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Letters 

Tumour-associated Trypsin Inhibitor 
and CA-125 during Treatment of 

Mutinous Ovarian Cancer in 2 Patients 

Ole Mogensen 

RECENT REPORTS [ 1, 21 have established the superiority of the 
tumour-associated trypsin inhibitor (TATI) [3] over CA-125 [4] 
in the differential diagnosis of mutinous ovarian tumours. TAT1 
levels were increased in 60-80% of the patients whereas only 
40-50% had elevated CA-125 levels. However, the use of TAT1 
as a follow-up marker during treatment of patients with mucin- 
ous ovarian cancer has so far only been described in 1 case [l] 
and its effectiveness therefore needs further elucidation. 

We have measured TAT1 and CA-125 levels during treatment 
(monthly courses of cisplatin 60 mg/m2, doxorubicin 40 mg/m2, 
cyclophosphamide 500 mgim’) of FIG0 stage III mutinous ovarian 
cancer in 2 patients who developed progressive disease. The 
tumour response was evaluated clinically by a gynaecological 
examination before each course. Blood samples were drawn before 
the courses and stored as serum at -80°C until analysis. TAT1 
and CA-125 levels were measured in serum by commercially 
available assays (TATI: Farmos Group, Oulunsalo, Finland; CA- 
125: Abbott Laboratories, Chicago). The instructions given by the 
manufacturers were followed. The upper limit of normal values c. -- -_ __ 
for 1‘AI‘I was 21 ygii [3j and for CA-i25 3s uimi [4j. 

In the first patient, before the start of chemotherapy the TAT1 
and the CA- 125 levels (Fig. 1) were normal (15 kg/l and 22 U/ml, 
respectively) and the CA-125 content remained normal (up to 
8 U/ml) throughout the 12 months of treatment. The TAT1 
level increased during therapy and gradually rose to 205 pg/l at 
the time of the diagnosis of progressive disease. The first 
abnormal value was registered after two courses of treatment 
and 5 months later persistent tumour was established at second 
look laparotomy. The TAT1 level increased rapidly after the 
second look, and progressive disease was diagnosed by ultrason- 
__..--L..? ____&l__ L._- ograpny , III”IILIIS LaLcr . 

In the second case, the first blood sample was drawn before 
the primary operation. The preoperative TAT1 and CA-125 
values (Fig. 2) were both abnormal (32 pgil and 110 U/ml, 
respectively), but the values normalised after the operation. The 
TAT1 level remained normal (up to 17 pgil) throughout the 7 
months of chemotherapy. At the time of clinical progression the 
marker had risen to 23 kg/l and to 177 pg/l 1 month later. The 
first increased CA-125 value (38 U/ml) was demonstrated after 
four courses of chemotherapy and the antigen gradually rose 
to 122 U/ml during subsequent treatment. Thus, progressive 
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Fig. 1. TATI (A-A) and CA-125 (0-e) values during treatment 
of patient A. Progressive disease at TAT1 value = 205 pg/l. 
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Fig. 2. TATI (A-A) and CA-125 (0-0) values during treatment 
of patient B. 
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the first abnormal TAT1 value. 

The mechanism responsible for false negative TAT1 and CA- 
125 values during therapy is unknown. TAT1 and CA-125 
marker levels did not fluctuate in parallel, which on the one 
hand suggests that the levels are not produced by one and the 
same tumour cell subpopulation and on the other hand that 
different tumour cell subpopulations exhibit a varying sensitivity 
to chemotherapy. This may explain why one marker (produced 
by tumour cells resistant to therapy) increased during treatment 
while the other (produced by more therapy-sensitive cells) was 
false negative. Studies comparing serum levels of TAT1 and 
CA-125 to the marker producing cells identified by immunohis- 
tochemical methods may further elucidate this problem. 

The present results supplement the recent reports [l, 21 and 
suggest that TAT1 holds significant prognostic information in 
mutinous ovarian cancer. 
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Progression 20 adherences with intestinal occlusion 
organised haemoperitoneum 

abdominal mass proved to be a partly organised haemoperito- 
neum. 

Missed Diagnoses Revealed at 
Necropsy in Patients with 

Gynaecological Malignancies 

Luciana Babilonti, Patrizia Tenti, 
Saverio Tateo and Carlo Zara 

THE ADVENT of sophisticated diagnostic tests has reduced the 
number of necropsies in patients who die while in hospital, 
due to the conviction that this procedure is unnecessary for 
verification of diagnosis [ 1, 21. Many clinicians, however, are 
rediscovering the benefits of necropsy [3-61. Our experience of 
the past 10 years has demonstrated that necropsy can reveal 
unexpected findings, even in apparently simple cases. Of 704 
patients treated for gynaecological neoplasms, 54 died in our 
hospital and necropsy was requested for 29 (54%) (Table 1). 

Request forms were always filled out by oncology group 
clinicians, and contained detailed information about the clinical 
course. A clinician was almost always present at the necropsy. 
In 9 deaths due to postoperative complications, the clinical 
~;““~.,&” ..,OC ,-fl”G.._P~ Tm n .\“tL”* ..,;rll e*nmP 111r fi.,“,G,,” U.~e”vJ’” y*ao CVI‘IIIIIICU. 111 a yaurl‘r W&L11 oragc 111ti “YLIII‘aII 
cancer, who died from a pulmonary embolism, a second primary 
neoplasm was found in the pancreas. The necropsies in the other 
20 cases were done to confirm and evaluate better the spread of 
disease in patients who died of cachexia. In 2 of these cases 
necropsy revealed a missed major diagnosis [S]. 

Case 2 (49 years) underwent first surgery in September 1987 
for a stage IV (pleural) serous papillary ovarian carcinoma with 
residual tumour of 10 cm (the omentum was not removable). 
On completion of chemotherapy with cisplatin plus cyclophos- 
phamide (with pulmonary disease radiologically negative), a 
second-look laparotomy demonstrated a good partial response 
and permitted debulking of the residual omental disease. The 
patient then received consolidation with the same drugs; at the 
end of this treatment, in keeping with the protocol [7], a third- 
look laparotomy was done in February 1988 and demonstrated 
complete response to therapy. The patient did well until July 
1988 when intestinal occlusion deveioped. CT showed abdomi- 
nal relapse, confirming the suspicions raised at clinical examin- 
ation. Palliative derivative surgery seemed useless because of 
diffuse peritoneal carcinomatosis. The patient died 2 months 
later, and necropsy revealed diffuse fibrous adhesions conglobat- 
ing the large and small intestines; however, no tumour was 
found in the abdominal cavity. Only a microscopic residual 
tumour was present in the pleural cavity. 

Thus modern technology has not eliminated the need for 
postmortem verification: diagnostic imaging may have serious 
difficulties in the differential diagnosis between neoplasia and 
0,.-P +hOmr\.r rr\m..i:m+:nr.r rpi \T~~..,,..~~. ..,,.,:A,, ..,i..,i.i, J”IIIL L,.LLa~~ L”II.~IICLILI”IK. tu,. L*LLL”pJy ~L”“‘UC3 “*ILlcIVIC 
medical audit and can uncover missed diagnoses which could be 
helpful for future practice. When possible necropsy should be 
performed in all cases, and an effort should be made to overcome 
the natural resistance of relatives. 

Case 1 (65 years) was operated on in July 1987 for a stage IIIB 
heterologous mixed Mullerian tumour of the ovary, with residual 
tumour of less than 1 cm after surgery. She was given chemo- 
therapy with cisplatin and doxorubicin. Second-look laparotomy 
at 6 months revealed only one random biopsy specimen (an 
adhesion) positive for tumour, so chemotherapy was discon- 
tinued. A smooth, painful centropelvic mass and fever developed 
in June 1988. Computed tomography (CT) confirmed the clinical 
suspicion of recurrence. Concomitant anaemia and thrombocy- 
topenia were interpreted as being secondary to the recurrence. 
The patient died 1 month later and the necropsy revealed no 
tumour in the abdominal cavity. The progressively increasing 
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