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__/C DEPARTMENT OF HEALTH AND HUMAN SERVICES

&,

Food and Drug Administration
Silver Spring MD 20993

August 23,2010

Robin Robinson, Ph.D.

Director

Biomedical Advanced Research and Development Authority (BARDA)
330 Independence Avenue SW

Room G640

Washington, DC 20201

Dear Dr. Robinson:

This letter is in response to BARDA's October 1, 2008 submission, as amended, ! requesting that
the Food and Drug Administration (FDA) issue an Emergency Use Authorization (EUA) for the
pre-event provision and potential use of doxycycline hyclate tablet emergency kits” for
inhalational anthrax, pursuant to section 564 of the Federal Food, Drug, and Cosmetic Act (the
Act). Your request is specifically for e11g1ble United States Postal Service (USPS) participants
in the Cities Readiness Initiative (CRI) (hereinafter USPS participants) and their household
members.*

On September 23, 2008, pursuant to section 564(b)(1)(A) of the Act, 21 U.S.C. § 360bbb-
3(b)(1)(A), the Secretary of the Department of Homeland Security determined that there is a
significant potential for a domestic emergency, involving a heightened risk of attack with a

I BARDA submitted an amendment on October 3, 2008. Following issuance of FDA's October 3, 2008,
authorization letter, BARDA submitted a request on behalf of the Office of the Assistant Secretary for Preparedness
and Response (ASPR) on February 19, 2009, to further amend the authorization. On February 25, 2009, an
amended authorization letter responding to that request was issued. That letter specified that the doxycycline hyclate
tablets to be utilized would be manufactured by West-Ward Pharmaceuticals and repackaged by PD-Rx. On August
4,2010, BARDA requested that the EUA be further amended to permit the use of Mutual Pharmaceutical Company
Inc. as a manufacturer and the Department of Health and Human Services Supply Service Center at Perry Point,
Maryland, as a repackager under the EUA. This letter grants that request.

2 Your submissions refer to a Household Antibiotic Kit (HAK), which would be stored in an eligible United States
Postal Service (USPS) participant's home and would contain unit-of-use bottles of doxycycline hyclate tablets (100
mg) and both emergency use instructions and home preparation instructions. Your submissions also refer to an
individual Household Antibiotic Kit ((HAK), which would be stored at an eligible USPS participant's workplace and
would contain only one unit-of-use bottle of doxycycline hyclate tablets (100 mg) and emergency use instructions.
For ease of reference, this letter of authorization will use the term "doxycycline hyclate tablet emergency kit(s)" to
refer to both types of kits, unless otherwise specified. When referring to the kits separately, this letter will use the
term "household doxycycline hyclate tablet emergency kit" to refer to the HAK and the term "individual
doxycyclme hyclate tablet emergency kit" to refer to the iHAK.

3 The term "eligible" refers to USPS partlclpants who have agreed in writing to participate in the Postal Module of
CRI, have been screened for fitness to receive OSHA-required personal protective equipment, have (including
housebold members) been medically screened for contraindications based on completed health assessment forms,
have (including household members) been given a valid prescription, and have (including household members) not
otherwise been determined to be ineligible to receive doxycycline hyclate tablet emergency Kkits.

4 Your submissions define "household member" as "anyone that considers that address as his or her permanent place
of residence."
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specified biological, chemical, radiological, or nuclear agent or agents--in this case, Bacillus

- anthracis.” On October 1, 2008, pursuant to section 564(b) of the Act, and on the basis of such -
determ1nat10n the Secretary of the Department. of Health and Human Services declared an
emergency Justrfyrng the authorization of the emergency use of doxycyclihe hyclate tablets
accompahied by emergency use information subject to the terms of any authorization issued
“under 21 U.S.C. § 360bbb-3(a), and on October 1, 2009 the Secretary renewed that declaratlon
Having consulted with the National Institutes of Health (NIH) and the Centers for Disease

- Control and Prevention (CDC), and having concluded that the criteria for issuance of this
authorization under sectloan 64(c) of the Act are met, I am authorizing the emergency use of
doxycycline hyclate tablet emergency kits for the post-exposure prophylax1s of inhalational
anthrax for eligible USPS participants and their household members subject to the terms of this -
authonzatlon . ‘

Authonzatlon Scope of Authorrzatlon Condltlons of Authorlzatlon and Durat1on of
Authorlzatlon ‘ : :

L Backg;roun/d

CRI 1nvolves 72 ma_]or metropohtan areas and all 50 states The prlmary goal of CRIis to
develop the ability to provide mass prophylaxis to 100% of the 1dent1ﬁed populat1on within 48
hours of notification to do so, :

4

On February 18, 2004 the Secretary of the Department of Health and Human Serv1ces (HHS)

- the Secretary of the Department of Homeland Security (DHS), and the Postmaster General

“signed a Memorandum of Agreement to explore how the resources of the USPS could be made
available to help deliver oral antibiotics in response to a biological terrorism 1nc1dent

Subsequently, HHS launched CRI and asked the USPS to participate in what has been referred to »

as'the CRI Postal Module (or Postal Plan). The Postal Module involves the delivery of
ant1b10t1cs to residential households within pre- -determined zip codes by USPS part101pants

. where there may be an intentional release of Bacillus anthracis in their geo graphic, area. The

CRI Postal Module ¢ould be activated and executed while the munlcrpahty is estabhshmg its
pomts of dlspensmg (POD) network (for the remalnder of the emergency response wh1ch in the

3 Memorandum from Mlchael Chertoff to.Michael O. Leavitt, Determlnatlon Pursuant to § 564 éf the Federal Food
Drug, and Cosmetic Act (Sept. 23, 2008).

- 6 Declaration of Emergency Pursuant to Section 564 of the Federal Food Drug, and Cosinetic Act, 21 U S.C,
360bbb 3(b) (Oct. 1, 2008); renewed October. 1, 2009. 74 FR 51279 (Oct. 6,2009)

" The doxycycline hyclate tablet emergency- k1ts for eligible USPS participants and their household members
referenced and authotized in th1s letter fall within the scope of the Secretary of the Department of Health and Huthan
Servlces declaration. -

Doxycychne hyclate tablets are mdlcated for treatment of mfectlons caused by "Anthratf, due to Baczllus anthracis,

~

y -

—ineluding-inhalational-anthrax- (post-exposure)mto reduce-the incidence-or-progression-of disease-following-exposure - — "

to aerosolized Bacillus anthracis." This indication generally means that drug administration is éxpected to start after

a known.or suspected éxposure to aerosohzed Bacillus anthracis spores, but before clinical symptoms of the dlsease
develop. - The indication includes presumed exposure since it is often difficult to know whether and when exposure
has actually occurred. The indication also encompasses instances where Bacillus anthracis exposure via inhalation
is expected and will be: imminent. In such cases, the first few doses of prophylax1s may be taken pre—exposure, but

- the remainder of the course would be taken post-exposure. The indication is commonly referred to as "post- ,
exposure prophylax1s of 1nhalat10nal anthrax " and this term will be used throughout this letter for ease of reference
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case of a w1de—area anthrax event, could contmue for 1-2 months The postal carriers' role is-
voluntary because emergency response is neither part of the basic mission of USPS nor a

provision of the contracts between USPS and the unions- representing the carriers. USPS has .

made its part1c1pat10n in the CRI Postal Module contingent on the pre-event provision of
prescnptlon antibiotic counterrneasures to USPS part101pants and their household members. .

Your request relates toa potent1a1 EUA for the pre- -event prov1s1on and potent1a1 use of
doxycycline hyclate tablets (100 mg) in the form of emergency kit(s) for eligible USPS

* participants and their household members. Although doxycycline hyclate tablets are approved . - ,

for the post-exposure prophylaxis of- inhalational anthrax, the emergency kits you describe in
yout subniissions would require an EUA because they would include certain Wwritten 1nformat10n
that is not currently part of the approved new drug applications O\IDAs) or abbreviated new drug

- applications (ANDAs) for doxycycline hyclate tablets (100 mg). Specifically; you indicated that
_the followmg pieces of written information would accompany the doxycyclme hyclate tablets:

" Fact Sheet for Recipients
e For the household doxycycline hyclate tablet emergency kit, home preparatlon
- instructions for recrplents who cannot swallow pills-(hereinafter home preparation
mstructlons)
e Information placard (unless the bag is pre-prlnted w1th placard 1nformat10n)
MedWatch Form 3500 for the reporting of any adverse events associated with the
7 doxycychne hyclate tablet emergency k1t ;

%In add1t10n a Fact Sheet for Health Care Prov1ders would be d1str1buted to health care prov1ders
,and authonzed dlspensers of the doxycycline' hyclate tablet emergency kits.

-

,You propose to use doxycycline hyclate tablets (100 mg) that were manufactured by West—Ward
Pharmaceutical Corp or Mutual Pharmaceut1ca1 Co., Inc., and repackaged by PD-Rx. :

Pharmaceuticals or Department of Health and Human Serv1ces Supply Service Center at Perry

“Point, Maryland into umt-of-use bottles contalnlng 20 oral tablets each a 10 day supply

The doxycyclme hyclate tablet emergency k1t(s) that are the sul:lj ect of your request would comé
in two forms. The first, which you describe as a Household Antibiotic Kit (HAK), would
contain a unit-of-use bottle of doxycyclme hyclate tablets for each ellglble USPS participant-and
each eligible household member, as well as the Fact Sheet for Recipients, home. preparat10n

* instructions, MedWatch Form 3500, and information placard (unless bag is presprmted ‘with -

placard 1nformat1on) ‘described above. All of these items would be placed in one tamper—evrdent

" clear plastic bag for home storage The second, which you describe as an individual Household

Antibiotic Kit (HAK), would contam one unit-of-use bottle of doxycycline hyclate tablets for -

‘the eligible USPS part1c1pant and the Fact Sheet for Recipients, MedWatch Form 3500, and

information placard (unless the bag is pre-printed with placard 1nf0rmat10n) described above. 7

- All of these items would be placed in a separate tamper—ev1dent ‘clear plastic bag for secure

storage at the USPS part101pant's workplace should the USPS partlcrpant need to deploy
emergently e

4

22 We note that the full course of doxycyclme hyclate tablets for adults for the post-exposure prophylax1s of

mhalatlonal anthrax is 100 mg twice daily for 60 days. The corresponding oral dosing regimen for children under

7 100 pounds is 1 mg per pound of body welght twice daily for 60 days Y
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II. Criteria for Issuance of Authorization oo - : ’ S

,Havmg cons1dered the September 23, 2008 determmatlon by the Secretary of the Department of

Homeland Security that there is a significant potential for a domestic emergency, involving a.

heightened risk of attack with a biological, chemical, radiological, or nuclear agent or agents--ln

 this case, Bacillus anthracis, and the October 1, 2008 declaration of emergency by the Secretary

- of Health and Human Services and the October 1 renewal of that declaration, and having

consulted with NIH and CDC, Thave concluded that the emergency use of doxycycline hyclate -

_ tablet emergency kits for the post-exposure prophylaxis of inhalational anthrax for eligible USPS
participants-and their household members meets the criteria for issuance of an authorlzatlon '

under section 564(c) of the Act, because I have concluded that:

N

(1) Bac1llus anthracmcan Cause : anthrax, ase t_n_lf threatenmg d1sease or condition;

(2) based on the totality of scrent1ﬁc ev1dence available to FDA it is reasonable to be11eve
that doxyeycline hyclate tablet emer%ency kits may be effective for post-exposure o
prophylaxis of inhalational anthrax . and that the known and potential benefits of s /
“doxycycline hyclate tablet emergency kits, when used for the post-exposure prophylaxis
“of inhalational anthrax in thé specified populatlon outwel gh the known and potential
: I'lSkS of the product and \ )

(3) there is no adequate approved and available alternative to doxycycllne hyclate tablet
emergency kits for the post-exposure prophylax1s of inhalational anthrax. o ~

Speclﬁcally, I have concluded pursuant to section 564(c)(1) of the Act, that Bacﬂlus anthracls
“can cause inhalational anthrax, which is a serious or life- threatenmg disease or condition. The
fatahty rate for inhalational anthrax in the United States is estimated to be approx1mately 45.
~_percent to 90 percent. From 1900 to Octobet 2001, there were 18 identified cases of inhalational
anthrax in the United States, the latest of which was reported in 1976, with an 89 percent (16/18)
xhortallty rate. Most of these exposures ¢ occurred in industrial settlngs i.e.; text11e mills. From
" October 4, 2001, to December 5,2001, a total of 11 cases of 1nhalat10nal anthrax linked to
: 1ntent10na1 dissemination of Bacillus anthracis spores were identified in the Un1ted States. Five = o
- -of these cases were fatal. These fatalities occurred desp1te aggresswe medlcal care, 1nc1ud1ng - T
treatment w1th antlmicrobral drugs ' : . ' '
1 have also concluded that based on the totahty of the s01ent1ﬁc ev1dence avallable to FDA ,
A 1nc1ud1ng data supporting the safe and effective use of doxycycllne hyclate tablets-(100. mg) for S -
the post-exgosure prophylax1s of inhalational anthrax, the results of CDC's home MedKit study, R
and information assomated with the development of the home preparation instructions, it is -
reasonablé to believe that doxycychne hyclate tablet emergency kits may be effective for the
post-exposure prophylaxis of inhalational anthrax pursuant to section 564(c)(2)(A) of the Act..

s

10 The Act uses the terms "dragnosmg, treatmg, or preventlng" in Sectron 564(c)(2)(A) Post—exposure prophylax1s : s

s encompassed by these statutory terms. - - <

- No other cr1ter1a of i 1ssuance have been preseribed by regulatlon under seot1on 564(0)(4) of the Act
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i The above conclusion is largely based on the fact that F DA has previously approved a number of
NDAs and ANDAs for doxycycline hyclate tablets for the treatment and post-exposure

prophylax1s ofiinhalational anthrax, as summarized below. !

In Novernber 2001 as part of a pubhc health response to the use of anthrax spores asa

bioterrorism agent, the Agency published a notice in the Federal Reglster that clarified the
dosmg recommendations for, among others, doxycycline hyclate products, in the management of -
patients with inhalational anthrax who had been exposed to spores of Bacillus anthracis, but who

did not manifest clinical disease.!? In that notice, FDA announced that it had détermined that the

language in the labellng of certain drug products including those containing doxycycline
hyclate, is intended to, and does, cover all forms of anthrax, including inhalational anthrax (post-
exposure): to reduce the incidénce or progression of disease exposure to aerosolized B..
anthracis. FDA also announced that the appropriate dosing regimen for adults is 100 mg of’

. doxycycline, taken orally twice daily for 60 days; and the corresponding oral dosing regimen for 7 o

_ywv_‘“

children under 100 pounds is 1 mg per pound (1 mg/lb).of body weight (2.2 mg/kilogram (kg))
grven twice dally for 60 days." FDA based these conclusions on the followmg

K Effectlveness was supported by minimal 1nh1b1tory concentration (MIC) data for
the tetracycline class and Bacillus anthracis, pharmacokmetw data, data from the
Sverdlovsk incident, and the outcome data from a study of 1nhalat10na1 exposure to
-Bac111us anthrac1s in rhesus monkeys

o With respect to safety, FDA noted that doxycyclme drug products have ‘been. used
- for over 30 years and the literature on the products is- ‘voluminbus, FDA previously
reviewed the literature deallng with the long-term administration of doxycycline
for treatment of diseases other than anthrax. Several articles reported the tesults of
“studies involving the administration of doxycychne in amounts comparable to the-
- recommended doses.. They also 1nvolved administration of doxycycllne for 60
" days and perlods approachmg and exceedmg 60 days. FDA also reviewed.data
from the Adverse Event Reporting System (AERS). Analys1s of these articles and _
data indicated no pattern of unlabeled adverse events’ assoc1ated with the long—term
‘use of doxycychne :
o . FDA also noted that doxycychne and other members of the tetracyclme class of
antibiotics are not generally indicated for the treatment of any patients under the
-age of 8 years. Tetracyclines are known to be associated with teeth discoloration
and enamel hypoplasia ii-children and delays in bone development in premature
R infants after prolonged use. FDA balanced the nature of the effect on teeth and the
" _fact that this delay in bone developmerit is apparently reversible agamst the
lethahty of inhalational anthrax, and concluded that doxycycline drug products can |
. be labeled w1th a pedratnc dos1ng reglmen for mhalatlonal anthrax (post—exposure)
S R :
, .

-‘ . . . - N .
\ e - B 7 o A

12 See 66 Fed Reg 55679 (Nov 20 2001) Docket OlN 0494, - - v !
B Jd. The Federal Register notice further requested that apphcants for these products submlt labeling supplements :
to update their package mserts w1th th1s 1nformatron . S

~ s RN .
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- As noted above, FDA has approved, under section 505(j) of the Act, a number of abbreviated

new drug applications (ANDAS), including West-Ward's ANDA (#65-095) and Mutual’s ANDA

© (62-677) for doxycycline hyclate tablets (100 mg) for treatment and post-exposure prophylaxis

- of inhalational anthrax on July 2, 2003. Doxycycline hyclate tablets (100 mg) manufactured by
West-Ward or Mutual, which have been repackaged and re-labeled by PD-Rx Pharmaceuticals,
or by Department of Health and Hurnan Services Supply Service Center at Perry Point, Maryland
are the subject of this emergency use authorization. This product is the same as the reference
listed drug, V1bra-Tabs (doxycycline hyclate tablets, 100 mg; NDA #50 333), wrthm the

- meamng of section 505() of the Act. - _

I have also considered CDC's home MedKit study and 1nformatron assocrated w1th the

- -development of the home preparation instructions as part of the totality of the scientific evidence

~available to FDA; and have determined that this information helps to support the conclusion that -

it s reasoriable to believe that doxycycline hyclate tablet emergency kits may be effective for

post-exposure prophylax1s of 1nhalat10nal anthrax, as summarized below.

. ,The CDC study evaluated the ablhty of study partlclpants to receive what was referred toasa

MedKit -- doxycychne with certain written information, 1nclud1ng emergency use instructions

" and home preparation instructions similar to those being authorized here. A convenience sample
‘0f 4,250 St. Louis area households, d1v1ded among three cohorts, was enrolled in the study after
medical screening and informed consent. The primary outcomes for this evaluation were to
determine the extent to which participants would follow instructions for appropriately keeplng

- the MedKits intact.and reserving them for emergency use until directed by a local government
ofﬁc1al Although this study had a number of limitations as explained below, approximately - - .
97% of all study respondents returned the MedK1ts upon completlon of'the study ‘ '

~

: Flnally, FDA considered 1nformat10n assomated with the development of the home preparat1on

* . instructions for doxycycline hyclate tablets. FDA had previously developed home preparation

instruétions and these instructions were tested by the Chicago Department of Public Health
which prov1ded its results to FDA. The Agency revised the home preparation instructions based
- on these findings and performed additional laboratory tests and limited palatability testing. FDA
) ialso worked w1th CDC to 1mprove the readablhty of the 1nstruct1ons -
Although FDA has approved a number of NDAs and ANDAs for doxycychne hyclate tablets
(100 mg) for the treatment and post—exposure prophylaxis of inhalational anthrax, these products
-are not approved with emergency use instructions and home preparation instructions. - The.

o : amount and nature of the scientific evidence regarding the ability to use emergency use
o ‘instructions and home preparation instructions is more limited than the scientific evidence -

“supporting the approval of doxycycline hyclate tablets for the post-exposure prophylaxis of -

o - inhalational anthrax. However, taking into consideration the potentlally fatal nature of anthrax

disease, the CDC home MedKit study and the information associated with the development of
_the home preparatlon instructions also helps to support a conclusion that itis reasonable to
 believe that doxycycllne hyclate tablet emergency kits may be effective for the post- €XPOSure -
' prophylax1s of 1nha1at10nal anthrax Accordmgly, based on the totahty of the s01ent1ﬁc ev1dence

LM In t}us study, part1clpants who were allerglc to doxycyclme or for whom doxycyclme was othervwse 5
: contralndwated received c1proﬂoxac1n

,Augu‘s,t:20,20‘10 S ' e
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: avallable to FDA, itis reasonable to believe that doxycyclme hyclate tablet emergency k1ts may
- f,be effectlve for the post—exposure prophylax1s of* 1nhalatlonal anthrax Soa T 7 ,

EE

1 have also concluded pursuant to sect1on 564(c)(2)(B of the Act, that 1t is reasonable to belleve

~ that the known and: potentlal benefits of doxycychne hyclate tablet emergency kits outwe1gh the :

known and potential risks of the product for USPS ‘participants and their household. members

, -'The avallable sc1ent1ﬁc ev1dence that supports this conclusmn is summarlzed below

¢

o ,VWe have’ already concluded -as ev1denced by the prev1ous NDA and ANDA approvals d1scussed: ,
‘above, that the known and- potent1a1 benefits of the approved doxycyclme hyclate tablets (100 P

' fmg) for post-exposure prophylaxis of inhalational anthrax outwei gh the known and. potentlal

B risks of the product. ‘Under this EUA, doxycyclme hyclate tablets will be packaged with -

‘additional written information (including. emergency use 1nstruct10ns and home preparatlon

o _ instructlons) that has not been approved by FDA as part of a new drug application. CDC's home

‘MedKit study and the ; process by which home- preparatlon instructions were developed, as -
~ discussed above, help to further 1nform the requ1s1te nsk-beneﬁt analys1s under sect1on
S4E@®. s

N ~J

- ','The CDC home MedK1t study was somewhat 11m1ted in its ability to address certam questlons

~ about home: storage and use since the participants were not requ1red to follow any directions for

B preparation or use of doxycycllne hyclate. tablets in an actual emergency. The. effect of the actual
~ storage conditions on the stored drug product was- not tested and the instructions for storage did
‘not provide the temperature conditions for storage on the outside of the. bag. Desplte)the

e e limitations of the CDC home MedKit study, itis 1mportant to note that approx1mately 97% o.f all |
o r'study respondents returned the MedKlts upon complet1on of the study L - S

‘As described above the development of the home; preparatlon 1nstruct10ns has been 1nformed by
—11m1ted testing and inputfrom CDC. However, the current version of the home preparatron L

~ ~instructions has not been subjected to formal 1ndependent testing procedures for an assessment of
'fan 1nd1v1dua1's understandmg or. h1s/her ab111ty to follow the d1rect1ons : ' -

L Because of the: 11m1tat10ns of the CDC study and the lack of formal mdependent testlng on the S

' ',-home preparatlon 1nstruct10ns FDA cannot’ conclude without further testing and information. that

" the-emergeéncy use mstructlons and home preparation instructions pose no additional risks to

. eligible USPS participants and their household members Inappropriate use and the development
- of doxycyclme resistant. m1croorgamsms :could be a potent1al issueifa cons1derable number of

. ellglble USPS part1c1pants take the product for an umntended purpose o

‘The known and potent1al rrsks of ellglble USPS partlcrpants and thelr household members not

- +being able to store; -prepare, and use: doxycyclme hyclate tablets in accordance w1th the -

emergency use instructions and home ‘preparation instructions, and of experiencing adverse B

B ‘reactions, is- outwelghed by the kriown and potential t beneﬁts of using doxycyclme hyclate tablets B

as a safe and effective treatment against an otherw1se potentrally fatal aerosolized anthrax attack. .

"~ For the foregomg reasons, it is reasonable to: belleve that the known and potential benefits of the .

: doxycyclme hyclate tablet emergency kits (1nclud1ng emergency instructions and home

S preparatron instructions as authorlzed) for the post-exposure. prophylax1s of inhalational anthrax > . 7 |
S in the spec1ﬁed populatlon outwei gh the known and potentlal r1sks of the product under the terms B

:August 20 2010
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of thrs letter of authorrzatlon

I have also concluded, pursuant to section 564(c)(3) of the Act that there is no adequate,

_approved and available alternative to the doxycycline hyclate tablet emergency kits for post-

exposure prophylax1s of inhalational anthrax ini the specified population. Although doxycychne
hyclate is approved for treatment and post-exposure prophylaxis of inhalational anthrax, the - |
emergency use instructions and hoime preparation instructions included here as part of the
doxycychne hyclate tablet emergency kits are not approved by FDA.

Other products approved for treatment and post-exposure prophylax1s of inhalational anthrax .
- inelude penicillin G procaine, ciprofloxacin, and levofloxacin.” However, none of these products

is approved w1th emergency use instructions. In addition, penicillin G procaine is administered
by injection and fluoroquinolones (ciprofloxacin and levofloxacin) have additional significant f-
adverse events reported following their use, mcludmg adverse tendon effects and rupture '

-inhalational anthrax for the spec1ﬁed popui\tlon

participants and their household members. o : o S
16 See footnote 8. , o ' ' . . -

perrpheral neuropathy, and central nervous system disorders.

:Further Biothrax (Anthrax Vaccme Adsorbed) is indicated for the active immunization against

Bacillus anthracis of 1nd1v1dua1s between 18 and 65 years of age who come in contact with

“animal products such as hides, hair or bones that-come from anthrax endemlc areas, and that may

be contaminated w1th Bacillus anthracis spores. This product is not considered an "adequate,
approved, and available" alternative for several reasons 1nclud1ng (1) the license for Biothrax
does not extend to post-exposure use; (2) the immunization consists of three subcutaneous

' injections given 2 weeks apatt followed by three additional subcutaneous 1nject10ns given at 6,

12 and 18 months; and (3) following the initial injections, time is needed to develop the

antibodies. Therefore, 1 have concluded that there'is no adequate, approved, and available

alternative to doxycychne hyclate tablet emergency kits for the post—exposure prophylax1s of

[~

{

'III Scope of Authonzatlon ' R o P o -

5o . . .

~ Pursuant to: section 564(d)(1) of the Act this authonzatlon 18 11m1ted to the use of doxyc6yc11ne
hyclate tablet emergency kits for the post—exposure prophylaxis of inhalational anthrax'® for

e11g1b1e17 USPS partlclpants in the Postal Module of CRI and their household members.
3

The doxycycllne hyclate tablets authonzed under thls EUA were manufactured by West-Ward '

Pharmaceutrcal Corp. or Mutual Pharmaceutical Co. Inic. and have been repackaged into'unit-of-
use bottles containing 20 tablets (a 10-day supply) by PD- Rx Pharmaceuticals or by Department
of Health and Human Services Supply Service Center at Perry Point, Maryland, consistent with .

-~ current Good Manufacturing, Practice (CGMP) and the Draft Guidance entitled "Expiration -
- Dating of Unit-Dose Repackaged Drugs; Comphance Policy Guide." The productJhas been
,stored under condltlons cons1stent with the manufacturer s labeled storage condltlons and CGMP

o . ) J

, . : o
15 The terms of this letter of authorlzatlon mcludmg\lts scope and conditions, are integral to the conclusions’
regarding the known and potential risks and benefits of the emergency use of this. product in e11g1b1e USPS

/

17 See footnote 3.
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' tamper—evrdent bags uhth the additron ‘of certam wrrtten mformatron o IEEIAN

0

~-and is within its labeled expiration date. Once doxycychne hyclate tablets covered by th1s EUA
~ have passed their explratlon date they are outs1de the scope of this EUA. y .

L
ASPR w1ll determme whether to 1mt1ate d1str1butron of product under this EUA to part1cular CRI ,
locatlons based on: : o 8 -
o (a) whether the mumclpallty has submltted a Strategrc Secunty Plan acceptable to USPS (
-and ASPR; '
(b) whether the mumcrpahty, in collaboratlon w1th pert1nent State pub11c health ofﬁc1als
local law enforcement agencies, USPS, ASPR, and other appropriate entities, has
developed a mutually acceptable set of pollcres and procedures for recruiting USPS
participants, screening them for ﬁtness to receive doxycycline hyclate tablets, providing
- the doxycycline hyclate tablet emergency kits to eligible USPS participants and their
household members, and maintaining the readiness of the participant force. Policies and
procedures must also include screening for fitness to receive OSHA-required personal
protective eq1u1pment (PPE) (i.e. N95 masks) and provision of PPE to el1g1ble USPS
participants;’
(c) whether ASPR has determmed that it has sufﬁcwnt funds to cover the costs of CRI
Postal Module 1mplementat10n in that location. :

Loy

After the d1str1but10n decision has been made by ASPR and conveyed to FDA, the unit-of-use

~ “bottles will be delivered to secure site(s), where the participating public health authonty(les) will -

assume control over them, Under this EUA, the unit-of-use bottles will be reépackaged and
relabeled”’ into doxycycline hyclate tablet emergency kits by lrcensed health care prov1ders
under the ausp1ces of the part101pat1ng publlc health authorrty(les)

I have concluded, pursuant to section 564(d)(2) of the Act, that it is reasonable to belreve that the

known and potential benefits of the doxycycline hyclate tablet emergency kits, when used for the
post-exposure prophylaxis of inhalational anthrax, outwelgh the known and potential risks of the

~product for the populatlon descnbed above.

1 have concluded pursuant to section 564(d)(3) of the Act, based on the totality of sc1ent1ﬁc
“evidence ava1lable to FDA, that it is reasonable to believe that the doxycycline hyclate tablet

emergency kits may be effective for the post-exposure prophylax1s of inhalational anthrax
pursuant to section 564(c)(2)(A) of the Act. FDA has reviewed the scientific information -
available;. 1nclud1ng the information described in Section II above, and concludes that the
doxycycline hyclate tablet emergency kits, when used for the post-exposure prophylaxis of
1nhalat1onal anthrax in the specified population, meet the criteria set forth in sectlon 564(c) of the

© Act concemmg safety and potential effectlveness

The pre -event distribution and use of doxycycllne hyclate tablet emergency k1ts under this EUA"

must conform to and may not exceed the terms of this letter of authorization, including the scope
and the condltlons of authonzat1on set forth below Sub]ect to the terms of this EUA and under

- ®The emergency use of unapproved unhcensed or uncleated PPE or the unapproved use of approved llcensed or
(cleared PPE is niot authorized as part of this EUA.

19 The term "tepackaged and telabeled” will be used ' to refer to the act1v1ty of puttmg umt-of -use bottles nto clear
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~ -/ the c1rcumstances set forth in the Secretary of Homeland Security's determmatlon under section

564(b)(1)(A) described above and the Secretary of HHS's correspondmg declaration under
section 564(b)(1), doxycycline hyclate tablet emergency kits.are authonzed for the post-exposure
' prophylax1s of 1nhalat10nal anthrax for eligible USPS participants and their household members

Th1s EUA w111 cease to be effective when the declarat1on of emergency is termmated under

section 564(b)(2) of the Act or when the EUA is revoked under section 564(g) of the Act. When 4 |

the EUA ceases to be effective, doxycycline hyclate tablet emergency kits will no longer be

~ authorized for emergency use under this EUA, and doxycycline hyclate tablet emergency kits
that have been distributed under this EUA must be collected as descr1bed in thls letter of
authonzatlon s

.IV. Conditions of Authorization

o

‘Pursuant to sectlon 564 of the Act I am establlshmg the followmg condltlons onthiss
: authorlzatlon ;

A. BARDA will prov1de to the\part1c1pat1ng public health authorrty(les) the wntten materials ‘
included in BARDA's October 3, 2008 submrssmn as amended on February 19, 2009, and

S 'authorlzed under this EUA

l {
B. The part1c1pat1ng publlc health authorlty(1es) w1ll conduct an educational and 1nformat10n
“program under appropriate conditions designed to ensure that health care prov1ders or other -
authorlzed dispensers (hereinafter health care prov1ders) d1str1but1ng doxycyclme hyclate tablet A
' emergency klts are 1nformed - ~ :

“(1) that FDA has authorrzed the emergency use of doxycyclme hyclate tablet emergency —

kits for the post-exposure prophylaxis of inhalational anthrax for e11g1ble USPS
~ participants and their household members; =
(2) of the significant known and potent1a1 benefits and nsks of the emergency use of
doxycycline hyclate tablet emergency kits, and of the extent to which such beneﬁts
and risks are unknown for ehglble USPS. part1c1pants and the1r household members :
and '
(3) of the. alternatlves to doxycyclme hyclatc tablet emergency kits for e11g1ble USPS
part1c1pants and their household members and of their beneﬁts and risks.
With respect to condition (2) above, relatmg to prov1s1on of the s1gnrﬁcant known and potentlal
‘benefits and risks of the emergency use of doxycycline hyclate tablet emergency kits, the -
- participating public heglth authonty(l es) will ensure that the manufacturer's package insert is

provided to all health care providers who distribute doxycycline hyclate tablet emergency kits to

~ eligible USPS participants and their household members. With respect to conditions (1) - (3),
~ the participating public health authority(ies) will ensure that health care providers are prov1ded
with the authorized Fact Shect for Health Care Providers. Any revision to the authorized Fact
Sheet for Health Care Providers is subject to FDA's prior approval. The partlclpatmg public
health authonty(1es) will also ensure that all such health care prov1ders are prov1ded -with the
same 1nformat10n as that prov1ded to e11g1b1e rec1p1ents described 1mmed1ately below. -

Y
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C. The partlclpatlng public health authority(ies) will conduct an educational and information
program under appropriate conditions designed to ensure that individuals to whom doxycycline
hyclate tablet emergency k1ts are d1str1buted are 1nformed

- (1) that FDA has- authorized the emergency use of doxycycline hyclate tablet emergency
kits for the post-exposure prophylaxis of inhalational anthrax for eli g1ble USPS
participants- and their household members;

(2) of the significant known and potential benefits and risks of the emergency use of
doxycycline hyclate tablet emergency kits for eligible USPS participants and their
household members, and of the extent to wh1ch such beneﬁts and rrsks are unknown;
and

-(3) of the optlon to accept or refuse adrmmstratron of doxycyclme hyclate tablet
emergency kits, of the consequences, if any, of refusing administration of the product,

)

{

Asa condltlon of thls authorization, the part101pat1ng public health author1ty(1es) will ensure

that, prior to distribution of doxycycline hyclate tablet emergency kits, the authorlzed
information that meets the requirements set forth above is provided to each eligible recrplent
(i.e., in the case of the household doxycycline hyclate emergency kit, the Fact Sheet for 3
Rec1p1ents home preparation instructions, and information placard (or bag pre-printed with ,
placard 1nformat10n), in the case of the individual doxycycline hyclate emergency kit, the Fact
‘Sheet for Rec1p1ents and mformatlon placard (or bag pre-printed with placard information)).
Any revision to the authonzed mformatlon for,potential rec1p1ents is subject to FDA's prlor
approval. ‘. :
D. The part101patmg publlc health authorlty(les) w1ll d1str1bute doxycychne hyclate tablet
emergency kits to eligible recipients through health care providers who are qualified and licensed -
_under applicable state law to dispense presctiption drugs. The health care providers will
dlstr1bute doxycycline hyclate tablet emergency kits under conditions that assure that otherw1se
ehglble recipients are screened for medical e11g1b111ty (including contraindications) and are

; issued prescriptions for the doxycycline hyclate tablet emergency kit. Such conditions shall

7' 1nclude excluswn of a USPS part1c1pant if: o : R

o No medical hlstory and Health Assessment Form is avallable for the USPS
participant or any member of their household; or |
. Doxycyclme hyclate is: contramdrcated for the USPS participant. -

The part101pat1ng pubhc health authorlty(les) must eénsure dooumentatlon of e11g1b111ty or
1ne11g1b111ty to receive doxycycline hyclate tablet emergency kits. If doxycycline hyclate tablets
are contraindicated for any of the USPS participant's household members the USPS participant

~ can still receive the doxycyeline hyclate tablet emergency kit if s/he consents in writing to accept f

an 1ncomplete kit and acknowledges that the household member(s) will have the same-
dependence on whatever commumty-based mass prophylaxis is available to the general public in
an emergency o : } S EEE

S USPS postal carriers are not el1g1ble to receive a doxycyclme hyclate tablet emergency kit if they have not passed i
their N95 mask fit test. See Sectlon 111, Scope of Authorlzatron, above -

{3
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USPS will be responsible for providing copies of the authonzed Health Assessment Form to
potential USPS participants. If they elect to apply for participation, potential USPS participants
and their household members should complete Health Assessment Forms and mail them to the
participating public health authority(ies) at the address provided. Qualified health care:
providers, under the auspices of the participating public health author1ty(1es) will be respons1ble
for reviewing the completed Health Assessment Forms to determme whether potential recipients
- -are-eligible to receive doxycycline hyclate tablet emergency Kits prior, to dispensing such kits to
: e11g1ble USPS recipients . Any rey1s1on of the authorized Health Assessment Form is subject to
FDA's prlor approval.. A health care provider will review with each USPS participant his/her
Health Asséssment Form and the Health Assessment Form corresponding to each family member -
. and will comply with applicable state prescribing laws before authorizing the filling of one unit-
of-use bottle for each eligible USPS participant and household member. See Section D below

- for requlrements regarding repackagl_g and relabeling of doxycycline hyclate tablet emergency T

kits prior to d1spens1ng to eligible re01p1ents

E.. Doxycyclme hyclate tablet emergency kits must be manufactured (re)packaged (re)labeled

~andheld according to applicable good manufacturing practice requirements, except that with

respect to the doxycyclme hyclate tablet emergency kits that will be repackaged and relabeled by
~participating local publ1c health authorities using the . doxycycline “unit-of-use bottles :
manufactured by West-Ward Pharmaceutical Corp. or by Mutual Pharmaceutical Company Inc.
~and repackaged by PD-Rx Pharmaceuticals or by Department of Health and Human Services
Supply Service Center at Rerry Point, Maryland described in this EUA, the Secretary waives .
good manufacturing pract1ce requ1rements applicable to the repackagmg and relabelmg of'such
k1ts sub_]ect to the following requirements :
~ The participating public health author1ty(1es) will be respons1ble for repackagmg
“and relabelmg doxycycline hyclate unit-of-use bottles irto doxycycline hyclate
tablet emergency kits through health care providers quallﬁed and licensed under
state law to dispense prescription drugs. .
e The packagmg and relabeling described below should be performed ina
~ controlled environment such that there is adequate space, llghtlng, and freedom
from debris and from other drug products to prevent mlx-ups or Cross-
contamination.
e A health care prov1der who initially assembles the doxyeyclme hyclate tablet
' emergency kits will do the following:

o The health care provider will determme the number of authonzed
1nd1v1duals in a household eligible to'receive the product using the -
completed Health Assessment Form. The health care provider will

- document the prescrlptlon number, lotnumber, and exp1rat1on date of
doxycycline hyclate for each authorized individual. :
o The health care prov1der will record all prescription numbers for the
household on the Healthcare Provider Quality Checklist.

o The health care provider will be respons1ble for maintaining an

- inventory/drug accountability record. At a minimum, this record will
contain a running total/balance, the date filled, household name, and
number of unit-of-use bottles dispensed to a household. - The prescription

il
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number lot number, and exp1rat10n date of the doxycyclme hyclate
tablets for each authorized individual will also be recorded. :
For the household doxycycline hyclate tablet emergency kit, the health
care provider will place the correct number of unit-of-use bottles of

 doxycycline hyclate (corresponding to the authorized USPS participant
- and each authorized household member) in one clear, tamper-evident

plastic bag. Each unit-of-use bottle will be labeled w1th the appropnate
authorized individual's name.

_For an individual doxycycline hyclate tablet emergency klt the health
_care provider will place one unit-of-use bottle of doxyeycline hyclate

tablets in a separate clear, tamper-evident plastic bag for the authorized

. USPS participant for segure storage by the USPS at work. The unit-of--

use bottle will be labeled with the authorized USPS participant's name.

_For the household doxycyﬁhne hyclate tablet emergency kit, the health

care provider will place the Fact Sheet for Recipients, home preparatron
instructions, and MedWatch Form 3500 inside and in the outer pocket of
the clear, tamper-evident plastic bag; and, if the bag is not pre-printed

“with placard information, the health care prov1der will place the

information placard inside the bag facing out so the wordlng is plamly
visible.. - .

" For the 1nd1v1dual doxycychne hyclate tablet emergency k1t the health -
- care provider will place the Fact Sheet for Recipients and MedWatch

Form 3500 Form inside and in the outer pocket of the clear, tamper- .
evident plastic bag; and if the bag is not pre-printed with placard
information, the health care provider will place the information placalrd
inside the bag facing out so the wording is plainly visible. .
The health care prov1der will complete the first page of the Healthcare

" Provider Quality Checklist, including signature and date.

The health care provider will not seal the bag, and will give it to the.

~ identified health care prov1der to’ check the contents of the bags as

described below. ’ -

" Before dispensing, a d1fferent health care prov1der will check each doxycychne

o

‘hyclate tablet emergency kit that has been assembled as follows:

Review and verify Health Assessment Forms for eligibility of USPS

participant and each household member to rece1ve the doxycychne
‘hyclate tablet emergenCy,klt

Verify that each unit- of—use bottle is labeled W1th the authonzed
individual's name. SN

Ver1fy the prescription number lot number and expiration date oft the’ ,
doxycycline hyclate tablets for each authonzed 1nd1v1dual on the Health

Assessment Forms. N

Verify prescription numbers for each authonzed 1nd1v1dua1 on the 5
Healthcare Provider Quality Checklist. )
For the household doxycycline hyclate tablet emergency k1t Venfy that

~ the correct ‘number of unit-of-use bottles of doxycycline hyclate tablets

have been placed in, the tamper-evident bag for that household based on.
the number of household members el1 g1ble For the 1nd1v1dual

<
)
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- doxyceycline hyclate tablet emergency kit, verify that the correct unit-of- -
use bottle of doxyeycline hyclate tablets has been placed in the tamper- , ’
evident bag for the USPS participant for secure storage by USPS at Work
o Verify that the appropriate written 1nformat10n is inside the tamper-
-~ evident bags.
‘o Verify that the appropriate written mformatlon is in the outer pocket of
the tamper-evident bags.
- o Ifthe information placard is not pre-prmted on the outside of the tamper-
~ evident bags, verify that the information placard is inside the tamper-
evident bags and plainly visible.
Complete the second page ‘of the Healthcare Prov1der Quahty Checkhst
including signature and date. .
- Seal the bags. , S {

0]

‘OO

Assessment Forms for the household. _
- o The doxycycline hyclate tablet emergency kits may then be d1spensed to
" the USPS patticipant along with reV1ew of the instructions and
mformat1on .
The authorized Healthcare Prov1der Quahty Checklist and placard information will be used. Any.
revision of the authorized Healthcare Pr0V1der Quahty Checkhst or placard information is
subject to FDA's prior approval ;

' F ASPR w1ll record the amount of umt-of-use bottles of doxycyclme hyclate tablets (1nclud1ng

lot numbers) shipped under this EUA to the participating public health authority(ies) for use by

eligible USPS participants and their households. Such records will be made available to FDA for -

inspection upoi request: However, the the participating public health authorlty(1es) respons1ble

for dlstnbutlng the doxycycline hyclate tablet emergency kits wrll prepare, malntam and make

available records and prov1de reports as d1rected by ASPR/FDA.

'G. Once an 1nd1v1dual doxyeycline hyclate tablet emergency kit has been dispensed to an
- eligible USPS part1c1pant USPS will store the individual doxycychne hyclate tablet emergency
kit in a secure locat1on for the eligible USPS part101pant B

~

H. ASPR USPS, and the partlclpatmg public health authonty(les) may only prov1de written

. materials as included in BARDA's October 3, 2008 submission, as amended on February 19,
+2009, and authorized under this EUA. Any revisions or add1t10nal written materials to be

prov1ded by ASPR, IlSPS or the participating:public health authorlty(1es) are subject to FDA's

* prior approval, except that USPS may provide additional materials for recruitment purposes to

the éxtent that those mater1a1s are consistent with the materials included in BARDA's October 3,
2008 subinission, as amended on February 19, 2009, that are authorized underthis EUA. The-
participating pubhc health authonty(les may evaluate activities undertaken pursuant to this
authorization. «, To ensure cons1stency with this authorization, the partrclpatmg pubhc health

, authorrty(les) must consult with FDA before conductmg such evaluations.

I. The part1c1pat1ng pubhc health authonty(1es) w111 conduct an adverse event momtonng and
reporting program des1gned to ensure that adverse events and med1cat10n €rrors assoc1ated with
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the use of the doxycycline hyclate tablet emergency kit are documented and reported within 15
days tO\MedWatch through www.fda.gov/medwatch, by submitting MedWatch Form 3500 in
hard copy, or by calling 1-800-FDA-1088; and that any such report identifies the product as
"doxycycline hyclate tablet emergency kit" and includes in the description of the event the
designation "USPS-CRI EUA" or "USPS-CRI Emergency Use Authorization." As part of this
program, health care. providers will be prov1ded copies of MedWatch Form 3500, recipients will
be instructed to report if they take any of the ‘doxycycline hyclate tablets in their emergency kit

-and experience an adverse event or medication error, MedWatch Form 3500 will be included in

each doxycycline hyclate tablet emergency kit, and rec1p1ents will be provided with a toll-free

* number for contacting a health care provider if they experience an adverse event or medication

error.. The participating public health authority(ies) will maintain associated records until

* notified by FDA and will make such records available to FDA for inspection upon request.

I The partlcipatlng oubhc health authorlty(les) will periodically verify and document that any

undistributed doxycycline hyclate is within its labeled expiration date. The participating public o

health authority(ies) will maintain any associated records until notified by FDA and will make
such records available to FDA for inspection upon request. Appropriate local public health
authorities will periodically Verify and reconcile drug accountability records.

G

K. USPS will be responsible for providing USPS partlclpants every six months with the Form

entitled "Questions to Determine Status of Your Household Antibiotic Kit (HAK)" (Kit Status
form) to document whether (a) they have stored their kits as 1nstructed (b) they are able to locate

{thelr kits readily; (c) their kits are intact; and (d) the doxycycline hyclate in their kits has not
explred “USPS participants should complete these forms and mail them to the participating )

public health authority(ies) at the address provided. The participating public health

* authority(ies) will ascertain the circumstances surrounding non-compliance for USPS
. patticipants who (a) report loss of a kit; (b) report use of doxycycline hyclate from the
- emergency kit in the absence of instructions to do s0; or (c) fail to return a completed Kit Status
Form. Depending on its ﬁndlngs ‘the participating public health authorlty(les) may disquahfy
' an individual from further part1c1pat10n If the doxycycline hyclate emergency kit will expire

before the next 6-month follow-up, a new doxycycline hyclate emergency kit will be prescrlbed
for e11g1b1e patticipants in accordance with paragraph D and the other terms of this letter.. In

- such cases, USPS will be responsible for collecting such kits and turning them over to the -

participating public health authority(ies), which then will be responsibl¢ for accounting for them
and disposing of them as instructed by ASPR. The participating public health authority(ies) will
maintain drug accountability records The participating public health authority(ies) will also

sascertain whether there have been any adverse events or medication errors associated with the

doxycycline hyclate tablet emergency kit. If any ‘such adverse events or medication errors have

~ not previously been reported to 'FDA as outlined in paragraph H, they must be reported within 15
‘days to FDA. FDA has authorized ASPR's Form entitled "Questlons to Determine Status of

Your Household Antibiotic Kit (HAK) o (K1t Status form). Any revision of the Kit Status form
is subject to FDA''s prior approval. USPS, in conjunction 1 with appropriate local public health
authorities, will be responsible for ensuring that completed Kit Status forms are maintained until
notified by FDA. A report summarizing the information collected on Kit Status forms under this
paragraph will be submltted to FDA within 30 days of gathering such information. Associated ,

records w111 be made available to FDA for 1nspect10n upon request.

b
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L. USPS will be responsible for eollecting any expired doxycycline hyclate tablet- emergency
kits and turning them over-to the participating public health authority(ies). - The participating
public health authority(ies) will be responsible for disposing of expired doxycychne hyclate
tablet emergency kits as instructed by ASPR at that time. The participating public health .
authority(ies) will ensure that drug accountability records are maintained and reconcﬂed Such -
records shall be made available to FDA for 1nspect10n upon request ' :

M. USPS and the part1c1pat1ng public health authorlty(les) will be respons1b1e for ensuring that
completed Health Assessment Forms, Healthcare Provider Quality Checklists, and any other
records associated with this EUA are maintained until notified by FDA. Such records will be

" made available to FDA for inspection upon request. - o

N. Asa condltlon of this EUA, all —advertlsmg' and promotional descriptive printed matter

relating to the,use of doxycycline hyclate tablet emergency kits authorized under this EUA shall

[ — v

regulations.

- be consistent with the Fact Sheets, home preparation instructions, and placard information, as

well as the terms set forth in this EUA and other requrrements set forth i in the Act and FDA

O. Upon termination of the declaration of emergency under section 564(b)(2) of the Act or upon
revocation of this EUA under section 564(g) of the Act, USPS will be responsible for collecting
all doxycycline hyclate tablet emergency kits and turning them over to the participating public
health authority(ies). The patticipating public health author1ty(1es) will dispose of doxycychne
hyclate emergency kits as instructed by ASPR at that time. ;The partlcrpatmg public health

“authority(ies) will ensure that drug accountability records are mainfained and reconc11ed Such

records will be made ava11ab1e to FDA for 1nspect10n upon request. ‘ T

'P HHS w111 not1fy FDA of its decision to add a CRI locat1on and its dec151on to 1n1t1ate .

distribution of doxycychne hyclate tablet emergency kits under this EUA to partlcular CRI

? locatlons

N - \

- The emergency use of doxycyclme hyclate tablet emergency k1ts as descrlbed in this letter of
'authorlzatlon must comply w1th the condltlons above and all other terms of thls authorlzatlon

V. Du’ratlon of Authorlzatlon \, ;

_ This. EUA will be effective until the declaratlon of emergency is terminated under section

564(b)(2) of the Act or the EUA is revoked under section 564(g) ofthe Act.

o : Margaret A. Hamburg, MD. T /
Commissioner of Food and Drugs
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