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Follow up your unexpected clinical observations!
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Progress in clinical oncology is often ascribed pro-

gress in laboratory medicine alone which then is

transferred to the patients. This is frequently termed

translational medicine. However, frequently the

clinical use of a drug or method is a two way

process, with accumulation of new knowledge and

facts at the bedside which has to be taken into

account before the final progress can appear. Re-

cently it has become clear that the term targeteted

therapy sometimes may not be as targeted as initially

expected, based on in vitro work or animal studies, as

experience shows new side effects and complications

due to a broader effect of the targeted therapy than

initially thought of [1].

Gastric cancer remains a great challenge, espe-

cially in Asia, despite a very substantial decline in

incidence in Western countries, probably partly

related to reduced use of salted food and eradication

of infection with Helicobacter pylori strains [2�5].

Ten years ago the main scientific controversy in

gastric cancer treatment was the extent of surgical

lymph node dissection: The extended surgery done

by Japanese surgeons in contrast to less lymph node

dissections in most Western countries [6]. Another

long standing controversy has been the role of

adjuvant therapy. In USA the use of adjuvant

radiation therapy has been advocated, based on a

study which has been somewhat controversial due to

the type of surgery chosen [7]. However, only R0

resections of primary gastric cancer is currently a

curative option [8]. Recently the Magic study using

primary (neoadjuvant) chemotherapy and post-

operative chemotherapy, demonstrating a survival

benefit of 13% [9]. A similar non-significant ob-

servation has been reported in a French study using

postoperative chemotherapy, which was prematurely

closed due to slow accrual and problems with

toxicity due to a higher cisplatin dose [10]. There-

fore adjuvant perioperative chemotherapy is now

accepted in many European countries for Stage II

and III patients.

In parallel with this progress in localized gastric

tumours, several chemotherapy regimens are now

available for palliation of metastatic disease [11�15].

Despite some differences in toxicity, more easily

administered regimens now exist for patients with

metastases from gastric cancer in relative good

performance status at start of therapy.

Gastric cancer may be easy to follow by gastro-

scopy, endoscopic ultrasound examination or by CT

or MR imaging, but frequently the disease is difficult

to monitor due to dissemination within the bowel

cavity accompanied with ascites, or due to a more

disseminated growth pattern instead of discrete

easily measurable nodules. In such cases elevation

of the carcinoembryonic antigen (CEA) and sialy-

lated Lewis blood group antigen CA19-9 [16]serum

markers before therapy are considered indications

for poor prognosis [17]. Serial measurements during

chemotherapy, is also useful as a decline denotes

tumour regression and a rise means tumour progres-

sion in the patients with initially raised markers. In

this issue of Acta Oncologica, Kim et al. demon-

strate that the monitoring of disease response by

these markers should be carefully assessed [18]. For

the first time they report that chemotherapy for

gastric cancer can induce a surge of the serum

markers CEA and CA 19-9, defined as an initial

increase by more than 20% and then decline with

more than 20% together with at least stable disease

after the RESIST criteria [19]. The phenomenon

could reflect that more effective chemotherapy can

release the markers from drug sensitive cells as they

are destructed. Unfortunately the current markers

are only useful for a minority of gastric cancer

patients, but the finding is important as a transient

rise within a frame of 7�8 weeks hereto has been

regarded as an indication of tumour progression or
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chemotherapy resistance. That a rise in markers

following first courses of chemotherapy indicates

release form destructed tumour cells and a positive

tumour response, is therefore important knowledge

to avoid premature conclusions on a failure, which

could lead to termination of a potentially beneficial

therapy. This may also reflect increased expression

of CEA due to the treatment with 5-fluorouracil as

demonstrated in cell cultures [20�22]. However, a

transient increase in CEA may also be related to liver

toxicity from fluorouracil [23]. Kim et al. did not

report liver function tests in their paper.

In testicular cancer the use of the serum markers

alpha-fetoprotein, AFP, and human chorionic gona-

dotropin-b, HCGb, have proved to be important for

monitoring the therapy efficacy. Due to the rapid

regression after start of therapy, a transient therapy

induced increase of markers is well known as a surge

[24,25]. It is also well known that initiation of

therapy for breast cancer can induce a CEA surge

reaction [26�29]. Measurement of serum CEA is

currently widely used as a method to monitor

response of colorectal cancer. For CEA we started

relatively early with a combination of fluorouracil

and folinate together with oxaliplatin (Nordic

FLOX) [30,31]. We were able to report objective

regression in about half of the patients. I had a

patient who I noticed a rise in CEA before the

outpatient visit, and this was discussed and a change

in therapy was proposed. However, the patient and

his wife reported an improved clinical condition

during chemotherapy and we therefore awaited the

scheduled CT scan which showed a nice decrease of

his liver metastases. When we retrospectively as-

sessed a series of 27 patients on the same regimen,

another four (15%) had a CEA surge [32,33]. In fact

our small, observational study led to a change in the

ASCO recommendations for use of biomarkers in

colorectal cancer [34]. Our findings were confirmed

in a series of 89 patients where ten (11%) exhibited a

CEA surge after initiation of chemotherapy [22].

However, a recent paper presented the use of serial

recording of CEA after start of chemotherapy for

colon cancer without taking into account the surge

phenomenon which may affect 10�15% of the

patients, potentially leading to false conclusions

[35,36]. In the next issue of ASCO recommenda-

tions for use of markers in gastrointestinal cancer,

therefore also the recommendations on use of

markers in gastric cancer should be changed.

In Acta Oncologica we generally do not any longer

accept case reports. However, clinicians should have

an open mind for phenomena not previously re-

ported. If there are several similar original observa-

tions, we would like to see a detailed description of

the phenomenon, its frequency and not the least

a statement of the potential consequences for treat-

ment of patients in a letter to the editor. With all the

new drugs coming into the clinics and particularly by

a fast track approach, the clinicians should be

carefully observing their patients.
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