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Ethics Committee Semester Recap

The EC has doubled in
size from last year to this
year. We are pleased with
the growth & have organ-
ized our efforts into three
distinct areas, which we’ve
made significant progress in!

Newsletter. This Fall
2010 edition marks the sixth
issue of the Kethical Dilenima
since its launch in October
2009. We’ve focused atten-
tion toward enhancing the
content of our pieces. In
the process, we are pleased
to welcome first year writers
and to include returning stu-
dent writers.

Ethics Initiatives. The
November 17th discussion
with David Sadava brought
to light recent scandals sur-
rounding data fudging in the
wortld of science. About 15
students and Dr. Sadava
discussed the surprising
prevalence of altering test

Letter from the Editor

By Michelle Pesce

results and the serious impli-
cations it can have in the
wotld of health care. Atten-
dees also debated the causes
of unethical behavior and
how societal pressures and
norms come into play.

Future Events to look

forward to include:

e January - a student
"Ethics" Debate collabo-
rating  with the public

speaking club (food, wine)

e Mid-Spring -Professional/
Academic Debate sur-
rounding the ethics of
Biotechnology, to include
representatives from the
Claremont Colleges as well
as industry professionals.

e April - Friday Keynote

Speaker
e Next Semester: Mote
lunch discussions with

faculty experts surround-
ing current topics related
to business ethics and so-
cial responsibility .

Dear KD Readers,

Procedures. This EC
took on this initiative after
the 2009 ratification of the
Honor Code, which was also
written by the EC.

Last week, Adam Calvert
held focus groups with fac-
ulty, staff, and students to
determine each group’s pet-
spectives in relation to
KGTI’s academic & discipli-
nary procedures. The Proce-
dures subcommittee will
make recommendations to
modify academic disciplinary
procedures, but will devote
focus to conduct-related
disciplinary procedures and
the promotion of the Honor
Code in the coming semes-
ter.

It is with excitement that we launch the first newsletter of the school year! This year, we’ve aimed toward producing
solid, in-depth pieces that illustrate questionable practices or thought-provoking scenarios in the life sciences industry.
The writers have purposefully aimed to discuss controversial topics that are a reality of the industry. In the article,
“Consider the Source,” first and second year MBS students share their opposing viewpoints on vaccines derived from
aborted fetuses. In this issue, we cover topics regarding overseas pharmaceutical bribery, narcolepsy drugs that have the
potential for abuse, as well as clinical trials which involve near-death participants. We hope that you enjoy our researched
articles, and we welcome feedback and suggestions.

Happy reading! - MP




NARCOLEPSY DRUG DENIED FOR FIBROMYALGIA USE

By Susan Alfs

Currently, Jazz Pharmaceuticals has the
drug Xyrem (sodium oxybate) on the mar-
ket for narcolepsy patients who experience
cataplexy, but now is seeking its approval
for treatment of fibromyalgia (9). How-
ever, the FDA did not approve its use for
fibromyalgia and has required more testing
from Jazz Pharmaceuticals (4). The rea-
soning behind the FDA’s decision is not
completely known at this time. One possi-
ble theory is concern over the potential for
its misuse, since sodium oxybate is the
active ingredient, which is also known as
gamma hydroxybutyrate (aka GHB, the
date rape drug).

As a disclaimer, there are obviously
many reasons the FDA could have taken
into consideration when it decided to re-
ject Xyrem use for fibromyalgia, but the
safety issue seems to be the most likely
concern. There are also several classes of
narcolepsy drugs available on the market,
including amphetamines (methylphenidate,
dextroamphetamine, —methamphetamine,
and pemoline), tricyclics (imipramine, de-
sipramine, clomipramine, and protrip-
tyline) and selective serotonin reuptake
inhibitors (fluoxetine and sertraline) (6).
All of these drugs have the possibility of
side effects, developing tolerance with
extended use, and misuse. Since there have
been no other favorable alternatives for
narcolepsy, and narcolepsy is often diffi-
cult to treat, the FDA may have been will-
ing to allow these drugs to be approved
despite the risks. Also, Xyrem was seen as
particularly useful in narcolepsy patients
who expetienced cataplexy (sudden onset
of REM and loss of muscle control while
awake) when other medications did not
work (9). The question of why the fi-
bromyalgia application was treated differ-
ently still remains.

Fibromyalgia is a widespread disease
with 5 million Americans currently af-
fected, and there are already several drugs
on the market for it. The FDA has ap-

proved drugs for fibromyalgia from Pfizer
(Lyrica), Eli Lilly (Cymbalta), and Forest
Laboratories/Cypress Bioscience (Savella),
as well as similar drugs used to treat narco-
lepsy such as tricyclics and selective sero-
tonin reuptake inhibitors (2). However,
Jazz claims that there is still an unmet need
for fibromyalgia drugs, which is true be-
cause many of the currently prescribed
drugs do not work for some patients. It is
interesting to note that many of the same
drugs used to treat narcolepsy (which have
significant risks and side effects) are also
used in fibromyalgia; the FDA has deemed
the release of tricyclics and selective sero-
tonin reuptake inhibitors to a larger mar-
ket acceptable, but not sodium oxybate.

The results of the FDA’s decision could
have an impact on a variety of stake-
holders, including fibromyalgia patients,
narcolepsy patients, Jazz Pharmaceuticals,
and those who would misuse Xyrem. If
Jazz decides not to do the additional test-
ing needed for approval, they may decide
to raise the price of Xyrem for narcolepsy
patients, which costs $20,000/year (4).
Decision makers at Jazz have the right to
change their strategy and decide not to
pursue the fibromyalgia application of the
drug, and they also ate able to determine
their pricing strategy. Though the FDA
made the decision to try to protect con-
sumers, they may have caused the unin-
tended consequence of burdening narco-
lepsy patients with increased medical costs.

The FDA assesses the risks of drugs
based on the “composite profile of the
drug's chemistry, pharmacology, clinical
manifestations, similarity to other drugs in

a class, and the potential for public health
risks following introduction of the drug to
the general population” (5). The FDA
wants to make sure of the safe use of
Xyrem by limiting its availability, yet it is
already out on the market for narcolepsy
(7). Since Xyrem is an orphan drug, it has
not caused a widespread problem (3).
However, there is misuse data, including
ten cases of Xyrem abuse, one death, and
two instances of sexual assault in six years
(8). The conclusion of two studies states
that this is a low incidence of abuse com-
pared to other drugs (8),(1). These infrac-
tions have occurred even though many
safety checks designed to limit access are
in place, such as Schedule IIT designation
and distribution from a centralized phar-
macy. Even if security were tightened fur-
ther, it would not completely eliminate risk

®)-

The FDA’s decision gives the impres-
sion that the Xyrem’s benefits for fi-
bromyalgia patients do not outweigh the
risk of abuse, which contradicts the con-
clusions of the study that stated the risks
were typical (7). The FDA may tolerate
that 26,000 narcolepsy patients have access
to Xyrem prescriptions, and that only a
fraction of the 5 million fibromyalgia pa-
tients may use Xyrem. However, the FDA
views Xyrem as unacceptable since it
would greatly increase the availability of
the drug to those who would misuse it (8).

From another angle, it seems that the
FDA has had to deal with pharmaceutical
companies using somewhat risky drugs for
both narcolepsy (a small market) and fi-
bromyalgia (a large market) before, with-
out the size of the market being a deciding
factor. In other words, it must be that
Xyrem’s side effects were risky enough
that this expansion of use would be un-
safe. Ultimately, it is Jazz Pharmaceutical’s
duty to prove the safety of Xyrem to the
FDA; with the information given, the
FDA decided that the public health risk
was too great if Xyrem were released to a
larger market (5).

1. Carter, Lawrence P et. al. "Illicit gamma-hydroxybutyrate (GHB) and pharmaceutical sodium oxybate (Xyrem®): differences in characteristics and misuse." Drug and Alcohol Dependence104.1 (2009): 1-10. Web. 15 Nov
2010. <http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2713368/>. 2. “Fibromyalgia.” National Institute of Arthritis and Musculoskeletal and Skin Diseases. National Institute of Health. April 2009. <http://
www.niams.nih.gov/Health_Info/Fibromyalgia/default.asp>. 3. Fuller, David E., and Carl S. Hornfeldt. "From Club Drug to Orphan Drug: Narcolepsy."Pharmacotherapy 23.9 (2003): n. pag. Web. 15 Nov 2010. <http://
www.medscape.com/viewarticle/461409_2>. 4. Gryta, Thomas, and Kingsbury, Kevin. “FDA Wants More Tests of Fibromyalgia Drug”. The Wall Street Journal. 12 October 2010. <http://online.wsj.com/article/
SB10001424052748703794104575546053458955336.html#articleTabs%3Darticle>. 5. Kweder, Sandra L. "Prevention of Prescription Drug Abuse." Subcommittee on Criminal Justice, Drug Policy and Human Resources
House Committee on Government Reform. 26 Jul 2006. Address.< http://www.fda.gov/NewsEvents/Testimony/ucm111062.htm>. 6. “Narcolepsy.” National Institute of Neurological Disorders and Stroke. National
Institute of Health. May 14, 2010. <http://www.ninds.nih.gov/disorders/narcolepsy/detail_narcolepsy.htm>. 7. Peterson, Molly. "Jazz Fails to Win U.S. Approval of Fibromyalgia Drug." Bloomberg. 11 Oct 2010 <http://
www.bloombetg.com/news/2010-10-11/jazz-fails-to-win-u-s-approval-of-fibromyalgia-drug-update1-.html>. 8. Wang, Y. Grace et. al. "Safety Overview of Postmarketing and Clinical Experience of Sodium Oxybate
(Xyrem): Abuse, Misuse, Dependence, and Diversion." Journal of Clinical Sleep Medicine 5.4 (2009): 365-371. Web. 15 Nov 2010. <http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2725257/>. 9. Xyrem International
Study Group. "Further evidence supporting the use of sodium oxybate for the treatment of cataplexy: a double-blind, placebo-controlled study in 228 patients." Sleep Medicine6.5 (2005): 415-421. Web. 15 Nov 2010.
<http:/ /www.ncbi.nlm.nih.gov/pubmed/16099718>. Image: http://biosmash.com/wp-content/uploads/2010/08/xyrem1.jpg
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BRIBERY & THE PHARMACEUTICAL INDUSTRY

By Clare Xu

A recent Wall Street Journal article
declares “Drug Firms Face Bribery
Probe” and conjures images of shady
backroom dealings that accelerate drug
sales and approvals overseas. The story
describes a massive investigation across
the pharmaceutical industry seeking to
uncover potential violations of a 1977
anti-bribery act (8). The article implicates
international firms such as Merck & Co.,
Bristol-Myers Squibb, and GlaxoSmith-
Kline in bribery allegations—Dbut prosecu-
tion alone is not a mark of wrongdoing.

The headline casts the pharmaceutical
industry in an unfair light, insinuating
guilt by leveraging public perceptions of
Big Pharma as profit-mongers under the
guise of life-savers.. However, Big
Pharma is not necessarily doling out pay-
ments abroad to buy off health sector
workers and hasten clinical trials. On the
contrary, pharmaceuticals companies
have exhibited a level of transparency that
indicates that anti-corruption mechanisms
are in place. Many have self-reported and
have publicly disclosed that they are un-
der investigation and are complying with
US. law enforcement and regulatory
agencies.

The investigation signifies a trend to-
wards increasingly aggressive efforts by
the U.S. Department of Justice (DOJ)and
the Securities Exchange Commission to
enforce the Foreign Corrupt Practices
Act (FCPA), which proscribes bribery
overseas. The FCPA’s anti-bribery provi-
sion has jurisdiction over any company
with stocks in the U.S. and prohibits “the
payment or promise of anything of value”
to a foreign official for obtaining or re-
taining business (9). Outside the United
States, “neatly every aspect of the ap-
proval, manufacture, import, export, pric-
ing, sale and marketing of a drug product
may involve a foreign official,” according
to the DOJ (2).

The highly regulated pharmaceutical
industry has heightened exposure to cor-
ruption risk since it deals with thousands
of doctors, clinicians, joint venture part-
ners, and third parties from foreign gov-

ernments on a daily basis. The latter are
considered “foreign officials” under the
FCPA because they are employed by the
government or by state-owned hospitals.
These interactions represent infinite op-
portunities to breach the FCPA.

Potentially corrupt payments may in-
volve kickbacks, charitable donations,
research grants, as well as speaking fees
and hospitality (e.g. meals and all-
expenses paid travel) (4). FCPA viola-
tions include paying sales agents to pass
commissions to doctors, paying hospital
committees to approve drug purchases,
or paying regulators to win drug approv-
als (8). The FCPA exempts facilitation
payments which only grease the wheels of
business and expedite obligatory duties

().

As pharmaceutical companies continue
to outsource business, the FCPA be-
comes more relevant. According to the
Department of Health and Human Ser-
vices, up to 80% of drugs and biologics
approved for sale in the U.S. involved at
least one foreign clinical trial (5). Overall,
40-65% of clinical trials for FDA-
regulated products were completed out-
side the US and neatly one-thitd of total
industry revenues were from foreign sales
($103.4 billion) (8). The DOJ and SEC
must monitor the integrity of companies
abroad to ensure that improper payments
did not influence the reliability of clinical
trials.

Because the FPCA is important, the
U.S. has prioritized anti-corruption ef-
forts, escalated sanctions, and dedicated
resources towards FCPA crackdown
within the DOJ, SEC, and FBI. Compa-
nies face fines of up to $2 million as well
as suspension and debarment for viola-
tions. Since 1998, the DOJ has collected
over $2 billion in bribery-related fines (6).
Over 150 federal anti-bribery investiga-
tions are in progress.

To stay clear of the line of fire, senior
management in pharmaceutical compa-
nies must develop FCPA training, educa-
tion and awareness programs. Financial,
technical, and clinical processes must be
monitored to identify risks and prevent

enterprise corruption; due diligence of
foreign business partners is a must (3,7).
Additionally, firms must be periodically
audited to ensure FCPA compliance at all
organizational levels.

Although Big Pharma is held to the anti
-bribery provisions of the FCPA, no laws
prohibit gifts or payments for the pur-
pose of obtaining business within the U.S.
— the equivalent of a bribe under the
FCPA. Though U.S. anti-corruption ef-
forts have set a worldwide benchmark,
the latter calls to attention marketing
practices used to influence drug sales on
the home front. According to a New
York Times article, companies can legally
hire doctors as consultants to market
drugs to health professionals at medical
gatherings, as long as they are not paid
directly to prescribe products (2). Phar-
maceutical firms can legally wine and dine
clients to push products within the U.S.

Conflicting messages between anti-
bribery measures abroad and at home set
a double standard for pharmaceutical
companies. The ethical guidelines behind
international and domestic anti-
corruption laws do not run parallel. For
example, hospitality to influence drug
purchasing is an outright violation of the
FCPA in non-U.S. markets, but is a wide-
spread tactic at home. Why is it that when
a foreign official is involved, hospitality
morphs into bribery? Perhaps interactions
between pharmaceutical companies and
health care systems in the U.S. should be
subject to the same kind of regulatory
scrutiny. At the very least, the Justice
Department should draw a line between
wining and dining and something more
sinister.

1. Burke, R. (2010, October 24). Beware the brown envelope as UK's Bribery Act looms. The Independent. 2. Harris, G. and Singer N. (2010, August 13). U.S. inquiry of drug makers is widened. The New York Times. 3.
Hughes Hubbard & Reed LLP. (2010) FCPA/Anti-Bribery Mid-Year Alert 2010. 4. Kirchgaessner, S. (2010, August 12). US probes corruption in big pharma. Financial Times. 5. Levinson, D. R. (2010, June). Challenges to
FDA’s ability to monitor and inspect foreign clinical trials. U.S. Department of Health and Human Services. 6. Organisation for Economic Co-operation and Development (2010). OECD Working Group on Bribery
Annual Report 2009. 7. Protiviti. (2010). Corruption risk: FCPA enforcement in the pharmaceutical industry. 8. Rothfield, M. (2010, October 5). Drug firms face bribery probe. Wail Street Journal.

9. United States Department of Justice. (2004, July 22). Anti-bribery and books & records provisions of the Foreign Corrupt Practices Act. Image: http://runningonempty.ca/paramed-workers-organize /2010/6/10/

beware-of-management-lies-threats-and-bribes.html
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CONSIDER THE SOURCE:

THE MEASLES, MUMPS, & RUBELLA (MMR) VACCINE

Merck’s MMR vaccine is manufactured from cell lines derived from an aborted rubella in-
fected fetus. A patient who required the vaccine was concerned with the vaccine’s manu-
facture due to their religious affiliation, and hesitated to be administered the vaccine.

Is the use of the vaccine questionable?

THE BENEFITS OF IMMUNITY - View 1

By Richard Head

The fact that the rubella vaccine has been derived from human
fetal cell lines has proven quite controversial. However when
examined objectively, a large number of the worries associated
with the current vaccine can be dispelled. In fact, the manufac-
turing, distribution and use of this vaccine are completely ethical
and free from any immoral complicity. Understanding the history
behind the vaccine is instrumental in realizing its continued im-
portance.

In the wake of the United States rubella epidemic of 1964 and
1965, researchers scrambled to develop an attenuated rubella
vaccine to prevent the devastation caused by the virus. The epi-
demic resulted in 6,250 fetal losses as well as 2,100 infant deaths/
stillbirths (5). During the epidemic, 5,000 abortions were per-
formed as a consequence of a maternal rubella infection during
pregnancy (5). Various cells lines were developed, but only one
showed promise. This cell line, RA 27/3, cultured from human
diploid fibroblast cells, proved to be the best therapeutic option
as it limited side effects and obtained attenuation at low tempera-
tures. This provided for a low virulence level i vivo increasing the
safety of the vaccine (2). These fibroblast cells were obtained
from the tissue of an aborted fetus who had suffered from a con-
genital rubella infection.

At the time, many doctors strongly recommended abortions to
families upon the determination of a congenital rubella infection
(2). An infection during development frequently resulted in deaf-
ness, cataracts, and congenital heart disease (1). Serious cases
often triggered mental retardation and developmental problems
throughout the child’s life (1). Loss of the pregnancy was a seri-
ous risk to both the mother and the unborn child, and abortions
were often recommended to mitigate the risk to the mother. The
use of tissue from these aborted fetuses was instrumental in the
development of a vaccine to prevent the need for future abor-
tions.

RA 27/3 became the standard of care in the United States a
decade after its release in Europe in 1970. The late adoption was
a direct result of the FDA’s irrational fear that human-derived
cell lines may contain some unknown contaminating agent (2).

RESPONSIBLE VACCINATION - View 2

By Marc Pollack

There is little doubt as to the importance of vaccines in public
health. However, the necessity to have vaccines does not, and
should not preclude the fact that vaccines can be and are made in
Vaccines made with fetal cells, like the
MMR vaccines, are unethically produced specifically because they

an unethical fashion.

are utilized for personal gain rather than for public health pur-
poses alone. These vaccines also mire us in the past, preventing
us from pursuing new sources of vaccine production that have
become available since their inception.

The history behind the creation of the rubella vaccine is one of
necessity. A rubella epidemic was rampant, and the loss of in-
fants and fetuses to the epidemic provided a unique reason to
manufacture the vaccine in any way possible. A vaccine was
unavailable, and human fetal cells provided a simpler and more
accessible opportunity to create a widely available vaccine with

fewer side effects than other options that were available.

That necessity, however, has passed. There is no question that
rubella, as well as mumps and measles, still presents a public
health concern to our society, but the production of the vaccine
has turned from absolute requirement to a continuous source of
revenue. Due to low disease prevalence, we no longer have the
absolute necessity to manufacture this product. These fetal cells
are still being used to create the all-important vaccine, despite the
fact that it is no longer the tremendous health risk that it once
was.

Rabbit kidney cells can now be used to create the vaccine, and
have been commonly used as a standard of vaccination for ru-
bella in Japan since 1977 (1). The reason they were not seen as a
possibility before is because animal tests did not produce a sig-
nificant amount of antibodies, though this was proven later to be
the result of the normal body temperature of animals such as
rabbits being too high to obtain optimal virus titer (2). This
method didn’t exist until after the epidemic had subsided, and
now that the method is available, we should consider moving
beyond the use of fetal cells. The other main concern is side
effects, though the majority of those side effects are minor be-
yond allergic responses (3). Given that so many other vaccines




THE BENEFITS OF IMMUNITY

Ironically, RA 27/3 has since become the standard of reference
for fully characterized cells free from contamination (2). RA
27/3 quickly became the preferred cell line, as it did not have the
side effects associated with vaccines derived from duck embryos
and dog kidneys. In addition, it was the only cell line that did not
risk re-infection upon exposure to wild rubella strains (2).

Figure 1: Births of babies with congenital rubella (England,
Scotland, and Wales) and terminations associated with ru-
bella disease or contact (England and Wales only)after intro-
duction of vaccine in 1970 (4).

The utilitarian perspective would suggest that maximizing the
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benefit for the greatest number of people is the most morally just
option. Taken from this viewpoint, it is obvious that the vaccine,
despite its source, stands to benefit society as a whole. Not only
will it help to prevent future cases of rubella, it also will help to
preclude the incidence of families having to choose abortion in
the wake of congenital infections (Figure 1). Today, the incidence
of rubella has fallen to 1.78 cases per 100,000 people worldwide,
thanks to the effectiveness of RA 27/3 (3). There is good reason
rubella vaccination is required for children before being admitted
to school. Rubella vaccination bolsters the herd immunity of the
entire population and is necessary to prevent future epidemics
from occurring. Discontinuing its use would risk the unmitigated
spread of rubella worldwide.

Another valuable tool in evaluating the morality of such a diffi-
cult situation is the Principle of Double Effect. It allows for the
determination of morality in the face of decisions involving both
good and bad choices. Double Effect evaluates morally question-
able situations on the basis of four criteria:

1)  The action must be morally indifferent or good

2) 'The bad effect cannot be the means by which the good
effect is achieved.

3) The motive must be the accomplish-

ment of the good effect only. \
4)  The good effect must be of equal im- > @
portance or greater to the bad effect. <] ?ﬁ;
\,\( 7

Continued on page 6

RESPONSIBLE VACCINATION

are produced from animal cells like this and that people experi-
ence similar side effects when taking those, this is a problem that
the medical system can handle. This is a proven method for
vaccine creation, distribution, and inoculation, and we ate at a
point where we can reevaluate the kinds of cells we use and the
process by which we create this vaccine.

Use of fetal cells does bring important ethical complaints to
the fore. Should we be using human tissue for profit? A wide
variety of options have become available by employing such
models for human cells as CHO cells. Expanding knowledge
about their use and the use of other mammalian cells has pro-
vided multiple avenues to vaccine development. These cells are
only utilized because it is simple and well-established; it’s some-
thing companies are used to employing. Since this method for
creating the vaccine is not currently theirs (it has yet to be li-
censed in the U.S. by any major pharmaceutical company)(4),
companies ignore it and stick to what they have and know best.
Only the monetary loss is preventing any sort of shift to the use
of other types of cells. Should cells given without the consent
(fetal cells) of the provider be able to be utilized for this purpose?
These concerns, as well as others, cause a number of people to
avoid getting their children these vaccines. They view it as mor-
ally wrong to utilize these cells in such a way, especially when
other options exist. This creates further public health concerns
by creating a larger population that is vulnerable to the rubella
virus, effectively negating the impact of vaccines for a large por-
tion of the population.

I would argue that this is bad from multiple perspectives, not
least among them being the utilitarian one. A large portion of
the population suffers from the lack of other available options
being provided. Moreover, from a Kantian perspective, this is
extremely reprehensible. This perspective, unlike the utilitarian
one, assesses whether or not the action was done for moral rea-
sons rather than whether the end result itself is moral (5). 1
would argue that the use of these cells for monetary gains is, by
its very nature, for personal gain and not aimed at a moral im-
perative. Merck dominates the US and European markets, with
sales of $265 million in 2003 representing 79% of the overall
market (6). Merck has generated a process by which they can
produce the most effective and highly productive vaccines for
the creation of the vaccine, and that is good enough for them.
The fact that this newer vaccine is not widely available reveals a
distinctly immoral impetus.

The Principle of Double Effect further proves my point. This
is “a set of ethical criteria for evaluating the permissibility of act-
ing when one's otherwise legitimate act will also cause an effect
one would normally be obliged to avoid” (7). To be clear: we are
not arguing between vaccinating and not vaccinating. We are
instead talking about whether vaccinations created from fetal
cells in particular are ethical or not.

Continued on page 6




THE BENEFITS OF IMMUNITY

Utilizing the Principle of Double Effect to evaluate the moral-
ity behind rubella vaccination reveals the act to be completely
ethical under the given framework. The good effect, the rubella
vaccine, must be defined in relation to the bad effect, benefiting
from the outcome of abortion, from which it is achieved. The
first condition of Double Effect is met by the act of vaccination.
The rubella vaccine is inherently good as it provides for immu-
nity within the individual as well as bolstering the herd immunity
of the entire population. It is true that the vaccine cell line was
obtained from tissue hatvested from an aborted fetus. However,
the abortion was not performed for the purposes of the vaccine,
thus satisfying the second condition. The third condition con-
cerns the motive behind the development of the vaccine. Since
the vaccine was developed in order to prevent future cases of
rubella and avert the need for abortions, the third condition is
met. Finally, the good vastly outweighs the bad in this situation
as the tragic circumstances of a few families have provided for
the safety of countless individuals who benefit from the vaccine.

Parents need not worry about moral complicity when deter-
mining whether or not to have their children vaccinated. In fact,
concerned parents should be educated on the history and safety
of the RA 27/3 vaccine. A new vaccine would take time to de-
velop and satisfy regulatory specifications required by the FDA.
Vaccines from non-human cell lines often run the risk of serious
side effects as well. While the source of the rubella vaccine has
been mired in controversy, its effectiveness in mitigating the
spread of rubella is unparalleled.

No vaccine has since been developed that has been as effica-
cious as RA 27/3. Parents can take solace in the countless lives
the RA 27/3 vaccine has saved after its development. While con-
troversial, the abortions that led to the development of the vac-
cine were not a means to an end. It is far past time that we turn
the page and accept the good that has come out of such a terrible
situation.

1. Cooper, L. Z. (1985). The history and medical consequences of rubella Reviews of Infections Diseases, 7
Suppl 1, S2-10. 2. Plotkin, S. A. (2006). The history of rubella and rubella vaccination leading to elimination
Clinical Infections Diseases : An Official Publication of the Infections Diseases Society of America, 43 Suppl 3, S164-8. 3.
Progress toward control of rubella and prevention of congenital rubella syndrome - worldwide, 2009 Retrieved
11/15/2010, 2010, from http://www.cdc.gov/mmuwr/preview/mmuwrhtml/mm5940a4.htm. 4. Tookey, P.
A., & Peckham, C. S. (1999). Surveillance of congenital rubella in Great Britain, 1971-96 BM] (Clinical
Research Ed.), 318(7186), 769-770. 5. Zimmerman, R. K. (2004). Ethical analyses of vaccines grown in
human cell strains derived from abortion: Arguments and internet search Vaccine, 22(31-32), 4238-4244.
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When we look at this principle, we must compare the good
effect of producing a vaccine with this type of cells with the bad
effect of utilizing these cells for the purpose.

1) While the end product is certainly a moral good, the ac-
tion by which it was created is neither morally indifferent
nor good.

2) 'The use of these cells is certainly a bad effect because of
the misuse of human tissue, and therefore the means itself
is ethically suspect.

3) Since these are being sold for a profit, the motive can
hardly be seen as only providing a good effect.

4)  And, finally, the utilization of fetal cells towards a process
that does not even require them creates no equitable im-
portance between their sacrifice and the end result.

The pervading belief of companies like Merck is that there is
no need to worry about moral complicity when it comes to these
vaccinations. I would say otherwise. Many of these parents have
every right to feel that their children should receive vaccines
manufactured from non-human cells, and should feel rightly
betrayed that they do not. While the Catholic Church’s stance
may be accepting, that does not mean that each individual inside
and outside that church will be so accepting. Nor is this contro-
versy new — HelLa cells, which were taken from a cancer patient
in the early 1950’s and have been used as an immortal cell line
ever since, have generated similar controversy. Those cells were
utilized without any notification of her or her family, and the
debates that have resulted from their use have revealed serious
ethical concerns. Despite all the medical contributions those
cells have provided, it is deeply troubling that these cells were
Our medical
system is capable of producing this vaccine through methods

used in such a way without express permission.

that would invite no controversy, providing a life-saving preven-
tative medication that everyone would be willing to give to their
children. Certainly, there are concerns about using animal cells.
However, the fact that companies who create these vaccines
merely sit on their laurels and avoid advancing the technology of
vaccine creation into other cell lines is reason enough for our
medical system to move on.

Sources on Supplement page.

POLL

Vote at

Are the patient’s concerns (described on page 4) regarding the MMR vaccine valid?

http://spreadsheets.google.com/a/students.kgi.edu/viewform?

formkey=dGtDZmxgQmINY1h4LURRX3ZpcORvVSWc6MQ

ooooao

Not Sure

Yes, because you must consider the vaccine’s source, and abortion is wrong

Yes, because patients should consider their moral qualms in medical decisions

No, because the vaccine saves lives of its recipients as well as others in the community
No, because fetuses are not yet humans



http://www.cdc.gov/mmwr/preview/mmwrhtml/mm5940a4.htm

CONRSIDER THE SOURCE

Supplement

U.S. Produced Vaccines from Aborted Cell Lines

Manufacturer

Disease Vaccine Name
Polio Poliovax
Rabies Imovax
Hepatitis A Havrix
Hepatitis A Vaqgta

Hepatitis A-B Combo Twinrix

Aventis-Pasteur
Aventis-Pasteur
Merck & Co.
Glaxo/SmithKline

Glaxo/SmithKline

U.S. Produced Alternative Vaccines

Acambis
Merck & Co.

Merck & Co.
Merck & Co.
Merck & Co.
Merck & Co.
Merck & Co.

Cell line (fetal)
MRC-5
MRC-5
MRC-5
MRC-5

MRC-5
MRC-5
MRC-5 / WI-38

WI-38
WI-38
WI-38
WI-38
MRC-5 / WI-38

(There are no U.S. alternatives for Chickenpox, Rubella, Hepatitis-A)

Smallpox Acambis 1000
Chickenpox Varviax
Measels, Mumps,
Rubella MMR I
Mumps-Rubella Biavax Il
Measles-Rubella MR-VAX
Rubella only Meruvax I
Shingles Zostavax
Disease Vaccine Name
Polio IPOL
Mumps Mumpsvax
Measles Attenuvax
Rabies RabAvert
Smallpox Acambis 2000

Hepatitis B Engerix, Comvax

Manufacturer
Aventis-Pasteur

Merck & Co.
Merck & Co.

Cell line
Monkey kidney
Chick embryo
Chick embryo

Chiron Therapeutics Chick embryo

Acambis-Baxter

GlaxoSmithKline,

Merck & Co

Monkey Kidney

Yeast

Source of above tables: " Vaccines, Abortion & Fetal Tissue." Right to Life of Michigan. 2000. Web. 22 Nov. 2010. <http://www.rtl.org/

prolife issues/LifeNotes/VaccinesAbortion FetalTissue.html>.
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TARGETED GENE THERAPY:
A DOSE OF HOPE?

By Sr1 Ramya Maddilate

Imagine you are suffering from terminal melanoma cancer
and there is a new clinical discovery that is presently undergo-
ing controlled clinical trials. Would you participate in the trial
knowing that the chance of getting the life-saving drug instead
of a placebo is only 50 percent? Would you permit a computer
assigning random lottery to decide your fate? This is exactly
the heart of the controversy surrounding the new melanoma
drug PLX4302.

PLLX4032 is a novel, oral and highly targeted drug that in-
hibits the BRAF (B raf protein gene) mutation which occurs
in 50 percent of the melanoma cases. Plexikkon, a California-
based personalized medicine pharmaceutical company, is de-
veloping the drug along with the pharmaceutical giant, Roche.
During Phase I and II clinical trials, the drug has demon-
strated remarkable efficacy in almost all the melanoma pa-
tients. While the standard chemotherapy using
dacarbazine has only slowed the tumor growth
in 15 percent of the patients, PL.X4032, on the
other hand, actually halted tumor growth in 81
percent of patients treated with the drug (1).

This drug has proven efficacious in treating
critically ill patients, even those who might be
on the verge of death. A few oncologists have
suggested that conducting a trial demonstrating
the effect of PLLX4302 on these sick patients
would actually expedite the approval process
by the FDA. This expedited approval is im-
portant because more patients can get the drug
soonet as it shows such a tremendous benefit,
but Roche fears that this might restrict the
approval of the drug only to a narrow popula-
tion (1). The surest way to get approval from the FDA for a
broader market is to conduct a controlled trial. Roche is look-
ing for an advantage to market its drug as a survival-
prolonging agent, unlike the other competitor drugs in the
market. So it has recently announced its intention to conduct
a controlled clinical trial in order to get full-fledged approval
from the FDA to market it to a wider population. Almost 680
patients will be included in this trial, with 50 percent of them
subjected to placebo or dacarbazine drug therapy._ Certain
inclusion criteria for this trial include positive BRAF muta-
tion, Stage IIIC or IV metastatic melanoma and treatment
naive (no prior anti-cancer therapy). This trial is expected to
be completed by March 2014 (2).

Roche has a choice here. It could have expedited the whole
process to get the drug sooner into the market for a small but
really needy population. Instead, Roche choose to do a con-
trolled clinical trial to gain large market size, delaying the
process by another four years. However, terminal stage mela-
noma cancer patients do not have four more years to live; in
fact, some of them might have only four more months to
survive. Isn’t it the responsibility of the FDA and Roche, to
ensure the availability of the drug to these patients, especially

when the drug is working in 81 percent of the cases?

The doctors who are handling these melanoma patients in
the Roche’s trial knew that they are condemning patients who
could actually be helped by PLLX4032 by subjecting them to
placebo treatment, and making their condition even worse. In
fact, a couple of patients who have been administered stan-
dard chemotherapy died during this trial due to lack of appro-
priate treatment. This knowledge has evoked an agonized
response among patients and family members who have had a
chance to size up the odds. In response to this, doctors are
trying to look for other trials that could help the worsening
patients from the chemotherapy group of the Roche trial (1).

If PLLX4032 helps these critically ill patients to live for a few
more months, don’t they deserve that drug? There is enough
scientific data to prove the efficacy of this drug from phase I
and phase II trials (1) (2). This drug gives a ray of hope to
these patients to live, and it is being taken away from them
through these controlled trials. Is it ethical to put a critically ill
patient under a controlled trial when he or she is clearly in
need of a life-saving drug to live longer? I am not arguing that
controlled trials are unethical, and I strongly believe that they
are important to determine the safety and efficacy of the drug

before it is approved. However, under
fl exceptional cases like terminal stage
melanoma patients who have tried all
the options to improve their health con-
dition without success, there is cleatly a
need to get access to this new and only
drug which could help them live a little
longer.

Very rarely do science, biology and clini-
cal development totally gel and offer a
new hope and promise to patients and
the physicians treating them, and there
are many obstacles for bringing that
miracle drug from bench to the market
and accessible to all the needy patients.
In my opinion, Roche and the regula-
tory agencies involved can be a little more flexible and provide
the PLX4032 drug to the terminally ill population prior to
conducting phase 111 studies on a larger population. If this
drug is the one and only shot for terminal melanoma patients
to live a little longer, then why not let them liver?

Perhaps the current system can be modified in a way that
aligns the interests of drug companies and terminally ill pa-
tients but still satisfies the FDA. Beginning in 1987, the FDA
authorized a “Compassionate Use” policy of allowing seri-
ously ill patients to buy an unapproved drug that shows prom-
ise when no other treatments ate available (3). Patients may
qualify under one of two categories: 1) expanded access pro-
grams, which are only offered during later stages of clinical
trials; and 2) single-patient access. A drug company has to
agree to provide the drug to the patient, but this is problem-
atic for companies because any drug failure substantially in-
creases their regulatory, legal, and reputational risks. Thus, the
program is not used often, and although a drug company may
have a good reason for denying a patient into this program, it
cannot necessarily reveal its full rationale publicly.

Continued on page 8




TARGETED GENE THERAPY (cont’d)

In cases where the drug is likely to benefit the patient, one possible solution might be for the FDA to recognize a program wherein
these patients sign a legal contract which specifies the level of compensation to the company, mandates non-disclosure, and provides
iron-clad legal protection to the company from any liability whatsoever. The record would then be sealed so as to preserve the clinical
trial success rates, and any failure in these patients could not be used against the company under any circumstance. Such protections
might encourage companies to provide drugs to patients who could benefit from the drug, without compromising the drug’s prospects
or the company’s strategic position. Roche can consider special programs like this in collaboration with the FDA to ensure the avail-
ability of PL.X4032 to these terminal stage melanoma patients.

“New Drugs Stir Debate on Rules of Clinical Trials” (The NYTimes; September 18, 2010), http://www.nytime

s.com/2010/09/19 /health/research/19trialhtml? r=

1&hp)2. http://clinicaltrials.g

plexxikond&rank=3 3. Compassionate drug use. Retrieved on: 11/1’/2()1() Available from: http:

WWW.CAancer.org,

yov/ct2/show/NCT01006980?

I'reatment/ TreatmentsandSideE ffects /Clinical Trials/compassionat
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