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The reporting systems for cervicalvaginal cytologic diagnoses vary from
Papanicolaou to dysplasia and cervical intraepithelial neoplasia classification. Therefore
the Bethesda System (TBS) was introduced in 1988 and rearranged in 1991 for
standardizing diagnostic criteria. It replaced the numerical Papanicolaou system and
facilitates precise communication between the cytopathologist and the clinician . The new
terminology for epithelial lesions includes the following categories: 1) atypical squamous
cells of undetermined significant (ASCUS), 2) atypical glandular cells of undetermined
significance (AGUS), 3) Squamous intraepithelial lesions (SIL) which encompasses the
spectrum of squamous cell carcinoma precursors devided into low-grade SIL and high—
grade SIL. TBS also emphsizes specimen adequacy and reproducible diagnostic
criteria. After the 1992 National Cancer Institute Workshop, interim management
guidelines for each diagnosis in TBS were recommended. Comparison with the
Papanicolaou classification and discussion of the advantages and disadvantages of TBS

are also presented.
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A19797 1. The 1991Bethesda System.
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e Adequacy the specimen

Satisfactory for evaluation

Satisfactory for evaluation but limited by.....(specify reason)

Unsatisfactory for evaluation...... (specify reason)

e General categorization (optional)

Within normal limits

Benign cellular changes: see descriptive diagnosis

Epithelial cell abnormality. see descriptive diagnosis

o Descriptive diagnoses
Benign cellular changes
Infection
Trichomonas vaginalis

Fungal organisms morphologically consistent with Candida spp

Predominance of coccobacilli consistent with shift in vaginal flora
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Bacteria morphologically consistent with Actinomyces spp
Cellular changes associated with herpes simplex virus
Other ®

Reactive changes
Reactive cellular changes associated with:
Inflammation (includes typical repair)
Atrophy with inflammation (“atrophic vaginitis”)
Radiation
Intrauterine contraceptive device (1UD)
Other

Epithelial cell abnormalities

Squamous cell
Atypical squamous cells of undetermined significance: qualify °
Low-grade squamous intraepithelial lesion (LSIL) encompassing HPV® mild dysplasia CIN 1
High-grade squamous intraepithelial lesion (HSIL) encompassing moderate and severe

dysplasia CIS/CIN 2 and CIN 3

Squamous cell carcinoma

Glandular cell
Endometrial celis, cytologically benign in a postmenopausal woman
Atypical glandular cells of undetermined significance: qualify °
Endocervical adenocarcinoma
Endometrial adenocarcinoma
Extrauterine adenocarcinoma
Adenocarcinoma, NOS
Other malignant neoplasms: Specify

Hormonal evaluation (applies to vaginal smears only)

Hormonal pattern compatible with age and history
Hormonal pattern incompatible with age and history: specify

Hormonal evaluation not possible due to; specify

°Cellutar changes of human papillomavirus (HPV). Previously termed koilocytosis,koilocytotic atypia,
and condylomatous atypia, are included in the category of LSIL.
®Atypical squamous or glandutar cells of undetermined significance should be qualified further, if

possibte, as to whether a reactive or premalignant/malignant process is favored.
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Statement of Adequacy: Satisfactory of evaluation

General Categorization: Epithelial cell abnormality: see descriptive diagnosis
Descriptive Diagnosis: HSIL (optional: moderate squamous dyspiasia/CIN 2)
Comment (optional): The majority of the abnormal cells represent an

LSIL; however, a few high-grade cells are also present

Recommendation (optional): Follow-up studies, as clinically indicated

AR 3. Comparison of Cytologic Classification System of cervix.

Bethesda System Dysplasia/CIN System Papanicolaou System
Within normal limits Normal !

Infection Inflammatory atypia

(Organism should be specified) (organism) [

Reactive and reparative changes

Squamous cell abnormalities

Atypical squamous cells Squamous atypia
of undetermined significance —l IIR
[~ HPV atypia J
Low-grade squamous
intraepithelial lesion (LSIL)
L_Mild dysplasia CIN 1 :l——— "
High-grade squamous [~ Moderate dysplasia CIN 2
intragpithelial lesion (HSIL) —— v
—Severe dysplasia
CIN3
LCarCinoma in situ

Squamous cell carcinoma Squamous cell carcinoma vV
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cells of undetermined significant (ASCUS) uas
Atypical glandular cells of undetermined significant
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SATISFACTORY FOR EVALUATION

ALL OF THE FOLLOWING MUST BE PRESENT:

e Appropriate labeling and identifying information

® Relevant clinical information (minimum: age and LMP)

® Adequate squamous cells (should cover more than 10% of slide surface)

® Adequate endocervical/transformation zone (TZ) component

(minimum: 2 clusters of 5 cells each; exception. marked atrophy)
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SATISFACTORY FOR EVALUATION BUT LIMITED BY...
ONE OR MORE OF THE FOLLOWING MUST BE PRESENT:
® |ack of clinical information
e Obscuring blood, inflammation, thick areas, poor fixation,
air-drying, contaminant, etc. (obscuring 50 to 75% of epithelial cells)
® Absence of endocervical TZ component
NOTE: Does not necessarily require a repeat smear
UNSATISFACTORY FOR EVALUATION*
ONE OR MORE OF THE FOLLOWING MUST BE PRESENT:
e |ack of patient identification
e Unacceptable slide (e.g., broken beyond repair)
e Scant squamous cells (covering less than 10% of slide surface)

e Obscuring blood, inflammation, thick areas, poor fixation,

air-drying, contaminant, etc. (obscuring 75% or more of epithelial cells)

*Exception, a technically unsatisfactory specimen that nonetheless contain abnormal cells

should not be called “unsatisfactory” but rather “satisfactory for evaluation but limited by..."

2. Atypical squamous cells of undetermined
significant (ASCUS) wae Atypical glandular cells
of undetermined significant (AGUS)

u Papanicolaou classification {A19n

]
13

inflammatory atypia @98z ATALAGNAINNRALNATINA 1
v
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cellular changes MR ldA sl nneATLas
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Aluiwidda Tnee1any squamous intraepithelial lesion
©IL) Vhlszunns 10-44%2 (daulunjazidu LSIL)
Fataufunitads ASCUS luusiszanntiuinnnn
videtterlnevialbinaniiu 5% vialifu 23 wih
90997RnNs0l SILE"™® aeinalsfid Grlszidiugann
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Criteria  Atypical Squamous Celis of Undetermined Significance (ASCUS)

Nuclear enlargement is two and a half to three times that of a normal intermediate squamous
cell nucleus with a slight increase in the nuclear/cytoplasmic ratio

Variation in nuclear size and shape, and binucleation, may be observed

Mild hyperchromasia may be present, but the chromatin remains evenly distributed without granularity

Nuclear outlines usually are smooth and regular; very limited irregularity may be observed

Atypical Glandular Cells of Undetermined Significance (AGUS)

Criteria Atypical Endocervical Cells, Favor Reactive

Cells occur in sheets and strips with minor degrees of nuclear overlap

Nuclear eniargement, up to three to five times the area of normal endocervical nuclei, may be seen

Mild variation in nuclear size and shape occurs

Slight hyperchromasia frequently is evident

Nucleoli often are present

Abundant cytoplasm and distinct cell borders often are discemible.

Criteria Atypical Endocervical Cells, Probably Neoplastic (Adenocarcinoma in situ)

Abnormal cells occur in sheets, strips and rosettes with nuclear crowding and overlap; when in
sheets, a honeycomb pattern is lost because of an increase in the nuclear/cytoplasmic ratio,
diminished cytoplasm, and ili-defined cell borders

A palisading nuclear arrangement with nuclei protruding from the periphery of cell clusters
(feathering) is a characteristic feature

Nuclear enlargement, elongation, and stratification are evident in most cases

Variation in nuclear size and shape occurs

Hyperchromasia associated with chromatin that is finely to moderately granular usually is evident

Nucleoli are small or inconspicuous

Mitotic figures may be seen.

v 1
o & o = (26,27) o al o 3 - o
veansitadetiu 1 (11990 6)°7 lwiendinat  Fauwnddquaiazifnisfnmauiuanng (s
nqu AGUS wevsthnuegniazivdninausazuenld 762 yiluFesans endometrial cell &4laifingn
P @) . < . . H o
dutlu reactive 178 premalignant (adenocarcinoma  |npusffiasuen reactive fU premalignant lidaLatas
in situ) n1eeuNaianitdy AGUS  possible  ¢5lsifinnsuan

reactive 78 premalignant (adenocarcinoma in situ)
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A5 6. Interim Guidelines for Managing the Patient with Abnormal Cervical Cytology.

Atypical Squamous Cells of Undetermined Significance (ASCUS)
Options:
1. Repeat Pap smear:
a. Every4to6 months for 2 years until there have been 3 consecutive negative smears.
b. In2to 3 months if associated with severe inflammation.
c. |If associated with specific infection, after the infection has been treated.
d. |If associated with postmenopausal atrophy, after completion of a course of topical estrogen.
2. Colposcopy should be considered if:
a. There have been 2 or more diagnoses of ASCUS during a 2-year period.
b. A diagnosis of ASCUS is gualified by a statement favoring a neoplastic process.
c. The patient is at high risk because of a history of a squamous intraepithelial lesion or poor
compliance
Low-Grade Squamous intraepithelial Lesion (LSIL)
Options:
1. Repeat Pap smear every 4 to 6 months for 2 years.
a. If the lesion persists, colposcopy is indicated.
b. If 3 consecutive smears are within normal limits, the patient can return to a routine screening
protocol.
2. Colposcopy with endocervical curettage and directed biopsy of any abnormality.
After biopsy confirmation:
If the entire lesion and transformation zone are seen:
a. Excise or ablate lesion, or
b. Forgo treatment and follow patient carefully.
If the entire lesion is not seen:
a. Cone biopsy, or
b. Forgo treatment and follow patient carefully.
High-Grade Squamous Intraepithetial Lesion (HSIL)
Colposcopy with endocervical curettage and directed biopsy of any abnormality.
1. After biopsy confirmation, removal or destruction of the lesion.
2. If the patient is pregnant, treatment may be deferred until after delivery if the biopsy dose not
show invasive carcinoma.
Atypical Glandular Cells of Undetermined Significance (AGUS)
If atypical endometrial cells are present:
Endometrial biopsy, fractional dilation and curettage, or hysteroscopy should be performed to rule
out endometrial carcinoma. If no abnormality is detected, an extrauterine site should be considered.
If atypical endocervical cells are present and the diagnosis is unqualified or described as "most likely
reactive™
1. Follow-up Pap smear using a cytobrush.
2. Endocervical and endometrial curettage.
3. Hysteroscopy
4. Cone biopsy, if AGUS persists after options 1, 2, and 3 have been tried.
If atypical endocervical cells are present and the diagnosis is described as “suggestiveof a neoplastic/
preneoplastic lesion”:
Cone biopsy.
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