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and colleagues3 identified the IELSG32 study8 as the only 
other randomised trial investigating rituximab in primary 
CNS lymphoma. In IELSG32,8 the HR for progression-
free survival was 0·52 (95% CI 0·32–0·86) and for overall 
survival was 0·63 (0·42–1·02), both strongly in favour of 
rituximab.

Although the HOVON 105/ALLG NHL 24 trial did 
not meet its primary endpoint, to conclude from this 
single study that rituximab is not active in primary CNS 
lymphoma neglects the total body of clinical evidence. 
Considering the established benefit for rituximab in 
systemic diffuse large B-cell lymphoma1 and results from 
both randomised trials3,8 in primary CNS lymphoma, 
we believe rituximab should remain an indispensable 
component in the treatment of patients with primary 
CNS lymphoma, irrespective of age.
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In The Lancet Oncology, Nicole Polman and colleagues1 
report the results of a randomised trial, nested in the 
Dutch cervical screening programme, in which clinical 
performance of human papillomavirus (HPV) testing 
was compared between self-collected and clinician-
collected samples. Encouragingly, testing done on 
self-samples was non-inferior to that done on clinician-
collected samples in terms of detection of cervical 
intraepithelial neoplasia grade 2 or worse (CIN2+; 
relative sensitivity 0·96 [95% CI 0·90–1·03]; relative 
specificity 1·00 [0·99–1·01]) and cervical intraepithelial 
neoplasia grade 3 or worse (CIN3+; relative sensitivity 
0·99 [0·91–1·08]; relative specificity 1·00 [0·99–1·01]).

For the past 50 years, screening for and treatment 
of precancerous lesions have helped to decrease the 
incidence of cervical cancer.2 However, cervical screening 
has some challenges.

First, cytological assessment of clinician-collected 
samples has been the backbone of cervical screening, 

originally in the form of manual assessment of 
conventional smears and, during the past decade, as 
liquid-based cytology with computer-assisted reading. 
The sensitivity of cytology, however, is low, and 
repeated testing every 3–5 years is needed for effective 
disease control.3 In Europe, a woman is typically invited 
for cervical screening 13–15 times between the ages of 
25 years and 64 years,4 and screening can be a burden, 
both on women and on health-care resources. HPV 
testing is now an attractive alternative to cytology 
because HPV testing of clinician-collected samples 
has been proven to provide better protection against 
cervical cancer than does cytological assessment of 
these samples,5 and primary HPV screening thus allows 
for a longer screening interval than does cytological 
screening.

Second, despite efforts in many countries to organise 
screening in population-based programmes, attendance 
rates are rarely more than 75%, and about half of cervical 
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cancer cases occur in the quarter of women who do not 
comply with screening. To overcome this challenge, self-
collection has been tried as an alternative to clinician-
based sampling. Self-collection devices were sent to 
women in Copenhagen, Denmark, in the 1970s to spare 
working-class women the need to take time off work for 
screening.6 However, self-collection does not provide 
sufficient cellular material for cytological assessment, 
and has, therefore, been a dormant technology until the 
era of HPV testing.

In 2014, a meta-analysis7 of the published, mainly 
small, studies showed that HPV testing of self-collected 
samples had sensitivity for the detection of CIN3+ 
similar to that of cytological assessment of clinician-
collected samples. On the basis of this study, many 
screening programmes have offered self-collection to 
women who do not attend regular screening. Typically, 
about 20–30% of former non-attenders used the self-
collection option, and this approach has helped to 
increase screening coverage.8,9

Self-collection might also be a preferable option for 
regular attenders of screening, but the aforementioned 
meta-analysis7 showed that HPV testing had lower 
sensitivity when done on self-collected samples than on 
clinician-collected samples. Full conversion of screening 
programmes to self-collection has, therefore, not been 
recommended, although this option is attractive in 
terms of its potential to save women’s time and health-
care resources.

In the IMPROVE study,1 Polman and colleagues 
compared, for the first time, HPV testing on self-
collected samples with that on clinician-collected 
samples in a large trial undertaken within the 
framework of a routine screening programme. The two 
sample types had similar sensitivity and specificity for 
the detection of CIN2+ and for CIN3+. These results are 
very promising. The IMPROVE study used the Evalyn 
Brush for self-collection, the Thin Prep PreserveCyt 
media for suspension of the sample in the laboratory, 
and the GP5+/6+ PCR enzyme immunoassay for HPV 
DNA testing. These technical specifications should be 
taken into account in the interpretation of the results. 
In the 2014 meta-analysis,7 no difference was found 
between sample types in terms of sensitivity for CIN2+ 
in the few studies that used the GP5+/6+ PCR assay 
for HPV testing, and the overall reduced sensitivity of 
the self-collected samples was driven by results from 

studies that used the Hybrid Capture 2 assay for HPV 
testing. Further comparisons between outcomes of 
the GP5+/6+ PCR assay with those of new generation 
HPV assays are therefore needed before conversion to 
self-collection can be generally considered in screening 
programmes.

Only 8·8% of the women invited to the IMPROVE 
trial participated. This low proportion might reflect 
reluctance to be included in a randomised trial, but 
might also reflect reservations against self-collection. 
Notably, only 20–30% of those offered self-collection 
in the non-attender trials8,9 participated. In birth 
cohorts not yet vaccinated against HPV, high screening 
coverage is the best tool for cervical cancer control. 
Although HPV testing of self-collected samples is a 
promising way forward, both the IMPROVE study and 
non-attender trials8,9 indicate that clinician collection is 
probably not the only obstacle to increasing screening 
attendance.
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