


THE AsSISTANT SECRETARY OF DEFENSE

WASHINGTON, D. ¢ 20301-1200

MEALTH AFFAIRS

Michael A. Friedman, M.D. neT 2 9 1907

L ead Deputy Commissioner
Food and Drug Adminisrration

. Department of Health and Human Services
Rockville, Maryland 20857

Atta: Documents Management Branch (HFA-305)
Re: Docket No; 9O0N-0302

Dear Dr. Friedman:

This letter provides Department of Defense (DoD) comments on the July 31,

1997, Federal Register notice soliciting comments on the Interim Final Rule of
December 21, 1990, authorizing the Commissioner of Food and Drugsto determine
that obtaining informed consent for the use of investigational new drugs in certain
mulitary combat exigencies is not feasible. We feel the prime objective should be to
alow medical personnel to use the best prophylactic and therapeutic products available

— to protect military members against chemical and biologjcal weapons and other
operational medical threats and to protect disasrer response personnel and the public in
the event of domestic terrorism use of chemical and biological weapons We offer three
primary poixts in support of maintaining the "military combat exigency” rule.

1. We must keep faith with the President’s commitment that “we will aways,
adways do everything we can {0 protect our own.”

. Consideration of the military combat exigency rule should be guided primarily
by the need to protect military forces. There are undoubtedly numerous compliance
Issues concerning “investigational new drug” (IND) rules in military combat
operations, and many of these are indeed important. But they are secondary to the
primary issues of the life and health of military members in high threat situations. The
review of the interim final rule should start with a commitment to allow medical
personnel 1o use the best prophylactic and therapeutic products available to protect
military members against chemical and biological weapons and other operational
medical threats.

2. The need to "protect our own” extends to the threat of foreign and domestic
terrorism involving use of chemical or biological weapons against military personnel or
civilians.

£on Khobar Towers, the World Trade Center, Oklahoma City. and the Tokyo
Subway are reminders of the need for preparedness against terrorism. The DoD is
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required by Presidential Decision Directive 39 to support the Department Of Health and
Human Services in making available DoD stockpiles Of unique medical products in the
event of a domestic terrorism use of chemical Or biological weapons. The medical
response to such an event — whether against military or civilian targets — may include
the treatrent vse oOf products not approved by the FDA for general commercial
marketing. The ability to use these "investigational new drugs’ in this context may be
critical to saving lives, perhaps many, many lives. In a large emergency response
operation, as in alarge military combat operation, compliance with all of the normal
FDA rules for INDs — rules designed primarily for clinical research trials — may be
quite infeasible. If the best meatment available to save livesis an IND product, use
should not be hindered by non-feasible regulatory compliance requirements. The
responsible Federal agencies should be guided by the prime objective of allowing
medical personnel to use the best prophylactic and therapeutic products available 1o
protect military members against chemical and biological weapons and other
operational medical threats and to protect disaster response personnel and the public in
the event of domestic terrorism use of chemical and biological weapons.

3. The ability to "protect our own” requires a range Of viable options for the
President and other senior officials to consider in a, military or civilian emergency,
including the option of determining that informed consent and other normal IND

requirements are infeasible.

How the responsible agencies achieve the prime objective of allowing medical
personnel to use the best products available depends on the circumstances of the
exigency presented. There needsto be arange of potentially viable options that can be
considered by the President, Secretary of Defense, Secretary of Health and Human
Services, and other officials to meet the prime objective in military or civilian terrorism
exigencies that may arise. For particular scenarios, options might include: use of
approved products only; use of IND producrs under all IND rules; use of IND products
with waivers of many IND rules; and perhaps special product approvals for emergency
uses only. One of the options that sheuld remain available isthe use of an IND
product under a determination that normal IND rules, including informed consent, are
infeasible. DoD would prefer, as FDA undoubtedly would, that this optiod not be
used. However, we strongly believe the authority of the current rule must be
maintained as an option.

Finally, we look forward to the results of our joint FDA/DoD/OEP working
group charged to develop arange of potentially viable options for achieving the prime
objective of allowing medical personnel to use the best prophylactic and therapeutic
products available to protect military membersagainst chemical and biological weapons
and other operational medical threats and to protect disaster response personnel and the
public in the event of domestic terrorism use of chemical and biological weapons. This
Is a difficult challenge, one not likely to produce in the near term an * perfect
solution.” Therefore, we suggest the work group concentrate on developing a range of
potentially viable options that could be considered by the President, Secretary of
Defense, Secretary of Bealth and Human Services, and other officials to meet the
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Secretary of Health and Human Services, and other officials t0 meet the prime
objective in military or civilian terrorism exigencies that may arisein the near term.

Attached are DoD response5 1o the questions posed in the Federal Register
notice. Also, to supplement the public record, we resubmit our comments of
September 13, 1996, and enclose a copy of the 1996 testimony of Dr. Edmund Howe
to the Presidential Advisory Committee on Gulf War IlInesses concerning the ethics of

the military combat exigency rule.

Thank you for your assistance in these matters over the past few months and for
your consideration of DoD comments on this important national security issue.

Sincerely,

Ehsancd D7

Edward D. Martin, M.D.
Acring Assistant Secretary of Defense

Attachments:
1. DoD comments On questions posed in Federal Register notice.
2. DoD letter to FDA of September 13, 1996.
3. PACGWI 1996 testimony of Dr. Edmund Howe.




Department of Defense Comments
on FDA Questions Regarding Interim Final Rule

Issue A: Questions regarding zhe interim rule.
A. (1) Should the agency revoke the interimrule? If so, why?

The Department of Defense considers it a national defense requirement that the
authority of the military combat exigency rule be mainrained.

A-(2) Arethere circumstances under which use of the inzerim rule would be
justified? If so, what are those circumstances ?

The circumstances under which use of the military combat exigencies rule is
both justified and required are that based on the best evidence of safety and efficacy of
adrug or vaccine, thedegree of peril posed by the threat for which the drug or vaccine
is indicated, and the absence of a satisfactory aternative therapy, failure to use the
drug or vaccine will, regardless of the personal preferences of the military member, be
contrary to the best interests of the member, endanger other personnel in the unit, and
risk failure of the military mission.

Implicit in this answer are three points which, at the risk of redundancy, bear
explicit underscoring. First, the military purpose is force protection, not data
collection. Stated another way, it is medical treatment, not medical research. Second,
the drugs and vaccines involved will be safe. The evidence of safety will be
comparable to that for drugs and vaccines approved by FDA for general commercial
marketing. They are not exotic, experimental drugs. Third, the reason these products
areclassified as “investigational new drugs’ - i.e., the reason they have not been
approved by FDA for general commercial marketing — is that efficacy has not been
proven in controlled human clinical trias, which is the normal FDA standard for drug
approvals. But apparent efficacy will be established by results of animal trials and
other means. Stacked against the degree of peril and absence of an aternative, the
evidence of safety and efficacy -- even if less than that necessary for FDA approval for
general commercial marketing throughout the United Stares — is sufficient for FDA
approval for standardized use in the military combat exigency.

A. (3) Theinterimruleis based on the premise zhar informed consent is not
feasible in military combat exigencies because i a soldier were permitted to say “no,”
this could jeopardize the individual soldier’s life, endanger other personnel in hisor
her unit, and jeopardize the accomplishment of the combat mission. DoD has alleged
that it isror an oprion to excuse a nonconsenting soldier from a military mission.
Given the experience in the Gulf War, does this rationale still hold?

The use of the military combat exigencies rule during the Gulf War was to help
protect American military personnel from the enemy’s horrific arsenal of chemica and



biological weaponry. The most important “experience in the Gulf War” was that the
enemy chose not to use this arsenal. If there is a basis for confidence that every
potential adversary in the future would also not use such weapons, then the rationale
for the military combat exigencies rule would not “still hold-"

The problem is that the world community has clearly documented very
aggressive chemical and biological weapons programs in North Korea, China, Iran,
Irag, Libya, Russia, and possibly other countries. In a future conflict, the United
States will have four options:

Option 1: To assume the enemy Will not use chemical or biological
weapons, and, therefore, to eschew medical countermeasures.

Option 2: To excuse military personnel who chose not to use the medical
protection, both respecting their individual choice and saving them from danger.

Option 3: To alow individual military members to decide on the use of
medical countermeasures, but with the selection having no impact on the
individual’ s responsibility for the mission.

Option 4: To make standardized use of a drug or vaccine, when indicared
by the best evidence of its safety and efficacy, the degree of peril posed, and the
absence of a satisfactory alternative therapy.

The respective risks of each option must be considered. If option 1 is chosen,
and the assumption turns our to be wrong, there could be horrendous consequences-
Under option 2, the predictable consequences in any major scale military operation, are
a large number of abstentions, grave danger for remaining members who choose to
carry out the mission, and military failure. If option 3 is chosen and the enemy uses
chemical or biological weapons, those who declined medical protection will be at great
risk, as will others in their units who rely on them and the accomplishment of the
aspects of the mission for which they were responsible. If option 4 is followed, and it
turns out that the enemy does nor use the weapons, the drugs or vaccines would have
been received unnecessarily.

At this juncture, it is not necessary for the Secretary of Health and Human
Services to decide that option 4 is the most prudent course — only that it should be an
option; that it might be-the best option under some circumstances that might arise. For
it to be an option, the military combat exigency rule must be maintained.

A. (4) Instead of waiving the requirement for informed consent, isit feasibleto
obtain anticipatory consent from military personnel during peace time for the future use
of investigational products during amilitary conflict? If it is feasible, would such
consent be valid as “ informed consent ”? What would be the needed consent algorithm
to make it valid and feasible?



It is unclear what “anticipatory consent” means. For example, is it a subset of
option 2 or option 3, as described in the comment to the previous question? The
primary issue is not the proximity of the consent to the use of the drug or vaccine, but
whether the military command authority can order military personnel to use adrug or
vaccine under the extremely limited circumstances described in the comment to
question 2, above, and covered by the current military combat exigency rule. If the
concept of “anticipatory consent” means providing information and training to military
personnel in advance of contingency operations, this is very desirable.

A. (5 Instead of waiving the requirement for informed consent, isit feasible ro
obtain anticipatory consent from military recruits (prior ro their recruitment into the
military) for the figure use of investigarional products during a military conflict? If ir
IS feasible, would such consent be valid? Whar would be the needed consenz algorithm
to make it valid and feasible?

Again, the meaning of “anticipatory consent” is not clear. Inavery real sense,
under the all-volunteer military force, the act of volunteering for military serviceis
consent to be subject to command authority for the conduct of military operations. Itis
well understood that this command authority can order an individual to do things that
may result in the loss of the individual’ slife. It is aso well understood that the
autonomy enjoyed by civilians in American society is significantly sacrificed in the
specialized society of the military. To the extent the conducr of military operations
includes requirements to take drugs or vaccines when indicated by the best evidence of
safety and efficacy, the degree of peril posed, and the absence of a satisfactory
aternative therapy (whether or not those products have been approved for genera
commercial marketing in the United States), this is subsumed by the obligation freely
accepted — legally, ethically, and practically — by every military member.

If the point of the question is whether informed consent similar to that under 21
CER Part 50 is feasible, the answer isthat it isnot. Among, the reasonsis that the
regulations disallow any penalty for declining to use an IND product, as well as assure
the right to withdraw consent at any time. If declining means the individual who wants
to join the military will not be accepted, the "voluntariness” of the consent will not
meet the regulatory requirement, nor would irrevocable consent. In addition,
providing detailed information regarding a variety of possible threats and medical
countermeasures a recruit might face during a period of military service is not feasible.

A. (6) If tkeinrerim ruleisneeded, arethere changes that should be made to it
based on experiences during and following the Gulf War? If so, what are these
changes and wizy should they be made.

The Deparmment of Defense has no changes to recommend based on experiences
during and following the Gulf War, but welcomes the opportunity to consider changes
suggested in the public comment process.

A.(7) Can or should the interim tie be narrowed in scope? If so, how?



The scope of the rule should not be narrowed. It shounld be broadened in two
ways. First, it should be explicit that military operational exigencies other than combat
are covered within the scope of the rule. For example, protection against a terrorist
attack, such as that at Khobar Towers last year, or an endemic disease threat in a
peacekeeping or humanitarian operation might meet the criteria of the rule and should
be covered. Second, the issue of medical countermeasures against the threat of
domestic terrorism involving chemical or biological weapons should be considered.

A. (8) If the rule were to be re-proposed:

(@) Should there be a requirement that DoD’s proposed use of
investigational products(s) be approved by an IRB rhat is independent of DoD? |f S0,
why should DoD be held to a requirement not imposed on other instirutions, and what
should be the requirement for that independent IRB? Can this be accomplished without
compromising military ot national security?

Under the law, the chain of command for military operations “runs — (1) from
the President to the Secretary of Defense; and (2) from the Secretary of Defense to the
commander of the combatant command.” 10 U.S.C. § 162. The Department of
Defense does not support the diversion of command responsibility to a review board.
It should be noted that the use of the military combat exigency rule requires a
determination by the Commissioner of Food and Drugs, who is independent of DoD.

(&) Should the authority to make the “feasibility determination” (i.e.,
whether obtaining informed consent is “not feasible ”) under the interim rule be vested
in persons or entities other than the Commissioner of FDA ?

The Commissioner of the FDA is the appropriate officia for the feasibility
determination.

(¢) Should the rule be mote specific in describing the information zkat
must be supplied to milirary personnel, or should FDA have wide |atitude to make such
determinations on a case-by-case basis?

The items of information to be provided to military personnel should be agreed
upon by the DoD and the FDA on acase-by-case basis. Information should address:
the nature and degree of peril against which the drug or vaccine is designed to protect;
safety and efficacy of the drug or vaccine; contraindications and side-effects; and
aternatives treatments.

(d) Should additional measures be taken ro insure that information
requited by FDA is effectively conveyed to the affected military personnel? If so, whar
should these measures be?



No changes to the regulation are required in this regard. At the time the
determination is requested that informed consent is not feasible in a particular military
combat exigency, DoD should provide its plan for the dissemination of information.

(e) Should the rule address what constitures adequate record-keeping
and adequate |long rem follow-up of individuals who receive investigational products?
If so, in what way?

The rule need not more specifically address record-keeping for the use of
investigational products. Issues of record-keeping and follow-up are aready covered in
existing FDA regulations and guidelines, including the rules for the treatment use of
INDs. DoD and FDA should work toward a mutually sarisfactory resolution of
feasible record keeping requirements- Thiswork can take account of ongoing DoD
initiatives to devel op automated record keeping and immunization tracking systems.
These should facilitate record keeping and follow-up for approved products and INDs,
even in operationa settings’

() Should the rule contain additional procedures to enhance
understanding, oversight, and accountability? If so, whar are these procedures?

DoD believes interna military procedures for understanding, oversight, and
accountability have been and will continue to be strengthened. These matters,
however, are separate from the decisive factors pertinent to the issue of the feasibility
of informed consent under certain military combat exigencies.

(g) Should the rule contain additional procedures to rrack
noncompliance?

Validation of compliance is an important matter for DoD to assure. However,
no changes in the regulation are needed concerning this matter.

Issue B: When isit ethical to expose volunteers to toxic chemical and biological agents
to test the effectiveness of products that may be used 1o provide potential protection
against those agents?

The products under development are to be used to protect service members
against lethal exposure to chemical and biological warfare agents. It iS never ethical to
expose volunteers to such lethal amounts of these agents in order to test the potential
effectiveness of pre-treatment, treatrnent or prophylactic products.

Dose or concentration ranging studies are normally required for new or new-
indication studies of drugs or biolegics. Because response to treatment of sub-lethal
doses of chemical or biological agents (weapons) could not be extrapolated to predict
response to higher doses, a lethal dose would be necessary to test the efficacy of the
protective drug or biologic. If lethal doses were given to volunteers, a 100% effective



rescue agent would need to be available, in case the protective agent failed and a
potentially fatal toxicity had to be reversed. Antidotes to probable threat agents do not
currently exist .

Issue C: If products that may be used to provide potential protection against toxic
chemical and biological agents cannor be ethically tested in humans, what evidence
would be needed to demonstrate their safery and @e& mess?

C(1). Should FDA identify the evidence needed to demonstrate safety and
effectiveness for drugs that cannot ethically be tested on humans o demonstrate
efficacy when such tests would involve administering a severely toxic substance o
human volunteers ? If yes, what should constitute the evidence needed to demonstrate

safety and efficacy?

Safety and efficacy data from well-controlled animal studies can serve as the
basis for approval of certain drugs or biologics for humans. Four requirement
categories for generating safety and efficacy data are provided.

1. Animal studies should clearly show efficacy. A validated animal
model should be selected which has biological and mechanistic relevance to
humans for the toxicology of the compound and the pharmacology of tie
antidote.

2. Animal studies should show a functiona relationship between a surrogate
marker and efficacy. A change in the surrogate marker should reflect a change
in efficacy-

3. The surrogate marker needs to reflect the pathophysiology of the toxic
Process.

4. The surrogate marker should be measurable in humans. The drug or
biologic agents should produce in humans the surrogate endpoint that would
indicare detoxificarion of the chemical or biological weapon. The kinetics
and/or pharmacodynamics of the drug or vaccine should be sufficiently
understood to allow estimation of an effective dosing regimen in humans.

In addition, other information should be obtained in order to better understand and
perhaps predict the reactions of the drug or vaccine when given to a large group of
DoD personnel.  These might include metabolic and disposition pathways in both the
anima model and in humans and population studies in humans to understand clinical
covariates to predict response rangesin very large groups.

C(2) If the agency wereto identify the evidence needed ro demonstrate safety
and effectiveness of these products, would zhis preclude the need for the interim rule?
Whar specific advantages would thisoffer over theinterimrule?



Not completely- There will always be a requirement for the interim rule. Even
if safety and efficacy benchmarks Were identified by the agency for the products under
development today, until these products were actually licensed or approved, they would
gtill beinvestigational.. The clear threat of new chemical and biological weapons being
developed makes the search for protective agents a continuous process. In the DoD’s
efforts to continually improve medical. care and to counter new chemical and biological
threats, there will always be products in development which will not have yet reached
sufficient maturity to be licensed or approved. These products may still reguire use
while they remain in aa IND status, in which case use in connection with military
combat exigencies may raise an issue regarding de feasibility of informed consent.

C(3) Civilian populations may require products used inrhe prevention or
treatment of the serious or life-threazening effects from exposureto toxic chemical or
biological agents, e.g., in the evenz of exigencies such as the release of toxic chemical
agents in the Tokyo subway system Thus, should the agency consider identifying the
evidence needed to demonstrate safety and effectiveness for these products which would
apply to both civilian aswell asmilitary populations?

The Office of Emergency Preparedness, DoD, and the FDA should work
together to assure that medical personnel can use the best prophylactic and therapeutic
products available against chemical and biclogical weapons in both the military and
civilian contexts. This should be an urgent priority-
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STATEMENT BY
EDMUND G. HOWE, MD., J.D.
PROFESSOR OF PSYCHIATRY; DIRECTOR OF PROGRAMS | N MEDI CAL ETHI CS
(UNIFORMED SERVI CES UNIVERSITY OF THE HEALTH SCl ENCES)

BEFORE THE
PRESI DENTI AL ADVI SORY COMMITTIEE

ON GULF WAR VETERANS' ILLNESSES

USE OF | NVESTI GATI ONAL DROGS aND VACCI NES IN THE GULF WAR

ETHI CAL CONSI DERATI ONS IN WAI VI NG | NFORMED CONSENT
FOR MILITARY EXI GENCI ES

JANUARY 12, 1996

NOT FOR PUBLICATION
UNTI L RELEASED BY

* PRESIDENTIAL ADVI SORY COWM TTEE
ON GULF WAR VETERANS' | LLNESSES
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USE OF | NVESTI GATI ONAL DRUGS AND VACCINES | N THE GULF WAR

ETH CAL CONSI DERATI ONS I N WAI VI NG INFORMED CONSENT
FOR M LI TARY EXIGENCIES

Mr. Chairman, distinguished Members of the Conmmittee, | am
Ednund G. Howe, M D-, J.D., Professor of Psychiatry and Director of
Programs in Medical Ethics at the Unifornmed Services University of
the Health Sciences. I appreciate the opportunity to discuss wth
you today the exceedingly difficult ethical questions which arose
in regard te the use of protective agents in the Persian Qulf-
Wen the DOD first anticipated thar Irag mght use chem cal and
bi ol ogi cal weapons, the DOD was aware of the profound ethica
dilemmas this situation posed.. Consequently, the DOD i medi ately
sought consultation from other govermmental agencies and ciwvilians

outside the DOD with special expertise in nmedical. ethics.

One of the parties with whom the DOD conducted extensive
di scussions was the. Ofice for Protection from Research R sks
(OPRR/NIH) . The OPRR i S responsible for nonitoring and protecting
the health and wel fare of humans and ani mal s when they are used as

research subjects in behavioral and bionedical research supported

by the Public Health Service. Quidance from the OPRR was

particularly valuable to the DOD's understanding of the ethical
i ssues involved pertaining to research. The OPRR pursued extensive

et hical discussions with civilian ethicists cthroughout the process
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of providing ethical input to the DOD-  This process consisted of?
many hours' of discussion at nultiple neetings held by the DOD with
the OPRR and other experts, jncluding those from other governnental
agenci es such-as. the FDA- | was fortunate enough to beone of the

civilians asked to participate in this process.

The ethical questions posed were of enornmous significance
because in addition to servicepersons' autonomy, tens of thousands
of servicepersons*® |lives were potentially at stake, It was known
that certain agents would help protect servicepersons from the
harnful effects of these weapons if Iraq chose to use them Thus
the use of these agents, literally, might have been Iifesaving.
Yet, these agents had not been tested for this particular use on
humans. It would, in fact, have been unethical. to subject humans
to the effects of chemical or biological weapons to determine the
extent to which these protective agents would be effective. Thus,
two unprecedented ethical questions arose: Should these agents be
used at all? And if they shoul dbe, shoul d sexvicepersons be given
the opportunity to wi thhold consent?

The et hi cal justification of the mlitary's gi vi ng
servi aepersons these agents w thout obtaining their consent is as
follows : For the sake of this discussion, it nust be assuned that
this war was both necessary and just. If this is assuned to be
true, servicepersons have unique obligations during war both to
their country and te other servicepersons with whom they risktheir
lives during conbat. That is, sexvicepersons agree to sacrifice

their lives if necessary to further the military's mission or to
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benefits the servicepersons serving with them.  gervicepersons
understand thac they may have to sacrifice any nunber of persona
interests during conbat and, inplicitly, they agree to make such
sacrifices if this is necessary when they enter the mlitary-

This shift from the wusual ethical priorities adopted by
civilians during peacetine is exenplified by the principle of
mlitary medical triage. Normal |y during emergency situations
medi cal careproviders give highest priorxrity to saving the |ives of
those patients who are worst off, During conbat, nilitary
physicians are expected under extrenely rare circumstances to do
the opposite. Nanmely, they are expected to shift: priorities and
treat servicepersons Who are better off and can return to battle if
and when this seens necessary to further the |ikelihood of success
of the militaxy's mssion. In actuality, this hardly ever occurs.
In principle, however, this shift is radical. It is this sanme kind
of shift in regard to the use of protective agents which was
‘necessitated by the cthreat of Iragq's using chem cal and biol ogica
warfare against our troops.

The underlying ethical justification for this rare and radical
shifv in priorities is that unless the custonmary values are
sacrificed, far greater wongs may occur: these may include one
country taking over another and harming its people, genocide, and
even the destruction of this nation and its people. The different:
priorities in the nilitary during combat, accordingly, are not
established by the mlitary but are established by and represent
t he countxy whose interests it serves.

Servicepersons' priorities differ, then, from civilians® in
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that their individual interests_are subordinated to those of the
mssion and their unit- Thus, although it would be in
servicepersens' individual best interests to not fight when they
are 111, as frommalaria or dysentery, conmanders may send themto
the front, regardless of their illness, if this is necessary to
benefit the mission or other servicepersons. Similarly, if an
i ndi vidual serviceperson did not want to carry a canteen, ,ear
protective clothing, or he vaccinated against an endem c di sease,
the commander could not permt this serviceperson to exercise
autonony in this manner since this would unnecessarily endanger the
serviceperson and, consequent | y. the mssion and other
servicepersons in the unit.

Servicepersons are aware that gas t hey approach actual
fighting, their autonomy dramatically nay decrease. They
understand that their conmander may order them to enter 1life-
chreatening situations under eneny fire, and make any nunber of
other decisions to benefit the mssion or the unit- These may
i nclude their conmmanders requiring themto make use of protective
devi ces during conbat.

As I already have stated, when servicepersons join the
mlitary, they agree to subordinate their own interests and
autonony to the nmilitary when necessary for the mission or their
unit. This promise is also reciprocated, however, by the mlitary.
The nmilitary, in turn, promses all servicepersons that it wll
protect their lives during conbat teo cthe nmaxi mal degree that this
is possible, contingent, of course, on its fulfilling the needs of

t he m ssion.
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Ethically. there. are basically four arguments that

servicepersons should take protective agents w thout being given
the opportunity to refuse to consent: First, this is necessary 1O
maximize the |ikelihood that the us military efforct will succeed.
As stated, if US troops were decimated after Irag used chenical or
bi ol ogi cal weapons, hardly inaginable harms to persons in other
countries and this one could occuxr. Second, this is necessary to

protect inordinate nunbers of servicepersons' |ives which would be

lost if Iragq used these weapons. Third, this is necessary for al

servicepersona to fulfill the inplicit prom se they have nade to
other servicepersons thar they will sacrifice their lives if
necessary for the nmission or their benefit- In this case, of

course, the sacrifice regquired to save the mission or other
servicepersons iS not their lives but their autonomy to refuse to
consent to taking these protective agents. Fourt h, this 1is
necessary for the mlitary to fulfill its pronmise to all
servicepersons to do everything possible to protect their I|ives;
What are the opposing argunents? First, it can be argued that
protective agents which have not been fully tested should not be
given at all- Whether these agents should be given should depend
primarily on whether these agents nost |ikely would save |arge
nunbers of servicepersons' I|lives if Iragq used chemcal or
bi ol ogi cal weapons, but do little harmif Iraq did not. As stated,
when the possible need for protective agents initially becane
apparent, nedical experts in the DOD and FDA revi ewed the avail abl e
data on the effects of these agents on humans in other contexts and

on ani mal s. On the basis of this review, the DOD determ ned that
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for the agents considered, the probabl e benefits were overwhelming
and the expected adverse risks,” mnimal- |f this had not been the
case or if the benefit/risk ratio had even been significantly
closer to marginal, the justification for using these agents woul d
have been, of course, increasingly problematic.

Second, it can be argued that even if these agents should be
avai |l abl e, servicepersons should be able to refuse to take them- If
servicepersons could refuse consent, this would respect their
aut onony, but several inportant values would be violated- Thatis,
if servicepersons were pernmtted to refuse to consent, two options
woul d be possible:  Servicepersomns wWho refused consent could be
excused from conbat altogether or they could remain in combat
without their being protected by these agents.

If servicepersons were excused fromconbat, this could result
in US troops becomng significantly depleted. This could
j eopardi ze the success of the m ssion and increase the danger to
sexrvicepersons Who remained in combat. Further, if consenting
servi cepersons remained in conbat, this would violate the ethical
principle of justice or equity- That IS, thosewho took the agents
would still risk being killed during combat by normal weapons;
those who did not take these agents and, therefore, were renoved
from conbat woul d not.

If, on the other hand, servicepersocns who refused consent
remai ned in conmbat wi thout these protections and Iraq used chem cal
or biol ogi cal weapons, the servicepersons Wi thout protection would

be much nore vulnerable to illness and deach. Again, as a result of

the depletion in their numbers, the success of the mission could be
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threatened and servicepersons taking protective agents nore greatly
endangered. They would pe additional |y endangered if they attempred
to hel p these servicepersons.

Fortunately, the degree to which these agents would protect
sexvicepersons from the effects of chenical and biological weapons
was never tested in the Persian Gulf. Yet, investigations follow ng
t he war have indi cated that Irag had these weapons ready for use,
It may have been only because lrag falsely believed that the US
would retaliate with nuclear weapons that |rag decided not to use
t hem Qur information regardi ng the weapons Iragq could have used
was accurate. For exanple, lraq was prepared to deliver botulism
a highly lethal disease, by mssile attack. Botulism vaccine was
‘one of the protective agents given to servicepersons.

Thus, this chilling question renmains: What would have happened
if Irag had used these weapons and U. S. forxces had not had as nuch
protection as possible? The grim outcone which can be inaéined
supports the wisdom of the ethical judgements actual ly made. It
suggests as well, several new needs, such as to insure that
servicepersons are protected as nuch as possible in the future and
to establish means by which other countries' forces, captured enemy
servicepersons and civilians can be protected as well. These
iniciatives may Qo0 beyond the scope of this discussion, but,

hopefully, will be anong the ethically inportant outgrowths of this

meeting.
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THE ASSISTANT SECRETARY OF DEFENSE

WASHINGTON, D. C. 20301-1200

SEP 1 31996

NMEALTH ARFAIRS

Honorabl e David Kessler, M.D.
Commi ssi oner of Food aad Drugs
Departnent of Health and Human Services
Rockville, Maryland 20857

Dear Dr. Kessler:

On behalf of the Departnent of Defense, | submt conmments on
the petition filed May 7, 1996, by Public Citizen Litigation -
G oup requesting that the FDA repeal 21 CFR § $0.23(d), which
all ows the Commissioner of Food and Drugs to determ ne that
obtaining informed consent for the use of an investigational new
~drug is not feasible under certain mlitary conbat exigencies.

A Ganting this petition wuld jeopardize the lives and health
of 'mlitary persomnel and weaken national defense. The
Departnment of Defense urges that it be 'denied
%’The DoD coments are set forth in the attachnment- To
briefly sunmarize, when the President orders the depl oynment of
U S. military forces, the U.s.CGovernnent has a duty co cake all
reasonabl e precautions to bring about a successful conpletion of
the mssion and a safe return of the forces. In today's world
that duty nust include a recognition of the startling
proliferation of chem cal and biol ogi cal weapons anobng potentia
adversaries and terrorist organizations and an obligation to
i mpl emrent the best possible nedical counterneasures.
| npl enent ati on of the-best possible nedical counterneasures nmay
require the standardized treatnent use of an investigational new
drug or vaccine for all personnel at risk in a mlitary conbat
exigency. The current rule's authority to do this is extremely
limted, available only under extraordinary circunstances and
explicitly restricted to advancing the best interests of the
mlitary personnel. concerned. The current regulation fully
conplies with applicable |Iaw and governing ethical standards

Overal |, notw thstanding some'difficulties in carrying out
the designed treatnent protocols, the uses of the current rule
during the Persian @il f War clearly support the rule's
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conti nuati on. It was used only etwice, both times for well

est abl i shed drugs about which very strong evidence of safety and
efficacy was docunented, It was never used for exotic or
“experinmental” drugs. Finally, DoD initiatives since the Qulf
Var, including those taken for Operation Joint Endeavor in
Bosnia, have inproved our ability to inplenent nedica

count ermeasures under the authority of the current'rule, should
t hat becone necessary in the future-

It has been nearly six years since the current rule was
approved by the Secretary of Health and Human Services in
anticipation of immnent hostilities in the Persian Qulf War.

The rul e was accepted by the courts, by Congress, by the press,
and by the public, Remai ni ng di ssenters are few, and are
unencunbered by any responsibility for the lives and safety of

t he personnel sent by the President into mlitary operations.

Even with critical hindsight, the interimfinal rule stands teday
as a scrupulously limted, well justified authority. DoD renmins
quite interested in working with the FDA on possible refinenents
to the rule and inprovenents in inplenentation procedures, as

well as on nethods to expedite approval of appropriate drugs and
vacci ne's needed for mlitary operations.

We cannot predict the next occasion on which the President
will determine that the national interest requires the deployment
of U.s. mlitary personnel, nor the exact threats they will face.
We can, however, predict that the best nedical counterneasures
may well include the treatnent use of an investigational new
drug. And we can be certain of our duty to provide the best
medi cal counterneasures available, For these reasons, the
Departnment of Defense believes it is a national defense
requi rement that the authority of the current rule be maintained.

We urge that the petition be denied.

Sincerely,
Stephen C. J h, M.D., M.P.H.

At t achment
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DEPARTMENT OF DEFENSE COWMENTS ON
PUBLI C ¢TTIZEN LI TI GATI ON GROUP'S PETI TI ON TO REPEAT
I NTERFM RULE ON THE TREATMENT USE WITHOUT INFORMED CONSENT OF
INVESTIGATIONAL NEW DRUGS | N M LI TARY COMBAT EXI GENCI ES

The Departnment of Defense respectfully submits the follow ng
statenent of reasons for urging that the petition to repeal the
interimfinal rule be denied.

1. Wen the President commits US mlitary forces to a
conbat, peacekeeping, or humanitarian deploynent, the U. S
Government has a duty to take all reasonable precautions to bring
about a successful conpletion of the mssion and a safe return of

the depl oyed forces.

Followi ng the terrorist bonbing in June at. the U.s. facility
i n Dhahran, in which 19 were killed, many critical questions have
been asked of senior government officials about whether adequate
— precauti ons had been taken to protect these military nenbers. [t
is predictable that such questions will be asked any tine there
are deaths and injuries that appear in hindsight to have possibly
been preventable. This arises fromthe duty felt-by the people
to support deployed nmilitary forces whose responsibility it is to
carry out mssions ordered by the President. That support
i ncludes an expectation that the Departnent of Defense and ot her
agencies of the U.S. Governnent recognize their duty to take al
reasonabl e precautions to pronote the successful conpletion of
the mssion and the safe return of the mlitary members.

A vital part of that duty falls to the nedical establishnment
of the CGovernnent. In preparing to neet that duty, scenarios
i nvol ving hundreds or thousands of potential casualties and the
precautions that should be taken nust be considered. This
responsibility to consider threats and precautions is not
exclusive to the Departnent of Defense. Expertise and
authorities of other agencies are often inplicated, and when they
are, these agencies share in the CGovernment's duty to the
mlitary forces. Any breach of that duty by DoD or any other
i nvol ved agency invites a potential calamity.
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2. The CGovernment's duty to take all reasonable precautions
to preserve the fighting force mast include recognition of the
startling proliferation of chem cal and biol ogi cal weapons anong
potential adversaries and terrorist organizations and an
obligation to inplenent the best possible nedical
count er measur es.

In a recent report® on the proliferation of weapons of mass
destruction, Secretary Perry wote:

W received a wake-up call with Saddam Hussein's use of
SCUD missiles during Qperation Desert Storm and new
information on his anbitious nuclear, biological, and
chem cal weapons prograns. The proliferation of these
horrific weapons presents a grave and urgent risk to the
United States and our citizens, allies, and troops abroad.
Reducing this risk is an absolute priority of the United
St at es.

*F XK X %k e

u'll

- - . . . The bad news is that in this era the sinple
threat of retaliation that worked during the Cold War may
not be enough to deter terrorists or aggressive reginmes from
usi ng nucl ear, biological, and chem cal weapons. . . . The
bottomline is that, unlike during the Cold War, those who
possess nucl ear, biological and chem cal weapons may
actually cone to use them The increase in the likelihood
of regional war in today's world raises the risk

Thi s new danger requires new thinking and new
| eadership on how to prevent, deter and, if necessary,
respond to the threat.

This Report goes on to docunent very aggressive chem cal and
bi ol ogi cal weapons prograns in North Korea, China, Iran, Iraq,

Li bya, Russia, and possibly other countries. |n addition, there
have been warning signs regarding activities of terrorists and
insurgents, including the 1995 nerve gas attack in Japan. The

! "Proliferation: Threat and Response,” Ofice of the
Secretary of Defense, April 19%6. )

az/s dDvd B8bSZEB9LBL Al NS TIYIINITID-WOAd 62:S1 LB6-6Z-100



BCc/9

Report concl udes:

The character of warfare has changed. Just as nmilitary
pl anners must assune that antagoni sts nay have arnored
forces and conbat aircraft, planning for major regiona
conflicts must give consideration to the possibility that
adversaries may have NBC [nucl ear, biological and chem cal]
weapons and the neans to deliver them

When such consideration is given to this possibility,
attention nmust be focused on identifying the best possible
nmedi cal counterneasures to the biological and chem cal weapons
threat.

3. Inplenentation of the best possible nedica
counternmeasures may require the standardi zed treatnent use of an
investigational mew drug or vaccine for all personnel at risk in
a military combat exi gency, including those personnel who, for
what ever reason or no reason at all, would prefer an alternate
treatnment or no treatnent.

The need to determ ne the best possible nedical
counterneasures may lead in any of a nunber of directions, Most
l'i kely, the nedical comunity will recommend reliance on well
established preventive or treatnent approaches using approved
drugs and licensed vaccines. However, in sone cases, there may
be no such option avail abl e, In this regard., the devel opnent of
prophyl actic or therapeutic nodalities for chem cal and
bi ol ogi cal weapons threats is severely hindered by an inability
to carry out human clinical trials of efficacy. Nonethel ess,
sufficient evidence of efficacy may be present using a
conbi nation of animal nodel trials and surrogate endpoint data on
humans. When justified by the safety and efficacy data, DoD
strongly favors approval of a New Drug Application and continues
to believe that the FDA s accel erated approval process, including
the option of marketing limtations, is an appropriate nechanism
for addressing these special mlitary needs.

In still other cases where the best possible nedica
approach includes the use of an investigational new drug, it may
not be necessary, depending upon the nature of the risk and other
factors, to use the investigational product on a standardi zed
basi s. For exanple, in the current Bbsnia deploynment, mlitary
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menbers are given the option of receiving tick-borne encephalitis
vaccine; nenbers are free to decline the vaccine-

However, it is also possible that the best nedical
counternmeasures are products not approved by FDA for genera
comercial marketing for the specific purpose involved, that
approval under the accelerated process is not practicable, and
t hat because of the nature of the threat and the |ack of
alternatives, a failure to use a drug woul d endanger i ndi vi dual
menbers, others who rely upon themto carry out their respective
tasks, and the nission. The question becones: what shoul d be
done in such cases? |In the preanble to the interimfinal rule,
the FDA, answered the question

.. DoD has the right and responsibility to nmake conmand
deci sions that expose troops to the possibility of conbat
and has the concomtant responsibility to protect the
wel fare of these troops both individually and as a group-
FDA respects DoD's obligation and commtnent to do
everything possible to protect mlitary personnel who may be
exposed to potentially hazardous conditions. FDA furt her
‘appreciates that this protection may include nedica
treatnent or prevention with an investigational drug
consi dered necessary to protect not only the health of
individual soldiers but to ensure the welfare of the

remaining forces. . . . Since these individual soldiers may
be required to be exposed to conbat, permitting them to

i inv igati T that ig
h avail able sati xotection ! life-

threatening conditions. is contrary to their individual best

interests and tothe welfarxe of the_other soldiers i nvol ved.
[ Enphasi s added.]

One mght ask: why would mlitary nmenbers decline
recomrended drugs or vaccines under these circunstances? Tphe
answer is that there could be many, many reasons. | ndi vi dual s
m ght decide that it is unlikely that chem cal or biologica
weapons W l|l be used, or that, if they are, protective gear wl
be sufficient. They mght have heard runors of side effects or

"nystery illnesses” attributed to the drugs or vaccines. They
m ght not believe information from command authorities based on

di senchantnment with circunstances particular or general. They
m ght have seen nedia coverage of statenments from "public
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interest"” advocates back hone inappropriately accusing the
mlitary of wongs conparable to Nazi nedical experinents. They
m ght be getting erroneous nedical advice fromfriends or famly.
They m ght be confused by the first-tine.experience of having a
choice regardi ng conbat nedical care. They might put off a
decision until a later possible tine or event. Moreover, if the
choice is truly voluntary, they do not need a reason and nay nhot
have one. The fact is that there is no basis to assune that,
anong a group of many thousands of people presented with
conplicated nedical information, nost will chose the course al
know edgeabl e nmedi cal people would consider the only w se one.
And in the mddle of |arge-scale conbat operations or
preparations, comunication and decision nmaking processes are
anything but ideal.

As an illustration of the problem assune a deploynent for a
maj or regional conflict, such as the Persian GQulf War, involving
500,000 U.S. troops. Assune further a very good response rate of
80% of these troops providing voluntary inforned consent for, to
sel ect an exanple, botulinum toxoid vaccine. I f botulinum toxin
weapons are used in large scale by the eneny, we wll have
100,000 troops at considerable risk of fatal injury, with no
alternative treatnent avail able. This far exceeds the tota
nunber of U S. forces killed in the entire Vietnam War- Failing
to prevent preventable casualties of even a small fraction of
"this magnitude would be a human tragedy, a mlitary disaster, and
a national scandal of historic di nensions.

4. Thecurrent rule iS an extremely |limted authority,
requiring case-by-case justification, available only under
extraordinary circunstances, and explicitly restricted to
advancing the best interests of the mlitary personnel concerned.

As the FDA stated in the preanble to the current regul ation

.. Because of the paranpbunt importance of i nforned
consent, only the narrowest exceptions to this requirenent
are consistent with Fpa's responsibilities and consistent
with the best interests of human subjects. Nevert hel ess,
FDA has determined that, in the special circunstance that
may be created by the use of troops in conbat and consi stent
with its obligations under sections 505(i) and 507(d) [of

t he Federal Food, Drug and Cosnetic Act], FDA may narrowy
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expand the circunstances in which the Comm ssioner nmay
determ ne that obtaining informed consent is not feasible.

Consistent with this policy, the current rule is an
extrenely limted authority. First, it does not: waive inforned
consent for the mlitary, nor allow the mlitary to do so. It
does not even indicate that the Conm ssioner of Food and Drugs is
inclined to find that informed consent is not feasible in
mlitary conbat situations. It stands only for the proposition
that it might be necessary under certain extraordi nary
circunstances to exercise the statutory authority to find that
informed consent is not feasible because of mlitary conbat
exi genci es.

Secondly, quoting from the regulation (21 CFR §
50.23(d4) (1)) :

[DoD's] request must also include a witten justification
supporting the conclusions of the physician(s) responsible
for the medical care of the mlitary personnel involved and
the investigator(s) identified in the IND that a mlitary
conbat exigency exists because of special mlitary conbat
(actual or threatened) circunstances in which, in order to
facilitate acconplishment of the mlitary m ssion
presewation of the health of the individual and the safety
of other personnel require that a particular treatnent be
provided to a specified group of mlitary personnel, without
regard to what might be any individual's personal preference
for no treatnent or fr sone alternative treatnent.

Third, a duly constituted Institutional Review Board nust
have reviewed and approved the use of the investigational drug
wi thout infornmed consent. |d-

Fourth, the Comm ssioner nust specifically find that "there
is no available satisfactory alternative therapy."” 1d

Fifth, the rule requires consideration of the "extent and
strength of the evidence of the safety and effectiveness of the
investigational drug for the intended use." § 50.23 (d) (2) (1).

Sixth, the context in which the drug will be adm nistered
nust be considered. § 50.23(d) (2) {ii}. A context involving one-

[ 4= Iogd BPSEZEGSEDL Al NS TIYIINITIO:-HWOAd @E:SI L6-82-120



7

of an injured or sick patient by a physician is
| ar ge-scal e

from the adm nistration of
be given to the "nature of the
t herapeutic
is fatal. §

whi ch the preventive or
it

on-one treatnent
consi deration nust
such' as whet her

quite different
treat ment.

prophyl acti c
t he

the nature of
benefits and

Sevent h,
di sease or condition for
treatnment is intended,"
50.23 (d) (2) (iii)
Ei ghth, the Commi ssioner will consider
information to be provided "concerni ng the potenti al
not taki ng t he drug." § 50.23(d) (2) (IV)
required, conparable information will be
is not feasible
and may

t aki ng or
i's not
i nfornmed consent

ri sks of
Even if consent
provi ded.
determ nations that
mlitary conbat exigencies are tine-limted,
the " Commi ssioner may find that
is not feasible onlv when withholding treatment

Ni nt h,

§ 50.23(d) (4).
I nportantly,

jinterests of militarv personnel.™
as urged by the petitioners, would

i s pever infeasible under

effective use of weapons
whi ch no

because of
be revoked.
and nost

Tent h,
i nfornmed consent
woul d be contxary to the best
3 50.23(d) (1) (enphasis added).
the regul ation,
i nfornmed consent
have fatal effects,

for

i ncl udi ng actual,
and in connection with which

To repea
be a declaration that
mlitary exigencies,
of mass destruction, which wll
alternative therapy is avail able,
wi t hholding the IND would be clearly contrary to the best
interests of the troops.
5. The current rule is fully consistent with law and
et hi cs.
The legality of the interimfinal rule was chall enged in
court by the sane group that has now filed the current petition
The courts ruled that the rule is fully consistent with |aw The
District Court held:
—— The DobD's use of unapproved drugs does not involve the type
S of scientific investigation under controlled circunstances.
that "research" connotes. On the contrary, the DoD has
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responded to very real circunstances and chosen what it
views as the best alternative given current know edge. The
primary purpose of admnistering the drugs is mlitary, not

scientific. The fact that the DeD will collect information
on the efficacy of the drugs does not transformthe
strategic decision to use the unapproved drugs in conbat
into research. Furthernmore, the FDA has interpreted the
FDCA to permt using unapproved drugs in a "treatment-

i nvestigational setting™ in the past. . . . The FDA
therefore, does not view every use of unapproved drugs as
research, and nothing in the DoD Act [10 U.S.C. 980,
requiring informed consent in DoD "research"1l suggests that

Congress intended the termto have such a broad neani ng.
Doe wv. Sullivan, 756 F. Supp. 12, 15-16 (D.D.C. 1991).

The Court of Appeals for the District of Colunbia affirnmed
this decision in favor of the Governnent. The Court rul ed:

is true that the FDA's prior interpretation of

the words "not feasible" [in section 505(i) of the Act]
focused on the subject's condition, the agency here has not

reversed course. It has sinply added a tightly
circunscri bed set of urgent circunstances in which the main

rule of informed consent, with fidelity to the statute's
terns, can be displaced- . . .
1382 (D.C. Ciz. 1991) (opinion by

Wiile it

Doe v. Sullivan, 938 F.z2d 1370
Judge Ruth Bader @G nsburg).

only was the regulation fully upheld by the courts, it
with ethical standards.. The primary issue in
Does the use of INDs by the mlitary in
the circunstances of the interimfinal rule constitute "research"
in the context of ethical standards which prohibit nonconsensua
research on human subjects? The Bel nont Report? di scussed the

di stinction between research and treatnent:

Not
is al so consistent

the ethical analysis is:

2 The Bel nont Report, Ethical Principles and Quidelines for

-~ the Protection- of Human Subjects in Research, The Nati onal
the Protection of Human Subjects of Bionedical

Comm ssion for
Behavi oral Research, OPRR Reports, april 18, 1879.

and
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It is inportant to distinguish between bionmedical and
behavi oral research, on the one hand, and the practice of
accepted therapy on the other, in order to know what
activities ought to undergo review for the protection of
human subjects in research. . . .

For the nost part, the term"practice" refers to
interventions that are designed solely to enhance the well -
bei ng of an individual patient or client and that have a
-reasonabl e expectation of success. The purpose of nedica
or behavioral practice is to provide diagnosis, preventive
treatment or therapy to particular individuals. By
contrast, the term "research” designates an activity
designed to test an hypothesis, permt conclusions to be
drawn, and thereby to develop or contribute to generalizable
know edge. . . .

When a clinician departs in asignificant way from
standard or accepted practice, the innovation does not, in
- and of itself, constitute research

The rule itself makes clear chat the only purpose is
treatment, and that there is no research purpose in the use of
INDs in military conbat exigencies. Again quoting the prinmary
standard in the regul ation:

The Comm ssioner may find that informed consent is not
feasi ble only when withheolding treatnent would be contrary
to the best interests of mlitary personnel and there is no

avai l abl e satisfactory alternative therapy.

21 CFR § 50.23(d) (1). Nothing in the regulation even hints that
the special authority is available if the mlitary's purpose is
to conduct research. One mght suggest that the use of an IND
for treatnent purposes constitutes what the Bel nont Report refers
to as a departure from accepted practice. The same might be said
for the common physician practice of off-|abel prescribing. But
as the Belnont Report makes clear, this does not, as an ethical
matter, convert a treatnent purpose and effect into a research
pur pose or effect-

Anot her exanple in which a significant departure from
standard clinical practice is not considered "research” is the
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FDA's Accel erated Approval regulation, 21 CFR § 314.500, et seq.
Under that regulation, an IND can be approved for nmarketing, and
thus w despread treatnent use, even if there is "uncertainty" as
to clinical benefit, contingent on further post-marketing studies
to follow § 314.510. Post-marketing restrictions on
distribution, |abeling, and advertising may al so be inposed
pendi ng additional evidence of safety and efficacy. §§ 314, 520,
314.550, 314.560. However, during this process of conducting
additional studies and collecting additional evidence, genera
uses of the drug are not considered to be research, nor are they
subject to the protection of human subjects regul ations.
Additionally, FDA regulations also allow "treatnent uses" of
INDs, separate from ongoing research trials. 21 CFR § 312. 34.

Once it is recognized that the use in a mlitary conbat
exi gency of drugs not yet approved by the F DA for general
comercial marketing for the particular clinical indication is
not "research" under law or ethical standards, the ethica
justification for the mandatory use of protective drugs is not
— seriously debatable- Mlitary nenbers nust make many sacrifices
that in the civilian world woul d be considered intol erable. The
Supreme Court has said: "The essence of military services is the
subordi nation of the desires and interests of the individual to
the needs of the service." A though mlitary nenbers do not
give up their interest in not being nonconsensual research
subj ects, they nust subordinate nmany individual interests to the
needs of the mlitary to conplete successfully the m ssion
Among these is to accept preventive or therapeutic nedical care
that command authorities decide is necessary for the preservation
of the fighting force.

Those who refuse to acknow edge |egal and ethica
justifications for the interimfinal rule rely essentially on a
single semantical argunment: that anything categorized by the FDA
as an "investigational new drug® is an "experinental drug," which
cannot be used for'anything except "research." But this
semanti cal argunent is not based on any neani ngful analysis of
the Food, Drug and Cosnetic Act, FDA regulations, the Conmon Rule
for the Protection of Human Subjects in Research, the Bel nont
Report on which the Common Rul e was based, or any other

> Goldman v. Weinberger, 475 U.S. 503, SO/ (1986).
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per suasi ve source. Per haps nost inportantly, the superficia
semantics do not attenpt to address what the interimrule does
and does not do, and how that relates to the legal and ethica
standards applicable to research and treatnent. The rul e does
not authorize a determ nation that informed consent is not
feasible in connection with any military undertaking that fits
the legal, ethical, orclinical description of "research-" The
rule allows such a determination only when, based on the nature
of the disease threat; the evidence of safety and efficacy of the
drug to counteract that disease threat, and the lack of a
satisfactory alternative, "w thholding the treatnment would be
contrary to the best interests" of the nilitary nenbers.

6. Overall, notw thstanding sone problens in carrying out
the designed treatnment protocols, the two uses nade of the
current rule during the Persian Gulf WAr support the zrule's

continuation.

Essentially, during the Persian Gulf War, DoD and FDA
col laborated to do three significant things. One was to
pronul gate the rule authorizing a determnation by the
Conmi ssioner that informed consent is not feasible in certain
mlitary conbat exigencies. This rule was accepted by the courts
and Congress and remains in effect today. The other two
significant actions were the adoption, using the authority of the
rule, of treatnment protocols for the use of two IND products as'
nmedi cal counterneasures against certain suspected chem cal or
bi ol ogi cal weapons threats. It is inportant to restate the facts
with respect to these two actions.

Wth respect to the adoption of a treatment protocol for
pyridostigm ne bromde as a pretreatment antidote to nerve agent
poi soning, the FDA thoroughly reviewed the issue through the
I nformed Consent Wiiver Review Goup (ICWRG), which included
senior officials of the FDA, plus the Director of the Ofice for
Protection from Research R sks (OPRR), HHS. I n recomendi ng
approval of the DoD requested determ nation, these ICWRG nenbers
made the follow ng findings:*

* Menmorandum to the Commi ssioner of Food and Drugs from
I nformed Consent Waiver Review G oup, Subject: IND 23,509 -
Pyridostigmne Bromde 30 ng Tablets - Action, January 8, 1991.
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0 The use of pyridostigmne pretreatment, in conjunction
with atropine and pralidoxinme treatnment, inproved
survival or aninals exposed to soman. Linited human
evi dence suggests that the proposed dose of
pyridostigmne will provide a |evel of enzynme
inhibition in humans conparable to that achieved in
animal s which were protected from soman-i nduced
nortality.

0 There is extensive experience in humans w th nyastheni a
gravis using doses of pyridostigmne nmuch greater than
t hose proposed in this treatnent protocol, and we have
no specific safety concerns with the proposed mlitary
dose.

0 W agree with DoD that withholding treatnment from an
i ndi vidual, based on personal preference not to receive
the pretreatment with pyridostigmne, could jeopardize
the health and safety of that individual or other
mlitary personnel in the event of a chem cal attack.

Although the inplenentation of the approved trearnment protoco
for pyridostigmne was not problem free, no such inplenmentation
difficulties neaningfully call into question any of these
determ nati ons nmade by the ICWRG.

Simlarly, the proposed treatnent protocol for pentaval ent
bot ul i num toxoi d vaccine al so was thoroughly reviewed by the FDA
In adopting the staff recommendation, the Conmi ssioner responded
to DoD:*

Based on your assessnent of the mlitary operation, | find
that there is no available satisfactory alternative therapy
for the prevention of botulism and | concur wth your
assessment that informed consent is not feasible and that

wi t hhol ding treatnment would be contrary to the best
interests of mlitary personnel

Wien the vaccine, which was in very limted supply, and the

S Letter to Assistant Secretary of Defense (Health Affairs)
from Conmi ssioner of Food and Drugs, Decenber 31, 199%0.
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approved treatnent protocol reached cthe Gulf, the Central Conmmand
changed the protocol. It was nodified (w thout notice to the
Pentagon, as far as can be reconstructed, until after the
fighting stopped) to permt nenbers the choice of declining the
vacci ne. The Central Command Surgeon recently expl ained the
change as being based on three primary factors:" 1) very |limted
vacci ne supply; 2) the lack of intelligence reports that would
have allowed prioritized use of the limted supply based on sone
judgnents that certain personnel are nore at risk than others; 3)
Command concerns about runors arising froma Stars apd Stxipes
article reporting on allegations back home about requiring troops
to take "experinental vaccines." Anecdotal reports |eave
somewhat uncl ear whether, in actual use throughout the theater of
operations, the vaccine was uniformy adm nistered in accordance
with the Central Command's revised protocol or was sonetines

gi ven consistent with the original protocol

The Central Conmmand's revision to the protocol was a
surprise to the DoD officials with whom the FDA was dealing.
— But.. in retrospect, it was quite proper to give the responsible
mlitary command the option to decide whether actual mlitary
circunstances unfolding in the theater of operatioms truly
requi red the standardi zed use of the vaccine. Had intelligence
reports changed or had the tinmetable for conbat operations
all owed for procurenent of additional supplies, inplenmentation of
the original protocol mght have been necessary after all. It
was not unreasonable to give the Central Command that option
However, there was a breakdown in communications that prevented a
common under standi ng anong all involved officials. Had
communi cations been better, the determnation that inforned
consent was not feasible could have been contingent upon a final
Command deci sion confirmng the existence of, in the words of the
rule, "special military combat (actual or threatened)
ci rcunst ances” which "require that a particular treatnment be
provided to a specified group of mlitary personnel, wthout
regard to what mght be any individual's personal preference for
no treatnent or for sone altermative treatnent.”

— ¢ Testinony of Brigadier General Robert Belihar before
Presidential Advisory Commttee on @ulf War veterans' 111 nesses,
Public Meeting, Kansas Cty, Mssouri; January 12, 1996.

@z,9l dovd srseeEE9c0L Al anS TIYDINITID:WOAI 2e:S51 L6-8EZ-100



)

ez el

14

There were also inplenentation difficulties in connection
with the uniform provision of information. to personnel regarding
pyridostigm ne and' the preservation of records in connection with
botulinum toxoid vaccines. Efforrs to carry out the planned
distribution of revised informati on packets on pyridostigmne to
the hundreds of thousands of troops deployed throughout the
t heater of operations were frustrated by the limted tine between
t he FDA approval of the protocol January 8, 1991, and the
begi nni ng of Operation Desert Storm a couple of weeks later.

Wth respect to record keeping and reporting on pyridostigm ne,
normal IND record keeping and reporting requirenents had been
wai ved by the FDA in recognition of the logistical realities and
the reliance on self administration of the tablets. After the
cessation of hostilities, severa surveys were conducted, wth
results reported to the FDA. Wth regard to botulinum toxoid
vaccine, appropriate record keeping and retention were frustrated
by the central’ Command's determ nation of the need for security
classification regarding biological warfare defense vaccines
(including both the licensed anthrax vaccine and the IND
botulinum toxoid vaccine).

These several inplenentation problens establish the need for
i nprovements, at least some Of which have already been nade in
the inplenentation systens and procedures DoD relies upon in
operational deploynents, Perhaps mst inportantly, the treatnent
protocol devel opment process needs to include people who are
closer to the reality of the battlefield. However, none of these
implementation difficulties during the GQulf War changes the
fundanental fact that had the eneny used its apparent capability
to deliver chem cal or biological weapons, based on the avail able
evi dence of the safety and efficacy of these two IND products and
the lack of an effective alternative treatnent, the best medical
counterneasures, as far as the nedical establishnent of the
Governnment could determne, clearly included the treatnent use of
t hese products. And, in the context of the pending petition
not hi ng that happened during the Gulf War even renotely supports
the argument that mlitary personnel or the Governnent or the
nation would be better off with the repeal of the current rule.

Some of the other criticisms of DoD and/or FDA actions
during the @ulf War are wi thout foundation. For exanpl e
evi dence supporting the safety of pyridostigmne and botulinum
toxoid was and still is quite solid. - Pyridostigmine has been
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used safely for nore than 40 years as the principle treatment for
nmyast henia gravis at nuch higher doses over much |onger periods
than the reginen used in the Qulf. The drug does have side
effects, but these are relatively mld. The evidence does not
suggest a difference in safety between use by nen and women. The
recently published studies conducted by Mdss and by Abou-Donia in
cockroaches and chickens, respectively, used extraordinarily high
dosages and routes of admnistration that differed from the route
of adm nistration used by Service nenbers in the CGulf. Al t hough
providing potentially valuable prelimnary scientific

information, these data cannot be generalized to a human

popul ati on. Simlarly, decades of experience with botulinum
toxoi d vaccine provide a clear basis for confidence concerning
safe use. The overwhel m ng wei ght of evidence continues to
support the safety of these two IND products.

The efficacy of pyridostigmne has been questioned based on
an Army study suggesting that it decreases the effectiveness of
atropine and pralidoxime chloride against nerve agents sarin and
VX. Pyridostigmne is used to counter soman poisoning based on
evidence that it substantially enhances the effectiveness of the
post 'exposure treatnments against soman. Although it does
decrease sonewhat the effectiveness of atropine and pralidoxine
agai nst sarin and VX, the two treatnments are so highly effective
against sarin and VX, that any negative interaction of
pyridostigm ne and the nerve agent would be overwhel med by the
atropine/pralidoxime therapy. Thus, in predicted clinica
out come, pyridostigmne substantially inproves nedical protection
agai nst soman and does not affect nedical protection against
sarin and VX. In preparing medical counterneasures against the
possibility of chem cal weapons attack using any of these nerve
agents, as was necessary in the Qulf War, predicted clinica
outcone clearly calls for the use of pyridostigmine.’

7 The results of the sarin/vX study were reported to the FDA
by the Arny conponent responsible for admnistration of the
pyridostigmne IND in full conpliance with 21 CFR § 312. 33. The
study, conducted under adifferent Arnmy command el ement, was
unknown to the IND investigators until it was published. In any
event, the results of the study do not affect the DoD or FDA
concl usions regarding the evidence of efficacy of pyridostigmne
for this clinical purpose.
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7. Initiatives since the @ulf war, including current
operations in Bosnia, have inproved DoD*s ability to inplenent
nmedi cal counterneasures under the authority of the current rule,
shoul d that beconme necessary in the future.

Since the Gulf War, the Departnent has significantly
improved its capability to nonitor the health of mlitary
personnel deployed by the President to hazardous areas, such as
the current Operation Joint Endeavor in Bosnia. As part of the
"l essons learmed” fromthe @ulf War, DoD has assigned a high
priority to inproved docunentation of health information,
including adm nistration of nmedications and vaccines. A nunber
of initiatives are in progress to enhance capabilities to nanage
medi cal information under field conditions. DoD has established
a task force to address the issue of nedical records in a
mlitary theater of operations. Records pertaining to the
results of pre-and post-depl oynent health screening will be
captured in an autonated data base. DoD is expanding the
automat ed Conposite Health care System (CHCS) nedical record
system to include a nodule for nedical records of a deployed
force- Attention is being directed toward devel oping a mechani sm
for conputerizing nedical data (including classified information,
if and when it is needed) in the field to ensure standardized

record keeping.

In May of 1994, DoD initiated an aggressive, clinica
di agnostic plan, the Conprehensive dinical Evaluation Program
(CCEP) to offer intensive examnations to Qulf War veterans. The
CCEP has provided an in-depth nedical evaluation to eligible
Service nenbers concerned about their health. The CCEP provides
an integrated systemto evaluate the health status of service
menbers who participate in deploynents in the future.
Modi fications of the programwill allow DoD to admnister health
guestionnaires and conduct nedi cal exam nations of groups of
depl oyed personnel, and collect the information through an
aut omat ed process for entry into a centralized data base for
subsequent analysis and interpretation

Earlier this year, Do released the Medical Surveillance
Plan for US- Gound Forces Deploying to Bosnia, which has
i mproved significantly the capability to nonitor the health of
the deployed forxrce. The plan provided guidance, in conjunction
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with directives fromthe Joint Chiefs of Staff, regarding

i mpl enentation of a standardi zed medi cal surveillance program

The program expands capabilities in a nunber of areas including:
heal th education, risk comunication, standardized nedica
screening pre and post deployment, health hazards assessment, and
in-theater nedical surveillance. Upon return fromthe

depl oynment, each service nenber w |l undergo health screening
with the results annotated on standardized fornms for entry into a
central data base. In addition, DeD has established a

tel enedi cine network within Bosnia that allows the projection of
speci al i zed diagnostic care and consultation forward to the

patient.

As an aside, DoD efforts to provide effective
count er reasures agai nst nedical risks in Bosnia include very
careful planning regarding the use of two INDs. Tjckborne
Encephalitis (TBE) and Henorrhagic Fever with Renal Syndrone
(HFRS) are two infectious diseases which present serious
potential health risks to U-S. forces operating in Bosnia. The
Departnent through the Arny Surgeon General filed INDs to use
ribavirin as a treatnent for HFRS and the Austrian TEE vacci ne
for immnization of mlitary personnel, Medical staff have been
notified that. inforned consent is required to adm ni ster these
phar maceuti cal s. In both of these cases, DoD deternination that
i nformed consent is feasible was based on a thorough anal ysis of
the nature and extent of the health risk presented, the treatnent
context, the mlitary situation, available alternatives, and,
nost inportantly, the best interests of the nenbers.

CONCLUSI ON

For the reasons stated above, the Departnent of Defense
urges that the petition be denied.
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