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Background: Testicular germ cell 
tumors (TGCTs) are an excellent exam-
ple of chemosensitive disease. However, 
cisplatin-based chemotherapy has signi-
ficant side effects, including myelosup-
pression. Previously, we found endoge-
nous DNA damage level in peripheral 
blood mononuclear cells (PBMCs) to be 
an independent prognostic marker. In 
this study, we tested the hypothesis that 
patients with high endogenous DNA da-
mage levels in PBMCs have an increased 
risk of developing hematological toxicity.

Patients and methods: One hun-
dred twenty chemotherapy-naive TGCT 
patients treated in the National Cancer 
Institute and the St Elisabeth Cancer 
Institute in Bratislava, Slovakia, from 
2012 to 2018 were enrolled. All patients 
received platinum-based chemothera-
py with granulocyte colony stimulating 
factor support. On the day of starting  
treatment, we measured the DNA dama-
ge levels in PBMCs using the comet assay. 
We used the cutoff level of 5.25, a value 
previously reported to stratify patients 
on the basis of their prognosis. We mo-
nitored hematological toxicity during the 
first cycle of chemotherapy. The mean 
and standard error of the mean were 
calculated for all variables. 

Results: Patients with high DNA 
damage levels (>5.25) had more signifi-
cant hematological toxicity with signi-
ficantly lower nadir white blood cell co-
unt (P = .001), absolute neutrophil count  
(P = .013) and absolute lymphocyte count 
(ALC; P < .001). ALCs on day 0 (P = .005) 

and day 22 (P = .046) were also signifi-
cantly lower in patients with high DNA 
damage levels.

Conclusion: This study shows 
that higher endogenous DNA damage 
levels correlate with increased risk of 
hematological toxicity in TGCT patients. 
Hence, the DNA damage levels can be 
used to select patients for closer moni-
toring because of a higher risk of acute 
chemotherapy-related complications.
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AGO-OVAR 12 investigated the 
effect of adding the oral triple angioki-
nase inhibitor nintedanib to standard 
front-line chemotherapy for advanced 
ovarian cancer. At the primary analysis, 
nintedanib demonstrated significantly 
improved progression-free survival (PFS; 
primary end point) compared with pla-
cebo. We report final results, including 
overall survival (OS). Patients with pri-
mary debulked International Federation 
of Gynecology and Obstetrics (FIGO) 
stage IIB-IV newly diagnosed ovarian 
cancer were randomised 2:1 to receive 
carboplatin (area under the curve 5 or 
6) plus paclitaxel (175 mg/m2 ) on day 
1 every 3 weeks for six cycles combi-
ned with either nintedanib 200 mg or 
placebo twice daily on days 2-21 every 
3 weeks for up to 120 weeks. Between 
December 2009 and July 2011, 1366 
patients were randomised (911 to nin-

tedanib, 455 to placebo). Disease was 
considered as high risk (FIGO stage III 
with >1 cm residuum, or any stage IV) in  
39%. At the final analysis, 605 patients 
(44%) had died. There was no difference  
in OS (hazard ratio 0.99, 95% confidence 
interval [CI] 0.83-1.17, p = 0.86; median 
62.0 months with nintedanib versus 62.8 
months with placebo). Subgroup analy-
ses according to stratification factors, 
clinical characteristics and risk status 
showed no OS difference between tre-
atments. The previously reported PFS 
improvement seen with nintedanib did 
not translate into an OS benefit in the 
non-high-risk subgroup. Updated PFS 
results were consistent with the primary 
analysis (hazard ratio 0.86, 95% CI 0.75-
0.98; p = 0.029) favouring nintedanib. 
The safety profile was consistent with 
previous reports. 
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