High Level of CA 125 Due to Large Endometrioma

Vorapong Phupong MD*,
Orawan Chen MD¥*, Pornthip Ultchaswadi MD**

* Department of Obstetrics and Gynecology, Faculty of Medicine, Chulalongkorn University
** Department of Anesthesiology, Faculty of Medicine, Chulalongkorn University

Background : CA 125 is a tumor-associated antigen. Its high levels are usually associated with ovarian
malignancies, whereas smaller increases in the levels were associated with benign gynecologic conditions.
The authors report a high level of CA 125 in a case of large ovarian endometrioma.

Case Report : A 45-year-old nulliparous Thai woman, presented with an increase of her abdominal girth for
7 months. Transabdominal ultrasonogram demonstrated a large ovarian cyst and multiple small leiomyoma
uteri, and serum CA 125 level was 1,006 U/ml. The preoperative diagnosis was ovarian cancer with leiomyoma
uteri. Exploratory laparotomy was performed. There were a large right ovarian endometrioma, small left
ovarian endometrioma and multiple small leiomyoma. Total abdominal hysterectomy and bilateral salpingo-
oophorectomy was performed and histopathology confirmed the diagnosis of endometrioma and leiomyoma.
The serum CA 125 level declined to non-detectable at the 4™ week. She was well at discharge and throughout
her 4" week follow-up period.

Conclusion : Although a very high level of CA 125 is associated with a malignant process, it can also be
found in benign conditions such as a large endometrioma. The case emphasizes the association of high levels

of CA 125 with benign gynecologic conditions.
Keywords: CA 125, Benign, Ovary, Endometrioma

J Med Assoc Thai 2004; 87(9): 1108-11

CA 125 is a high molecular weight antigenic
determinant, expressed on the surface of the coelomic
epithelium, including the epithelium of the endocervix,
endometrium, fallopian tube, pelvic peritoneum, and
placental tissues®. CA 125 is a tumor-associated anti-
gen, which has a value in preoperative differentiation
between benign and malignant ovarian masses. It is
elevated in 80% of women with epithelial ovarian
carcinomas, and slightly elevated in some women with
benign gynecologic diseases including endometrio-
sis®. The magnitude of the elevation is important and
levels > 200 U/ml are potentially associated with ovarian
malignancies, whereas slight increases in levels were
associated with benign gynecologic conditions®,
However, serum CA 125 levels > 1000 U/ml have also
been reported in patients with endometriosis®b,
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Herein, the authors report an additional case of high
levels of CA 125 in large unruptured endometrioma.

Case Report

A 45-year-old nulliparous Thai woman,
presented with increasing abdominal girth for 7
months. She neither had vaginal bleeding nor abdomi-
nal pain. She denied any history of weight loss, uri-
nary and gastrointestinal symptoms. Her menstrual
periods were regular with an interval of 30 days and
duration of 5 days. She had no history of dysmenor-
rhea or hypermenorrhea. Her last menstrual period was
June 23, 2003. She had a history of hyperthyroidism
that was completely treated with propylthiouracil
for 3 years. The rest of her past history and medical
history was unremarkable.

Her physical examination revealed blood
pressure of 140/90 mmHg, pulse rates of 120/min,
respiratory rate of 20/min, and body temperature of
37.0 C. She had pale conjunctiva. The abdomen was
distended and revealed a palpable tense cystic pelvic
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mass about 30-cm in diameter. Pelvic examination
revealed the same pelvic mass as the abdominal
examination. The abdominal ultrasonogram demon-
strated a normal size uterus with multiple myoma size
1-cm in diameter, a partly cystic and partly solid ova-
rian mass of 27.5 x 15.4 cm (Fig. 1), no free fluid in the
cul-de-sac. Her laboratory investigations demon-
strated Hct 26.4%, white blood cell count 7,260 cells/
mm? and platelets 378,000/mm3. Serum for thyroid func-
tion test was normal. Serum CA 125 level was 1,006 U/
ml. Her chest roentgenogram and blood screen for
biochemical parameters were normal. The electrocar-
diogram demonstrated Wolff Parkinson White with
atrial tachycardia. The preoperative diagnosis was an
ovarian malignancy with leiomyoma uteri.

At exploratory laparotomy, an unruptured
right ovarian endometrioma 30-cm in diameter (Fig. 2)
and a small left ovarian endometrioma of 3 cm in
diameter were detected. There were adhesions between
the right ovarian endometrioma and the omentum and
the small bowel. Additionally, all intestinal and peri-
toneal surfaces as well as the omentum were covered

Transabdominal ultrasound demonstrated a normal
size uterus with multiple myoma, a partly cystic (a)
and partly solid (b) ovarian mass of 27.5 x 15.4 cm

Fig. 1
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by diffuse endometriotic foci. The uterus had multiple
intramural and subserous myoma of 1 cm in diameter.
Total abdominal hysterectomy and bilateral salpingo-
oophorectomy was performed and peritoneal washing
was taken. Histopathology confirmed the diagnosis of
leiomyoma and bilateral ovarian endometriomas (Fig. 3).

The postoperative period was uneventful. On
the third postoperative day, serum CA 125 level was
311.4 U/ml and the patient was discharged on the fifth
postoperative day. She was well at the 4-week follow-
up and serum CA 125 level was 24 U/ml (normal < 35
U/ml).

Discussion

CA 125, a high molecular weight glycopro-
tein, was identified by Bast etal in 1981¢2. Itis widely
distributed on the surface of healthy and malignant
cells of mesothelial origin, including pleural, pericar-
dial, peritoneal and endometrial cells, as well as cells

Fig. 3 Histopathology of right ovary demonstrated endo-
metriosis (H&E, x 100)
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in the normal genital tract and amniotic fluid®. CA
125 is not present on the surface of normal ovarian
cells, but it is found in > 80% of ovarian malignancies
of nonmucinous origin®. CA 125 occurs in the serum
of normal males and females at low concentrations,
<35 U/mI®®, | evels of CA 125 > 65 U/ml correlate
highly with ovarian malignancy and distinguish
malignant from benign diseases with a specificity of
88-92% and a sensitivity of 75-83%¢1%. Concentra-
tions of CA 125> 65 U/ml were noted in 6-8% of benign
pelvic masses®#19. Most of these increases were slight
to moderate, usually <200 U/ml. These findings led one
author to state that CA 125 levels > 110 U/ml are always
associated with malignancy and that levels > 200 U/ml
are almost always indicative of ovarian cancer®,

Although CA 125 was proposed as a specific
marker for ovarian malignancy, numerous studies have
demonstrated its presence in many other benign and
malignant conditions of both gynecologic and non-
gynecologic origins®*1519_ As in previous reports,
large increases in levels of CA 125 in the present case
were associated with benign conditions such as
endometriosis@s-11n,

Ahigh level of serum CA 125 (6,144 and 9,300
U/ml) was reported in patients with endometriosis,
which was associated with peritoneal irritation due to
acute rupture of the endometriotic cyst, in addition to
the existence of endometriosis itself®!), Rupture of
endometrioma was reported to be associated with
elevated serum CA 125, whereas the size was not®),
However, the CA 125 in the present case was high
despite it being an unruptured endometrioma like in
previous reports®9, This returned to normal after
surgical treatment®710%10_An enlarged surface area
of endometrial tissue and peritoneal endometriotic foci,
as in this present case, may thus contribute to the
elevated level of CA 12509,

As in the present case, endometrioma in as-
sociation with high level of serum CA 125 can mimics
ovarian malignancy. Thus, an intraoperative frozen
section should be performed in cases of indefinite
diagnosis to differentiate between benign and malig-
nant condition when available®. However, it was not
performed in this case because the operative findings
confirmed ovarian endometriomas.

In conclusion, although a very high level of
CA 125 is associated with a malignant process, it can
also be found in benign conditions such as large
endometrioma like the presented patient. The case em-
phasizes the association of high levels of CA 125 with
benign gynecologic conditions.

1110

References

1. Colacurci N, Fortunato N, De Franciscis P, Fratta M,
Cioffi M, Zarcone R, et al. Serum and peritoneal CA-
125 levels as diagnostic test for endometriosis. Eur J
Obstet Gynecol Reprod Biol 1996; 66: 41-3.

2. Niloff JM, Knapp RC, Schaetzl E, Reynolds C, Bast
RC, Jr. CA125 antigen levels in obstetric and gyneco-
logic patients. Obstet Gynecol 1984; 64: 703-7.

3. Malkasian GD, Jr., Knapp RC, Lavin PT, Zurawski
VR, Jr., Podratz KC, Stanhope CR, et al. Preoperative
evaluation of serum CA 125 levels in premenopausal
and postmenopausal patients with pelvic masses: dis-
crimination of benign from malignant disease. Am J
Obstet Gynecol 1988; 159: 341-6.

4. Einhorn N, Bast RC, Jr., Knapp RC, Tjernberg B,
Zurawski VR, Jr. Preoperative evaluation of serum
CA 125 levels in patients with primary epithelial
ovarian cancer. Obstet Gynecol 1986; 67: 414-6.

5. Giudice LC, Jacobs AJ, Bell CE, Lippmann L. Serum
levels of CA-125 in patients with endometriosis.
Gynecol Oncol 1986; 25: 256-8.

6. Nagata H, Takahashi K, Yamane Y, Yoshino K,
Shibukawa T, Kitao M. Abnormally high values of CA
125 and CA 19-9 in women with benign tumors.
Gynecol Obstet Invest 1989; 28: 165-8.

7. Kammerer-Doak DN, Magrina JF, Nemiro JS, Lidner
TK. Benign gynecologic conditions associated with a
CA-125 level > 1,000 U/mL. A case report. J Reprod
Med 1996; 41: 179-82.

8. Kashyap RJ. Extremely elevated serum CA125 due to
endometriosis. Aust N Z J Obstet Gynaecol 1999; 39:
269-70.

9. Check JH, Hornstein MD. Endometriosis causing very
high early first trimester serum CA 125 levels. Int J
Gynaecol Obstet 1995; 48: 217-8.

10. Atabekoglu CS, Sonmezer M, Aydinuraz B, Dunder I.
Extremely elevated CA 125 level due to an unruptured
large endometrioma. Eur J Obstet Gynecol Reprod Biol
2003; 110: 105-6.

11. JohanssonJ, Santala M, KauppilaA. Explosive rise of
serum CA 125 following the rupture of ovarian endo-
metrioma. Hum Reprod 1998; 13: 3503-4.

12. BastRC, Jr., Feeney M, Lazarus H, Nadler LM, Colvin
RB, Knapp RC. Reactivity of a monoclonal antibody
with human ovarian carcinoma. J Clin Invest 1981, 68:
1331-7.

13. Daoud F, Boder G. CA-125 concentrations in malig-
nant and nonmalignant disease. Clin Chem 1991; 37:
1968-74.

14. Bast RC, Jr,, Klug TL, St John E, Jenison E, Niloff
JM, Lazarus H, et al. A radioimmunoassay using a
monoclonal antibody to monitor the course of epithe-
lial ovarian cancer. N Engl J Med 1983; 309: 883-7.

15. Soper JT, Hunter VJ, Daly L, Tanner M, Creasman
WT, Bast RC, Jr. Preoperative serum tumor-associ-
ated antigen levels in women with pelvic masses. Obstet
Gynecol 1990;75:249-54.

J Med Assoc Thai Vol. 87 No.9 2004



16. Pittaway DE. CA-125 in women with endometriosis. 19. Barbieri RL, Niloff JM, Bast RC, Jr., Scaetzl E, Kistner

Obstet Gynecol Clin North Am 1989; 16: 237-52. RW, Knapp RC. Elevated serum concentrations of CA-
17. Check JH, Coates TE, Nowroozi K. Extreme elevation 125 in patients with advanced endometriosis. Fertil

of serum CA-125 in two women with severe endome- Steril 1986; 45: 630-4.

triosis: case report. Gynecol Endocrinol 1991; 5: 217-20.  20. Phupong V, Sueblinvong T, Triratanachat S. Ovarian
18. Cheng YM, Wang ST, Chou CY. Serum CA-125 in teratoma with diffused peritoneal reactions mimicking

preoperative patients at high risk for endometriosis. advanced ovarian malignancy. Arch Gynecol Obstet

Obstet Gynecol 2002; 99: 375-80. (Inpress) DOI 10.1007/s00404-003-0479-8.

£Al CA 125 luiaaaigeangaiann Endometriosis 141A 1z
ISWIA g'wwf 0995504 1R, WSNNg BTTRIAD

CA 125 ulugrmeFundfiuedduilesen ssauiigenninasduiusiunisulunziforesialy
WnusiszAuiigelamanasduniusiulzan1anfiani umousy Anzys e lnTIeeIussAUCA 125 figelu
yuaefidquien Endometriosis 1umlyiisaly Tggtaemgalnglanuaaseinimeslniun 7 ieu
naATIaARALIAT NGB ILI e lrTua I uasilasenungnuIadn uaszAL CA 125
lwifoagunaiy 1,006 yiinnadaadns slwyn’z??ﬁ@@”ﬂ/n'@um'm‘”m'nﬂumw“ﬁqYﬂllilom‘”uz,ﬁ?m@nm@n
lavinmsssaidavumesmuaniduguiden Endometriosis 1ualunyiislas19991 guiden Endometriosis
suniiniiselyywaguasiilasenungnawiadn lavinissaungnuasiclsiagesan uan19msaania
nenganenduguaniuguien Endometriosis Tiitlavaaesansuaziisaeennagn nasAngLaeinfnuazssaL
CA 125 Tuienanaaunsaalununievdsnisn 4 dUaY unaszAUCA 125 luiemiigeasduniusiy
nailunzifereeialy umarsnsanylabuileeensssua iy guien Endometriosis 1Aty Mg ugLiag

P TR By o N A2 % & oy ' a
FIIUTILILUEIUNNINTEALCA 125 ZUL@@ﬂW@ﬂuuﬁqﬂriiﬂWU‘Zﬂzuﬂqgﬁéuﬂﬂ@ﬂﬂlﬂﬂ?ﬂ,Z‘Zl?fu@ﬁ?illﬁm

J Med Assoc Thai Vol. 87 No.9 2004 1111



