
Prognosis in 
Myelodysplastic Syndrome

A B S T R A C T  &  C O M M E N T A R Y

Source: Maes B, et al. Ann Oncol 1999;10:825-829.

Since 1982, the french-american-british (fab) classifica-
tion has been used to categorize patients with myelodysplasia

into five clinical categories: refractory anemia (RA), refractory ane-
mia with ringed sideroblasts (RARS), refractory anemia with
excess blasts (RAEB), RAEB in transformation to acute leukemia
(RAEB-t), and chronic myelomonocytic leukemia (CMML).1

These distinctions were made based solely on bone marrow and
peripheral blood criteria and vaguely separated patients into distinct
prognostic groups, though substantial overlap between groups was
noted and individual prognosis within groups varied widely.

Through the intervening years, other morphological, clinical,
and biological variables have been reported to influence survival
and a number of ad hoc prognostic indices were developed to try to
improve assessing prognosis in an individual patient. In 1997, an
international workshop combined data derived from seven large
studies of patients with myelodysplasia and from this meta-analy-
sis, an International Prognostic Scoring System (IPSS) was devel-
oped.2 The multivariate analysis that produced the IPSS was not
generated on one sample and tested on another to assess its validity.
However, a recent paper applied the IPSS criteria to 184 patients
treated at the University Hospital in Leuven, Belgium.

The patients had been accrued between 1980 and 1997; median
follow-up was 6.5 years. The median age was 64 years. The distrib-
ution of FAB diagnoses was as follows: RA 32%, RARS 12%,
RAEB 29%, RAEB-t 12%, CMMS 15%. This distribution is large-
ly comparable to that used to develop the IPSS, with the exception
that the RAEB-t category was a bit larger in Leuven.

The IPSS prognostic scoring system is a point system based upon
the percentage of bone marrow blasts, cytogenetic abnormalities, and
number of lineages affected by cytopenia. Thus, for bone marrow
blasts, less than 5% is zero points, 5-10% is 0.5 points, 11-20% is 1.5
points, and 21-30% is 2 points. For cytogenetics, the abnormalities
are rated as good (normal karyotype or isolated abnormalities of
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deleted Y, deletion of 5q, or deletion of 20q), poor (pres-
ence of 3 or more abnormalities or chromosome 7 abnor-
malities) or intermediate (all other abnormalities).  Good
cytogenetics is zero points, intermediate is 0.5 points, and
poor is 1 point. For cytopenias, cell counts must be below
a specific threshold to be considered decreased; hemo-
globin less than 10 g/dL, neutrophil count less than
1500/microliter, and platelet count less than
100,000/microliter. If zero or 1 lineage is decreased, the
point score is 0; if two or three lineages are decreased, the
point score is 1. The prognostic risk is formed by adding
up the points: low-risk, total score 0; low intermediate (or
intermediate-1), score 0.5-1; high intermediate (or inter-
mediate-2), score 1.5-2; high-risk, score 2.5 or greater.

Using the IPSS scoring system, 22% were in the low-
risk group, 46% in intermediate-1 group, 25% in inter-
mediate-2, and 7% in the high-risk group. The IPSS sig-
nificantly separated patients into distinct natural histo-
ries. Median survival was 6.5 years for the low-risk
group, 2.6 years for intermediate-1, 1.3 years for inter-
mediate-2 and 0.7 years for the high-risk group. Age had
a significant independent effect on prognosis only in the

low-risk category. Low-risk patients younger than age 60
had a median survival of eight years while those older
than 60 had a median survival of 3.7 years. Using the
FAB system, patients with RA, RARS, and CMML were
mainly in the lowest two categories (10% of RA and
22% of CMML were as high as intermediate-2), patients
with RAEB were evenly distributed between intermedi-
ate-1 and intermediate-2, and RAEB-t were evenly dis-
tributed between intermediate-2 and high-risk groups.

IPSS risk group predicted likelihood to evolve into
acute leukemia: low-risk, 16%; intermediate-1, 26%;
intermediate-2, 30%; and high-risk, 62%. The time from
diagnosis to evolution to acute leukemia was also
reflected by the risk group. The mean time for progres-
sion to acute leukemia was 28 months in the intermedi-
ate-1 group, 10 months for the intermediate-2 group, and
four months for the high-risk group.

The results of this large, single-institution study con-
firm the clinical use of the IPSS prognostic scoring sys-
tem for patients with myelodysplasia.

■ COMMENTARY
The patients in the Leuven series differed somewhat

from the patient population from which the IPSS scheme
was devised. The Leuven group had a higher percentage
of patients with poor prognosis cytogenetic features and
the fraction of patients younger than age 60 years was
significantly higher. This is a good thing. It is reassuring
that the IPSS scheme is predictive even in patients who
differ from those from whom the scheme was developed.

The IPSS system is useful to clinicians because it pro-
vides somewhat clearer definitions of the likely clinical
course and it does so largely independent of FAB diag-
nosis. Though heterogeneity is inherent in such a biolog-
ically diverse set of clinical problems, the variability has
been dramatically reduced by the new system. Not only
does the IPSS appear to provide more valuable informa-
tion than the FAB regarding prognosis, some evidence
suggests that the IPSS can provide meaningful prognos-
tic information within a single FAB diagnosis. For
example, a group from Japan has reported its success in
predicting the course of patients with RA.3

The IPSS is likely to be only a temporary improve-
ment in the way clinicians approach patients with
myelodysplastic syndromes. Reports of other prognostic
factors not considered in the IPSS system continue to
appear and seem to have merit. For example, immuno-
histochemical characterization of CD34 expression on
the bone marrow may influence survival, as may other
variables that better reflect the molecular pathology of
the defect.4 Nevertheless, the advantage of a scoring sys-
tem such as IPSS is that one can evaluate the efficacy of
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an intervention in a more meaningful fashion before
moving to phase III randomized comparisons. At the
moment, we are left to infer that improvements in sup-
portive care and perhaps the earlier application of anti-
leukemia therapy may have improved survival based on
comparing survival of patients diagnosed before 1990
(for example) to survival of those diagnosed after 1990.
It is possible that the relative homogeneity in survival
curves from multiple sites based on IPSS would give us
another standard for comparison.

Of course, the IPSS also has its practical limitations.
Few places in the world are providing karyotypic analy-
sis in a clinically useful time frame. Use of the IPSS to
stratify patients for therapeutic studies cannot be validat-
ed unless one can reliably ascertain the risk group short-
ly after the patient presents. It remains to be seen
whether an IPSS score can predict response to treatment.
A recent phase II study failed to show a relationship
between the IPSS group and the response to granulo-
cyte-colony-stimulating factor plus erythropoietin.5 ❖
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Year-Round Sunscreen 
and the Pre vention 
of Skin Cancer
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: In this report, community volunteers in Aus-
tralia were randomly assigned to one of four groups and
received either sunscreen daily or no sunscreen daily,
with or without the orally administered anti-oxidant,
beta-carotene. Squamous cell carcinomas were fewer in
number in the sunscreen-protected group, although the
incidence of basal cell carcinomas or melanoma was not
affected. Beta-carotene did not offer any protection in
this 4.5-year study. Thus, certain skin cancers can be
prevented by daily application of sunscreen.

Source: Green A, et al. Lancet 1999;354:723-729.

The application of sunscreen can prevent sun-
burn, but the question of whether long-term use can

prevent skin cancer has not been resolved. The purpose

of the current study was to assess whether sunscreen use
prevents skin cancer. Additionally, intake of the dietary
anti-oxidant beta-carotene was also tested to determine
if it too could prevent skin cancers. Individuals (n =
1621) from a single community in Nambour, Australia,
were randomly assigned into one of four groups: 
• sunscreen to sun-exposed areas plus oral 

beta-carotene;
• no sunscreen plus oral beta-carotene;
• sunscreen plus oral placebo; or
• no sunscreen plus oral placebo.

The sunscreen strength was SPF-15 and was applied
daily to the head, neck, arms, and hands. The beta-
carotene was formulated to a single daily, oral dose of
30 mg. The median age of participants was 49 years and
there were no clinical differences among the groups
before the initiation of treatment. The treatment contin-
ued for 4.5 years and participants were examined every
three months for skin evaluation and distribution of
study materials. Compliance was measured and found to
be good. Over the length of the study, the attrition rate
was approximately 15% and this affected all four study
groups equally.

Over the study period, 250 individuals developed 758
new skin cancers. There were no significant differences
in the incidence of first new skin cancers in the four
groups. However, in terms of number of tumors, the
incidence of squamous-cell carcinoma was significantly
lower in the sunscreen group than in the no-sunscreen
group (1115 vs 1832 per 100,000; rate ratio 0.61 [95%
CI 0.46-0.81]). This protection by sunscreen was not
apparent for the development of basal-cell carcinoma
and there was no protection against either squamous cell
or basal cell carcinoma provided by oral beta-carotene.

■ COMMENTARY
Every once in a while, well-constructed clinical trials

produce results that conform with conventional wisdom.
After all, sunscreens are known to block ultraviolet rays
(UV) and these are known to be carcinogenic.1,2 Further-
more, sunscreens are safe and well tolerated and clearly
prevent sunburn. Epidemiological studies have shown an
association between sunburn and skin cancer.3 Thus, it
stands to reason that sunscreen applied chronically would
prevent skin cancer and, indeed, that was observed.

The observation that basal-cell carcinomas were not
reduced in this group may impart some insight into the
biology of this indolent type of tumor. Perhaps these too
would have been prevented in a study of more than 4.5
years duration. Similarly, beta-carotene, which has
diminished the incidence of UV light-induced tumors in
mice, was shown not to influence the incidence of basal-
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cell or squamous-cell carcinomas in this study.4

Sunscreen is an inexpensive form of cancer preven-
tion, especially when compared to other interventions.
In Australia, where skin cancer rates historically have
been high, a well-coordinated national effort has already
been associated with a decline in new cases. But the
effort includes more than just sunscreen. Aggressive
public education campaigns, avoidance of sun exposure
in peak hours, appropriate clothing, (including hats), and
government-sponsored dispensing of sunscreen at pub-
lic beaches and parks, are all components in this effort. 

The question of which level sun block is recommend-
ed is also addressed by the Australians. SPF-15 blocks
approximately 94% of solar UV rays and increments
above that are associated with both increased expense
and cutaneous allergic response.5 Furthermore, in a
recent report in the Journal of the National Cancer Insti-
tute, investigators found that volunteers randomly
assigned to receive SPF-30 sunscreen spent more recre-
ational time in the sun when compared to those who
received SPF-15. This was a blinded trial and partici-
pants did not know which of the sunblocks they
received. Presumably, recreational sun exposure was
increased due to less acute skin injury (sunburn). This
could explain the puzzling, previously reported observa-
tion that sunscreen users seem to have higher rates of at
least some skin cancers, such as melanoma.6 Surveys
have also reported (as did the JNCI paper) that individu-
als rarely apply the recommended amount of sunscreen.7

Thus, this report finally provides evidence that appli-
cation of sunscreen prevents skin cancers. The incidence
of squamous-cell carcinomas was less in those randomly
assigned to apply SPF-15 daily for 4.5 years. Perhaps
future studies of longer duration will show that basal-
cell cancers and melanomas will be similarly prevented.
However, it is also possible that the commercial sun-
blocks are not effective at blocking out the component
of sun exposure that is etiologic in basal-cell carcinoma
and melanoma. The best preventive measure for skin
cancer at present is not just to block the sun with sun-
screen, but to stay out of the sun, if at all possible. It is
hoped that further study will identify the culprit respon-
sible for the increased incidence of melanoma.   ❖
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Mammograph y Screening
Inter val for Women 
Older Than 70 Y ears of Ag e
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: In the experience from a single institution,
screening mammography was found to result in the
diagnosis of breast cancer in a substantial number of
older patients. In many of these, the diagnosis was
made despite nonpalpable lesions. When examined by
age group it was discovered for those younger than 50
years, mammography was falsely negative 26% of the
time, compared to 16% for those between 50 and 70
years and 13% for those older than 70 years of age. For
those older than 70, despite an increased number of
tumors detected, tumor size was also larger and inter-
val between screening examinations was longer. Annual
screening mammography in those older than 70 years of
age  appears to be justified.

Source: Sener SF, Am Surg 1999;65:731-736.

Screening for breast cancer in older women
remains a challenge. Nonetheless, the risk of devel-

oping breast cancer increases with each decade and the
average age at diagnosis is now 70 years. It is likely that
regular mammography would be effective in this age
group but the issue has not been carefully studied (the
famous large studies on mammography did not include
patients older than age 70) and confounding coexisting
medical and social issues often preclude regular evalua-
tion. In this report from the Department of Surgery at
Evanston Hospital, Northwestern University, a single
institution’s experience with breast cancer detected by
mammography is reviewed.

A goal of the review was to compare size of tumors
detected only by mammography with those detectable
by physical exam and to determine if there were any dif-
ferences with regard to patient age. There were 609
patients with primary breast cancer evaluated during a
two-year period (1994-96) within the Evanston Hospital
system. Of these, 496 patients (81%) had their screening
mammography at that institution and the remainder had
mammography elsewhere. The median age of the breast
cancer patients was 57 years.
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Of the total, 252 (41%) cases were detected by mam-
mography alone. Physical examination alone (with neg-
ative mammography) led to the diagnosis in 112 (18%)
of the cases. Younger women (< 50 years old) were less
likely to have mammographically detected, nonpalpable
breast cancer than those in the older age groups. Thus,
younger women were more likely to have tumors detect-
ed by physical examination alone.

Carcinoma in situ was discovered in 92 (15%),
tumors less than 1 cm in 156 cases (25%), tumors
between 1 and 5 cm in 328 (54%) cases, and tumors
more than 5 cm in 33 (5%) cases. Of the 41% that had
cancers detected by mammography alone (i.e., without
palpable lesion), as age increased the proportion of those
with in situ lesions decreased and the proportion of
those with tumors larger than 1 cm increased. In fact,
most carcinoma in situ lesions were detected by mam-
mography alone, and this was more common in younger
women. 

Sener and associates also calculated mammography
yield at their institution. During the two-year study peri-
od, 49,585 women had mammograms and 496 individual
breast cancer patients were diagnosed (1% of those
screened). In 212 of these (43%), the lesion was detected
by mammogram alone. Thus, there were approximately
10 breast cancer cases (including those with false negative
mammograms) per 1000 mammograms performed and
4.27 patients detected by mammography alone per 1000
mammograms. For women older than 70 years, there
were 6.05 cases detected by mammography alone per
1000 mammograms. For all cases, including those detect-
ed by physical exam and mammography, there were 8.15
cases per 1000 mammograms and for those 70 years and
older, there were 11.38 cases per 1000 mammograms.

■ COMMENTARY
There appear to be three functional age groups for

breast cancer screening by mammography. For those
younger than 50 years, screening has been recommended
but controversy still abounds.1-3 In this age group, the
incidence of new cancers is small and, for technical rea-
sons, sensitivity and specificity are less.4 Therefore, a
large fraction of the mammographically detected abnor-
malities will lead to biopsies that do not detect cancer in
this group and women who have annual mammography
between the ages of 40 and 50 years have a significant
likelihood of coming to a negative biopsy during that peri-
od. In the current series, of the 184 breast cancer cases
detected, 26% were not visualized by mammography. For
the older age groups, the false negative rates are approxi-
mately half that seen in the younger age group. Of the
17,905 mammograms performed (in 2 years) in women

younger than 50 years, there were 2.51 nonpalpable can-
cers per 1000 mammograms. In contrast, among the 8258
mammograms performed in women 70 years and older,
there were 6.05 nonpalpable breast cancers per 1000
mammograms.

For the second age group, those women older than 50
but younger than 70 years of age, there is consensus that
annual mammography is indicated. The rising incidence
of breast cancer in this age group and the increased sen-
sitivity of the procedure after menopause have resulted
in an appreciation of this procedure as effective screen-
ing with life-saving potential. 

However, for those women older than 70 years of age,
the data remain incomplete. Some feel the procedure is
indicated, perhaps on a less frequent interval (e.g., every
other year), presumably based upon the more indolent
growth of breast tumors in the elderly. Nonetheless, this
report raises concern with less frequent screening of
women older than age 70. The duration between repeat
mammography was longer for those older than 70 years
compared to younger groups and the size of the tumor
detected was larger. As expected, the number of tumors
was also greater. Despite the absence of data from
prospective, randomized controlled trials, it would appear
from the available data that annual mammographic
screening should continue past the age of 70 years. Mam-
mograms are both more sensitive and more specific in this
group and breast cancer incidence is highest in this group.
If mammography works in women older than age 50, it
should be even more effective in women older than age
70. Thus, despite the absence of “official” recommenda-
tions by the American Cancer Society or the National
Cancer Institute, the available data suggest it would be
wise to continue annual mammography in women over
age 70 years. There is no precedent for any screening test
to become less effective despite increased sensitivity,
specificity, and incidence in the target population.

The question of the optimal interval for screening
mammography in older women needs to be deter-
mined. However, short of a definitive study, data from
reports such as this would support annual screening for
women in this age group. Nevertheless, physicians and
other providers are left with the challenge of overcom-
ing the multiple inherent obstacles existent in geriatric
populations and the institution of an accepted screen-
ing program.5

Is there an age at which annual mammographic breast
screening should cease? Unfortunately, there are no
data. However, as the life expectancy of the population
increases, we shall be forced to reexamine our notions
about how close to the end of her life an 80-year-old
woman actually is. Demographic data have documented
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that the death rate of older people actually declines! Liv-
ing through the period when the most common maladies
take their toll seems to identify a group more hardy than
the average person. In 1997, the life expectancy of an
average 80-year-old woman was almost nine years.
Thus, in the absence of an active acute illness with short-
term mortality as the expected outcome, a case can be
made for continuing mammographic screening indefi-
nitely. The issue really should be examined in a large-
scale clinical trial.   ❖
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The MRC/EORTC 
Neoadjuv ant Chemotherap y
Trial f or Locall y Advanced
Blad der Cancer
A B S T R A C T S  &  C O M M E N T A R Y

Synopsis: Patients with locally advanced bladder can-
cer were randomly assigned to three cycles of
chemotherapy with cisplatin, vinblastine, and
methotrexate (with folinic acid rescue) or no chemother-
apy before cystectomy or radiation therapy. Patients
who had received chemotherapy had a slight survival
advantage (5.5% at 3 years) and the median survival
was 44 months compared to 37.5 months for the no-
chemotherapy group. 

Sources: Medical Research Council Advanced Bladder
Working Party, Lancet 1999;354:533-540;
Bartelink H, et al. Lancet 1999;354:526-527.

Several published reports of nonrandomized
trials suggest that using preoperative chemotherapy

improves disease-free and overall survival for patients

with locally advanced bladder cancer. The current,
large-scale, multigroup study was designed to deter-
mine whether the addition of neoadjuvant chemothera-
py would enhance survival when compared to radical
surgery or radiation therapy. Patients with locally
advanced transitional cell carcinomas of the bladder
(T2 G3, T3, T4a; N0-NX; M0) undergoing curative
cystectomy or full-dose external beam radiation therapy
(with curative intent) were randomly assigned to
receive neoadjuvant chemotherapy (cisplatin, vinblas-
tine, and methotrexate with folinic acid rescue) (n =
491) or no chemotherapy (n = 485). Tumor response
was assessed cystoscopically before surgery or radia-
tion therapy in most cases and patients were examined
at six-month intervals for local, regional, and distant
metastatic disease.

The median follow-up of patients was 4.0 years. By
that time, 485 patients had died and the great majority of
the deaths (78.6%) were due to the bladder cancer. The
chemotherapy mortality was 1% and operative mortality
was 3.7%. At three years, the difference in survival
between the two groups was 5.5% (55.5% for the
chemotherapy arm and 50.0% for the no-chemotherapy
arm; 95% CI -0.5 to 11.0, P = 0.075). Median survival
was 44 months for the chemotherapy group and 37.5
months for the no-chemotherapy group. Approximately
one-third of the chemotherapy patients did not have
demonstrable tumors at the time of cystectomy (i.e., local
complete response). Thus, three cycles of neoadjuvant
chemotherapy were associated with significant morbidity
and a 1% mortality, but only marginal improvement in
survival. The authors of the Medical Research Council
report suggest that further modifications to this approach
be examined and that neoadjuvant chemotherapy for
locally advanced bladder cancer be considered experi-
mental and not yet suitable for general application.

■ COMMENTARY
Critics of this large, multigroup study might point

to the chemotherapy chosen or the schedule and doses
of drugs as an explanation for the results from neoad-
juvant chemotherapy (grade 3 or worse leukopenia
was noted in only 16% of patients). Furthermore,
20% of the patients assigned to the chemotherapy arm
did not receive three cycles of chemotherapy and
nearly 6% of patients received no assigned
chemotherapy. It is discouraging to see such a modest
effect (15% decrease in risk of death), if there is an
effect at all (0 is within the 95% confidence limits), of
aggressive, cisplatin-based neoadjuvant therapy in a
population of patients that would be predicted to ben-
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efit on the basis of prior Phase II studies. One such
trial demonstrated a 63% response rate, and in anoth-
er, the response rate was 73%.1,2 This sequence of
optimistic Phase II reports followed by more realistic
large randomized trials is not uncommon in oncology,
and particularly in analysis of neoadjuvant therapy.
For example, neoadjuvant therapy for head and neck
cancer seemed extremely promising based upon early,
small trials, but experience in the larger randomized
studies has tempered enthusiasm.3 It remains unclear
whether these differences are an indictment of the
therapies or of the clinical trials system. Medical
oncology is in need of the kind of patterns of care
study that the radiation oncologists have successfully
undertaken.

There are some positives to be drawn from the current
trial. Primary tumors responded well to the chemotherapy
(32.5% complete response at the time of cystectomy),
indicating once again the respon-
siveness of transitional cell carci-
noma to the selected drugs.
However, the absolute difference
in three-year, locoregional, dis-
ease-free survival was only 5%.
Subgroup analysis suggested that
patients with higher tumor
grades and better renal function
derived significantly more benefit from the chemotherapy.
Perhaps another study could be mounted to specifically
address patients with more aggressive histology, a group
that usually constitutes the majority of patients. It may
turn out that neoadjuvant chemotherapy in this setting will
increase the fraction of patients manageable with bladder
preservation, although other approaches such as partial
resection and external beam radiation are also promising
in this regard.4

Neoadjuvant therapy is given with the goal of eradicat-
ing microscopic metastatic disease earlier, rather than later,
in the treatment scheme. The strategy appears to be sound,
but the method of accomplishment has not yet been opti-
mized. Thus, it is hard to disagree with these findings in
concluding that further studies are required before neoad-
juvant chemotherapy for locally advanced bladder cancer
becomes the standard of care.   ❖
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An Inhibitor of p53 as a 
Normal Tissue Pr otector
Against Cancer Therap y
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: p53 is known as the “guardian of genome” in
that it stimulates cell death when DNA damage has
reached some threshold of irreparability. Normal cells
exposed to irradiation or chemotherapy die in a p53-
dependent fashion. An inhibitor of p53 has been devel-
oped (pifithrin-alpha) that appears to protect normal
mice against the toxic effects of cancer chemotherapy
and radiation therapy. But will it protect the tumor?
Will it promote carcinogenesis?

Source: Komarov PG, et al. Science 1999;285:
1733-1737.

The p53 molecule is known as the guardian of
genome because it is activated by things that dam-

age the DNA of the cell and its activation usually leads
to the death of the damaged cell. The death of normal
cells as a consequence of exposure to cancer chemother-
apeutic agents and gamma radiation is p53-dependent.
The p53 is absent or mutated in more than half of human
cancers. Its absence in tumors is associated with genom-
ic instability and resistance to chemotherapy and radia-
tion therapy. Most tumors that express either no or a
mutated p53 have more aggressive growth characteris-
tics and abnormal p53 is usually a poor prognostic factor
where it has been studied.

Komarov and colleagues reasoned that if they could
transiently interfere with p53 function in normal cells
when an animal is exposed to DNA-damaging agents, it
was possible that the death of normal cells could be
averted. Of course, the paper would not have been pub-
lished in Science if their hypothesis had been wrong!
They developed a compound they called pifithrin-alpha
(a neologism derived from a p-fifty-three inhibitor) that
entered cells without difficulty and blocked the effects
of normal p53. Using this molecule, they were able to
block the proapoptotic effects of doxorubicin, etoposide,
cytarabine, UV light, and gamma irradiation. Surpris-
ingly, they also blocked cell killing by paclitaxel, a drug
whose mechanism does not involve DNA damage and is
not p53 dependent. Controls were included in which it is
purported that p53-independent apoptosis is unaffected
by the molecule; thus, the paclitaxel results are unex-
plained and not addressed further.
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The strategy
appears to be
sound, but the

method of
accomplishment

has not yet
been optimized.



Komarov et al examined the effects of pifithrin-alpha
in an in vivo model of total body irradiation in mice.
They gave mice an approximate LD50 of radiation (the
dose that would normally kill about half the mice) with
or without pifithrin-alpha. The mice receiving the p53
inhibitor were not killed by the radiation exposure and
did not lose weight the way mice did that were given the
radiation alone. A formal “dose-modifying effect” was
not established.

■ COMMENTARY
Does this really make any sense? If it is in the tumor’s

best interest to interfere with p53, how can it also be in
the best interest of normal cells to do so? Is it really bet-
ter to have normal cells, that sustain enough DNA dam-
age that they would normally die, survive the genotoxic
stress, and go on to try to replicate? It is important to
point out that mice in which the p53 gene is knocked out
have an extraordinarily high incidence of developing
cancers. Similarly, when p53 is not functional as a con-
sequence of an inherited familial genetic defect, the Li-
Fraumeni syndrome is the result; it is characterized by a
high incidence of a wide variety of neoplasms.

Frankly, this seems like one of those old movies
where one of the characters says, “That idea is so crazy
it just might work!” At this point, the data are not very
impressive. Komarov et al should have been required to
define the dose-modifying effect—i.e., the dose of radia-
tion therapy that kills 100% of the animals in the pres-
ence of the drug divided by the dose of radiation therapy
that kills 100% of the animals in its absence. Komarov et
al should have also explained the effects on paclitaxel
cell killing. In addition, an effort should have been made
to see whether pifithrin-alpha influences the antitumor
effects of drugs given in vivo. Finally, data on chronic
administration and chronic follow-up should have been
included to reassure us that pifithrin-alpha doesn’t pro-
mote the development of second cancers. But who
knows? This idea is so crazy....   ❖

CME Questions
12. Which of the following statements about neoadjuvant

chemotherapy for locally advanced bladder cancer is true?
a. Local response rates are high and at the time of surgery approxi-

mately one-third of patients will have no demonstrable disease.
b. Morbidity associated with chemotherapy is likely to be high,

but there is a 30% survival difference at three years and it war-
rants widespread use of this treatment strategy.

c. Chemotherapy produces sustained, complete responses that
may preclude the need for surgery or radiation therapy.

d. Chemotherapy reduces the local tumor to the extent that bladder
saving surgery was made possible for approximately one-half of
the patients treated.

e. Chemotherapy appears to work best in patients with low tumor
grade and poor renal function.

13. With regard to breast cancer screening in women older than
the age of 70 years, which of the following statements is true?
a. Screening is less accurate when compared to younger women

and false-negative studies occur more frequently.
b. Screening is technically comparable to other age groups and the

false-negative rate is less than that observed for studies in
women younger than the age of 50 years.

c. Screening intervals should be longer in older vs. younger indi-
viduals due to the slow growth rate of tumors in older women.

d. Screening results in the appearance of smaller tumors in older
women when compared to younger age groups.

e. Screening should not be undertaken in women older than age 70
years.

14. Which one of the following statements about prevention of skin
cancer is true?
a. Regular daily use of SPF-15 sunblock for 4.5 years has been

shown to reduce the incidence of all forms of skin cancer.
b. Regular daily use of SPF-15 sunblock for 4.5 years has been

shown to reduce the incidence of melanoma but not basal cell or
small cell carcinoma.

c. Regular daily use of SPF-15 sunblock for 4.5 years has been
shown to reduce the incidence of squamous cell carcinoma but
not melanoma or basal cell carcinoma.

d. Regular daily use of SPF-15 sunblock for 4.5 years has not been
shown to reduce the incidence of skin cancers.
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