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The doctoral thesis has the full text form. Theoretical introduction is dedicated to two 

main topics covering various aspects of antiviral and antigen presenting roles of plasmacytoid 

dendritic cells (pDC) and to biology of HIV. This chapter with 456 references is quite 

extensive and represents almost complete overview of current literature. The chapter 

documents didactic skills of the author. Other parts of the thesis include Material and 

Methods, Results and Discussion and Conclusions. Introductory part of thesis contains 

principal hypotheses and aims of the research. The experimental section is divided into three 

parts. All of them deal with a common subject: regulation of antiviral activity of pDCs. The 

results of thesis have been already described in three articles published in impacted scientific 

journals.  

 First publication describes a clinical study showing effects of ART therapy on various 

markers characteristic for the immunogenic phenotype of plasmacytoid DCs. Finding that the 

level of TIM-3 molecule has predictive value for the dynamics of virus clearance between 

month 0-3. Mgr. Font Haro had a substantial role during the project.  

 Other two articles describe properties of two intrinsic signaling pathways that mediate 

in pDC regulation of interferon type I production induced by stimulation of TLR7/9. The 

results show that signaling from TLR7/9 can be rescued by inhibitors of MEK1/2-ERK or 

SYK kinases. MEK1/2-ERK or SYK kinases play crucial roles for they have the ability to 

regulate production of IFN stimulated by TLR. The results are significant for HCV therapy, 

as HCV virions downregulate production of IFNs by pDCs. During these projects Mgr. Font 

Haro tested functional activity of pDCs by detection of cytokine levels including detailed 

analysis.  

All experiments conducted by Mgr. Font Haro are described and discussed in chapter 

Results and Discussion. 

Working on all three projects Mgr. Font Haro has proved proficiency in a number of 

experimental methods in field of virology, immunology, cell biology and flow cytometry. He 

took part in analyzing results and their interpretation. The thesis is well-written with minimal 

number of spelling errors.  

 



Questions related to PhD. thesis: 

In the first project you show in Fig.15 D-G absolute counts of subpopulations of T cell 

in mm3 of blood. Could you please demonstrate gating strategy showing quantitative 

evaluation of data obtained by flow cytometry. Which method you used for calculation of 

absolute counts of CD4 and CD8 cells? A minor point relates to Fig.14, where in months 9 

and 14 only values for 7 and 5 patients, respectively are shown from 21 patients. I recommend 

to use for left Y axis as the minimum value the detection limit of the PCR method. 

MEK1/2-ERK pathway is involved in biology of many viruses. Regulatory roles in 

IFN I type induction are only one subgroup of virus promoting or restricting activities. Could 

you please shortly delineate the roles of this pathway in replication of viruses? 

 

Conclusion 

The results and achievements obtained by Mgr. Albert Font Haro during his doctoral study 

proved his capacity for scientific work. I recommend to accept his doctoral thesis as ground 

for awarding the PhD. Degree.  
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