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The finding of atypical glandular cells on cervical cytology
can present a diagnostic challenge for ObGyns.
typical glandular cells (AGC)
are an uncommon finding,
occurring in less than 1% of
screening Pap tests. However,
considerable research has been directed
at the significance of this result, because
of the high risk for underlying malignancy of the genital tract in women
with this finding. Studies have reported
the risk for premalignant and malignant
conditions from 17% to 59%.1-7
The 2001 Bethesda System to report
abnormalities of cervical cytology significantly changed the classifications for AGC
on a Pap test.8 The term atypical glandular
cells of undetermined significance (AGUS)
was eliminated to avoid confusion with
a similar term, atypical squamous cells
of undetermined significance (ASC-US).
AGC results are subclassified as follows:
• AGC, endocervical or endometrial
or not otherwise specified (NOS)
• AGC, favor neoplasia (AGC-FN) (endocervical or NOS).
Multimodality testing is required to
evaluate patients with AGC Pap results,
including colposcopy, human papillomavirus (HPV) testing, endometrial
sampling, and cervical cone biopsy.

A

Significance of AGC
on Cervical Cytology Testing
The differential diagnosis for AGC includes benign, premalignant, and malignant conditions. The most common

Follow The Female Patient on

and

benign lesions associated with AGC are
chronic endocervicitis, endometriosis,
squamous metaplasia, tubal metaplasia,
microglandular hyperplasia, unintentional sampling of the lower uterine segment,
pregnancy, thermal injury, previous cone
biopsy, radiation, endosalpingiosis, and
cervical polyps.4,9 The premalignant and
malignant conditions associated with
AGC include squamous cervical intraepithelial neoplasia (CIN), adenocarcinoma
in situ (AIS) of the cervix, complex endometrial hyperplasia, and malignancies of
the lower genital tract (uterus, cervix, vagina), upper genital tract (ovary, fallopian
tube), and rarely, abdominal or distant
nonreproductive organs.4,7
AGC is often difficult to classify histologically. While liquid-based preparation
(LBP) cytology has increased sensitivity
for detecting squamous cervical lesions
as compared to the conventional manual Pap screening test, the data regarding LBP as a diagnostic tool for AGC are
conflicting.10-14 There is a high degree of
interobserver variability in the interpretation of AGC specimens by cytologists,
with some studies suggesting this inconsistency to be as high as 45%.15 Glandular cells detected on Pap testing can
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TABLE.

Summary of Studies That Include Patients With AGUS or AGC Cytology1,3-7
Burja et al,
19993

Geier et al,
20016

Koonings et al,
20014

Meath et al,
20021

Schnatz et al,
20067

Zhao et al,
20095

18,198

8,221

353,644

N/A

2,389,206

247,131

377 (2.1)

490 (6.0)

308 (0.1)

855

6,829 (0.3)

1,021 (0.4)

64

353

281

855

3,890

662

CIN-I
N (%)

14 (21.9)

49 (13.9)

N/A

N/A

331 (8.5)

109 (16.5)

CIN-II/III
N (%)

21 (32.8)

58 (16.4)

51 (18.1)

187 (21.9)**

432 (11.1)

33 (5.0)

AIS
N (%)

2 (3.1)

7 (2.0)

10 (3.6)

18 (2.1)

113 (2.9)

16 (2.4)

Cervical carcinoma,
N (%)

1 (1.6)

2 (0.6)

14 (5.0)

17 (2.0)

59 (1.5)

6 (0.9)

Endometrial hyperplasia
N (%)

0 (0.0)

8 (2.3)

0 (0.0)

25 (2.9)

54 (1.4)

20 (3.0)

Endometrial carcinoma
N (%)

0 (0.0)

1 (0.3)

11 (3.9)

47 (5.5)

117 (3.0)

34 (5.1)

Other malignancy
N (%)

0 (0.0)

0 (0.0)

6 (2.1)

10 (1.2)

27 (0.7)

4 (0.6)

Study
# Pap specimens
reviewed
AGUS/AGC Pap results
N (%)
AGUS/AGC included in study*
N

Abbreviations: AGC, atypical glandular cells; AGUS, atypical glandular cells of unknown significance; AIS, adenocarcinoma in situ; CIN, cervical intraepithelial neoplasia; N/A, not
available.
* Patients included in study for whom follow-up results were available.
** Low- and high-grade squamous intraepithelial lesions not reported separately.

originate from multiple sites, including
the endocervix, endometrium, fallopian
tube, or peritoneal cavity following transuterine migration.9 In addition, there is
a lack of well-defined cytomorphologic
criteria for diagnosis.
Reported rates of the association of AGC
cytology with premalignant and malignant conditions vary widely, ranging from
17% to 59%.1-7 A summary of these studies is presented in the Table. A meta-analysis identified 3,890 women with AGUS
or AGC cervical cytology from 24 studies
on whom follow-up was available. Among
these women, 20.6% had clinically significant lesions: high-grade CIN (11.1%), cervical AIS (2.9%), endometrial hyperplasia
(1.4%), and malignancy (5.2%).7
Another large retrospective review
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identified 662 women with AGC and
found that 17.1% of patients had clinically significant precancerous or malignant lesions: 7.5% had CIN-II/III or AIS,
3.0% had endometrial hyperplasia, and
6.6% had an underlying malignancy
(cervical, endometrial, or ovarian).5 This
study also showed that while women
with AGC cytology younger than 40 are
more likely to have a cervical malignancy, those older than 50 more commonly
have endometrial carcinoma.
It is important to note that the primary
sites of cancer diagnosed in women with
AGC are not limited to the lower genital
tract. There are reports of AGC cytology
arising from malignancies of the upper reproductive tract, including ovary (5.4%10.9% of all diagnosed malignancies) and
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Subsequent management of women with atypical glandular cells.
fallopian tube (1%). Malignancies of other pelvic or distant organs are also associated with AGC cytology: bladder (3.2%),
colon (3.2%), and breast (3.2%).4,5,15
Based on data from the largest published
meta-analysis, endometrial adenocarcinoma is still the most commonly diagnosed
malignancy in women with AGC (57.6% of
all diagnosed malignancies), followed by
cervical adenocarcinoma (23.6%), cervical
squamous cell carcinoma (5.4%), ovarian
cancer (5.4%), and fallopian tube cancer
(1.0%).7 One of the challenges in managing these conditions is that the neoplastic
lesion is often located in an area that is
difficult to sample, such as high endocervical canal, endometrium, adnexa, and
occasionally extragenital sites.9 There is a
concern that these lesions may not be diagnosed by conventional office examinations
such as colposcopy, endocervical curettage, or endometrial biopsy.
In addition to cervical cytology, other
patient-related factors can be used to stratify the risk for malignancy during evaluation of AGC cytology. These include
the AGC subclassification (AGC-NOS or
AGC-FN), presence of concomitant ASCUS on Pap screening, patient age, and
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HPV status. A recently published metaanalysis found that women with AGC
had a 20.6% risk for clinically significant
pathology.9 When stratified by subclassification, AGC-NOS was associated with a
13% risk and AGC-FN with a 48% risk,
indicating that the finding of AGC-FN
predicts an increased risk for clinically
significant underlying pathology.
The same study also evaluated women
with concurrent AGC and ASC-US and
found their risk for underlying disease to
be 44%. These women have a significantly
higher likelihood for a premalignant or malignant lesion of the cervix versus another
organ.5 Patient age has an adjunct diagnostic value when evaluating AGC Pap tests.
CIN-II and CIN-III are the most common
significant histologic findings in women
younger than 35 years. However, patients
older than 35 years with AGC more commonly have endometrial neoplasia.4,5,16
Concurrent testing for high-risk HPV
with AGC cytology is helpful. Studies
have shown that only 24% to 45% of
AGC cytology test positive for high-risk
HPV DNA.17-19 However, patients with
AGC cytology who also test positive for
high-risk HPV DNA have an increased
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risk for cervical pathology. One study
demonstrated that 96% of women with
biopsy-confirmed CIN-II/III and 85%
with AIS or invasive cervical adenocarcinoma had AGC cytology and were positive for high-risk HPV DNA.17 Women
with AGC cytology who are HPV negative have a higher risk for endometrial or
upper genital tract carcinoma.19
Testing for high-risk HPV is especially
useful as an adjunctive screen in patients with AGC-NOS cytology or those
patients in whom the initial evaluation
is negative for cervical or endometrial
pathology. Studies have shown that patients with AGC-NOS Pap test results
who are also HPV negative have a low
risk for cervical or endometrial neoplasia; 80% to 90% of patients in this category do not have lower genital tract disease.17 In these patients, persistent AGC

cytology should prompt an investigation of upper genital tract or abdominal
or peritoneal disease. HPV testing does
not appear to predict the presence of endometrial or extrauterine disease in patients with AGC.

Evaluation and Follow-Up
of AGC Cervical Cytology
Multimodality testing is required to
evaluate patients with AGC Pap test results. Initial evaluation of all patients
with AGC cytology, including adolescents, should be to perform an evaluation
of the cervix with testing for high-risk
HPV subtypes and colposcopic-directed
biopsies with endocervical curettage.
Endometrial sampling with office endometrial biopsy is recommended for all
women 35 or older or for those with risk
factors for endometrial neoplasia.

Coding for Evaluation of Women
With Atypical Glandular Cells on Cervical Cytology
The ICD-9 diagnosis code for this finding is:
795.00

Abnormal glandular Papanicolaou smear of cervix
Atypical endocervical cells NOS
Atypical endometrial cells NOS
Atypical cervical glandular cells NOS

performing one of the above procedures. If a tissue diagnosis is
obtained, use that code (622 series or 233.1 cervical neoplasia)
for any therapeutic procedure. For subsequent visits to confirm
normal cervical Pap results following a previous abnormal Pap,
use V72.32.
V72.32

The CPT codes for the multimodality testing:
57454
+58110

58100
57520
87621

Colposcopy of the cervix including the upper/adjacent
vagina;
with biopsy(s) of the cervix and endocervical curettage
Endometrial sampling (biopsy) performed in conjunction
with colposcopy
(List separately in addition to code for primary
procedure)
Endometrial sampling (biopsy) with or without
endocervical sampling (biopsy), without
cervical dilation, any method (separate procedure)
Conization of cervix, with or without fulguration, with or
without dilation and curettage, with
or without repair, cold knife or laser
Papillomavirus, human, amplified probe technique

Once you have a finding of the abnormal Pap smear, use the
795.00 diagnosis code for the next visit when you will be

Philip N. Eskew Jr, MD

Encounter for Papanicolaou cervical smear to confirm
findings of recent normal smear
following initial abnormal smear

The E & M code used when performing a follow-up Pap smear
is usually 99212. If the patient has questions, the correct code
could be based on time. If it is based on time, document the
questions and summarize your responses in the medical record.
99212
99213
99214

Physicians typically spend 10 minutes face-to-face with
the patient and/or family.
Physicians typically spend 15 minutes face-to-face with
the patient and/or family.
Physicians typically spend 25 minutes face-to-face
with the patient and/or family.

When counseling and/or coordination of care dominates (more
than 50%) the physician/patient and/or family encounter (face-toface time in the office), then time shall be considered the key or
controlling factor to qualify for a particular level of E & M services.

Philip N. Eskew Jr, MD, is past member, Current Procedural Terminology (CPT) Editorial Panel; past member, CPT Advisory Committee; past
chair, ACOG Coding and Nomenclature Committee; and instructor, CPT coding and documentation courses and seminars.
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Women who have atypical endometrial cells on Pap testing can initially be
evaluated with endocervical and endometrial sampling. If this testing is negative, then colposcopic-directed biopsies
and high-risk HPV testing should be
done. For patients with AGC with AIS
or atypical endocervical cells favoring
neoplasia or adenocarcinoma, initial
colposcopic-directed biopsies, endocervical curettage, and endometrial sampling should be performed.
In all patients (except AGC-NOS and
HPV negative), if the initial biopsies are
nondiagnostic or negative, then a diagnostic excision procedure should be
performed because of the high risk for
underlying premalignant or malignant
conditions. A cold-knife cone is recommended instead of a loop electrode excision procedure because of the ability to
evaluate for invasive disease and margin
status. If the results of the excision procedure are negative and the initial endometrial biopsy was also normal, this
should prompt evaluation of malignancy in the upper genital tract (fallopian
tubes, ovary, peritoneum) or from other
pelvic and distant organs. This evaluation could include pelvic ultrasound,
computed tomography of the abdomen
and pelvis, colonoscopy, and mammography. Findings of neoplastic disease
should prompt a referral to a gynecologic or surgical oncologist, as appropriate.
If the initial evaluation is negative for
any premalignant or malignant lesion in
a patient with AGC-NOS cytology, she
can be triaged to repeat cytology and
HPV testing depending on the initial
HPV results (Figure). If it was positive
for high-risk HPV, then repeat cytology
in 6 months; if negative for high-risk
HPV, then repeat cytology in 12 months.
If the repeat cytology is normal, then the
patient can be triaged to routine cervical
cancer screening. If the repeat cytology
shows anything worse than ASC-US, or
persistent AGC (high-risk HPV positive
or negative), then repeat office evaluation with colposcopic-directed biopsies,
endocervical curettage, and endometri-
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al sampling is recommended. If this is
all negative, then a diagnostic excision
procedure is done to evaluate for a lesion in the endocervical canal.
Evaluation of AGC in pregnancy is similar to that in nonpregnant patients except
that endometrial sampling and endocervical curettage are contraindicated because
of the risk of disrupting the pregnancy. In
pregnant patients, invasive cancer is treated with the same guidelines as in nonpregnant patients in consultation with high-risk
ObGyn oncologists. Preinvasive conditions, such as AIS, CIN-II, or CIN-III, can be
treated in the postpartum period.

Conclusion
AGC presents a challenging dichotomy
to ObGyns. It has a low incidence on Pap
testing. However, patients with this finding have a high incidence of an underlying malignant or premalignant process.
It is important to thoroughly evaluate
women with the diagnosis of AGC on
routine cervical cytology. The American Society for Colposcopy and Cervical
Pathology and ACOG have published
recommended guidelines for the management of women with AGC cervical
cytology.20,21 The guidelines are available online at: www.g-o-c.org/uploads
/asccp_2006_consensus_guidelines.pdf.
The authors report no actual or potential
conflicts of interest in relation to this article.
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