individuals  

22.  Positive individuals (%) 

23.  Het/Hom/Hem  

24.  Allele frequency at CentoMD 
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Figure 31: Screenshot ð All activated variants  

 

At this stage the information  about the activated variants c an be exported . There 

are two possibilities  for downloading the variant information. The user can export 

all activated variants by  clicking  the òExport all variants and positive G2P individuals 

(++)ó button (see Figure 32). The details  of all activated vari ants as well as the 

associated G2P individuals (++) will be  then exported  into a  read-only excel  file (see 

Figure 34). The maximum number of variants allowed to be exported in one read-

only excel  file is 100.  

Another possibility is that the user can select the  activated  variants of interest and 

export them by clicking the òExport selected variants and positive G2P individuals 

(++)ó button (see Figure 33).  

 

 

 

Figure 32: Screenshot ð Selected variant  for the export  

 

In the exported read-only excel  file  (see Figure 34), t he following inform ation is 

available summarized in a table : 
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1. Finding 

2. OMIM® disease 

3. Disease name 

4. MOI 

5. Gene symbol 

6. Screening method 

7. Transcript  

8. Location 

9. gDNA change 

10.  cDNA change 

11.  Protein change 

12.  Type of variant on DNA level  

13.  Coding effect  

14.  Variant zygosity 

15.  Clinical significance  

16.  Publication  status 

17.  Random patient ID 

18.  ARFN 

19.  Sex 

20.  Age 

21.  Country 

22.  Region 

23.  Clinical information  

24.  Genotype 

25.  Enzyme interpretation  

26.  Biomarker interpretation  

27.  Clinical  statement  

 

 
































