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Human Vaccines: News

NEWS & POLICY & PROFILES

On-time shots are safe for babies

Researchers from the University of Louisville,
KY found that there is no benefit to delaying
immunizations during the first year of life.
“Some parents request alternative immu-
nization schedules as a precaution against
widely publicized, but unfounded concerns
about vaccines,” explained lead author and
pediatric infectious diseases specialist Dr.
Michael J. Smith. “This study suggests that
delaying vaccines does not give infants any
advantage in terms of brain development.”
The study, which appeared in the June
issue of the journal Pediatrics (2010, 125: 1134-
1141), evaluated the health records of 1047
children to determine the long-term neurop-
sychological impact of multiple vaccinations
received in the first seven months of life.
Using records collected for a previous
VaccineSafety Datalink-study of thimerosal

exposure, researchers compared children’s
performance on 42 neuropsychological tests
with the timeliness of vaccinations during
their first year of life. The developmental tests,
given when the children were between the
ages of 7 and 10, included assessments of
speech and language, fine motor coordina-
tion, behavior regulation, general intellectual
functioning and other abilities.

Children with timely receipt of vaccina-
tion were compared to all other children in
the study who had delays in receipt of one or
more doses. In a second analysis, children who
received the maximum number of vaccines
during the first seven months of life were
compared to those who received the fewest
vaccines in the study group.

Researchers found that children who
received-each-dose of each-vaccine on time

performed better on two of the 42 tests, after
adjustment for familial and socioeconomic
factors. Those who missed or were late for
one or more doses of vaccine did not per-
form better on any test. Thus, there was no
evidence to suggest that multiple vaccines in
the first year of life affect a child’s cognitive
abilities later.

The infant immunization schedule has
changed over the past decade, so more stud-
ies are needed to confirm this study’s impli-
cations for new generations of babies. For
example, today’s newborns receive two addi-
tional vaccines. Still, today’s infants’ immune
systems are exposed to fewer vaccine anti-
gens than they were during the period cov-
ered by this study, so the findings are likely
to be similar.

PROVENGE shows few side effects

After approval of PROVENGE by the US Food
and Drug Administration (FDA) in~ April
(Human Vaccines News & Policy & Profiles
6-6) Dendreon presented additional safety
data from the integrated analysis of four ran-
domized clinical trials of the autologous cel-
lular immunotherapy in prostate cancer at
the 105th Annual Scientific Meeting of the
American Urological Association (AUA) in San
Francisco, CA.

The world's first approved therapeutic can-
cer vaccine, PROVENGE, is made from patient’s
own white blood cells. Once removed from
the patient, the cells are treated in cell culture
and placed back into the same patient. These

treated cells then cause an-immune response,
which“in turn kills"cancer cells, while leaving
normal cells unharmed. According to the FDA,
Provenge is given intravenously in a three-dose
schedule delivered at two-week intervals.

The analysis included data from four ran-
domized trials in patients with either met-
astatic castrate resistant prostate cancer or
androgen-dependent prostate cancer, that
were integrated to examine the safety profile
of PROVENGE across the four studies.

The vast majority (83%) of the men enlisted
in the Phase lll trials were able to go about
their lives without restrictions. The most com-
mon side effects were symptoms similar to the

flu, with 3.5% experiencing chills, fever and
headache. Usually it took only a day or two for
the symptoms to resolve. Another 3.5% experi-
enced more serious infusion reactions.

Thus, the latest safety data from four Phase
Il trials confirm that the vaccine extends sur-
vival, improves quality of life, and has only mild
side effects. However, one of product’s biggest
drawbacks, it appears, is cost.

“I've heard $30,000, I've heard $90,000 ... |
have no idea what it's going to cost. And who's
going to pay for it?" asks Dr. Nelson Neal Stone,
a clinical professor of urology and radiation
oncology at Mount Sinai School of Medicine in
New York City (NY, USA).

Brain cancer vaccine looks promising in small trial

A Phase | trial of an experimental dendritic
cell-based brain cancer vaccine sponsored
by the Los Angeles-based biotech company
ImmunoCellular Therapeutics (IMUC) has pro-
duced some unusually positive results.
Sixteen patients suffering from glioblas-
toma multiforme (GBM) - the most common of
all brain cancers - were recruited for the Phase
| study. The newly diagnosed patients who
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received the vaccine ICT-107 in addition to the
standard of care of surgery, radiation and che-
motherapy demonstrated a one-year overall
survival of 100% and a two-year survival of 80%.
This compares favorably with historical 61%t
one-year and 27% two-year survival based on
the standard of care alone.

The 18-month disease-free survival from
the time of surgery was almost 50% with
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ICT-107, compared with 18% historically. The
median progression-free survival (PFS) of
18% months after surgery compared espe-
cially favorably with the historical median
PFS of 7 months observed with the standard
treatment.

Seven of the 16 patients continued to live
with no disease progression with an average
time of over 29 months. No serious adverse
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events were reported for ICT-107, and minor
side effects were limited to fatigue, skin rash
and pruritis.

“These new data further establish ICT-107
as a promising potential treatment for glioblas-
toma, a disease for which there are currently few
and limited treatment options’, said Dr. Surasak
Phuphanich, Director of the Neuro-Oncology

Program at Cedars-Sinai Medical Center (CA).
“We are excited for what these data mean for
patients, the medical community, and the field
of immunotherapy as a whole. We look forward
to further investigating ICT-107 in additional
clinical studies”

IMUC is developing immune-based thera-
pies for the treatment of brain and other cancers.

In the second half of 2010 the Company is plan-
ning to initiate a multicenter phase Il study with
its lead product candidate ICT-107, a dendritic
cell-based vaccine targeting multiple tumor
associated antigens as well as cancer stem cell
antigens for glioblastoma.

Only one-third of girls receive HPV vaccine

According to a new report from researchers
at Washington University School of Medicine
in St. Louis (MO) about two-thirds of young
women eligible for receiving the human papil-
lomavirus (HPV) vaccine are are not getting
the shot, although the vaccine can help guard
against cervical cancer.

Public health officials recommend that
women and girls receive the HPV vaccine
Gardasil, which prevents four strains of the
sexually transmitted human papillomavirus,
two of ' which are found in about 70 percent of
all women-with cervical cancer.

A recent study evaluated the influence
of geographic disparity and area poverty on
HPV vaccination. The authors analyzed data
from 1709 girls in 274 counties of six US states
(Delaware, New York, Oklahoma, Pennsylvania,
Texas and West Virginia) and found that only
34% of girls ages 13-17 were vaccinated in
these six states.

The information came from a national
telephone survey called the Behavioral Risk
Factor Surveillance System (BRFSS)."This was
the first year the survey asked about HPV vac-
cination,” explained Dr. Sandi Pruitt, one of
the study authors.“That portion of the survey
was optional, and only six states opted to use
it. Ideally, we'd like to know what's happening
in more states, but these six states represent
a good cross-section of urban and rural, rich
and poor, and they do include girls from racial
and ethnic groups that closely mirror the rest
of the country.”

More than 70% of the girls in this study
were white, and almost 75% had health insur-
ance. Girls living in states with more poverty
were less likely to get the HPV vaccine, but
higher poverty rates in the individual coun-
ties within those states and lower family
income levels actually made it more likely a
girl would be vaccinated. According to Dr.

Pruitt, those seemingly contradictory find-
ings may be explained in part by the way in
which funding for vaccines is allocated.

“Individual states set different guidelines
for providing vaccines to those with no insur-
ance versus those who may be underinsured,’
Pruitt explains. “So girls from poorer counties
may be more likely to qualify for a free vac-
cine, whereas those states with more poverty
may not have adequate funding to provide it
or may be less likely to fill in gaps for those
who-may not have enough private insurance
coverage to pay for it

The study was published in the May issue
of the American Journal of Preventive Medicine
(2010, 38: 525-533).

Therapeutic CMV vaccine:

The San Diego-based company Vical (CA) pre-
sented encouraging preliminary data from an
ongoing Phase Il clinical trial with their cytom-
galovirus (CMV) vaccine TransVax™ at the
recent World Vaccine Congress Washington.
CMV affects 30-60% of patients under-
going transplant procedures, causing trans-
plant rejection, serious illness and even death
if untreated. There is no approved vaccine
against this virus. For transplant patients, Vical
is developing TransVax, a therapeutic biva-
lent DNA vaccine encoding CMV glycopro-
tein B (gB) and phosphoprotein 65 (pp65) for
the induction of both, cellular and humoral
immune responses. The vaccine is formu-
lated with a proprietary poloxamer-based

promising Phase II trial

deliverysystem,designedtoenhanceprimarilya
cellularimmune response. TransVax has orphan
drug designation for transplant patients.

The current Phase |l trial is evaluating the
potential forTransVaxto prevent CMVreactiva-
tion in immunosuppressed CMV-seropositive
hematopoietic stem cell transplant (HCT)
recipients, which could reduce antiviral usage
and CMV-associated disease. The vaccine elic-
ited sustained increases in both cellular and
antibody immune responses compared with
placebo through the final 12-month follow-
up. Final results are expected in the second
half of 2010.

“We were excited to see that our TransVax
vaccine was able to enhance both T-cell and
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antibody responses to the encoded CMV anti-
gens through the final 12-month data point,’
said Dr. Richard Kenney, Vical's Vice President
of Clinical Development. “And we are excited
to see how these responses impact viral con-
trol. We also saw an encouraging boost in
both T-cell and antibody responses after the
fourth injection, which could prove impor-
tant in controlling late-onset CMV reactiva-
tion. We expect to complete our analysis
of the final trial data and report on our full
evaluation of viral load and clinical endpoints
in the third quarter.”
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