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SUMMARY L O

Metastasis to the cervix uteri of tumors of other
organs is rarely observed. When the metastatic
malignancy is adenocarcinoma it is sometimes

very difficult morphologically to differentiate it

FEHEAO MR O BHEMNEOERITIE TS 3.
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from primary adenocarcinoma of the cervix uteri.

We have confirmed by autopsy that in two persons
with a chief complaint of genital bleeding, and with
histologic diagnosis of primary adenocarcinoma of
the cervix, the primary malignancy arose in the
stomach in one case and the ovary in the other,
The second case was particularly of interest
because primary adenocarcinoma of the thyroid was
also present.

This study indicated that when a histological
diagnosis of adenocarcinoma of the cervix uteri is
made there is a need to make a detajled exami-
nation of the mammary gland, digestive tract,
and ovary.

INTRODUCTION

Metastatic carcinoma occurs rarely in the uterine
cervix. Adenocarcinoma metastatic to the cervix
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presents a cytological and histological dilemma for
pathologists in the differentiation of primary cervical
adenocarcinoma and metastatic adenocarcinoma.

Two such diagnostic problems are reported here.
Each parient had a major complaint of wvaginal
bleeding and primary cervical adenocarcinoma was
initially considered. These diagnoses were based
upon cytological and histological preparations.
However, subsequent postmortem examination demon-
strated that the primary foci for these neoplasms

were in the stomach (Case 1) and ovary (Case 2),

CASE REPORTS

Case 1. A 35-year-old (gravida 1V, para I, abortion
1I1) Japanese female sales clerk initially complained
of irregular vaginal bleeding of about 1 month’'s
duration. Her family history is wunremarkable.
Menarche occurred at age 12. The patient developed
pulmonary tuberculosis at age 18 and at age 26
a right oophorectomy was performed for removal of
a cy st.

In March 1970, anorexia and nausea were experi-
enced and epigastralgia was recorded in August
1970, Gastric  roentgenographic examinations
revealed no abnormalities and a diagnosis of
*‘nervous gastritis” [rregular vaginal
bleeding began in November 1970. Pelvic exami-
nation demonstrated a hemorrhagic erosion in the
Cytological preparacions from
this area contained atypical cells of varying size.
Histologically, infiltrating neoplastic epithelial
cells, some arranged in a rtubular pattermn were

was made.

region of the cervix.

prominent. The diagnosis of uterine cervical
adenocarcinoma was made prior to hospitalization.

On admission, the patient was moderately well-
nourished, was 152.5cm tall, and weighed 43kg.
A lower abdominal midline operative scar was
well-healed and bilateral firm inguinal 0.5—=2.0cm
Additionally, a hard, fixed,
approximately 8 cm diameter mass was palpable in

masses were present.

the region of the uterus and left adnexa. Congestion
and a focal hemorrhagic erosion were identified in
Vaginal smears from this area showed
many large, myxopoietic, atypical cells.

the cervix.

A biopsy from the same site contained atypical
epithelial cells infiltrating the submucosa, signet
ring cells were present elsewhere and positive for
mucin (Figure 1). Apparent tubules are formed by
these neoplastic cells and suggest adenocarcinoma
of the endocervix or endometrium with local exten-
sion or a focus of metastatic adenocarcinoma.
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Results of gastroscopy and upper-gastrointestinal
roentgenography  were
carcinoma.

suspicious for  gastric
Subsequent exploratory laparotomy in
January 1971 demonstrated an inoperable adeno-
carcinoma of the stomach with widespread metas-
tases. Radiotherapy and chemotherapy were
initiated postoperatively. In June, a colostomy was
performed to relieve a chronic ileus. The patient
died on July 14.

Postmortem  examination revealed approximately
100ml of purulent ascites and a diffusely thickned
abdominal wall.  Histological sections from the
stomach showed markedly atypical infiltrating
epithelial cells with cytoplasmic vacuoles. The
vacuoles contained mucicarmine positive granules.
Some of the neoplastic cells formed tubules indica-
tive of adenocarcinoma tubulare (Figure 2).

The left ovary was replaced by an approximately
5ecm  diameter, white, firm mass with a nodular
surface. Histologically, the tissue contained
neoplastic cells exhibiting two patterns (medullary
carcinoma  and  scirthous carcinoma), and a
Krukenberg’s tumor was considered. Metastatic
tumor nodules in the uterine body and cervix have

similar microscopic patterns.

The pathoanatomical diagnoses include: (1) adeno-
carcinoma of the stomach with metastatic carcinoma
in the left lung, pancreas, ileum, transverse colon,
liver, left adrenal, left ovary, uterine body, cervix,
urinary bladder, pulmonary hilar, and recroperitoneal
lymph nodes; and (2) status post-colostomy and
right oophorectomy.

Case 2. (MF -) A 50-year-old (gravida III,
para II, abortion I) housewife complained of irregular
vaginal bleeding. Her father died of pancreatitis
at age 54 and her brother died of liver cirrhosis
at age 36. She had menarche at age 15 years and
menopause at age 47. She was exposed to the
Hiroshima atomic bomb in a building 900m from
the hypocenter and subsequently experienced acute
radiation symptoms such as epilation, diarrhea,
and burns. In 1954, an operation was performed to
correct uterine retroflexion and bilateral cataracts
were removed in 1965. In December 1957, a partial
thyroidectomy was performed. For about G years
prior to this operation she was treated for nodular
goiter. Microscopically, the thyroid surgical
specimen contained papillary follicular adeno-
carcinoma of the thyroid (Figure 3).

Vaginal bleeding was noted in February 1972,
Biopsy of the wuterine cervix showed atypical
epithelial cells with a papillary patcern and
occasional tubular configurations. Adenocarcinoma
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of the uterine cervix was the original diagnbsis.
Subsequently, a mass in the left supraclavicular
fossa was removed which was microscopically
similar to the uterine cervical biopsy. Metastatic
adenocarcinoma of the thyroid was therefore the
revised diagnosis.

On admission the patient was 153cm rall and
weighed 48.5kg. An elastic, hard, thumb-sized
mass was palpable in the left supraclavicular fossa.
The body of the uterus was approximately 5cm in
diameter. The cervix was hemorrhagic and firm.

Roentgenographic examination of the chest and
upper gastrointestinal tract revealed no abnor-
malities. Radiotherapy and chemotherapy were
started for adenocarcinoma of the uterine cervix and
the patient was discharged in May 1972. Readmis-
sion occurred in August 1972, Pelvic roentgeno-
graphy suggested metastatic carcinoma in the
pelvic  wall. Radiotherapy was abandoned and
chemotherapy was administered. A swelling was
found in the left supraclavicular fossa in January
1973 and local radiotherapy was administered. The
patient died in October 1973,

Postmortem examination revealed 2800ml of clear
yellow ascitic fluid. The left ovary was completely
replaced by a 5cm diameter tumor and the right
ovary was atrophic and infiltrated by cumor.
Numerous fibrous adhesions and tumor nodules
were present in the pelvis. Tumor spread throughout
the peritoneal cavity was apparent. Two endometrial
polyps were also found. The pleural cavities
contained clear yellow fluid (lefr 2700ml, and
right 800ml). The left lung was collapsed at the
hilus.  The pleural surfaces were gray-white and
markedly thickened. The right lung showed marked
congestion and edema. The intestines were bound
down by many fibrous adhesions. A transmural
tumor nodule was seen in the ascending colon which
was focally ulcerated on the mucosal aspect, The
right lobe of the thyroid was surgically absent and
gross evidence of tumor recurrence was not present.
The left brachiocephalic, subclavicular and internal
jugular veins contain recent thrombus.

Microscopically, histologic sections from the ovary
showed papillary adenocarcinoma of ovary with
many psammoma bodies (Figure 4). Sections from
the neck of the left cervical venous thrombus showed
early organization. The uterus contained two
endometrial polyps and metastatic carcinoma from
the ovary. Lymph nodes from the left neck have tiny
metastatic foci from the thyroid as well as from
the ovary.
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Figure | Case I. Biopsy of uterine eclocervix shows adenocarcinoma invading the submucosa.
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Figure 2 Case 1. Histologic section from the stomach demonstrates numerous signet-ring cells which are
positive for mucin., Tubular patierns, iaentifted in the metastatic lesions, are not present in the stomach.
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Figure 3 Case 2. Surgical specimen from the thyroid shows papillary follicular adenocarcinoma.
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Figure 4 Case 2. Autopsy specimen from the left ovary shows papillary adenocarcinoma with Psammoma
bodies.
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Pathoanatomical diagnoses: (1) papillary adeno-
carcinoma of left ovary with metastatic adeno-
carcinoma in right ovary, uterus, urinary bladder,
stomach,  colon, adrenals, lungs, pericardium,
pleurae, diaphragm, left breast, bone marrow, and
lymph  nodes bilateral  cervical,
bronchial, and bilateral axillary); (2) ascites, 2800 ml;
(3)  hydrothorax (lefc 2700 ml, right 800 ml);
(4) atelectasis, left lung due to pleural effusion;
(5) congestion and edema of right lung; (6) thrombus
of left cervical veins of the neck; (7) status post-
partial thyroidectomy, right lobe (for carcinoma of
thyroid) with metastatic carcinoma in left cervical
lymph node; (8) two endometrial polyps; (9) status

(mesenteric,

post-operation for retroflexion of wuterus; and
(10) fatty metamorphosis of liver.

DISCUSSION

Metastatic adenocarcinoma in the uterine cervix is
regarded as rare.! Charache,? Wallach and Edberg,’
and Stemmermann? have previously reported this
occurrence. Esposito et al’ described two cases of
carcinoma of the sigmoid colon which metastasized
to the uterine cervix and analyzed 78 cases of
metastatic adenocarcinoma in the uterine cervix.
The primary neoplasm was located in the following
organs in order of decreasing frequency: breast
(41 cases), stomach (23 cases), lung, kidney,
pancreas, and sigmoid colon. Pomerance and
Mackles® studied 29 cases of secondary uterine
cervical adenocarcinoma and found the following
primary sites of adenocarcinoma: (a) pelvis -
endometrium (16 cases), ovary (6), fallopian tube (1),
and rectum (1); and (b) extrapelvis —breast (2),
stomach (1), lung (1), and colon (1). The reasons
for the rare occurrence of metastatic adenocarcinoma
in the cervix are unknown but Wallach and Edberg5
suggest several possibilities: (1) the uterine
cervix is small as a target organ for metastasis
and has a small blood supply, when compared with
the liver and lungs, (2) the general lymphatic
drainage of the uterus is directed away from the
cervix, (3) the cervix is not suitable for tumor
growth because it is composed of firm muscular
and connective tissue and (4) the cervix is not
carefully examined during routine autopsy.

An apparent general lack of interest in metastatic
cases, according to Stemmermann,? is due to the
rarity of the disease. However, among 223 cases
of infiltrating uterine cervical carcinoma, Pomerance
and Mackles® discovered that 29 of 54 cases of
adenocarcinoma were metastatic adenocarcinoma.
Perhaps this disease occurs with greater frequency
than previously thought.
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Metastases to the uterine cervix are probably
lymphogenous, hematogenous, invasive, or dissemi-
native. Stemmermann4  states that metastatic
adenocarcinoma of the stomach which is found in the
uterus, ovary, and pelvic peritoneum probably had
lymphatic disseminartion. If metastatic adeno-
carcinoma of the stomach is found in the uterus and
pelvic peritoneum but not the ovary, the tumor
spread was probably hematogenous. If this is true,
the adenocarcinoma of Case 1 was disseminated
through lymphatic channels. Case 2 can be
considered either due to lymphatic spread or
salpingogenous or invasive dissemination of the
tumor. Graham and van Niekerk’ studied 119
consecutive patients with ovarian carcinoma and
found malignant cells in 35 cases (30%) by vaginal
cytology. The source of the malignant cells in the
vaginal smear was sought by reviewing each case
for evidence of metastatic implants in either the
cervix, endometrium, or fallopian tubes. Metastatic
lesions were found in the cervix or vagina in 7
cases, in the endometrium in 5 patients, and in the
fallopian tubes in 8 cases. Malignant cells were
identified in the vaginal smears of all of the patients
with metastatic implants in the vagina, cervix, or
endometrium and in 5 of the 8 patients with metastatic
lesions in the fallopian tubes.

The histological patterns of uterine-cervical adeno-
carcinoma are exceedingly diverse and various
classifications are made by investigators.8'9
Because of this, it is often difficult to determine
from the histological findings alone whether the
carcinoma is primary or metastatic. That is, Case 1
has myxopoietic cells, but both primary cervical
adenocarcinoma and gastric carcinoma can produce
myxopoietic tumor cells. Case 2 has tumor cells
that do not contain mucus, but show papillary
proliferation in both the uterine cervix and ovary.
Pomerance and Mackles® reported an interesting
finding regarding the psammoma bodies that were
notably present in the ovary. The primary focus in
the two cases of metastatic cervical adenocarcinoma
presenting psammoma bodies was not the ovary.
Although it has been said that psammoma bodies in
human rtumors occur most frequently in tumors
originating in the dura mater, thyroid, and ovary,w'l2
Pomerance and Mackles® conclude that the diagnosis
cannot be made on the basis of histological findings
alone. Therefore, it is necessary to consider the
possibility of metastasis from the ovary, breasts,
stomach, or intestines in cases of cervical adeno-
carcinoma. Conversely, it is necessary to examine
cytologically the cervix of patients with breast and
digestive tract carcinomas.

Case 2, exposed to the atomic bomb ifi Hiroshima
at 900m from the hypocenter, was previously reported
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with cancers of the thyroid and cervix.!3 It is an
interesting case with double cancer of endocrine
organs (thyroid and ovary) diagnosed at autopsy.

CONCLUSIONS

Two cases, initially diagnosed as primary uterine
cervical adenocarcinoma and subsequently found to
have metastatic adenocarcinoma in the cervix, are
reported. The primary neoplasms were found at

autopsy in the stomach and ovary.

When a diagnosis of cervical adenocarcinoma is
made, careful re-examination of the breasts, gastro-
intestinal tract, and ovaries may reveal the location
of the primary neoplasm.
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