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            Abstract

            
               
Adenocarcinoma in situ of cervix is less frequently detected, especially when not associated with squamous intraepithelial
                  premalignant lesion. The relative incidence of in-situ or invasive adenocarcinoma is likely to rise with propensity for younger
                  population. Incidence of recurrence is also higher when histopathology is adenocarcinoma in comparison to the squamous histopathology,
                  This necessitates establishment of different risk factors that would guide the modality of treatment to be taken up in adenocarcinoma
                  histopathology.(Yuksel) Diagnosis of glandular lesions on colposcopy is difficult owing to distinct and less common features,
                  difficulty to approach and fewer cases therefore lesser experience with colposcopy plus the coincidence of squamous lesions
                  along with glandular lesions being more common, adds to the conundrum. In the current image-based case study, colposcopy features
                  of glandular abnormalities in adenocarcinoma of cervix have been described.
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               Introduction

            The early detection and treatment of carcinoma cervix uteri is often the aim of screening programs but most patients in the
               low middle income countries (LMICs) reach cancer care facilities at an advanced stage in the absence of systematic screening, poor awareness and lack of appropriate
               diagnostic and treatment facility.1 The early detection and diagnosis are possible by training doctors in simple yet effective procedures like colposcopy and
               biopsy which may prove to be very useful in ascertaining type, size and extent of disease on the cervix.1 Adenocarcinoma in-situ (AIS) of cervix is less frequently detected, especially when not associated with squamous intraepithelial
               premalignant lesion. The relative incidence of invasive adenocarcinoma is 20-25 percent with higher incidence in younger population
               while that of atypical glandular cells on cytology is just 0.2 percent. Incidence of recurrence is also higher in adenocarcinoma
               in comparison to the squamous histopathology, thereby necessitating establishment of different risk factors that would guide
               the modality of treatment to be taken up in adenocarcinomas.2, 3, 4 Retrospective studies  assessing recurrence and survival in cervical adenocarcinomas, describe tumor size, lympho-vascular
               space invasion (LVSI) and uterine extension as significant prognostic factors in surgically treated patients.4, 5 The WHO classifies premalignant endocervical glandular lesions as endocervical glandular dysplasia (EGD) (also known as atypical
               hyperplasia) and AIS, while in the UK the term cervical glandular intraepithelial neoplasia (CGIN) is more common and is further
               subclassified into low grade CGIN and high grade CGIN that correspond to EGD and AIS respectively. 6 Further the usual type adenocarcinomas are categorized as HPV associated and unassociated, with the former having a better
               prognosis. The Silva pattern of glandular invasion, and its effectiveness in predicting prognosis of the disease has been
               further studied leading to development of the international endocervical adenocarcinoma classification criteria (IECC), where
               the glandular invasion has been classified into three prognostic categories that are the equivalent of depth of invasion for
               glandular adenocarcinoma in the absence of the typical basement membrane of the squamous epithelium.7, 8, 9  Diagnosis of glandular lesions on colposcopy is difficult owing to distinct and rare features and difficult approach or
               visualization during colposcopy along with frequently coinciding squamous lesions with adenocarcinoma adding to the conundrum.
               In the current image-based case study, colposcopy features of glandular abnormalities in adenocarcinoma of cervix have been
               described to provide pictorial evidence that may be useful in diagnosing similarly presenting cases.
            

         

         
               Case Report

            The patient, a 45 years old lady presented with intermenstrual bleeding with HPV 16 positive on screening. The patient underwent
               clinical assessment by the gynecological oncologist and a colposcopic examination revealed a large ectropion like lesion on
               the columnar epithelium with clumping of columnar papillae, on the anterior cervix, the squamocolumnar junction was well defined
               and was type 1 as per the International Federation Cervical Pathology & Colposcopy (IFCPC) classification. Vascular patterns
               like character writing like vessels with abrupt appearance and disappearance, truncation and fine tendrillar appearance in
               some places, were seen (Figure  1, Figure  2). On application of acetic acid there was a dense acetowhite area overlying the columnar epithelium only, with no extension
               onto the squamous epithelium, it had rapid appearance after application of acetic acid and persisted for more than a minute.
               (Figure  3, Figure  4) It was classified as high- grade changes and a Swede score of 8 was assigned. Colposcopy directed biopsy was taken and the
               histopathology was adenocarcinoma, usual type. The patient underwent type 2 radical hysterectomy and histopathology reported
               type b Silva pattern of invasion with tumour size of 3.5 cms, with no lymph node involved. Thus, adjuvant radiation was given
               considering intermediate risk factors. The patient is completely disease free at one year of follow-up and was also given
               hormone replacement therapy.
            

            
                  
                  Figure 1
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                  Figure 2
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                  Figure 3
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                  Figure 4
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               Discussion

            There are three types of colposcopy presentations described for adenocarcinoma in-situ or adenocarcinoma that is, irregular
               papillary appearance resembling an immature transformation zone, a flat variegated reddish white area resembling an immature
               transformation zone or the least common, isolated, individual, elevated densely acetowhite area overlying the columnar epithelium
               with no association with the squamous epithelium, which was demonstrated in the present case. 6, 9 AIS or adenocarcinoma maybe ectocervical in 53 percent cases, completely endocervical in 5 percent and having both ecto-endocervical
               components in 38 percent cases, therefore more than 90 percent of the adenocarcinoma in-situ are amenable to visualization
               and colposcopic assessment. 6 The vascular changes distinct to glandular lesions have been described by specialists like Write VC as ‘waste-thread-like
               vessels; tendril-like vessels; rootlike vessels; character-writing-like vessels; and single and multiple dotlike formations
               in tips of papillary excrescences.’ In this case the vascular changes are typically that seen in invasive disease with abruptly
               appearing and disappearing vessels, loss of branching and truncation, parallel vessels (railroad sign), with thickened caliber,
               few tendrillar vessels & Chinese characters writing like appearance. 
            

            Screening tests like Visual Inspection with Acetic acid (VIA) and cytology are not considered sensitive for detection of glandular
               neoplasia.6, 9 Therefore, AIS and adenocarcinoma may be detected late as there is a possibility of being missed during routine screening
               by cytology or VIA. The HPV testing on the other hand would be useful in detecting HPV associated AIS/adenocarcinoma when
               not suspected on visual examination or cytology. On colposcopy there is possibility of being confused with immature metaplasia
               or cervical ectopy owing to the location of the lesions which may be close to the squamocolumnar epithelium or red and flat.10  The spectrum of glandular neoplasia from cervical intraepithelial glandular neoplasia to adenocarcinoma in situ and invasive
               adenocarcinoma are rare histopathological entities and have distinct epidemiological, clinical and prognostic features.8, 9, 11, 12, 13 The histopathological criteria and risk classification as per the Silva pattern can be best described in the large operated
               specimens of conization, large loop excision of transformation zone (LLETZ) or hysterectomy and can predict risk of recurrence
               and metastasis. The non-HPV associated adenocarcinomas as classified into glandular, mucinous, clear cell or endometroid do
               not have a good prognosis, are often detected late and may have mesonephric origin or are an extension from the uterus or
               ovaries.8 These are not amenable to screening and prevention by routine methods while the epidemiology is also different from the HPV
               associated carcinomas. Early detection is not possible with routine screening and such patients may be treated surgically.
               The knowledge and practice of colposcopy can improve early diagnosis and treatment decision-making. 
            

         

         
               Conclusion

            Colposcopy must be done in patients undergoing screening for cervical cancer as it is a useful diagnostic tool and aid in
               treatment decision-making. Cervical glandular neoplasia is less common with characteristic features which require careful
               consideration and practice of colposcopy and guided procedures to diagnosis and treatment. 
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