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Dear Editor,
We read with great interest the article by Magaji et al. entitled “Char-
acterization of HighRisk Human Papillomavirus Genotypes in Forma-
linFixedParaffinEmbedded Cervical Tissues Using GeneXpert,” pub-
lished in Infection Epidemiology and Microbiology [1]. Investigation of 
highrisk human papillomavirus (hrHPV) in archived cervical tissues 
is of considerable clinical and epidemiological importance because 
persistent hrHPV infection is recognized as a necessary cause of cer-
vical cancer worldwide [2]. Molecular characterization of HPV geno-
types in formalinfixed paraffinembedded (FFPE) tissues may there-
fore provide valuable information for retrospective studies and for 
understanding genotype distribution in cervical neoplasia.
In the present study, the authors analyzed 200 FFPE cervical tissue 
samples using the cartridgebased GeneXpert/Xpert HPV assay. Ac-
cording to the abstract, 47 samples (23.5%) were positive for hrHPV, 
96 samples (48%) were negative, and 57 samples (28.5%) yielded in-
valid results. 
HPV16 was reported as the most frequently detected genotype. 
The use of a rapid and automated PCRbased platform represents 
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an important step toward expanding mo-
lecular HPV diagnostics beyond conven-
tional cytologybased samples.
Nevertheless, several methodological as-
pects merit further discussion.
First, the proportion of invalid results re-
ported in the study appears relatively high. 
Out of 200 analyzed specimens, 57 samples 
(28.5%) were classified as invalid. Such a 
rate may substantially affect the feasibility 
of implementing this assay in routine diag-
nostic settings. DNA extracted from FFPE 
tissues is known to be susceptible to frag-
mentation and crosslinking due to formalin 
fixation and longterm storage, which may 
impair amplification efficiency in PCRbased 
assays [3]. Providing additional information 
regarding tissue processing conditions, fix-
ation duration, storage time, or DNA quali-
ty assessment would help clarify potential 
sources of assay failure and guide future op-
timization strategies.
Second, the study indicates that the assay 
demonstrated low sensitivity for CIN1 le-
sions, while the positive predictive value 
for preinvasive diseases was described as 
poor. From a clinical perspective, accurate 
detection of early cervical lesions is crucial 
because screening and preventive strategies 
aim to identify disease before progression to 
invasive cancer. Previous validation studies 
have shown that clinically useful hrHPV as-
says should demonstrate high sensitivity for 
detecting CIN2+ lesions to ensure reliable 
screening performance [4]. Therefore, the rel-
atively limited sensitivity observed in early 
lesions warrants further discussion regard-
ing the potential diagnostic role of this assay 
in FFPE tissue samples.
Third, the authors report comparatively bet-
ter specificity and negative predictive value, 
including a notably high negative predictive 
value for CIN2. These findings may suggest 
that the assay could have greater utility as 
a ruleout test rather than as a confirmatory 

diagnostic tool in certain pathological con-
texts. Clarifying this potential application 
would help laboratories better interpret 
negative results when using GeneXpert on 
archival tissue specimens.
Finally, it should be noted that the GeneX-
pert/Xpert HPV assay was originally de-
signed and clinically validated primarily 
for cervical cytology samples rather than 
for FFPE tissue sections [5]. While adapting 
such platforms for archival tissue analysis is 
a promising approach, differences in speci-
men preparation and DNA integrity may in-
fluence assay performance. Further valida-
tion studies comparing FFPEbased results 
with those obtained from cytology or fresh 
tissue specimens could provide additional 
insight into the reliability of this method.
In conclusion, the study provides valuable 
preliminary data on the feasibility of apply-
ing GeneXpert technology for hrHPV detec-
tion in FFPE cervical tissues. However, the 
relatively high invalid rate, limited sensi-
tivity in lowgrade lesions, and the need for 
clearer methodological reporting highlight 
important areas for further optimization. 
Addressing these issues in future investiga-
tions may improve the diagnostic reliability 
of molecular HPV testing in archival pathol-
ogy specimens.
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