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Comment on: Effect of Pap
Smear Cytology, HPV Geno-
typing On the Concordance of
Colposcopy and Conization
Results
Sir,

We appreciated the opportunity to read the recent article by
Saglam et  al.  examining  the  concordance  between  cervical
cancer screening modalities.1 While the study provided useful
data, we would like to highlight some limitations regarding the
study population and human papillomavirus (HPV) genotyping
methodology that should be addressed in future research.

First of all, regarding the study population, only 17% of the 517
patients  included  were  postmenopausal,  with  the  large
majority  aged 30-45 years.  However,  the epidemiology and
natural history of cervical precancers differ significantly before
and  after  menopause.  After  menopause,  the  prevalence  of
cervical  abnormalities  decreases  substantially,  driven  by
declining HPV infection with age.2 Cervical cancer rates also
show a marked decrease after menopause, with a low risk of
progression from precancer in older women, especially those
over 50 years.3 As such, management guidelines recommend
less  aggressive  approaches  for  abnormalities  in  perimeno-
pausal and postmenopausal women. Therefore, results from
this predominately younger cohort may not be applicable to the
majority of older women undergoing routine cervical cancer
screening.

We  would  also  like  to  highlight  that  key  cervical  cancer
screening technologies such as HPV testing perform differently
in older women compared to those aged 30-45 years. The clin-
ical accuracy of HPV testing for detecting carcinoma in situ (CIN)
2+ decreases with age, with lower positive predictive value and
higher false positive rates in older women.4 The proportion of
positive HPV tests due to transient infections also declines with
age. Age-specific HPV genotype distribution also varies, which
can influence the performance of partial genotyping assays.
Therefore, to improve generalisability to real-world screening
populations, the inclusion of a greater proportion of perimeno-
pausal and postmenopausal women with age over 45 years is
imperative.

We also noticed that the authors did not provide any details
regarding the specific HPV genotyping assay used. It is known
that analytical sensitivity, specificity, genotype detection, clin-
ical accuracy, and concordance with cytology can vary greatly
between  different  HPV  tests.5  For  example,  assays  only
detecting 14 high-risk types would misclassify HPV 66-related
abnormalities. Some tests are more prone to cross-reactivity
between  types  than  others.  Knowing  precise  test  details  is

imperative to judge the validity of HPV results and their relation
to cytology / histology outcomes. At a minimum, the authors
should have clearly specified the HPV test used, as performance
differences across assays directly  impact  measured concor-
dance with other modalities such as cytology and colposcopy.

In a nutshell, a study population more representative of routine
cervical cancer screening and detailed reporting of the specific
HPV test methodology would significantly strengthen this study
examining multimodal algorithms. We believe that addressing
these limitations will produce higher-quality evidence to guide
clinical management, especially for perimenopausal and post-
menopausal women.

COMPETING  INTEREST:
The authors declared no conflict of interest.

AUTHORS’  CONTRIBUTION:
HNKA: Conception, data Collection, and writing of the draft.
AP: Editing of the draft, proofreading, and final approval of the
project.
Both authors approved the final version of the manuscript to be
published.

REFERENCES

Saglam  H,  Atalay  F.  Effect  of  pap  smear  cytology,  hpv1.
genotyping  on  the  concordance  of  colposcopy  and
conization results. J Coll Physicians Surg Pak 2023; 33(9):
972-7. doi: 10.29271/jcpsp.2023.09.972.
Mane A, Sahasrabuddhe VV, Nirmalkar A, Risbud AR, Sahay2.
S, Bhosale RA, et al. Rates and determinants of incidence
and  clearance  of  cervical  HPV  genotypes  among  HIV-
seropositive women in Pune, India. J Clin Virol 2017; 88:
26-32. doi: 10.1016/j.jcv.2016.10.013.
Kitchener HC, Canfell K, Gilham C, Sargent A, Roberts C,3.
Desai  M,  et  al.  The  clinical  effectiveness  and  cost-
effectiveness  of  primary  human  papillomavirus  cervical
screening in England: Extended follow-up of the ARTISTIC
randomised trial  cohort  through three screening rounds.
Health Technol Assess 2014; 18(23):1-196. doi: 10.3310/
hta18230.
Halfon P, Benmoura D, Agostini  A, Khiri  H, Martineau A,4.
Penaranda G, et al. Relevance of HPV mRNA detection in a
population  of  ASCUS  plus  women  using  the  NucliSENS
EasyQ HPV assay. J Clin Virol 2010; 47(2):177-81. doi: 10.
1016/j.jcv.2009.11.011.
Stoler MH, Wright TC Jr, Sharma A, Apple R, Gutekunst K,5.
Wright  TL,  High-risk  human  papillomavirus  testing  in
women with ASC-US cytology: Results from the ATHENA
HPV study. Am J Clin Pathol 2011; 135(3):468-75. doi: 10.
1309/AJCPZ5JY6FCVNMOT.

Hassam  Nasir  Khan  Alizai  and  Aainah  Pasha
..................................................................................
Department  of  Medicine,  Wah  Medical  College,  Wah  Cantt,
Pakistan
..................................................................................



LETTER TO THE EDITOR

Journal  of  the College of  Physicians and Surgeons Pakistan 2024,  Vol.  34(09):  1133-11341134

Correspondence  to:  Dr.  Hassam  Nasir  Khan  Alizai,  Depart-
ment  of  Medicine,  Wah  Medical  College,  Wah  Cantt,
Pakistan
E-mail:  hassam.khan29@gmail.com
...................................................................
Received: September 16, 2023;   Revised: August 01, 2024;
Accepted:  August  02,  2024
DOI:  https://doi.org/10.29271/jcpsp.2024.09.1133

AUTHOR'S REPLY:

We  are  honoured  that  you  evaluated  our  article.  As  you
suggest, classifying the characteristics into premenopausal,
perimenopausal, and postmenopausal and conducting a study
in this way will make a better contribution to the literature.
However, due to data limitations, there were not enough post-

menopausal patients. The HPV test is included in the national
cervical  cancer  screening  programme  in  our  country.  Our
hospital is an oncology hospital and a reference hospital, and
since this study was conducted with HPV tests examined in
many regions of the country and different laboratories, unfortu-
nately, we did not specify test method as it was not examined
with a single method. It was one of the limitations of our study.

Hanife  Saglam
..................................................................................
Department  of  Gynaecology  and  Obstetrics,  Lina  Hospital,
Ankara,  Turkiye
..................................................................................

Correspondence  to:  Dr.  Hanife  Saglam,  Department  of
Gynaecology  and  Obstetrics,  Lina  Hospital,  Ankara,  Turkiye
E-mail:  hanife_saglam@windowslive.com
...................................................................

••••••••••


