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Curing Cancer That’s
Spread to the Liver

or some patients with primary

liver cancer, liver transplantation

has long been a treatment op-

tion. But when colon or other

cancers have metastasized to the
liver, patients are often told that no surgical
treatment is available.

Michael Choti and Timothy Paw-
lik are determined to improve the out-
comes in cases that most surgeons consider
inoperable. Choti, a leading liver cancer
surgeon, and Pawlik, director of hepato-
biliary surgery, have been exploiting the
liver’s natural ability to regenerate itself
with a “divide and conquer” approach.

When there are a limited number of tu-
mors in the liver, surgeons can resect them,
and the organ rather quickly regenerates
itself. But when there are many tumors in
all areas of the liver, or very large tumors,
surgery becomes far more difficult because
patients need a certain amount of hepatic
reserve to live. “We are one of the few
centers in the country,” says Pawlik, “help-
ing patients who have tumors that require
removal of 70 to 80 percent of the liver.”

Using images provided by liver radiolo-
gist lhab Kamel, they determine how
much of the liver must be removed to get
all of the cancer. If it is too much, they
turn to interventional radiologist Jeff
Geschwind for a technique called portal
vein embolization.

GASTROENTEROLOGY

Relying on the fact that each
of the liver’s halves has its own
portal vein to carry critical
growth factors that give the
liver its unique rejuvenation
capabilities, Geschwind blocks
off blood supply to the tumor-
filled side of the liver, caus-
ing the nontumorous side to
grow larger. When it gets big
enough to represent 20 percent
to 30 percent of the total liver,
Chotic and Pawlik can operate
and remove the tumors.

For patients deemed inopera-
ble because of tumors through-
out both sides of the liver, they
take a two-step approach. They
can remove all the cancer from one side of
the liver, wait for the other side of the liver
to regrow, then remove the remaining can-
cer in the other half of the liver. This pro-
cedure, they say, has cured some patients
who’d been told they had no options.

In some instances, the same approach
is used to treat carcinoid or neuroendo-
crine tumors that have spread to the liver.
Among the success stories is a 45-year-old
man who had a pancreatic neuroendocrine
tumor and multiple liver metastases. Paw-
lik performed a pancreatectomy to remove
the pancreatic neuroendocrine tumor and
also did a two-step liver surgery to remove

all the disease in the liver. Two years later,
the patient remains disease free.

To help patients with primary liver can-
cers who aren’t candidates for transplanta-
tion and whose cancers are too advanced
to be resected, the liver team offers tran-
sarterial chemo embolization. A catheter
inserted via the femoral artery is threaded
to the blood vessel feeding the primary
liver tumor. The catheter delivers chemo-
therapy directly to the tumor, after which
the blood vessel is embolized to block the
tumor’s vascular supply and ensure that
the anticancer drugs stay in the tumor.

Choti says the combination of these
techniques and new anticancer drugs is

Michael Choti and Timothy Pawlik: “We are seeing more and more patients who’ve been told
they are unresectable because of the type of cancer they have or because of the technical aspects
of the surgery.”

improving outcomes. Over the last 10 to 15
years, survival rates for patients with meta-
static colorectal cancer to the liver have
doubled, and five years out are now more
than 5o percent.

Noting the progress also being made
for other cancers of the liver, Pawlik has
launched the one-day, one-stop Johns
Hopkins Medicine Liver Tumor Multidis-
ciplinary Clinic that provides a compre-
hensive approach to treat patients with a
wide range of liver tumors. “As we expand
the resection criteria,” he says, “a multidis-
ciplinary approach is critical to ensure the
best chance of success for these patients.”

T 1-877-LIVER-99 to refer a patient.

Endomicroscopy Magnifies the Field of Vision for Gl Cancers

Gastroenterologist Kerry Dunbar

ust a few short years ago, identify-
ing esophageal cancers endoscopi-
cally was a hit-or-miss mission.
While endoscopy has enabled
minimally invasive access to the
gastrointestinal tract, identifying
and diagnosing suspicious tissues have
been quantity versus quality exercises.

“We could scope out large areas for
biopsy,” says gastroenterologist Kerry
Dunbar, “but missing has been the abil-
ity to be more precise and selective about
what we biopsy.”

That’s meant multiple biopsies and
tissue samples being sent to pathology,
and needle-in-the-haystack searches. It’s
time-consuming and frustrating, especially
when patients are anxious for immediate
results.

That waiting game changed when Johns
Hopkins recently became the first facility
in the United States to use confocal endo-
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microscopy to instantly diagnose patients
with gastrointestinal cancer.

Tipping the end of a traditional endo-
scope is a miniaturized microscope, which
lets physicians view cellular, vascular and
connective structures in detail. Where the
devil is in those details, Dunbar and gas-
troenterologist Marcia Canto are seeing
a more precise view of them than ever.

“We're seeing the mucosa magnified
about a thousand times,” says Dunbar.
“And, that’s letting us see in vivo differ-
ences between normal and precancerous
cellular changes.”

While that’s helping to improve di-
agnosis of diseases of the esophagus and
gastrointestinal tract, Dunbar is also using
endomicroscopy specifically for Barrett’s
esophagus.

The lifetime cancer risk for Barrett’s
patients is about s percent. What's been
tricky for doctors is identifying whether

and to what degree dysplasia—that
atypical change in cell nuclei or growth
patterns—exists in Barrett’s.

“The idea is to be able to identify it
early,” says Dunbar. Endomicroscopy may
help that endeavor by not only magnify-
ing the field of vision but allowing a more
discerning tissue selection.

“What that means,” says Dunbar, “is
that we're sending fewer tissue samples to
pathologists and only those that have been
identified as suspicious via endomicros-
copy.”

If Dunbar proves its effectiveness for
potential cancers in Barrett’s patients,
endomicroscopy could change the way
physicians view and evaluate abnormal
lesions during endocospies, particularly
in determining the need for biopsies and
potential removal of lesions.

T 410-955-9696 to refer a patient.



OTOLARYNGOLOGY—HEAD AND NECK SURGERY

Taking a Shot at
HPV-Related Cancers

Ithough it has long been for cervical cancer, Pai’s vaccine would

known that both men be available to women and men infected

and women can transmit ~ with HPV who are already in the throes

human papillomavirus, of head and neck cancer. The vaccine,

the clinical and research she says, works by killing cancer cells that
focus once centered almost entirely on chemotherapy or radiation sometimes
HPV’s ability to cause cervical cancer—a misses. “With this,” Pai says, “we can help
disease to which men are obviously not patients who have already undergone ra-
susceptible. That thinking changed in 2000,  diation or chemotherapy. The vaccine will
when Johns Hopkins scientists first linked provide a boost to the immune system,
HPV to head and neck cancers. so that it can recognize and destroy those

“We know now that men and women residual cells.”
are equally susceptible to HPV infection HPV-related head and neck cancers
and its related head and neck tumors,” tend to occur in the base of the tongue ;
says otolaryngologist/head and neck sur- and tonsils, Pai says. HPV accounts for ‘
geon Sara Pai. “And that gives validity up to 70 percent of those cancers, which
to the idea that perhaps we shouldn’t be often go undetected until they spread to
vaccinating just women, but also men.” a lymph node in the neck. But, she con-
The HPV vaccine currently available to tinues, once detected, the tumors often

young women, Pai says, aims to prevent prove highly treatable, and patients have
cervical cancer caused by the high-risk good odds of cure. “These tumors tend to

strains of the virus, but there is no vaccine  respond well to current chemo and radia-
option for patients suffering from HPV-as-  tion therapies,” Pai says. “The vaccine
sociated lesions or cancers. Now, however,  would serve as an adjunct to these treat-

she and her colleagues have developed a ments and potentially decrease the likeli-

vaccine for HPV-related head and neck hood of a cancer recurrence.”

cancers that they expect to send into a Pai’s HPV vaccine trial is slated to open

chmca'l erial chis year.v . for enrollment this fall. To refer a patient, Sara Pai and her colleagues are developing a vaccine aimed at decreasing the odds
Unlike the preventive HPV vaccine call 410-502-9825. of recurrence.

When ALS Trials Are No Trial Current or

Upcoming Trials

B A trial of the safety and tolerability
of a ketogenic diet, as originally
developed at Hopkins for intrac-
table epilepsy. The high-fat options
may be neuroprotective.

B Study of a muscle-injected factor
that turns on genes for the
protective growth agent VEGF.
Trials of the substance are already
ongoing for diabetic neuropathy.

m A study to answer the question:

Is endurance or resistance exercise
helpful in ALS?

B A phase |l trial of a chemical that’s
the mirror image of pramipexole,

a drug for Parkinson’s disease. Un-
like the Parkinson’s drug, the new
agent doesn’t affect dopamine re-

ceptors, an unwanted effect, but it

can’t stress enough how important it is to
get people with ALS into the clinic early in
the disease,” says neurologist/neuroscientist
Nicholas Maragakis.

Given that amyotrophic lateral sclerosis
is incurable, it may be tempting to ask why the
hurry. There are two reasons. Johns Hopkins’
ALS Multidisciplinary Clinic has existed for years
and, due in part to Director Lora Clawson’s
unwavering insistence on consummate care,
early-entry patients tend to keep function longer
with a higher quality of life. Studies on patients
in large academic centers underscore that.

And, increasingly, those with ALS benefit
from closeness to clinical trials. Even though
no solidly therapeutic ALS drug has surfaced,
results of Hopkins® best practices studies, for

Has the patient’s nerve conduction changed? Lora Clawson and Nicholas
Maragakis carry out a trial’s protocol.

example, reach its patients’ bedsides faster. That may protect motor neurons.
includes a recent look at earlier use of forced venti- B A trial to see if conditioning
lation —BiPAP—showing it can prolong life roughly a year. That  ous option. patients’ diaphragms via stimulat-
result has already changed clinical practice. The same holds for Each year, some 5o percent of ALS patients join trials at Hop- ing electr.odes will slow respira-
gastrostomy tube feeding: Earlier use improves survival. kins. “The breadth of our human studies,” says Maragakis, “is tory decline.

“Even the negative studies help,” says Clawson. When pre- exceptional—drug therapy, genetics, even stem cells. And the Info: hopkinsneuro.org/ALS/
clinical work with the antibiotic minocycline looked interesting benefits are real.” clinical_trials.cfm
enough that ALS patients nationwide asked their physicians for T 410-955-8511 to refer a patient to the ALS Multidisciplinary

the drug, trials at Hopkins and elsewhere showed it was a danger- ~ Clinic
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