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ASHI NMDP Meeting 

Location: Hilton San Diego 
Date & Time: Thu 2006-10-19, 8h00 -> 10h00 

Participants 

Martin Maiers, NMDP 
Eric Williams, NMDP 
Pedro Cano, University of Texas (MD Anderson) 
Wolfgang Helmberg, 
Joel Shi, Invitrogen 
Damian Goodridge, Conexio.ii.net 
Eric Rozemuller, Genome Diagnostics 
Lennert Ploeger, Genome Diagnostics 
Anna Liu, One Lambda 
Koen De Clercq, Innogenetics 

Goals 

Technical Goals 

• XML for SBT 

• XML for SSO/SSP 

• Registry vs interlab req’s 

• Multiple allele codes vs code lists 

• KIR 

• Repeated genes 

• Locus blocks 

Organizational Goals 

• IHWS 

• ASHI/EFI/ASEATTA 

• WMDA/NMDP/BMDW 

• HL7/caBIG/NCBI 

NMDP Goals 

• Matching Algorithm 

• Tools 

• Contract Labs 

• Non-contract labs (Transplant center labs) 

Notes 

Miscellanious 

Although they lack functionality, allele codes are not gone tomorrow. 
 
NMDP is a member of HL7 (exchange standard for LIMS) 
- drawbacks are: not open, pay for access 
- more info on http://en.wikipedia.org/wiki/HL7. 
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Besides the typing result, information about the way the information is obtained 
is also required (reagents / specificity). One has to specify what has been 
measured.  
 
For instance, the specificity of SSO probes is allele release dependent since the 
complete sequence is not provided, but only the part that makes it specific 
which can change over time due to new alleles published. Additionally, an oligo 
is not linear, side-effects must be taken into account. 
 
There is currently no standard to define the protocols or reagents used. 
There is a need for self-containing data (i.e. data containing meta-data, data 
describing its own contents) 
 
The DRB1*1401 vs DRB1*1454 allele is an example of how nomenclature 
changes can affect searches in legacy data. 
 
Babylonix (~naming confusion) 
Haploid ambiguity = oneliner = allele ambiguity. 
Diploid ambiguity = allele combination ambiguity = genotype ambiguity. 
Phenotype <= Genotype 
 
Allele identification: 
Nomenclature expiriences quite some stress due to the volume of new alleles, 
inconsistencies in relation to serology etc… 
 
Allele Update volume, Histogenetics does not want to report ca 500 alleles 
already sequenced due to manual submission req’s. Once automated -> allele 
flood.  

HLA Typing Result levels 

Pedro Cano: 5 Levels of HLA Typing information can be distinghuised: 
 
Level 1: Signals (Signal level) 
For example: the probe signals / intensity of an SSP/SSO. This can be 
expressed as an intensity value (eg: 0..255) or as Optical Density (0..4). 
 
Level 2: Reactivity Pattern (Pattern level) 
Translated using level 1 data, the reactivity is the interpretation of the signal 
level. This interpretation takes side-effects into account, specific for each 
technique / product. 
 
Level 3: Sequence (Sequence level) 
The sequence derived from the reactivity. This includes sequence information 
found present and absent. 
 
Level 4: Allele Assignment (Locus Level) 
The list of possible allele combinations for a given locus.  
?This can also include DRB1-3-4-5 alleles in 1 list, max 4 alleles per 
combination) 
 
Level 5: Locus Block Information (Haplotype level) 
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The combination of possible allele combinations for more than 1 loci. This level 
can be used for genotype & pedigree analysis (Eric Rozemuller). 
 
- (Pedro Cano) Level 2 & 3 can be considered the same for sequencing, i.e. 

there is no reactivity involved (~ I would suggest level 2 does not exists for 
sequencing). 

- Level 4 information is not useful for locating donors, level 5 is. 
- Each level can be considered as a separate domain. 
- Conversion algorithms will be required to convert data between levels. 

Result Quality Scoring 

(Damian Goodridge) There should be some measurement quality scoring 
system to define the quality of the measurement. 
 
Primary (reference?) data is an electropherogram. 
 
- Problem with such a score is the way valuies are compared between 

different techniques. Some algorithm (?) can be used to achieve a 
reference. 

- This would be a “quantification of confidence of result”. 
 
-> Something like this should be made optional (consensus) 
 

XML Examples 

The score typing result export xml has been showed as an example of how data 
can be described, using XML as a high-level container. 
 
The information implicitly refers to specificity information that can be derived 
separately (eg: NCBI store). 
 
Uses difference containers: Sample, Locus and Results container. The DNA 
level information can be thrown all on 1 pile (since such information identifies 
itself uniquely?).    
 
The NMDP proposed XML format called HML which is currently in use as 
version 0.3.   (http://bioinformatics.nmdp.org/HLA/HML/hml_idx.html)  Two 
features identified in this meeting that could be added to make this format more 
usable to a wider audience are: 

1. incorporation of a “subject” as a parent of “sample” (one subject can 
have multiple samples. 

2. make phase information (level 5 in the 5-level hierarchy described 
above) something represented as attributes and have blocks for 
reporting each locus 

 
Update: The NMDP has been working on a new version of HML (v0.4) that 
addresses these two issues.  A prototype should be available on-line by 
Summer. 
 
Keeping the allele pairs is required, unlike NMDP codes implicitly reporting 
allele combinations that were not found (data reduction). In other words 
reporting the full cross product of what has been found is not what is wanted. 
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Summary 

- The idea of defining a standard for transferring HLA typing results is 
initiated. 

- Required: further development of the 5-level idea, proposals for each level / 
domain, defining name conventions, specificy product specific issues 

- A data management module will be enlisted in the 2008 workshop by Martin 
Maiers.  Pedro Cano has suggested that we organize this workshop 
component as a public “dialectic” (possibly using a Wiki with formal 
proposals an public commentary) so that there is transparency in the 
process people can learn about all of the issues that led to a consensus 
standard instead of just producing a standard and unveiling it to the public at 
the end of the process. 

- A set of “example results” should be prepared (starting from the examples 
on the NMDP bioinformatics website referenced above) so that anyone 
proposing a standard can demonstrate how their approach would deal with 
these cases. 
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