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types: pyrimidine pyrimidone
photoproducts between adjacent
pyrimidine residues, and cyclobutane
dimers between adjacent thymine or
cytosine residues.1 In fact, accumulations
in the form of single (C T) or
tandem (CC TT) transitions are
known as the “UV signature.”6 The
p53 mutation in keratinocytes plays a
key role in the process of carcinogenesis
in the skin. In addition to the p53
gene, mutations in another tumor-
suppressing gene, the patched (PTCH)
gene, seem to be implicated in the
formation of skin carcinomas.7

How immune modification 
combats skin lesions
Immune response modifiers promise
to play an exciting and interesting role
in the destruction of precancerous and
cancerous lesions. When applied
topically, immune response modifiers
activate a newly discovered family of
pathogen recognition receptors called

Toll-like receptors. Located on the
surface of antigen-presenting cells,
such as Langerhans and other dendritic
cells, Toll-like receptors are a family of
10 members, each of which recognizes
signals of damaged cells or microbes.8

Activation of Toll-like receptors leads
to production of cytokines and
chemokines, such as INF-�, TNF-�,
IL-12, MCP-1, and MIP-1�.9,10 The

chemokines
attract
immune cells
to the site of
application,
and the
cytokines
cause
activation of
immune
cells. Toll

agonists have been found to promote
cytokine and chemokine release from
dendritic cells that reside in the dermis
and the epidermis.9 Activation of

immune cells and release of cytokines
by these dendritic cells can rally the
immune system back into action,
overcoming the Langerhans cell
deficit.11 Mechanism of action studies
with immune response modifiers show
posttreatment increases in activated
dendritic cell and CD4 T-cell numbers
when applied to actinic keratosis or
basal cell carcinoma lesions,
coincident with the destruction of
malignant cells.12

Ongoing research demonstrates 
that immune response modifiers 
are capable of becoming an 
integral part of the treatment 
regimen for actinic keratosis and 
basal cell carcinoma. 
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Immune cells clear pre-
cancerous and cancerous 
lesions.
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Shalita, M.D., professor and chair of dermatology at
the State University of New York, Brooklyn, and an
acne researcher. “We’ll just have to live with whatever
restrictions they impose.”

Dr. Shalita’s colleague, Dr. Baldwin, said she too
thought the new program would mean that fewer
physicians would be willing to prescribe isotretinoin.
That will probably drive patients to the Internet to get
their medication, she added, leaving more patients
without any medical supervision at all.

There are more than 30 brands of isotretinoin
made and sold worldwide, she noted.

“I’m also worried that they are going to get ‘Pete’s’
isotretinoin, and it is not even going to have
isotretinoin in it,” she said.

Thalidomide may not have had as many pregnan-

cy exposures as isotretinoin, but that does not neces-
sarily mean the thalidomide program will work the
same way for isotretinoin, Dr. Baldwin said.

Most patients treated with thalidomide are older,
and they are being treated for multiple myeloma.
Therefore, they are very sick and probably not in-
clined to have sexual intercourse.

The FDA’s action also prompted a statement from
Rep. Bart Stupak (D-Mich.), a well-known critic of
isotretinoin, whose son committed suicide while tak-
ing the drug.

Stupak’s statement suggested that the wrangling
over isotretinoin may continue. The congressman
vowed to respond if the FDA’s final risk management
program was not strict enough, and he called for hear-
ings specifically on isotretinoin. ■
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Note: Based on data for more than 2 billion pharmacy, hospital, and 
medical transactions per year in the United States.
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Electronic Health

Records Reduced

Clinic Visit Length

S A N F R A N C I S C O —  Adopting an elec-
tronic health records system reduced the
mean length of visits at five outpatient
clinics by 4 minutes per patient, a differ-
ence that was not statistically significant
but that should allay physicians’ fears that
the technology might be a burden, Lisa
Pizziferri said.

The results come from a time-motion
study in which observers shadowed pri-
mary care physicians before and after im-
plementation of the electronic health
records (EHR) system and timed their ac-
tivities, she said in a poster presentation at
the triennial congress of the Internation-
al Medical Informatics Association.

They studied 20 physicians before EHR
implementation, 16 of those after adop-
tion of the system, and 4 newly recruited
physicians after EHR implementation, for
a total of 20 physicians before and after the
system change. The urban and suburban
outpatient clinics included neighborhood
health centers, hospital-based practices,
and community practices.

Talking to or examining a patient (direct
patient care) took about 14 minutes in the
pre-EHR era of paper-based records and
13 minutes using EHR, said Ms. Pizzifer-
ri of Partners HealthCare System Inc.,
Wellesley, Mass.

Indirect patient care, which involved
reading, writing, or other tasks in support
of direct patient care, took 9 minutes be-
fore EHR and 10 minutes after EHR. Physi-
cians spent about half a minute reviewing
schedules before EHR and 1 minute with
EHR. Time spent eating, walking, or per-
forming other miscellaneous tasks de-
creased from 4 minutes to 3 minutes per
patient after EHR implementation.

The mean overall time spent with each
patient decreased by 4 minutes, and was
calculated independently, not by adding up
the times of individual tasks, she said.
During an average 4-hour observation pe-
riod per physician, physicians saw 9 pa-
tients while using paper records and 10 pa-
tients while using EHR. E-mail surveys of
the physicians suggested that the time
they spent on documentation outside of
clinic hours increased from 9 to 10 minutes
per established patient after EHR. Future
research should study the impact of EHR
on nonclinic time, she said.

—Sherry Boschert


