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. What |I's Monkeypox, and How Did It Spread in the United States?

Monkeypox is a sporadic, zoonotic, viral disease that occurs
primarily in the rain forest countries in central and west Africa. (A
zoonotic disease is a disease of aninmals that can be transmtted to
humans under natural conditions.) The illness was first noted in a
nmonkey in 1958 (which explains its nane), but, in Africa, serologic
evi dence of nonkeypox infection has been found in nany ot her species,

i ncludi ng some species of primates, rodents, and | agonorphs. Lagonorphs
i nclude animals such as rabbits. African rodents are considered to be
the nost |likely natural host of the nonkeypox virus (Ref. 1). In
Africa, however, direct viral evidence of nonkeypox has been found in
only one native African rodent species (a rope squirrel), but this may
be due to the limted scope of the ecol ogic studies that have been done
in Africa (Ref. 1).

I n humans, nonkeypox is marked by rashes that are simlar to those
seen in small pox; other signs and synptons include a tenperature at or
above 99. 3 degrees, chills and/or sweats, headache, backache,
| ynphadenopat hy (a di sease of the |ynph nodes), sore throat, cough, and
shortness of breath (Ref. 2). The disease's incubation period in humans
is approximately 12 days (Ref. 3). In Africa, nonkeypox has a nortality
(death) rate in humans ranging from1l to 10 percent of the people who
becone infected, although higher nortality rates have been seen.

In May and June of 2003, public health officials identified an
out break of human nonkeypox in the United States. Epidem ol ogi cal and
traceback investigations by State and Federal agencies reveal ed that
the patients becane infected primarily as a result of contact with
prairie dogs that had contracted nonkeypox from di seased African
rodents. The investigations indicated that a Texas aninmal distributor
i nported a shi pnent of approximtely 800 small mammal s from Ghana on
April 9, 2003. This shipnent contained 762 African rodents, including
rope squirrels (Funiscuirus sp.), tree squirrels (Heliosciurus sp.),
Ganbi an gi ant pouched rats (Cricetonys sp.), brushtail porcupines
(At herurus sp.), dormce (G aphiurus sp.), and striped mce (Hybonys
sp.). Sonme of these African animals were infected wth nonkeypox, and
| aboratory testing confirned the presence of nonkeypox in several
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rodent species, including two Ganbi an gi ant pouched rats, nine dormce,
and three rope squirrels (Ref. 23). O the 762 rodents fromthe
original shipnment, 584 were traced to distributors in 6 states. A total
of 178 African rodents could not be traced beyond the point of entry in
Texas because records were not available (Ref. 4).

Sone African rodents nmade their way to an aninmal distributor in
Il1linois who also sold prairie dogs (Ref. 5). The Illinois aninm
di stributor had approximately 200 prairie dogs. Thirty-nine of these
prairie dogs, along with one Ganmbi an gi ant pouched rat, went to anot her
animal distributor in Wsconsin in early May, 2003; it was at this tine
that several prairie dogs appeared to be ill, and several of the
animals died (Ref. 5). By late May, the first human cases began to
appear in Wsconsin (including the Wsconsin animal distributor), with

ot her human cases appearing later in Kansas, Mssouri, Illinois,
I ndi ana, and Chio (Refs. 5 and 6).
O the 200 prairie dogs that were at the Illinois anim

di stributor, only 93 were able to be traced during the traceback
i nvestigation (Ref. 4).

The 2003 nonkeypox outbreak in the United States eventually
resulted in 72 human cases, with 37 of those cases being | aboratory-
confirmed (Ref. 7). Most patients had direct or close contact with
prairie dogs. For exanple, 28 children at an Indiana day care center

were exposed to 2 prairie dogs that |ater becane ill and died. Twel ve
of these exposed children reported handling or petting the prairie
dogs, and seven of these children |ater becane ill with synptons that

were consistent with nonkeypox infection (Ref. 7). In Wsconsin, nore
than half of the human nonkeypox cases occurred through occupati ona
exposure to infected prairie dogs, with veterinary staff being at
greater risk of acquiring nonkeypox than pet store enployees (Ref. 21).
The human cases in the United States included children as young as 3
years old, and 19 people were hospitalized, although sone were
hospitalized primarily for isolation purposes (Ref. 6). The initial
signs or synptons seen in sone patients included skin | esions or fever
wi th drenchi ng sweats and severe chills (Ref. 5). Oher signs and
synptons seen nost often included:

Headache;

Per si stent cough;

Lynphadenopat hy; and

Sore throat (Ref. 5).

Less frequent signs and synptons included:

Pharyngitis;

Tonsi | | ar hypertrophy;

Tonsi | | ar erosi ons;

Mal ai se;

M1 d chest tightness;

Di arr hea;

Myal gi as;

Back pai n;

Nasal congestion;

Bl ephartis; and

Nausea (Ref. 5).
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In general, the human cases in the United States were mlder than
those seen in Africa (Ref. 6), and patients who had been vacci nat ed
agai nst snmal | pox appeared to have m | der cases conpared to those who
had not been vacci nated agai nst snall pox. However, two chil dren
suffered serious clinical illnesses. One child had severe encephalitis
that inproved during a 14-day hospital stay, and another child had pox
| esions on many parts of her body, including |esions inside her nouth
and throat which created difficulty in breathing and swallow ng (Refs.
6, 9, and 19). At least 5 patients (3 adults and 2 children) had
tenperatures greater than or equal to 38.3 [deg]C (100.94 [deg]F) and
rashes conprised of 100 or nore lesions (Ref. 9). One adult patient
remai ned synptomatic for approximtely 5 nonths; the patient becane
asynptomatic only after having a corneal transplant (Ref. 9).

1. How Did W Respond to the Monkeypox CQutbreak?

On June 11, 2003, the Director of the Centers for D sease Contro
and Prevention (CDC) and the Conm ssioner of Food and Drugs, under 42
CFR 70.2 and 21 CFR 1240. 30 respectively, issued a joint order (Refs.
10 and 11) prohibiting, until further notice, the transportation or
offering for transportation in interstate commerce, or the sale,
offering for sale, or offering for any other type of commercial or
public distribution, including release into the environment, of:
Prairie dogs (Cynonys sp.);
Tree squirrels (Heliosciurus sp.);
Rope squirrels (Funisciurus sp.);
Dorm ce (G aphiurus sp.);
Ganbi an gi ant pouched rats (Cricetonys sp.);
Brush-tail ed porcupi nes (Atherurus sp.), and
Striped mce (Hybonys sp.).
The June 11, 2003, order did not apply to the transport of |isted
animals to veterinarians or animal control
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officials or other entities pursuant to guidance or instructions issued
by Federal, State, or |ocal governnent authorities. In addition, under
42 CFR 71.32(b), CDC inplenented an i nmedi ate enbargo on the

i mportation of all rodents (order Rodentia) from Africa.

FDA and CDC issued the June 11, 2003, order to address quickly what
was then a new and rapidly devel opi ng nonkeypox outbreak (Ref. 11). As
the two agenci es becane nore experienced with the order and nore
know edgeabl e about the nonkeypox outbreak, it becane apparent that we
and CDC needed a regul atory approach to prevent the nonkeypox virus
from becom ng established and spreading in the United States and to
nodi fy the June 11, 2003, order, such as creating exenption procedures
to accommodat e speci al circunmstances. Consequently, on Novenber 4, 2003
(68 FR 62353), FDA and CDC issued an interimfinal rule that superseded
the June 11, 2003, order. The interimfinal rule created two
conpl ementary regulations. First, with respect to certain animals that
are in the United States, the interimfinal rule added 21 CFR 1240. 63
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entitled "~ African rodents and other aninmals that may carry the
nonkeypox virus.'' Second, for African rodents that are being inported
or offered for inport to the United States, the interimfinal rule
added 42 CFR 71.56 that is also entitled "~ African rodents and ot her
animal s that may carry the nonkeypox virus.'' W are responsible for 21
CFR 1240.63, and CDC is responsible for 42 CFR 71.56; both sets of

regul ations are intended to prevent the further introduction,

est abl i shnent, and spread of the nonkeypox virus in the United States.

We al so indicated that we woul d revoke or anend, as warranted, al
or parts of 21 CFR 1240.63 if we concl uded that nonkeypox is eradicated
or adequately controlled so that the virus does not becone established
inthe United States (see 68 FR at 62359).

We issued the interimfinal rule under section 361 of the Public
Health Service Act (PHS Act) (42 U S. C. 264). Section 361 of the PHS
Act gives the Secretary of Health and Human Services (the Secretary)
the authority to nmake and enforce regul ations to prevent the
i ntroduction, transm ssion, or spread of comruni cabl e di seases from
foreign countries into the States or fromone State to another State.

[11. What OGther Actions Did the Departnent of Health and Human Services
Take?

A. Wy Did the InterimFinal Rule Continue After January 20, 20047

The preanble to the interimfinal rule stated that:

Monkeypox is endemc in parts of Africa. Therefore, we do not
anticipate revoking the prohibition on inport of African rodents and
any other animals that the Director of CDC has specified under 42
CFR Sec. 71.56(a)(1)(i). However, FDA will revoke or anend, as
warranted, all or parts of 21 CFR Sec. 1240.63 if FDA concl udes
t hat nonkeypox is eradi cated or adequately controlled so that the
virus does not beconme established in the United States. FDA's
deci si on woul d depend on scientific principles for controlling
zoonoti ¢ di seases. For exanple, if the incubation period is known,
then it would be prudent to continue the restrictions for a tine
period that is double the incubation period to ensure that there is
little further risk of infection or restarting the nonkeypox
out break. CDC tests on some aninmals involved in the original Apri
9, 2003, shipnent from Ghana suggest that, insofar as dormce are
concerned, the incubation period may be as long as 2.5 nonths. If
FDA rounds this tine frame up to 3 nonths, and then doubl es the
i ncubation period, there would appear to be little further risk of
infection after 6 nonths had passed with no further evidence of
nonkeypox identified, and FDA would be able to take actions to
revoke or amend 21 CFR Sec. 1240.63. The last infected animal from
the April 9, 2003, shipnent that died from nonkeypox died on July
20, 2003. There have been no identified nonkeypox cases in animls
or people in the United States since that date. If no further
nonkeypox cases are identified in the United States, and if there is
no new i nformati on warranti ng an extension of the 6-nonth tine
period, FDA intends to revoke or anend 21 CFR Sec. 1240.63 as early
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as January 20, 2004, which will be six nonths after July 20, 2003.
At that tinme, if FDA decided to revoke or anmend 21 CFR Sec.
1240.63, it would publish an appropriate docunent (such as a
proposed rule or direct final rule) in the Federal Register. FDA
invites comments on this approach

(Id. at page 62359.) However, the preanble to the interimfina
rul e al so cautioned that:

We enphasi ze that any possible revocation or amendnent of 21 CFR
Sec. 1240.63 may al so depend on new data or new devel opnents. For
exanpl e, various aninmal studies are being conducted to | earn nore
about the incubation period and transm ssion dynam cs of nonkeypox.

If those studies suggest that the period for incubation and

transm ssion may be |onger than 2.5 nonths, FDA could decide to
recal cul ate the date on which it m ght revoke or anend 21 CFR Sec.
1240. 63. Studies are also underway to determ ne whether certain
species that may be infected with the virus, but not display any
synptons, can infect other species. To illustrate how the virus
could spread froman asynptonatic ani nmal, assune that an ani mal can
carry the nonkeypox virus, but that the animal does not devel op
nonkeypox. |If that animal |ater conmes into contact with prairie
dogs, a species which is already known to be susceptible to
nonkeypox, then the prairie dogs could becone infected, and anot her
nonkeypox outbreak in prairie dogs could erupt. Again, if the CDC
studi es suggest that species can be asynptomatic, but still

I nfectious, those results could cause FDA to recal cul ate the date on
which it could revoke or anend 21 CFR Sec. 1240.63.

(1d.)

After the interimfinal rule' s publication in the Federal Register
on Novenber 4, 2003, CDC notified us that it had test information that
warranted our continued application and enforcenent of 21 CFR 1240. 63.
This information confirmed nonkeypox virus infection in several prairie
dogs and in a few animals from ot her species, including a Ganbi an gi ant
pouched rat, dormce, rope squirrels, a ground hog, a South Anerican
opossum and a chinchilla. Sonme of these infections were subclinical
(the animal was infected with the virus, but did not appear to be ill).
Sonme of this prelimnary information subsequently appeared in peer-
reviewed scientific journal articles, and, in a Federal Register notice
dat ed February 21, 2007 (72 FR 7825), we announced the addition of
those articles and other recent journal articles to the docket.
However, follow up investigations confirnmed that the hunman nonkeypox
cases in the United States were not associated with exposure to any
ani mal s except prairie dogs.

CDC al so was nonitoring the progress of a human case where a
patient had devel oped nonkeypox in |ate June 2003, but still had
synptonms 5 nonths later. Conjunctival swabs fromthis patient were
positive (follow ng polynmerase chain reaction (PCR) anal ysis) at 139
days after onset and culture positive at 126 days after onset. This
patient eventually required a corneal transplant (see Ref. 9 which
di scusses this case briefly).

We al so note that, when we wote the interimfinal rule, efforts
were continuing to track down animals fromthe original African
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shi pment as well as prairie dogs fromthe Illinois distributor.
Utimtely, over 170 African rodents fromthat shipnment and 103 prairie
dogs fromthe Illinois distributor were never recovered or | ocated.

B. Were the New Data Available to the Public?

In the Federal Register of April 14, 2004, the Departnent of Health
and Human Servi ces published a notice announcing that the Secretary's
Council on Public Health Preparedness
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(Secretary's Council) would hold a public neeting where one topic would
be " Transport of Possibly Infected Exotic Aninmals'' (see 69 FR 19854
(April 14, 2004)). The Secretary's Council invited FDA and CDC to nake
presentations regarding the interimfinal rule. FDA nade a presentation
to the Secretary's Council seeking its advice on assessing the risk of
nonkeypox in the United States so that we coul d determ ne the
appropriate way to nanage that risk. CDC presented infornmation
concerning the new data, thus making the data publicly avail able. The
Secretary's Council did not assess the risk of nonkeypox; it
recommended instead that the interimfinal rule's restrictions on
prairie dogs and certain African rodents remain in place, although it

al so recommended that we make minor clarifications or changes to the
rule so that prairie dog owners could take their aninmals to receive
veterinary care and to transport their animals in certain situations.
The Secretary's Council did not issue its recomendations in witing.

C. Is There a Ri sk That Mnkeypox Still Exists in the United States?

From m d- 2004 t hrough 2007, nore information regarding the 2003
nonkeypox out break appeared in the scientific and nedical literature.
For exanple, two scientific articles denonstrated that the nonkeypox
virus easily infected prairie dogs and that infection in prairie dogs
coul d occur through contact or through inhalation (Refs. 13 and 17).
Anot her article described the | aboratory evaluation of animals
associ ated wth the nonkeypox outbreak; the authors exam ned tissue
sanples from 249 aninmals of 26 different species and found the
nonkeypox virus in 33 animals (Ref. 23). These animals included three
rope squirrels, two Ganbi an gi ant pouched rats, and nine dorm ce from
t he shipnent of African rodents (Ref. 23). Additionally, 14 of 20
prairie dogs tested were PCR positive for the nonkeypox virus
deoxyri bonucl eic acid (DNA), and infectious virus was recovered from9
of 11 prairie dogs (Ref. 23). In general, prairie dogs al so had higher
| evel s of nonkeypox virus or nonkeypox virus DNA than ot her ani mal
species (Ref. 23). The authors al so found nonkeypox virus DNA in

ti ssues of other animal species housed at the Illinois establishnent;
this suggested that nonkeypox could infect several aninal species (Ref.
23). The article also described the limted, live-trapping of wld

animals that the United States Departnent of Agriculture's Wlidlife
Service and the United States CGeol ogic Survey's National Wldlife
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Heal th Center conpleted after the United States nonkeypox out break.
Trappi ng of 201 animals occurred at sites | ocated near where six hunman
nonkeypox cases (and associ ated captive prairie dogs) in Wsconsin
occurred. No evidence of orthopox virus infection in any of these
animal s was detected. (The term “orthopox virus'' refers to a genus (a
termused in biology to denote a type or group that is above that of a
speci es) of poxviruses. Exanples of orthopox viruses include nonkeypox
virus, cowpox virus, and the variola virus; the variola virus causes

smal | pox.) The Illinois WIldlife Services program conducted further
trapping studies in Illinois at three |ocations |inked by trash
di sposal routes to the Illinois animal distributor. Forty-three animals

were trapped, and all were negative for evidence of orthopox virus
i nfection (Ref. 23).

O her articles (Refs. 14, 15, and 9) shed nore light as to why the
2003 outbreak in the United States was not as deadly as those seen in
Africa; for exanple, there are two different strains (or " "clades'') of
t he nonkeypox virus, and the virus that appeared in the United States
was representative of the less virulent (and | ess transm ssi bl e between
humans) strain insofar as humans are concerned (Refs. 14 and 20). The
risk of infection in humans correlated with the type of exposure to
infected prairie dogs, and nost human cases in the United States were
associated with direct contact to (specifically the handling of)
infected prairie dogs (Refs. 16 and 22). Children (persons under 18
years old) who were infected were nore likely to be hospitalized in
i ntensive care conpared to infected adults (Ref. 9). Additionally,
whil e sone adults had received snall pox vacci nati ons before 1972, it is
uncl ear as to whether chil dhood snal | pox vacci nati ons offer durable
prot ecti on agai nst nonkeypox. Sone articles indicated that there did
not appear to be significant differences in serious clinical
observati ons or conplications between vacci nated and unvacci nat ed
adults (Ref. 9 and 20), yet another suggested that an individual's
hi story of small pox vacci nati on m ght protect agai nst nonkeypox ill ness
(Ref. 21). In brief, the recent publications validate and reinforce the
facts that:

Prairie dogs are easily infected with the nonkeypox virus,
and infected prairie dogs have higher |evels of nonkeypox virus than
ot her infected ani mal s;
Human cases in the United States were linked to contact
with infected prairie dogs; and
Monkeypox is a serious disease, particularly in children,
but the virus inplicated in the United States was representative of the
| ess virulent and | ess transm ssi ble between humans strain.

More significantly, one recent article assessed the risk for
nonkeypox associated with donestic trade in certain aninal species in
the United States (Ref. 18). The authors eval uated the data and
uncertainties concerning nonkeypox and its potential spread to ani ma
and human popul ations in the United States and characterized in a
gualitative analysis the probability of harm based on that data. They
concluded that the risk for further donestically acquired human
infections is lowwth the restrictions that FDA and CDC had
est abl i shed. The authors noted that there have been no new cases in
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humans or animals in the United States since the outbreak, despite the
I i keli hood that some surviving infected ani mals may have been kept
alive by pet owners or deal ers. However, there have been no prospective
surveillance activities that would fully address this question.

V. Gven Recent Evidence, |Is FDA Action Still Necessary?

A. Are the Measures of the InterimFinal Rule Needed Now to Prevent
D sease Spread?

As we explained in the preanble to the interimfinal rule, we
issued the interimfinal rule under section 361 of the Public Health
Service Act (PHS Act) (42 U S.C. 264) (see 68 FR at 62360) to prevent
the spread of conmuni cabl e di sease. Section 361 of the PHS Act
aut hori zes the Secretary to make and enforce such regul ati ons as judged
necessary to prevent the introduction, transm ssion, or spread of
comruni cabl e di seases fromforeign countries into the States or from
one State to another State. We nay regulate intrastate transactions
under this authority as appropriate (see State of Louisiana v. Mathews,
427 F. Supp. 174 (E.D. La. 1977)).

W have invoked section 361 of the PHS Act to regul ate various
activities and articles. For exanple, we have invoked this authority to
prevent the transm ssion of conmuni cabl e di sease through certain
shel I fish, turtles, certain birds, and human tissue intended for
transplantation (see 21 CFR 1240. 60 (nolluscan shellfish), 1240.62
(turtles), 1240.65 (psittacine birds), and 1270.1 through 1270. 43
(hurman tissue)).

Qur regulations, at 21 CFR 1240.30, provide further insight as to
when we will use our comruni cabl e di sease
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authority. The regulation, in relevant part, states that:

Whenever the Commi ssioner of Food and Drugs determ nes that the
nmeasures taken by health authorities of any State or possession
(including political subdivisions thereof) are insufficient to
prevent the spread of any of the communi cabl e di seases from such
State or possession to any other State or possession, he may take
such neasures to prevent such spread of the di seases as he deens
reasonably necessary * * *

Thus, when we issued the June 11, 2003, order and later issued the
interimfinal rule, we acted because we determni ned that neasures taken
by State health authorities, in 2003, were insufficient to prevent the
spread of nonkeypox. W took those actions because infected and
potentially infected animals were crossing State |ines, and hunan cases
were appearing in several States; the multi-state inpact, as well as
the then-rapidly devel opi ng out break, indicated that neasures taken by
i ndi vidual States would be insufficient to prevent the spread of
nonkeypox.

The risk assessnment published in 2006, however, suggests that the
risk of further nonkeypox transm ssion fromthe original events of
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2003, particularly to humans, in the United States is | ow
Consequently, based on that |ow risk, we believe that the inport
controls of CDC s interimfinal rule in 42 CFR 71.56 and routine State
surveill ance and di sease prevention neasures should be sufficient to
prevent further human and ani mal nonkeypox cases. Therefore, we have
concl uded that the donestic controls in 21 CFR 1240.63 are no | onger
necessary, and we are renoving our regulation.

Pl ease note that this revocation pertains solely to FDA's
provisions at 21 CFR 1240.63; the requirenments inposed by the CDC at 42
CFR 71.56 remain in effect.

B. How Many Comments Did W Receive?

The interimfinal rule provided an opportunity for public coment;
this comment period expired on January 20, 2004. W received over 570
coments on the interimfinal rule. W received comments from State
gover nnment agenci es or departnents, zoos, zool ogical associations,
animal interest groups, animal breeders, aninmal vendors, and
i ndividuals, including foreign citizens. The comments reflected a w de
array of differing and sonetines conflicting opinions. For exanple,
nost, but not all, State agencies supported the rule. Mst State
agenci es appreci ated Federal efforts in responding to the nonkeypox
out break, but one State agency criticized the rule as interfering with
the State's wildlife nmanagenent obligations, and another State agency
comrented that it, rather than FDA, should operate a permt systemthat
woul d enable certain aninmals to nove within a State. As anot her
exanpl e, many individuals commenting on the rule either captured, sold,
owned, or wanted to own prairie dogs and objected strongly to the
rule's inpact on the prairie dog trade and to continuing the rule. In
contrast, a few individuals supported the rule and advocated nore
stringent neasures regarding the pet trade, including animals that the
interimfinal rule did not address.

The comments also varied in their conplexity and famliarity wth
the rule. For exanple, the American Zoo and Aquari um Associ ati on (AZA)
reconmended a specific change in the rule for AZA-accredited zool ogi cal
par ks because of the quarantine protocols used by AZA-accredited zoos;
the AZA included its detailed accreditation standards as part of its
comment. In contrast, many conments sinply expressed their strong
objections to the rule, particularly as it applied to prairie dogs,
wi t hout expl aining the reasons for their objections, discussing any
specific regulatory provision, or suggesting any alternative
approaches. Some conments advocated defiance or violations of the rule.
Several coments denied that nonkeypox is a serious disease, although
they offered no evidence to contradict the scientific or nedical
reference we had cited. Ot her coments criticized the rule or FDA
harshly, yet sone criticisnms pertained to issues that were not in the
interimfinal rule or to actions, statenents, or positions that were
m stakenly attributed to us. For exanple, sone comments accused us of
killing or conspiring to kill prairie dogs. Virtually none of these
conments nentioned any other animal covered by the interimfinal rule,
and none offered any evidence to support their accusations.
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Additionally, we received over 120 nore comments on a notice that
appeared in the Federal Register on February 19, 2004 (69 FR 7752). The
notice was a routine opportunity for public comment on the information
coll ection provisions in a rule pursuant to the Paperwork Reduction Act
of 1995. In this particular case, the notice pertained to the
i nformati on we were requiring from persons who wanted our perm ssion to
capture, offer to capture, transport, offer to transport, sell, barter,
or exchange, or offer to sell, barter, or exchange, distribute, offer
to distribute, and/or release into the environnment any ani mals covered
by the rule. Specifically, the notice sought conment on the nunerica
estimates pertaining to the permt information, such as the estinated
nunber of persons who woul d request a permt, the nunber of hours they
woul d spend in preparing a permt request, the frequency at which
permt requests would be submitted, etc. Most coments either
interpreted or treated the notice as either a new opportunity to
conmrent on the interimfinal rule or as finalizing the interimfina
rule. As a result, alnost all coments submitted in response to the
Paperwor k Reduction Act notice focused on whether the interimfina
rule should remain in effect and did not address the collection of
i nformati on under the Paperwork Reduction Act or any of our Paperwork
Reduction Act estimates. Even though nost comments submitted in
response to the February 19, 2004, notice were not relevant to the
Paperwor k Reduction Act and were submitted nonths after the interim
final rule's comment period had expired, we considered those coments
in addition to the corments that were submtted in response to the
interimfinal rule.

Finally, we received seven comments in response to a Federal
Regi ster notice which we published on February 21, 2007 (72 FR 7825).
The notice added new i nformation, primarily in the form of peer-
reviewed scientific literature, to the admnistrative record, and we
invited comment on the information being added. O the seven coments,
only one addressed a specific new reference. (The conment chal | enged
the risk assessnent article discussed earlier in section IIl1.C of this
docunment. The comment opined that the article " “~nmay underestimate the
potential disease transm ssion risk associated with wi|ld-caught prairie
dogs,'' but did not challenge the authors' nethodol ogy or the authors
conclusion that the risk of nonkeypox associated with the 2003
i ntroduction of the virus into the United States was | ow. Rather, the
comrent noted a risk of transfer or inportation of infectious pathogens
risk remains due to illegal inportation of animals, as well as the risk
that domestic wild aninmals, particularly prairie dogs, nmay be a source
for diseases other than nonkeypox, such as plague and tul arem a. The
comment argued that there is no way to estimate the degree of illega
i nportation of African rodents or the legal inportation of other
potentially infected species. W note that the article does address
each of these points.) Mst comrents di scussed issues that were outside
the scope of the Federal Register notice of February 21, 2007, such as
urging FDA to retain its regulation, discussing the invasive
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speci es potential of a Gambian G ant Pouched Rat popul ation | ocated in
Fl ori da, discussing plague and tularema in prairie dogs, or discussing
the pet trade, zoonotic di seases generally, or gaps in Federal

aut hority.

G ven our decision to renove the regul ati on based on the current
evi dence and circunstances, we will not respond in detail to all of the
comrents that opposed the rule. However, we would like to clarify a few
poi nts as foll ows:

Many individuals believed that the rule was unfair because
the Federal CGovernnent did not act against other aninmals that are
capabl e of transmitting disease to humans. These individuals often
argued that the Federal Government did not ~ ban'' cows despite bovine
spongi f orm encephal opat hy (BSE, or "~ "nmad cow di sease'') disease; dogs
despite rabies; birds due to West Nile virus; or other animals
associated with zoonotic di seases. Sone clained that we were
di scrimnating against prairie dogs because they believed a rabbit had
been infected with nonkeypox, yet we did not include rabbits in the
rul e.

As a prelimnary matter, the exi stence of other zoonotic di seases
does not, and cannot, nean that we nust treat all diseases in the sane
manner and at the sane tine. W agree that BSE and several other
di seases cited by the coments raise public health concerns, but that
fact does not nean that we are conpelled to pronul gate regul ati ons for
other or all zoonotic diseases before we can issue regulations to dea
Wi th nonkeypox. In addition, it is inportant to note that nonkeypox, as
we stated in the preanble to the interimfinal rule (see 68 FR at
62353), is a zoonotic disease that, until m d-2003, occurred in central
and west Africa. The nonkeypox virus' appearance in the United States
demanded our imedi ate attention because nonkeypox is a potentially
fatal disease in humans, so it was inportant to prevent the virus from
becom ng established in the United States. West Nile virus is an
exanpl e of how a virus can becone established in the United States and
result in sickness and death. Before 1999, West Nile virus had not been
recorded in the United States; in 2002 al one, nore than 4,000 Americans
had beconme ill, and 284 had died (see 68 FR at 62361). Many ani ma
species also suffered as the West Nile virus becane established in the
United States (id.).

To put it another way, unlike nbst of the pathogens or factors
responsi ble for the diseases cited by the coments, the nonkeypox virus
was new to the United States in 2003, and (unlike Wst Ni|le virus)
could be controlled through regul ati on of hunan activity; as a result,
a regul atory approach was taken that we anticipated would prevent the
virus from becom ng established in the |listed ani mal populations or in
ot her donestic animal popul ations. To the best of our know edge, the
efforts undertaken in 2003 were fully successful.

We al so wish to point out that, contrary to the coments’
assunpti ons, we have taken regul atory action regardi ng other aninmals
and ot her di seases. Those regul atory actions varied dependi ng on the
risk presented. For exanple, we have issued regulations restricting the
sal e and commercial distribution of turtles (21 CFR 1240.62) and
restricting the transportation of psittacine birds (21 CFR 1240. 65)
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because of their potential to transmt certain di seases to humans. W
prohi bited the use of mammalian protein in rum nant feed (21 CFR
589. 2000) and have taken a nunber of additional actions to reduce the
potential risk of BSE in cattle (see, e.g., 72 FR 1582 (January 12,
2007) (proposed rule to prohibit the use of certain cattle material in
or in the manufacture of drugs intended for use in rum nant ani mals);
70 FR 58570 (Cctober 6, 2005) (proposed rule to prohibit the use of
certain cattle origin materials in the food or feed of all animals); 69
FR 58448 (Septenber 30, 2004) (notice of availability of a guidance
titled " Use of Material from Bovine Spongiform Encephal opat hy-Positive
Cattle in Aninal Feed' '); 69 FR 42288 (July 14, 2004) (advance notice
of proposed rul emaking inviting coment on Federal neasures to mtigate
BSE risks)). W also have taken action to prohibit the use of certain
cattle material (such as brain, skull, eyes, spinal cord, and other
material) in human food to mininm ze human exposure to naterials that
are highly likely to contain the BSE agent (see 69 FR 42256 (July 14,
2004); see also 69 FR 42275 (July 14, 2004) (proposed rule to require
manuf acturers and processors of human food and cosnetics that are
manuf actured from processed with, or otherwi se contain nmaterial from
cattle to establish and maintain records sufficient to denonstrate that
the food or cosnetic is not manufactured from processed with, or does
not otherw se contain prohibited cattle materials)). Thus, we have
taken regul atory actions when necessary to protect the public health,
and the nature of the risk presented shaped our regul atory response to
that risk.

Finally, insofar as rabbits and nonkeypox are concerned, we
acknowl edge that a report issued as the 2003 out break was unfol di ng
(Ref. 24) suggested that a rabbit m ght have transmtted the nonkeypox
virus to a human. However, subsequent tests on the rabbit in question
and the human patient proved negative. Consequently, there are no
docunment ed cases of nonkeypox transm ssion fromrabbits to humans in
the United States (Ref. 22).

The 2003 nonkeypox out break was significant because it
involved a potentially fatal disease that had never been seen wthin
the United States. It was inportant to stop nonkeypox from becom ng
established in the United States because, once established, the di sease
coul d becone a greater public health problem |f the virus becane
established in the United States, the potential inpact on humans and
ot her ani mal species could have been significant. In brief, final
anal ysis of the 2003 nonkeypox out break showed the follow ng: (1)
Besi des rope squirrels, additional native species of African rodents
(Ganbi an gi ant pouched rats and dormice) are susceptible to nonkeypox;
(2) prairie dogs are susceptible to nonkeypox; (3) infected prairie
dogs can transmt the disease to humans; and (4) children nmay be
af fected nore severely than adults. Additionally, |aboratory
experinments denonstrated that additional North American ani mal species
are susceptible to nonkeypox (Ref. 23). W did not know, in 2003, and,
in many cases, still do not know, whether the virus had spread or could
spread to other donestic ani mal species (such as rodents) which, in
turn, could expose nore humans to nonkeypox. In short, when dealing
with a novel communi cabl e di sease, trying to prevent the di sease from
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spreadi ng has both present effects (i.e., fewer individuals becone sick
or die) and future effects (i.e., the potential for nore aninmls and
humans to becone infected decreases if prevention efforts are
successful).

Wth respect to the comments that supported the interim
final rule, we agree that the risks of comuni cabl e di sease spread
justified the neasures taken in the interimfinal rule. Because we have
decided to renove the regulation, we will not address the details of
the coments that suggested variations on the permt system or other
nodi fications to the rule. Nor will we address the issues related to
ot her di seases of prairie dogs or to zoonotic diseases in general,
whi ch are outside the scope of this rule.

The circunstances bei ng addressed by nost of the comments
supporting the interimfinal rule have changed significantly, in |arge
part because of the success of the interimfinal rule. As
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di scussed in section Il1.C above, the current evidence supports the
conclusion that the risk of further infections fromthe nonkeypox virus
in the United States is low. Only one comrent chall enged the risk
assessnent that concluded that the current risk is |ow, but that
conmrent did not chall enge the authors' nethodol ogy. Instead, the
comment expressed concern about future illegal inportation of African
rodents or |egal inportation of other animals that could be infected
wi t h nmonkeypox. Although we agree that the risk of future inportations
of animals infected with the nonkeypox virus is not zero, we believe
that the restrictions in 42 CFR 71.56 have been successful, and wl|
continue to be successful, in keeping this risk | ow. Together, the
nmeasures taken by FDA and CDC under 21 CFR 1240.63 and 42 CFR 71.56
have successfully brought the risk of further human or ani mal nonkeypox
infection in the United States associated with the 2003 outbreak to its
current |low |l evel. Based on the evidence, we believe that the risk wll
remain low in the absence of the neasures in FDA's interimfinal rule.
Under these circunstances, including the fact that CDC s interimfina
rule at 42 CFR 71.56 remains in effect, we have decided to renove 21
CFR 1240.63 in its entirety.

V. Environnental |npact Analysis

VW have determ ned under 21 CFR 25.32(g) that this action is of a
type that does not individually or cunul atively have a significant
effect on the human environnment. Therefore, neither an environnental
assessnent nor an environnental inpact statenment is required.

VI. Analysis of Inpacts
We have exam ned the inpacts of this regulatory action under
Executive Order 12866 and the Regulatory Flexibility Act (5 U S.C. 601-

612), and the Unfunded Mandates Reform Act of 1995 (Public Law 104-4).
Executive Order 12866 directs agencies to assess all costs and benefits
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of available regulatory alternatives and, when regulation is necessary,
to sel ect regul atory approaches that maxi m ze net benefits (including
potential economc, environnental, public health and safety, and ot her
advant ages; distributive inpacts; and equity). W believe that the
renoval of the regulation is not a significant regulatory action under
t he Executive order.

The Regul atory Flexibility Act requires agencies to analyze
regul atory options that would mnimze any significant inpact of a rule
on small entities. Because the renoval of FDA's regul ati on woul d
elimnate nost of the small adm nistrative costs inposed by the interim
final rule, we certify that it will not have a significant economc
i npact on a substantial nunber of small entities.

Section 202(a) of the Unfunded Mandates Reform Act of 1995 requires
that agencies prepare a witten statenent, which includes an assessnent
of anticipated costs and benefits, before publishing "~ any rule that
i ncludes any Federal nmandate that may result in the expenditure by
State, local, and tribal governments, in the aggregate, or by the
private sector, of $100, 000,000 or nore (adjusted annually for
inflation) in any one year.'' The current threshold after adjustnent
for inflation is $127 mllion, using the nost current (2006) Inplicit
Price Deflator for the G-oss Donestic Product. W do not expect the
renmoval of FDA's regulation to result in any 1-year expenditure that
woul d neet or exceed this anmount.

We issued a regul ation on Novenber 4, 2003, that nodified existing
restrictions on the inport, capture, transport, sale, barter, exchange,
di stribution and rel ease of African rodents, prairie dogs and certain
other animals in order to prevent the spread of nonkeypox. The deci sion
to renove the regulation pertaining to donestic trade in prairie dogs
and certain African rodents will elimnate nost of the costs of the
regulation to the extent that they have been realized.

In the interimfinal rule, we stated that inconplete data precluded
us from devel opi ng quantitative estimtes of the econom c costs and
benefits of the rule. The analysis of the rule, however, did contain a
di scussi on about the sale of prairie dogs prior to and inmediately
after the June 11, 2003, admi nistrative order banning the sale of these
animals in order to reduce the spread of nonkeypox. In effect, the
anal ysis described the | oss of the market for these pets that resulted
fromthe earlier admnistrative order restricting their further
di stribution. The renoval of the regulation would reopen the donestic
mar ket for pet prairie dogs, which prior to 2003 was estimated at about
30,000 animals per year with a retail value of about $4.5 mllion. The
domestic markets for certain African rodents would al so be reopened,
but the CDC restrictions on the inportation of African rodents woul d
remain in effect. Although we do not have data to estimate the size of
these markets in 2003, the analysis in the interimfinal rule concluded
that they would be fairly small.

The interimfinal rule also allowed for exenptions fromthe rule's
restrictions on trade in these animals by requesting witten perm ssion
from FDA. The anal ysis estimated that individuals requesting these
exenptions woul d i ncur annual adm nistrative costs ranging from about
$3,500 to $6,500. FDA' s administrative costs to process these requests
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each year were estimted at $13,300. These administrative costs will be
elimnated with the renoval of FDA s regul ation

The analysis of the interimfinal rule also concluded that the
regul ation may have a significant inpact on a substantial nunber of
small entities, including trappers and distributors of prairie dogs,
other small animal distributors, and retail pet stores. Mst of these
i npacts will be negated wth the renoval of FDA s regul ation.
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VIl1l. Federalism

FDA has analyzed this rule in accordance with the principles set
forth in Executive Oder 13132. W have determ ned that the rul e does
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not contain policies that have substantial direct effects on States, on
the rel ati onshi p between the National Government and the States, or on
the distribution of power and responsibilities anong the various |evels
of governnent. Accordingly, we have concluded that the rule does not
contain policies that have federalisminplications as defined in the
Executive Order, and, consequently, a federalism sumary i npact
statenent is not required.

Li st of Subjects
21 CFR Part 16

Admi ni strative practice and procedure.
21 CFR Part 1240

Communi cabl e di seases, Public health, Travel restrictions, Water
suppl y.

0

Therefore, under the Public Health Service Act and under authority

del egated to the Conmm ssioner of Food and Drugs, 21 CFR 16 and 1240 are
anmended as fol |l ows:

PART 16-- REGULATORY HEARI NG BEFORE THE FOOD AND DRUG ADM NI STRATI ON
0

1. The authority citation for 21 CFR part 16 continues to read as
fol | ows:

Authority: 15 U S. C 1451-1461; 21 U S.C. 141-149, 321-394,
467f, 679, 821, 1034; 28 U.S.C. 2112; 42 U S.C 201-262, 263b, 364.
Sec. 16.1 [ Anended]

0

2. Section 16.1 is anmended in paragraph (b)(2) by renoving the entry
for " Sec. 1240.63(c)(3) '".

PART 1240-- CONTROL OF COMMUNI CABLE DI SEASES

0

3. The authority citation for 21 CFR part 1240 continues to read as

foll ows:

Authority: 42 U S C 216, 243, 264, 271

Sec. 1240.63 [ Renpved]
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0
4. Renpve Sec. 1240. 63.

Dat ed: August 27, 2008.
Jeffrey Shuren,
Associ ate Commi ssioner for Policy and Pl anni ng.
[ FR Doc. E8-20779 Filed 9-5-08; 8:45 anj
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