
Letters to the Editor

MIB-1 and p27Kip1 Expression
in Nephroblastoma

To the Editors: We read with interest the recent article by
Ghanem and coworkers (1) describing the prognostic signif-
icance of MIB-1 and p27Kip1 immunostaining in Wilms tu-
mor. The authors report that blastemal MIB-1 and p27Kip1

positivity was prognostically significant for clinical progres-
sion and tumor-related death by univariate analysis and that
blastemal MIB-1 and p27Kip1 were significant independent
prognostic variables for clinical progression in the Cox pro-
portional hazards model. The potential of such markers to
identify those patients who may go on to relapse is an
attractive one, and studies such as this one are welcome.
However, we feel that there are several points in the study
that ought to be addressed.

The authors’ cohort of 62 patients were treated according
to the International Society of Pediatric Oncology protocols 9
or 93-01, i.e., they received neoadjuvant chemotherapy be-
fore nephrectomy. Although it is stated that the samples
showed the presence of blastemal, epithelial, and stromal
cells, and that careful assessment of the immunohistochem-
ical staining in these different cellular components of the
tumor was carried out, nowhere is the actual histologic sub-
type given. This is of direct clinical relevance because the
data from these trials demonstrated the prognostic signifi-
cance of histologic subtype, with those tumors exhibiting a
predominance of blastemal cells after chemotherapy now
considered high risk (2). This forms the basis, along with
stage, of treatment decision-making in the current SIOP
WT2001 clinical trial (3, 4). What is unclear is how many of
the tumors in the series of Ghanem et al. that show a positive
blastemal immunoreaction are of this blastemal type, or
whether smaller foci of remaining blastemal cells in another
histologic subtype (low/intermediate risk) are being identi-
fied in this way. If this is the case, then interpretation on that
basis would greatly strengthen the conclusions of the study.
The authors have published previous studies regarding immu-
nohistochemical prognostic factors in Wilms tumors, and it is
from here that clues may be gleaned. They have published work
on WT1, EGR1 (5); BCL-2, BAX, BCL-XS/L (6); and CD44 (7)
isoforms; each in a series of 61 Wilms tumors that, presumably,
must be identical, because they have the same clinical charac-
teristics (29 female,32 male; mean follow-up, 5.7 years; mean
age at operation, 4.2 years; 14 patients showing clinical pro-
gression, 8 patients died of disease). They have also analyzed
EGFR, TGF�, ERBB2 (8); VEGF, and FLT-1 (9) in a series of
62 Wilms tumors, presumably the one used in the current study
(26 female, 36 male; mean follow-up, 5.7 years; mean age at
operation, 4.7 years; 14 patients showing clinical progression, 7
patients died of disease). What is not clear is the extent of
overlap between these patient study groups. In one report in-
vestigating the 62-patient set (9), the tumors are reported to be
of all low or intermediate risk according to the earlier SIOP

definitions, which includes the blastemal type (10). In another
report, studying the 61-patient cohort (5), no histologic subtype
is provided; however, the authors report 25 patients with “large
amounts of blastema.” In no other publication is the histologic
subtype given.

What is particularly unhelpful is the fact that none of these
previous publications are cited in the present study. This also
raises the question of why no correlations have been pub-
lished between the different markers reported in the different
reports, given the presumed overlap between the datasets.
Because it is a positive immunoreaction in the blastemal
component of the tumors that tends to show prognostic sig-
nificance, staining positively in 34% to 61% of tumors across
all markers published, it would be of great interest to probe
the associations among these data and perhaps develop a
more robust model based on a combination of markers. For
example, in the present study, the authors report an inverse
correlation between MIB-1 and p27Kip1 expression; however,
both antibodies seemed to identify six or seven patients who
died of their tumor (which presumably means that at least
five of these were positive for both), hence their lack of
independent prognostic significance for survival. It would be
important, if a new marker were to be regarded as providing
independent prognostication, for such correlations to be car-
ried out and published across the whole, very valuable,
dataset that the authors have accumulated. Finally, the clinical
data as presented in the Kaplan–Meier survival curves are also
of interest. It appears from the graphs that almost one half of the
events occurred after 5 years, although precise data are not
given. This is an unusually late pattern of relapse for Wilms
tumor, in which the majority of relapses occur within 2 to 3
years of original diagnosis (11). Such a markedly different
cohort of patients should be commented on.

Although we are encouraging of work aimed at identifying
novel markers of clinical outcome in favorable histology Wilms
tumor, we feel that known prognostic variables such as tumor
histology ought to be taken into account in the analysis of such
experiments. Furthermore, the use of survival analysis, such as
the Cox proportional hazards model, to identify independent
prognostic variables, when only tumor stage and the markers
under investigation are placed in the model, despite the authors’
own publications reporting other significant covariates in the
same population, is unwarranted.

Chris Jones
Kathy Pritchard-Jones
Pediatric Oncology
Institute of Cancer Research
Sutton, Surrey, United Kingdom

REFERENCES

1. Ghanem MA, Van der Kwast TH, Sudaryo MK, et al. MIB-1 (KI-67) prolif-
eration index and cyclin-dependent kinase inhibitor p27(Kip1) protein expression
in nephroblastoma. Clin Cancer Res 2004;10:591–7.
2. Weirich A, Ludwig R, Graf N, et al. Survival in nephroblastoma treated
according to the trial and study SIOP-9/GPOH with respect to relapse and
morbidity. Ann Oncol 2004;15:808–20.

7785Vol. 10, 7785–7786, November 15, 2004 Clinical Cancer Research

D
ow

nloaded from
 http://aacrjournals.org/clincancerres/article-pdf/10/22/7785/1953927/zdf02204007785.pdf by guest on 19 M

ay 2023



3. Vujanic GM, Sandstedt B, Harms D, Kelsey A, Leuschner I, de Kraker J.
Revised International Society of Paediatric Oncology (SIOP) working classifica-
tion of renal tumors of childhood. Med Pediatr Oncol 2002;38:79–82.
4. Weirich A, Leuschner I, Harms D, et al. Clinical impact of histologic subtypes
in localized non-anaplastic nephroblastoma treated according to the trial and study
SIOP-9/GPOH. Ann Oncol 2001;12:311–9.
5. Ghanem MA, Van der Kwast TH, Den Hollander JC, et al. Expression and
prognostic value of Wilms’ tumor 1 and early growth response 1 proteins in
nephroblastoma. Clin Cancer Res 2000;6:4265–71.
6. Ghanem MA, Van der Kwast TH, Den Hollander JC, et al. The prognostic
significance of apoptosis-associated proteins BCL-2, BAX and BCL-X in clinical
nephroblastoma. Br J Cancer 2001;85:1557–63.
7. Ghanem MA, Van Steenbrugge GJ, Van Der Kwast TH, Sudaryo MK, Noordzij
MA, Nijman RJ. Expression and prognostic value Of CD44 isoforms in nephro-
blastoma (Wilms tumor). J Urol 2002;168:681–6.
8. Ghanem MA, Van Der Kwast TH, Den Hollander JC, et al. Expression and
prognostic value of epidermal growth factor receptor, transforming growth factor-
alpha, and c-erb B-2 in nephroblastoma. Cancer (Phila) 2001;92:3120–9.
9. Ghanem MA, van Steenbrugge GJ, Sudaryo MK, Mathoera RB, Nijman JM,
van der Kwast TH. Expression and prognostic relevance of vascular endothelial
growth factor (VEGF) and its receptor (FLT-1) in nephroblastoma. J Clin Pathol
2003;56:107–13.
10. Boccon-Gibod LA. Pathological evaluation of renal tumors in children: In-
ternational Society of Pediatric Oncology approach. Pediatr Dev Pathol 1998;1:
243–8.
11. Tournade MF, Com-Nougue C, de Kraker J, et al. Optimal duration
of preoperative therapy in unilateral and nonmetastatic Wilms’ tumor in
children older than 6 months: results of the Ninth International Society of
Pediatric Oncology Wilms’ Tumor Trial and Study. J Clin Oncol 2001;19:
488 –500.

In Response: With great interest we read the letter of Drs.
Jones and Pritchard-Jones discussing our article (1) about prog-
nostic factors in Wilms’ tumor. We agree that the issue of the
histologic subtypes of the nephroblastomas is of direct relevance
for our analysis. After review of the 62 nephroblasomas, it
appeared that three tumors were of the blastematous (high-
grade) subtype. This same population was under study for the
potential impact of the different markers, as described in the
various articles published. We feel that this small number of
high-grade nephroblastomas did not influence the outcome of
our studies.

Although we attempted to carry out an analysis of all clini-
cally relevant markers to empower their prognostic value, sta-
tistically this proved to be complicated.

Concerning the Kaplan–Meier curves of progression-free in-
tervals, we would like to mention that no selection of patients
occurred. All of the children with a Wilms’ tumor were treated
according to standard Society International of Oncology Paedi-
atric guidelines as referred to in the article. We fully agree that,
on the average, the majority of patients show a relapse within 2
to 3 years after initial diagnosis. However, in studies of rela-
tively small groups of patients, such as the one of the MIB-1 and
p27Kip1 markers published by us, inclusion of a very small
number of patients having a late relapse, leads to graphs show-
ing late overall patterns of relapse.

Finally, we agree that it would be more appropriate to report
on a novel prognostic marker after taking into account the
outcome of previously studied markers. However, from a prac-
tical point, it used to be more feasible to study larger series of
tumors with a few markers at a time. The current availability of
the tissue array technology may, to some extent, circumvent this
practical problem.

Mazen A. Ghanem
Theo H. van der Kwast
Rien M. Nijman
Gert J. van Steenbrugge
Departments of Pediatric Urology and Pathology
Josephine Nefkens Institute
Erasmus MC-University Medical Center Rotterdam
Rotterdam, the Netherlands
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