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Summary The aim of this study was to evaluate the new monoclonal tumour marker CA 242 in the diagnosis
of pancreatic carcinoma and to compare it with the established markers CA 50 and CEA. Serum concentra-
tions were determined in 113 patients with jaundice, in 20 patients with laboratory values suggesting
cholestasis, and in 60 patients with a suspicion to have chronic pancreatitis. Twenty-four of these 193 patients
had pancreatic carcinoma and two patients had carcinoma of papilla of Vater. The sensitivities of CA 242, CA
50 and CEA were 80.7%, 96.1%, and 92.3%, respectively. The specificities were 79.0%, 58.0%, and 59.2%.
The sensitivities of combinations of CA 50 and CEA with CA 242 did not exceed the sensitivity of CA 50
alone. The specificity of CA 242 was improved by combining it with CEA (92.2%). The serum marker CA 242
seems to be less sensitive than CEA and CA 50 in the detection of pancreatic carcinoma, but it may prove

useful because of its high specificity.

Pancreatic carcinoma is still a problematic cancer despite the
improving imaging methods. We still lack a good method to
screen symptomless people and to diagnose cancer early
enough for curative treatment. Only about 10% of patients
with pancreatic carcinoma are diagnosed early enough for
resection, and the 5-year prognosis of these patients with
resectable tumour is only 4% or less (Longmire, 1984;
Eskelinen et al., 1991). Therefore, every effort should be
made to develop better methods for early diagnosis. At the
present time tumour markers seem to be most ideal for this
purpose. A variety of tumour markers have been demon-
strated to be associated with pancreatic carcinoma, but the
sensitivities and specificities of these tumour markers have
not yet reached the level for screening an asymptomatic
population. The most intensively studied tumour markers in
pancreatic cancer are carcinoembryonic antigen (CEA)
(Kalser et al., 1978; Hansen et al., 1974; Begent, 1984), CA
50 (Lindholm et al., 1983; Holmgren ez al., 1984; Paganuzzi
et al., 1985; Jalanko et al., 1985; Habib et al., 1986a), and
CA 19-9 (Haglund et al., 1986; Kuusela ez al., 1991). CA 242
is a novel tumour associated antigen, which has been sug-
gested as a potential candidate for a serum tumour marker in
pancreatic cancer (Haglund et al., 1989; Kuusela er al., 1991).
The aim of this study was to evaluate the diagnostic accuracy
of CA 242 in the detection of pancreatic cancer and to
compare it with the established serum markers CEA and CA
50. The serum levels from patients with pancreatic cancer
were compared with those from patients with benign pan-
creatic diseases, and with benign and malignant biliary tract
and hepatocellular diseases.

Patients

The study population consisted of all consecutive jaundiced
and/or cholestatic patients admitted to or attending Kuopio
University Hospital during the two-and-a-half year period
from the beginning of December 1985 to the end of May
1988. The limits for inclusion to the study were defined as
follows: a serum bilirubin level exceeding 40 micromoles per
liter (normal value in our laboratory < 17 pmol1~', and/or
serum alkaline phophatase level above 350IU1 (normal
value in our laboratory < 210 U/17}) in relation to serum
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gamma glutamyltranspeptidase level above 100 IU1-! (nor-
mal value in our laboratory < 32U}, or liver-specific
alkaline phosphatase elevated. In addition to these jaundiced
or cholestatic patients the following patients were included:
patients with the history of two or more acute pancreatitis,
patients who had continuous or recurring abdominal pain
with raised serum or urine amylase levels measured at least
three times, patients who had been suspected to have a
pancreatic tumour or chronic pancreatitis in ultrasound or
computed tomography examination. Excluded were patients
with the following criteria: age less than 15 years, pregnancy,
jaundice developing in the intensive care unit, a history of
recent heart surgery, insufficient cooperation, acute alcoholic
pancreatitis, disseminated malignancy, parenchymal liver
disease diagnosed within 2 days of admission, need for
emergency surgery. One hundred and ninety-three patients
were included altogether. One hundred and thirteen of these
patients were jaundiced and 20 had laboratory values sugges-
ting unjaundiced cholestasis. Sixty patients were studied
according to the criteria of suspicion of chronic pancreatitis.
The distribution of the final diagnosies is seen in Table I.
Benign diseases constituted the clear majority (81.6%) of
patients, choledochal stone disease being the biggest group.
There were altogether 24 patients with a final diagnosis of
carcinoma of the head of the pancreas, and two patients with
a diagnosis of carcinoma of the papilla of Vater.

Methods

A clinical assessment with routine laboratory tests was made
for all patients on admission to hospital. Complementary and
more detailed laboratory tests were made on all patients the
day after admission to the hospital including a wide variety
of hepatobiliary laboratory tests and serologic tests. If the
clinical assessment raised a suspicion of extrahepatic obstruc-
tion, ultrasound, computed tomography and endoscopic ret-
rograde cholangiopancreatography were performed in this
sequence as soon as possible. If within 2 days after entering
the study, the patient’s disease seemed most likely to be of
hepatocellular origin, no imaging studies were made, but liver
biopsy was obtained instead. Secretine-ceruleine test was per-
formed if chronic pancreatitis was suspected.

All the patients involved in the study were scheduled for
re-examination 6 months after entering the study, and the
clinical data of the hospital records were reviewed retrospec-
tively after a follow-up period of 2 years. A final diagnosis of
a pancreatic cancer or cancer of the papilla of Vater was
based on histology in 16 cases, on cytology in three cases, on
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Table I Distribution of the final diagnoses

Final diagnosis No. of patients %

Extrahepatic diseases 160 829
I.  Benign diseases 122
Choledochal stone 50
Acute cholecystitis 6

Chronic cholecystitis

Bile duct stricture 3
Spasm of sphincter Oddi 4
Postoperative bile duct compression
by an abcess 2
Bil duct adenoma 1
Fibroma of jejunal mesentery 1
Acute nonalcoholic pancreatitis 4
Acute alcoholic pancreatitis 2
Chronic nonalcoholic pancreatitis 22
Chronic alcoholic pancreatitis 12
Functional gastrointestinal disorder 13
II. Malignant diseases 38
Pancreatic carcinoma 24
Carcinoma of the papilla of Vater 2

Cholangiocarcinoma of the extra-
hepatic bile ducts

Carcinoma of gallbladder
Hodgkin’s lymphoma
Retroperitoneal sarcoma

Intrahepatic diseases

I.  Acute parenchymal diseases
Hepatitis A
Hepatitis non-A-non-B
Cytomegalovirus hepatitis
Toxic hepatitis
Benign postoperative jaundice
Sepsis

II.  Congestive heart fisease
Chronic parenchymal diseases
Alchoholic cirrhosis of the liver
Cirrhosis of the liver of

unknown etiology*

Chronic active hepatitis
Gilbert’s syndrome
Intrahepatic cholangiocarcinoma
Hepatocellular carcinoma
Total

17.1
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* Liver biopsy done.

operative or endoscopic macroscopic morphologic findings in
three cases, and on the imaging methods in four cases. The
diagnosis of chronic pancreatitis was based on histology in
seven cases, on cytology in one case, on secretine-ceruleine
test in six cases, on the imaging methods in 14 cases and on
clinical course of the disease in six cases.

Assays

Serum samples were drawn on the patient’s admission to
hospital before surgery or biopsy and all serum samples were
stored frozen (— 20°C) until analysed. The cut-off values of
2.5ngml™!, 17Uml~! and 20 Uml~! (Nilsson ez al., 1988)
were used for CEA, CA 50 and CA 242, respectively.

Serum CA 242 concentrations were determined by using a
dissociation- enhanced lanthidine fluoroimmonoassay pro-
totype kit (DELFIA; Pharmacia Diagnostics, Uppsala,
Sweden) (Nilsson et al., 1988). The assay was done according
to the protocol recommended by the manufacturer. Serum
CA 50 concentrations were determined by using monoclonal
antibody (C-50) in delayed immunofluorescence technique
(TR-FIA, Wallac, Turku, Finland). Serum CEA concentra-
tions were determined by using monoclonal antibody in
delayed immunofluorescence technique (TR-FIA, Wallac,
Turku, Finland).

The differences between groups were analysed by the Wil-
coxon nonparametric test. Diagnostic sensitivity, specificity,
positive predictive value (=PV +) and negative predictive
value (=PV —) were calculated according to the following
formulas:

Sensitivity = TP/(TP + FN), Specificity = TN/(TN + FP),
Positive predictive value = TP/(TP + FP),
Negative predictive value = TN/(TN + FN).

(TP = true positive, TN = true negative, FP = false positive,
FN = false negative).

Results

CA 242 in pancreatic cancer

In patients with pancreatic cancer (n = 26), the median serum
CA 242 value was 113.8Uml~! (range 5.0Uml"! -
27100 U ml~'). When we used the cut-off level of 20 U ml-!,
21 of the 26 patients (80.7%) with pancreatic cancer had a
serum CA 242 concentration above this level (Figure 1, Table
IT). There were 35 false positives: 13 cases of choledochal
stones, five cases of chronic pancreatitis, four cases of bile
duct cancer, two cases of alcoholic liver cirrhosis, and one
with nonalcoholic cirrhosis, one case of spasm of the sphinc-
ter of Oddi, two cases of acute pancreatitis, and one of acute
cholecystitis, one case of a benign bile duct stricture, one case
of congestive heart disease, one case of cytomegalo virus
hepatitis, one case of drug-induced hepatitis and two patients
with a functional gastrointestinal disorder. The specificity of
CA 242 was thus 79.0%.
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Figure 1 Serum CA 242 concentrations in patients with panc-
reatic cancer (PC), chronic pancreatitis (CP), acute pancreatitis
(AP), choledochal stone disease (CS), benign liver disease (BLD),
malignant liver disease (MLD) and bile duct cancer (BDC). The
cut-off value of 20 Uml~! for the CA 242 assay is marked as a
dashed line

Table II  Serum concentrations (U ml~', median, interquartile range)
of CA 242 benign and malignant diseases of the pancreas, liver and bile
ducts

Disease n Median Interquartile range
Pancreatic cancer 26 113.8 22.3-229.1
Chronic pancreatitis 34 9.2 52-123
Acute pancreatitis 6 11.2 9.7-26.7
Choledocholithiasis 50 10.8 5.0-20.4
Benign liver disease 29 8.5 5.0-16.0
Malignant liver disease 4 8.6 5.0-14.7

Bile duct carcinoma 10 11.9 5.0-23.0

n = number of cases.



Table HI Sensitivity, specificity, PV + and PV — of CA 242, CA 50
and CEA in detecting pancreatic cancer (n = 26) among patients with
benign diseases of the pancreas, liver and bile ducts (n = 151)

Diagnostic
parameter CA 242 CA 50 CEA
Sensitivity 80.7% 96.1% 92.3%
Specificity 79.0% 58.0% 59.2%
Predictive
value
-positive 37.5% 26.3% 26.0%
-negative 96.3% 98.9% 98.0%
Cut-off values: CA 242: 20Uml"!; CA 50: 17Uml"'; CEA:
2.5ngml-!

CA 242 in hepatobiliary malignancies

The median serum CA 242 concentration in the patients with
carcinoma of the biliary tract (seven cholangiocarcinomas,
three carcinomas of the gallbladder) was 11.9 U ml~! (Table
II). When we used the cut-off level of 20 U ml~! for CA 242,
four patients with a carcinoma of the biliary tract was above
this level. In malignant liver diseases (# =4), the median
serum CA 242 concentration was 8.6 Uml~!, and none of
them were above the cut-off level of 20 Uml~! (Figure 1,
Table II).

In the patients with a malignant hepatopancreatico-biliary
disease (n=42), the mean serum CA 242 concentration
(887.4 U ml™! was significantly higher (P<<0.0001, Wilcox-
on’s test) than the mean value (59.2 U ml~') of the patients
with benign disease (n = 151).

CA 242 in benign hepatopancreatico-biliary diseases

Among the benign diseases, the highest values were measured
in choledochal stone disease (median 10.8 Uml~!, range
5.0-1893.0 Uml~!), and in 26% (13/50) of patients the
serum CA 242 value was above the cut-off value of
20 U ml~! (Figure 1, Table II). In the patients with a benign
liver disease, 20.6% (6/29) of patients had a higher value
than 20 Uml~!. In the patients with acute or chronic panc-
reatitis the respecting values were 33% (2/6) and 14% (5/34)
(Figure 1, Table II).

Comparison and combinations of the markers

The diagnostic sensitivities of CA 242, CEA and CA 50 were
80.7%, 92.3% and 96.1%, and specificities 79.0%, 59.2%
and 58.0%, respectively. The sensitivity, specificity, PV +
and PV — of the combinations of the markers are presented
in Table IV.

Discussion

The clinical role of tumour markers in pancreatic cancer is
not clearly established. No ideal tumour marker has been yet
developed. The lack of specificity is one of the great prob-
lems. For example, elevated CA 50 and CEA values are also
seen in hepatocellular jaundice, and in benign hepatic and
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extrahepatic diseases (Jalanko et al., 1985; Bruhn et al., 1985;
Habib et al., 19865, c; Chan et al., 1985; Hansen et al., 1974;
Kalser et al., 1978; Carr-Locke, 1980).

In the present study, the clinical value of a new serum
tumour marker CA 242 was evaluated. Monoclonal antibody
C 242 was obtained after immunisation of mice with a
human colorectal adenocarcinoma cell line (Lindholm et al.,
1985). The exact nature of the antigen determinant is not
known, but it seems to be a sialylated carbohydrate structure
and chemically closely related to CA 19-9 and CA 50 (Hag-
lund et al., 1989). In our study, the sensitivity of CA 242 was
considerably high (80.7%), even though lower than that of
CEA or CA 50. On the other hand, the specificity of CA 242
(79.0%) was highest of the three markers. In a study of
Haglund ez al. (Haglund ez al., 1989) a slightly lower (65%)
sensitivity was reached than in the present series, but the
specificity was not determined. In our study, as well as in the
study of Haglund ez al. (Haglund er al., 1989) the upper limit
of normal 20 Uml~! was used for the assay as based on
serum levels of healthy blood donors (Nilsson ez al., 1988). It
has been recommended that the cut-off level should be deter-
mined by using the 95th percentile of benign diseases,
because it tests best the real clinical value of a tumour
marker (Roberts, 1986). In the present series, by using this
criteria, the cut-off value level would have been 63 U mi~!.
The sensitivity of CA 242 would have been 61.5% and
specificity 95.2%. The present patient population is a con-
secutive series of patients admitted to one university hospital,
and a large proportion of these patients had whether jaun-
dice (113/193) or unjaundiced cholestasis (20/193). From this
point of view, our patient material can be well regarded as
clinically relevant, and therefore the high specificity of CA
242 must be emphasised.

It has been noticed in many previous studies, that the
combinations of these markers give only little further benefit.
This was the case also in the present study, since the
specificity of CA 242 alone was good, and the sensitivity CA
50 alone was equal to those of the combinations. It is clear
that if we require for example, two tests to be positive, we
can reach high specificity, but at the cost of sensitivity, and if
we require only either of the tests to be positive, we can
reach higher sensitivity with rather low specificity. In the
light of the present study, the most ideal combination would
seem to be a combination of CA 242 and CEA. If we have
either of the tests positive, we reach high sensitivity (96.1%)
and if both tests are positive, we can reach high (92.2%), too
(Table IV).

It can be concluded, that the sensitivity of CA 242 is lower
than that of the older markers CA 50 and CEA in the
diagnosis of pancreatic cancer, but it may prove useful
because of its higher specificity. The relative insensitivity of
CA 242 can be improved by combining it with CEA or CA
50.

The authors wish to thank Mr Antero Julkunen, B.Sc, and Miss
Raija Voutilainen, B.Sc, for their assistance in the assay procedure.
The special thanks go to Pharmacia Diagnostics, Uppsala, Sweden,
for providing us with the CA 242 and CA 50 kits for this study.

Table IV Sensitivity, specificity, PV + and PV — of CEA, CA 50 and CA 242 used as a test panel
in detecting pancreatic cancer (n = 26) among patients with benign diseases of the pancreas, liver
and bile ducts (n = 151)

CEA,
CEA CEA CA 50 CA 242 CA 242 CA 50
Assay and and and or or and
parameters CA50+ CA242+ CA242+ CAS0+ CEA + CA 242 +
Sensitivity 88.0% 76.9% 80.7% 96.1% 96.1% 76.9%
Specificity 72.4% 92.2% 80.2% 40.7% 47.3% 89.2%
Predictive
value
-positive 33.3% 60.6% 38.8% 20.1% 22.1% 52.6%
-negative 97.5% 96.2% 96.4% 98.5% 98.7% 96.1%

Cut-off values: CA 242: 20 Uml-'; CA 50: 17 U ml-'; CEA: 2.5 ng ml-!
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