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Impact of Tumor Size on the Clinical
Ouicomes of Patients with Robson Stage |
Renal Cell Carcinoma

I read the report by Kinouchi et al,,* in which they concluded that the
tumor grading of renal cell carcinoma was not predictive of the
survival of Robson Stage [ patients. This does not mean that the
three-grading system is worthless; the authors simply showed that the
grading system of the Japanese General Rule for Clinical and Patho-
logical Studies on Renal Cell Carclnoma?® is ot useful in the study of
Robson Stage I renal cell carcinoma, The Japanese Rule® states that
renal cell carcinoma should be classified according to the quantita-
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their article. This “dominant rule” is obviously distinet from the other
grading systems, according to which renal tumor grading s declded
by the highest grade.®® T am afrald that theh report might mislead
international readers. The Japanese General Rule for Clinical and
Pathological Studies on Renal Cell Carcinoma® was made In 1992, Tts
classification Is different from “modern classification”” and even
from the classification critevia of the Armed Porces Institute of Pa-
thology® Kinouchi ot al.! nicely demonstrated the limitation of the
Japanese Rule? I would like to announce that it is tlme for the
Japanese to throw away their old-fashioned Rule.? The recently pub-
lished protocol of the Cancer Committee of the College of American
Pathologists® has greater possibilities. '
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Author BReply

irst of all, it appears that Dy, Kanomata has misun-

derstood the grading system of the Japanese Gen-
eral Rule for Clinical and Pathological Studies on Re-
nal Cell Carcinoma, which consists of a 3-stage system
{i.e., Grades 1, 2, and 3). Apparently, Dr, Kanomata has
misunderstood that in the Japanese General Rulg, te-
nal cell carcinoma should be classified according to
the quantitatively dominant grade; however, the fap-
anese General Rule does not observe the grading sys-
tem Dr, Kanomata described. For example, if tumoxs
contain heterogenous grading patterns, the Japanese
General Rule recommends describing the grading as
G1>G2 when the major area contains Gl fumor and
the minor area contains G2 tumor. Ifhalf of the tumor
tissue samples contain G1 tumor and another half G2
tumor, the Japanese General Rule recommends de-
scrtbing the grading as G1=G2,

Second, we Indicated In our article that higher
grade determines the grading systemn, which is reason-
able for predicting the patient’s prognosis, as Dr. Ka-
nomata mentloned.

Finally, we recommend that the Japancse General
Rule determine the grading system according to the
higher grade used,
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Intrapleural Administration of
Interleukin-2 for the Treaiment of
Patients with Malignant Pleural
Mesothelioma

A Phase Il Study

We read with interest the article by Astoul et al!
regarding the administration of intereukin-2
(L-2) for the treatinent of pationts with malignant
mesothelioma, Although this appeared to he a well-
designed and adequately conducted Phase 1I study,
which included 22 pattents who all recetved their
planned therapy, we ate concerned about the statisti-
cal analysis and interpretation of the results, Specifi-
cally, the authars compared the swrvival rate of re-
sponders to therapy with that of nonresponders,
remarking that “. .. the median survival time of re-
sponders differed significantly from that of nonre-
sponders; 28 months (SE: 12.12) and 8 months (SE:
5.07), respectively (P < 0.01)" and concluded that
“these results confirm that 1L-2 given intrapleurally
has antitumor activity.” A considerable amount has
been written, however, about the pltfalls of analyses
comparing responders (o nonresponders (see, for ex-
ample, Anderson et al,* Welss et al,* and Green et
al’}, The main problem with this analysis is that pa-
tients have to live long enotigh to achieve a response;
this “guarantee time” therefore biases the compazison
in favor of the responders. Response status might also
slimply be a matker of patients with a better pretreat-
ment prognosis who would have lived longer even had
they not received therapy. Audersen et al? discuss
modifications of analyses based on response status
that are less prone to bias, such as landmark analysis;
however, none of these techniques can rellably be
used to draw causal inferences regarding the effective-
ness of treatment from Phase II data, Reviewers, au-
thors, and editors must be aware of these important
statlstleal issues as they generate medlcal literature.
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e appreciate the comments of Dr, Karrison and

Dr. Vogelzang regarding ot article on intrapleu-
ral interleukin-2 (1L-2) therapy for patients with ma-
Jignant plewral mesothelloma, and we thank them for
thelr Interest in reading our article,!

When we statlstically compared the survival rate
of responders to therapy with that of nonresponders
in a descriptive fashion, it was to poing out our interest
in petforming “second-look” thoracoscopy on pa-
tlents treated intrapleurally to assess their responses
and we develop this point later. We are aware of the
pitfails of such analysts, althouglt the survival of our
patlents was long enough to achieve a response based
on an evaluation performed 36 days after the begln-
ning of treatment (all eligible patients were assessable
for response) and consequently all patients had “guar-
antee time.”

We also agree that response status might simply
be a marker of patients with a better pretreaiment
prognosls, However, except for three patlenis with
Stage IA disease, the others had advanced cancer and
represented homogenous cohort, and only one pa-
tient presented a fibrasarcomatous type that sug-
gested a poor prognosls.? Taking into account the total
protocal dose dellvered, the toxiclty expetienced, and
the patient population, we do not think that survival
was associated with some basic underlylng factor.

The landmark method compares a group of pa-
ttents who have responded by a landmark tlme with
another group that has failed to respond. It Is quite
different from a comparison of people who respond to
therapy with those who do not respond to therapy.®

We did not suggest that longer survival for ve-
sponders was due to intrapleural 1L-2 therapy; this
was not the alm of our Phase IT study. Our last sen-
tence stresses the need for Phase 1l compatative stud-
les. However, based on computed tomography (CT)
scan and “second-look” thoracoscopy, we think that
the evaluation of antitumnoral response was sultable. It
is the first time, to our knowledge, that such an eval-
uation was performed after intrapleural treatment. Ya-
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sumoto et al, reported antitumoral responses in pa-
tlents with malignant pleural cffusions due to lung
carcinoma treated with Intrapleural IL-2.* However,
those antitumoral responses were based on CT scan
and pleural fluid as well as the disappearance of ma-
lignant cells, which s questionable.

In our Phase II study, it was noteworthy that the
patients we considered to be responders (even thora-
coscopy was not casy after intrapleural therapy) were
those with prolonged sutrvival. However, it is our opin-
jon that the 43% 24-month and 31% 36-month survival
rates of patients with Stage 11 malignant pleural me-
sothelioma (which ls usually assoclated with poor
prognosls) must be confirmed by comparative ran-
domized Phase 111 studies to establish that the longer
survival of responders was due to the treatment,
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Expression of p53 Protein ant
Resistance to Preoperative
chemotherapy in Locally Advanced
Gastrie Carcinoma

G ascinu et al, Investigated the association between
p53 status and response to preoperative chemo-
therapy in locally advanced gastric carcinoma,' Thelr
stucly was based on determining the true extent of the
tumor so that the p53 status could be analyzed coi-
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rectly, In their study, ttmor extent was evaluated with
2 completely different methads: laparotomy in 53%
(16 of 30) of patients and computed tomography (CT)
scan of the abdomen in 47% (14 of 30} of patients. The
authors did not include any detailed Information re-
garding the true disease stage of the patients piior to
the administration of chemotherapy; they stated only
that afl patients had locally advanced disease.

As we all are aware, evaluation of response to
chemotherapy is difficult in patients with locally ad-
vanced gastric carclnoma. The prlmary tumor site
usually involves an {H-defined mass rather than an
easlly measwrable lesion, Although uppor gastrointes-
tinal barium cxaminatlon may determine the size of
gastric lesions, it Is iteffective in determining the
depth of gastric wall involvement, Imaging modalities
that can detect tumor invaston through the gastiic
wall into perigasttic structures play a major role in
staging? CT, one of the most frequently used modal-
ittes, can detect only enlarged lymph nodes and pre-
dict divect invasion of adjacent structures by gastilc
carcinoma, However, due to its Hmited spatiat resolu-
tlon, CT cannot detect the depth of a tumor spread
within the gastric wall and also Is incapable of distin-
guishing fat plane obliteration caused by tumor inva-
stony, inflaimnation, or cachexla, It is well known that
normal size lymph nodes may contatn tumor. This
also explains the limited abtlity of CT to detect iymph
node metasiases? In a study performed by McFee and
Aust,® CT was shown fo have a sensitivity of 67% and
a specificlty of 61% for detecting lymphadenopathy in
patients with gastric carcinoma and it also failed to
show pancreatic Invasion, with a sensitivity of 27%.

Tndoscopic ultrasound (BUS) is a highly accurate
method for the assessment of gastrolntestinal malig-
nancles. It has become the standard Imaging modality
for local staging of gastrle carcinoma,” The accuracy of
RUS In determining the extent of primary tumeor infil-
tratlon ranges from 67-97%.%'* BUS is superior to CT
in its ability to show the layers of the gastrointestinal
wall, but is not as accurate as CY in the assessment of
reglonal lymph nodes (N2) or distant metastases.” The
combined resuits in 326 patients in the assessment of
tumor extent showed that the accuracy of BUS was
remarkably superior to CT (EUS: range, 82--92%, and
CT; range, 11-43%). The accuracy of lymph node as-
sessment by BUS and CT were found to range from
74-87% and from 25-51%, respeciively®!1'* Con-
versely, laparotomy Is a valuable method with which
to detect oceult intraabdominal metastatic disease,
After subsequent laparotomy >25% of patients are
reported to have been found to be understaged by CT
scanning.'® However, [aparotomy may not define the
tumor extent in the gastric wall, especlally in patients

with less advanced disease with NO status, which may
lead to difficulties in the evaluation of the stage.

CT and BUS are complementary rather than com-
petitive, BUS 1s superior in locoreglonal staging and
CT is preferred for the diagnosls of distant metastases.
It Is clear that BUS is an invaluable method in gastric
staging and should be combined with CT scanning of
the abdomen or with a more invastve method such as
laparotomy in determining the true stage of disease. In
the study by Cascinu et al.! the two different methods
used for staging differ greatly in their sensitivity and
specificity, which may result in the erroneous evelua-
tion of disease stage as well as response rates, Conse-
quently, this would affect response rates to preopera-
tlve chemotherapy and its association with p&3 status,
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in thelr correspondence, Drs, Ozglivoglu and Demiy
peint out the major role of endoscopic ultrasound
{EUS} in the staging of locaily advanced gastric cavel-
noma, Given the lack of staging with BUS in our study,
they question the rellability of our results regarding
the predictive value of p53 expression for resistance to
chemotherapy.!

In our opinion, the criticisms by Dis, Ozgliroglu
angl Demir are only pactally convineing. First, some
problems still are encountered with BUS lmaging**
Second, this examination may not be necessary for
assessment of response to chemotherapy in the pres-
ence of unresectable disease with macroscopic locore-
glonal tumor Involvement defined by endoscopy plus
blopsles and computed tomography (CT) scan.®

In some studies, BUS has displayed a tendency to
overestimate tumor extent because of the coexistence
of perltumoral inflammation, especially in the pres-
ehce of ulcerated tumor, In additton, arlifacts due to
erroneous scamning (tangential) may simulate in-
creased thickness of layers. BUS may have poor accu-
racy in determining surface extension of the tumor.>*
Overestimation of the lymph node status may be ol-
served due to Inflammatory hypertrophy of lymph
nodes being a source of error for BUS. Similar to CT
hmaglng, identification by BUS of metastases to lymph
nodes with normal size and microlnfiltration may be
very difficult, In general, figures regarding BUS acou-
racy for the determination of lymph node status may
be tower than reparted by Ozgiiroglu and Demtr, with
a range of 50-87%.%" Finally, recent data suggest that
underestimation of lyrmph node status by BUS may be
related to differences in the histologic subtypoe of gas-
tric carclnoma, with a lowor accuracy for the detection
of lymph node metastasis from undifferentiated com-
pared with differentlated tumors.®’

The definition of locally advanced gastric carcinoma
may comprise different presentatlons of the disease. Pa-
tlents may have high risk but resectable gastric carcl-
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noma or they may present with unresectable discase
with large volume local spread.® In our opinion, staglog
with BUS paticularly Is indicated for the selection of
high risk patlents with small volume disease who are
candldates for surgery and are eligible for studies of
neoadjitvant chemotherapy.®™ In addition, recent expe-
rlences have suggested that staging with EUS may be
predictive of the risk of postoperative recurrence after
radical surgery for gastric carcinoma,”

In our series, patients underwent endoscopy with
blopsies and CT scans that demonstrated unresect-
able disease with bulky reglonal involvement or clear
slgns of infiltration of the pancreas, aorta, omentun,
esophagus, and liver, After chemotherapy, pattlal re-
gponse was defined as evidence on both endoscopy
and CT' scan of a :>50% reduction iIn the tumor or the
complete disappearance but positive endoscopic bi-
apsy at the site of the tumor, Complete response was
defined as a negative CT scan together with normal
ceirdoscopic view with negative biopsies,

In the presence of conspieuous locoregtonal in-
volvement, the imaging we adopted for defining tu-
mor burden may be adequate.! In addition, the major
cilteria for evaluating response reduced the risk of
erroneous evaluation of tumor shrinkage.* We believe
the relatlon we found between p83 overexpression
and resistance to chematherapy to be rellable,
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