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Page 9, LIST OF PUBLICATIONS 
Change 
IV. High prevalence of HCMV in medulloblastoma; reduced tumor growth using 
valganciclovir and celecoxib. 
to 
IV. Combination therapy with a cox-2 inhibitor and oral Valganciclovir 
radically reduces growth of medulloblastoma tumors in vitro and in vivo.  

 
Page 22, Figure 3 
Change to 

 

 



Page 64, second paragraph, line four.  
Change “pyrophosphate analogy” to “pyrophosphate analogue”  

Page 68, first paragraph, last sentence. 
Remove “wherefore the animals where had to be euthanized two days earlier than the 
medulloblastomas.” 

Paper III, Figure legends, figure legend 2 heading. 
Change “HCMV late genes upregulates COX-2 mRNA and protein in neuroblastoma 
cells.” to “HCMV IE/E genes upregulate COX-2 mRNA and protein in 
neuroblastoma cells.” 

Paper III, Figure legends, figure legend 3, line 4. 
Change “dependent manner in SH-SY5Y and SK-N-BE (B-C) but not in SK-N-AS 
(A)” to “dependent manner in SH-SY5Y and SK-N-BE (A,C) but not in SK-N-AS 
(B).” 

Paper IV, Abstract, second sentence. 
Change “Human cytomegalovirus (HCMV) is a herpesvirus that can transform 
cells and dysregulate many cellular pathways and has recently been detected in 
tumors of different origin.” to “Human cytomegalovirus (HCMV) is a herpesvirus 
that can dysregulate many cellular pathways and has recently been detected in 
tumors of different origin.” 

Paper IV, Introduction, third paragraph. 
Change “This because HCMV has been shown to transform cells through several 
potential mechanisms like control of cell differentiation, proliferation, inhibition 
of apoptosis and control of immunological functions” to “This because HCMV has 
been shown to mediate several oncomodulatory mechanisms like control of cell 
differentiation, proliferation, inhibition of apoptosis and control of 
immunological functions” 

Paper IV, Figure legends, figure legend 2. 
Change  to 
Figure 2. Inhibition of HCMV replication impairs growth of 
medulloblastoma cells through inhibition of PGE2 production 
(A‐C) Ganciclovir impairs the clonogenic capacity of medulloblastoma cells. D324 
MED, D283 MED and UW228‐3 cells were treated with 75 or 150 µM ganciclovir 
for 48 hours. Cells were then incubated in drug‐free medium for 7 days and 
colonies (> 75 cells) with 50% plate efficiency (PE) were counted. Each 
experimental point was performed in triplicate. The experiment was repeated 
three times with similar results. The graph shows ± SD for percent proliferation 
of MB cells compared to untreated cells (100%). (D) Both IE and late gene pp150 
is expressed in D324MED upon in vitro infection by HCMV VR1814 at MOI 10, as 
shown by quantative PCR at 3 dpi. (E) HCMV super‐infection increases PGE2 
production in medulloblastoma cells. D324 MED cells were infected with HCMV 
at a MOI of 10 for three days and cells were harvested for PGE2 measurement. (F) 
D324 MED cells were treated with either 2.5 or 5 mM ganciclovir. After 
treatment cells were harvested and PGE2 secretion was measured.  

 



Paper IV, Figure legends, figure legend 3. 
Change to 
Figure 3. Ganciclovir significantly augments the inhibition of clonogenic 
capacity of medulloblastoma cells in combination with the COX­2 inhibitor 
celecoxib 
(A‐C) D324 MED, D283 MED and UW228‐3 cells were either infected with HCMV 
at a MOI of 10 for three days or no virus before they were incubated with 75 µM 
ganciclovir, 10 µM celecoxib or a combination of 75 µM ganciclovir and 10 µM 
celecoxib. Cells were then incubated in drug‐free medium for 7 days and colonies 
(> 75 cells) with 50% plate efficiency (PE) were counted. Each experimental 
point was performed in triplicate. The experiment was repeated three times with 
similar results. The graph shows ± SD for percent proliferation of MB cells 
compared to untreated cells (100%). The bar graph shows ± SD. *P<0,05, 
**P<0,001. 

Paper IV, Figure legends, figure legend 4. 
Change to 
Figure 4. Valganciclovir augments the anti­tumorigenic effect of the COX­2 
inhibitor celecoxib on medulloblastoma growth in vivo 
(A) 100mg/kg Valganciclovir was administered orally to NMRI nu/nu mice and 
plasma concentrations of ganciclovir was measured during 24 hours to 
determine plasma pharmacokinetics of valganciclovir in this setting.  
NMRI nu/nu mice were engrafted with 10 x 106 D283 MED cells subcutaneously 
and randomized to receive either 14 mg/kg valganciclovir twice daily (n=10), 90 
mg/kg celecoxib (n=12), a combination of both (n=9) or no treatment (n=10). All 
treatments were given orally through gastric feeding tube daily for 10 days 
starting at the appearance of palpable tumors of approximately 0.10 mL (mean 
0.13 mL).  (B) Comparison of tumor volume index. (C) Comparison of tumor 
weights. (D) Immunohistochemical staining of untreated xenograft tumors. 
HCMV late proteins and actin were detected in established xenografts. 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