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 The thesis is a contribution towards the long running program for work from the 
Tachazy laboratory at Charles University, investigating the cell biology and pathogenic 
mechanisms of the parasite Trichomonas vaginalis. As a major sexually transmitted 
pathogen and hence cause of disease, T. vaginalis is an important subject of study. 

 One of the various aspects of T. vaginalis biology, one that is of specific relevance 
towards pathogenesis is the lysosome, the terminal degradative organelle in most 
eukaryotic endosomal pathways. Moreover, it has emerged that the lysosome also has 
secretary activity, at least in metazoan cells, and that this property can contribute towards 
the release of material that is of specific importance for an adhesive parasite.  

 The experimental work revolves around the characterisation of the Trichomonas 
lysosomal protein composition, using several distinct methods to achieve a consensus, 
together with validation fo several of these proteins and their localisations. Analysis of the 
protein components reveals a clear cohort of peptidases and additional proteins that may 
well be important for the parasite. In addition a number of trafficking system proteins were 
identified together with suggestions of secretory activity. Finally a possible level of 
complexity in the transport of protein to the lysosome was revealed, suggesting the 
presence of more than one route to deliver. All of this sets up the stage for future functional 
work, and is a prerequisite for that phase.  

 The candidate has contributed towards two papers in the journal Molecular and 
Cellular Proteomics, a well respected organ in the field, and which has rigorous standards 
concerning data quality. In one of these papers the candidate is the lead author and the 
work described is clearly the major component of the candidates work, while in the second 
the contribution is less central and is a smaller component of the work. However, 
contributions towards, and passing through peer review, for both of these papers is a clear 
indicator of quality, robustness and relevance in a broader perspective. 

 Together with the papers, the thesis also contains a description of the field of 
lysosome biology together with a brief presentation of the results. The lysosome biology 
section is well written, and is comprehensive. I like very much the figures that appear to be 
teh candidates own original work, and which are very good. The major areas are covered 
well, including functions, targeting mechanisms, early descriptions and identifications and 
also the relevance towards the parasite. I probably would have liked to see a little more on 
other protist lysosome studies, as these were lacking for the most part. There is a 



considerable literature here and which illustrates a remarkable level of diversity, and 
perhaps it would have been appropriate to consider this, even if briefly. Specifically some 
work from Giardia lamblia, probably the closest relative to Trichomonas, would have been 
very interesting to consider. I also felt that in some regards there was a lack of critical 
logical argument, but overall these are comparatively minor issues - none to have but not 
essential.  

 Overall, and in summary, the candidate has delivered important data that are of 
high quality, original and important to enable work going forward. Knowledge of the field 
and context is good and the overall presentation is to a very high standard. Moreover, 
major and minor contributions towards two papers is testament to the ability to deliver.  

 I have no hesitation in recommending the thesis for defence and assuming all is 
well in the oral examination, the awarding of the PhD degree. 
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