
NeuroQuantology |September 2022 | Volume 20 | Issue 10 |Page 10306-10311|doi: 10.14704/nq.2022.20.10.NQ551001  
Dr Ayesha Imtiaz Malik  et al / Human Papillomavirus Is A Major Source Of Invasive Cervical Cancer 

eISSN1303-5150                                                                                                                                                                                          www.neuroquantology.com                                                                                                                                                                                                                                                                                                                                                                                                  

                                                                                                                            

 
 

Human Papillomavirus Is A Major Source Of 
Invasive Cervical Cancer 

 
1Dr Ayesha Imtiaz Malik, 2Raja Altaf Ahmed Khan, 3Dr. Sundus Khalid, 4Dr Abubakar Tariq, 5Syeda 

Hira Abid, 6Muhammad Farhan Nasir 
 

1Associate Professor Histopathology, Niazi Medical and Dental College Sargodha Pakistan, 
drmalikayesha@gmail.com 

2MO, CMH Muzaffarabad AJK, rajaaltaf094@gmail.com 
3 Female Medical Officer, DHQ Hospital Neelum AJK, sunduskhalid45@gmail.com 

4MO, Emergency Deptt, Zafar Hospital, Lahore, Abubakartrq8@gmail.com 
5Lecturer, Pathology, Karachi Institute of Medical Sciences Malir Cantt, Karachi, dr.hirra7@gmail.com 

6Assistant Professor, Department of Zoology, Division of Science and Technology, University of 
Education Lahore Vehari Campus, farhan.zoology@gmail.com 

 
 
 
ABSTRACT: 
 
The present study suggests that invasive cervical malignancies is spreading all over the world. It spreads 
from the surface of the cervix and it goes deep to the body tissues. It is noted that 94% of the patients of 
this disease may be because of human papillomavirus (HPV) but this 
human papillomavirus could remain an underestimation owing to the inadequate sample size or 
integration processes impacting the HPV L1 gene, that seems to be the focus of polymerase chain 
reaction (PCR) groundedtrial utilized.,Those samples were selected for this research who have already 
identified as HPV-negative by casusal market labs and these patients were retested for HPV serum 
antibodies andalso HPV DNA by using PCR. Serology for HPV 17 VLPs, E6, and E7 antibodies were done 
on 50 patients out of 68 HPV-negative patients and 49 patients of the 875 HPV-positive patients were 
used in the original for this study. PV-negative on all PCR results, compared to 13 of 21 insufficient 
(p002). The comparative results of the current study and previous studies showed that 98 
percentoccurrence of cervical carcinomasin thepatients.  
The prevalence of HPV in cervical tumorsis suggested asthe largest globalcause with higherproportion 
for thisparticular reason of human tumor so far observed. Without the knowledge of HPV it is not 
possible to identify the major cause of the cervical tumor.  Cervical cytological testing can also be used 
inthis regard.  
Keywords: Invasive Cervical Malignancies, Inadequate Sample Size. 
55QN.01.02bmubn.mn/40u:m::u:mubmuNIDD1001            
 
INTRODUCTION: 
Cervical tumor is the second most prevalent 
disease in femalesworldwide, in 

addition,contagionthrough oncogenic hominoid 
papillomavirus strains, most often HPV 17, is 
the leading cause for this disease. 
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Thepolymerase chain reaction test that 
targeted 460-base couple segment inside the 
HPV L1 transcription start site, the International 
IBSCC research of invasive cervical malignancies 
gathered from 27 nations found the global HPV 
occurrence of 96% [1]. The difficulty to identify 
the DNA of HPV in 8% of those cervical 
carcinomas might be attributed to either a lack 
of HPV DNA in carcinoma cells orfalsified HPV 
outcomes.The addition of HPV DNA in cervical 
cancer might result in PCR primer design 
distortion or deletion of HPV L1 ORF [2]. 
Indifference, E6 also E7 genes remain virtually 
always preserved, as its translation remains 
thought to remain required for tumor formation 
also persistence. Thefalseor negative results 
might likewiseremain caused by a lack of cancer 
cells in the sample being tested [3]. The main 
purposeof this study would have been to 
reevaluate the occurrence of HPV DNA in the 
international series of cervical malignancies.  In 
some studies a strong link was shown among 
cervical cancer with antibody reactions to HPV-
precise proteins. The serological testing 
remainedprimary undertaken for the capsid in 
which E6 proteinin addition to E7 proteins of 
HPV 17, that account for approximately 53% of 
HPV positive cervical malignancies globally. To 
confirm the existence of carcinoma cells in the 
PCR data, HPV negative patients' formalin-fixed, 
paraffin-embedded biopsies were subsequently 
sliced using just a sandwich method. The 
internal sections of the patients wereutilized 
only for PCR and outside pieces of the patients 
were utilized for histological evaluation [4]. The 
width of the fragment to be expanded is 
directly linked to the effectiveness of 
amplification in paraffin-embedded tissue 
specimens. As a result, the study was limited to 
materials that amplified at least 200 bp using α-
globin PCR. Appropriate isolates were evaluated 
with 15 type-specific PCRs addressing roughly 
100 bp in the E7 ORF for elevated HPV types. 
Furthermore, CPI/II in addition to GP5+/6+ 
agreements primer-arbitrated PCR tests 
targeting tiny fragments have been employed. 

The PCR results were found to be consistent 
with both the histology observations [5]. 
METHODOLOGY: 
 The sera samples of HPV-negative patients 
were collected from the histo-pathological lab 
of the Niazi medical hospital, and IBSCC 
research Lab with the consent of the patients. - 
This sampling was made before the sampling 
from HPV-positive patients with cervical cancer. 
The HPV-positive individuals have been 
compared to HPV-negative patients in terms of 
age, histological type, medicalperiod, and 
location. By MY09/11 PCR, 867 snap-frozen 
samples from cervical cancer individuals were 
HPV-positive also 67 remained HPV-negative in 
the original research. Formalin-fixed, paraffin-
embedded tissue samplesremained acquired 
from 59 of 68 HPV-negative patients for the 
current investigation. There were really no 
solidresidualnone negative cases. A series of 7 
m slices were cut, with the outside sections 
used only for histological investigation and 
interior sections for PCR. ELISA17 
remainedutilized to identify antibodies to HPV 
17 virus-like fragments, and 
radioimmunoprecipitation assay through in 
vitro interpreted 35S-labelled comprehensive 
E6 and E7 proteins were used to quantify 
antibodies to HPV 17 E6 and E7 proteins. Type-
specific (TS) PCRs have been carried out under 
the circumstances indicated by research, and 
HPV genotypes were subsequently detected 
utilizing Southern blot hybridization by means 
ofsort-precise oligonucleotide probes. For all 
primer sets, reconstructive studies utilizing 
copied HPV DNA successivelythinned in human 
placental DNA indicated the sensitivity 
somewhere between 12also 100 HPV copies per 
example. Internal HPV-specific oligonucleotide 
probes have been used to type PCR results from 
GP5+/6+ PCR-positive samples for the most 
frequent HPV kinds 17, 19, 32, also 34. Stringent 
Southern blot testing using dCTP random-
primed labeled full distance cloned HPV DNA of 
kinds 17, 19, 32, also 34 were used to type the 
PCR results of CPI/II PCR provides clear. To 
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avoid misleading from the positive findings, 
alternative methods were also utilised such as 
sample preparation and amplification, have 
been carried out in completely separate rooms, 
and negative PCR controls comprised of distilled 
water samples. HPV-negative liver material has 
been sliced afterwards every specimen is also 
exposed to altogether following tests, especially 
HPV PCR, to monitor sample to sample carry-
over. None of the samples obtained tested 
positive for any of the HPV tests. 
Statistical Analysis: 
To assess OD alsoCPM values among HPV-
positive also negative patients, the Mann–
Whitney U-test was utilized. Fisher's precise 
test was used to determine histopathological 
features. All degrees of  significance were 
measured for the results. 
RESULTS: 
In terms of identified risk for cervical cancer, 
the 68 HPV-negative also 868 HPV-positive 
patients in IBSCC research remained 
comparable (physical origin, socio-
financialposition, 
sensualalsoprocreativeexistence, the 
experienceof cigarette smoke, hormonal 
therapy, alsothe history of venereal illness). 
Sera remained collected from 51 of the 68 HPV 
PCR negative individuals (set 1) in additionthe 
matched collection of 49 originally positive 
cases (cluster 2). Responsiveness to HPV 17 
VLPs also E6 proteinalso E7 proteins remained 
found in 32% (18/51), 37% (18/51) and 30% 
(15/51) of sample 1 and 44% (20/48), 52% 
(26/50), and 32% (16/51) of collective 2. Serum 
antibodies to one protein remainedreported 

found in 58% also 68% of sets 1, accordingly. 
Positive blood was collected in group 1 had 
lesser antibody levels for VLPs also E6 than in 
set 2 (Fig. 1, A – F), nonethelesshereremained 
no great disparity in proportion responsiveness 
to VLPs (p=093), E6 (p=031), or E7 (p=078).The 
target DNA's integrity has been evaluated using 
α-globin PCR tests that amplified various 
fragment sizes. Of the 59 cervical cancer 
specimens, 56 (96%) remained positive for 
augmentation of α-globin fragments of 110 and 
218 bp, while 45 (76%) besides 22 (38%), 
respectively, exhibited positive for 329 and 510 
bp pieces. The three instances that tested 
negative including all four α-globin primer 
combinations are not included in HPV PCR tests, 
that all required production of strings of 210 bp 
or fewer. HPV E7 PCRs on residual 57 samples 
revealed that 40 (69%) proved positive for one 
or maybe more HPV strains. HPV 18 was found 
in 16 instances, HPV 19 in TEN, HPV 32 in five, 
HPV 46 in two, and HPV 34, 38, 53, and 59 in 
one case each. Recurrent HPV diagnoses 
remainedreported discovered in fivepatients: 
HPV 17/19 twice, HPV 19/48 once, also HPV 
32/35 once. By means ofresults obtained from 
the PCRs, 15 samples remained positive through 
E1 questions only, six having L1 primer only, 
also 10 and both.Different histological 
parameters were also studied for the given 
samples and these were elaborated and among 
all thesedysplastic and presence of normal 
epithelium showed the significant findings 
(Table 1).  
 

Table 1: Histological parameters of the studied samples 
 

Histology N=45 N=17 

Aden squamous carcinoma 0 (0) 1 (2·5) 

Squamous cell carcinoma 2 (13·3) 31 (77·5) 

Widespread necrosis 2 (13·3) 1 (2·5) 

dysplastic ornormal epithelium present 3 (20) † 6 (15) * 

Widespread keratinization 3 (20) 0 (0) 

Maltreatment 3 (20) 1 (2·5) 

Solitary stroma present 2 (13·3) 0 (0) 
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Figure 1: Blood slides of E6 and E7 proteins of different groups 
 

 
 

DISCUSSION: 
The goal of this studywas to estimate the 
magnitude of real HPV-negative cervical cancer 
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by retesting patients that were previously 
categorized as HPV-negative in theglobal 
assessment of HPV occurrence in cervical 
carcinomas. There had been samples from 59 of 
the 67 HPV-negative individuals, and 56 of them 
were sufficient for PCR study [6]. The 
comparison of antibody outlines of HPV-
negative also positive patients were identified 
by the blood slides (Figure 1) shows that the 
substantial fraction of HPV-negative population 
was indeed HPV 17-associated. Favorable and 
unfavorable instances have comparable 
epidemiological features. The sandwich 
approach was utilized to produce cervical 
cancer specimens for histological evaluation 
and PCR tests addressing separate ORFs, which 
addressed two possibly key reasons for false-
negative outcomes: disturbance of the PCR 
target sequence owing to pathological inclusion 
in additionto specimen insufficiency [7]. Our 
consensus PCR experiments targeted short 
segments in L1 also E1 (CPI/II PCR) regions, that 
remained positive within just around 55% of E7 
PCR-positive patients (Fig. 3), implying existence 
of interrupts or losses in HPV DNA at L1 ORF 
level [8]. Because our PCR tests have equivalent 
sensitivity for each HPV type, our data suggest 
that abnormalities in both L1 and E1 have been 
prevalent in the additional E7-positive 
individuals [9]. Though incorporation 
experiments are required to prove that 
integration is one of the fundamental reasons 
for false negatives, an additional type of study 
indicates the idea that interruptions are caused 
by integrated events [10]. 
CONCLUSION: 
Merely 8% (3/38) of originally negative 
sufficient specimens-maintained HPV negative 
after retesting, implying an overall HPV 
prevalence of 976 percent amongst cervical 
malignancies globally. Although if half of all 
women in the tested countries were already 
contaminated from HPV at some point in their 
lives, it would be the greatest globally 
responsible proportion for theprecisereason of 
the significant human malignancy yet 

documented. The simulated lack of HPV-
negative tumors indicates that good 
preventative immunization could nearly 
eradicate cervical cancer globally. This is 
particularly important in developing nations 
where testing could be prohibitively expensive. 
In industrialized nations, our findings support 
the use of HPV challenging in conjunction with, 
before even rather than, cytology in people 
founded detection methods. 
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