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REGULATORY ISSUES

REGULATORY 1SSUES RELATED TO

CONTRACEPTIVE DRUG PRODUCTION
formwlazed for wikdlife, either chemical compounds fur-
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The CVM/FDA and APHIS/AUTSDA have agned 3 Memorandum of Under-
askest to file applications to both agencies, explainmg the product and label claimes.
The agencies will subsequenthy interact and decide which will ke the regolacory
which of them will azume msponsibility for oversight of the product, the spon-
pox shoubd request & conference with that agency for review of the intended de-
veboprental sudics and oo agree on dw dats needed on efficacy, safety, and man-
ufacturing process. These data roguirements may differ somewhat between
CVM/FDA and APHIS/TISDA. An exarnple of such a contraceptive product is
an antigonadotropm-releasing bormone {ang-GaPH) vaccme that was recently
approved for sale by APHIS/USDHA for nse in male dogs.

Sponsmws for the development of any Bew contraceptive andmal lealh diwg
or vaccine invended lor appeoval by CWAFDA for sale mst, as 2 fist sep, fle
an Investgational Mew Aninal Dirag Application (INATHW) with the CVM (wrow
fida.pov/ ovm/guidance /published htm}. An INADA allows for the meerstate
shipment of the new drug, which & exsential for conducting the required efficacy
and safety studies. If the new drog is nsed in animals that may produce or may be-
come human food Parhich includes deer, elk, bison, and waterfinwl), the product
akso may be subject o gme-consumng and expensive safety and residowe studies.
Al draps meay be evalaated for thedr puotential eovipoinmerital vaspact, although this
latter requimement can oficn be waived by pequesting an cxemdion Gom per-
forming an ssessment of environmental impace. Similer steps muose be nken with
APHISATSIAL

If this IMADA phase 1s successdully concluded {usually after 3 to & years), that
is, the drug is efficacions and safe and can be produced @ FIA smandands, the spon-
pox can file 3 MADA (Mew Animal Drug Apphicamion), CVM/FDA has been en-
titled o charpe a user fee for granting s new product spproval, A waiver has heen
granted for products inkended onby for minor species, which inchudes wildhife.
Hovwever, the road to approval still & filled with hordles that could ke several
oE Years.

The regulation of animal health drogs in Canada i the nspomsibiliy of the
Veterinary Drruge Directorate {VODY), a division of Heslith Canada'’s Health Prod-
ucts and Food Branch, The approval process in Canada closely resernbles that of
the United States. Dam om safety, efficacy, and manufacturing generated in the
United Staces are usnally accepted, although the VDD often requines that at last
one pivatal clinical stady be conducted in Canada. In contrase to the siruation in
the Uniged Seates, Canada has a pay-as-you-go system i which every step in the
approval process generates fees, whicl ace due at the tme of solaission

R ———— e Y

The ELT drx
exthier for dhe
(CVMP) in L
fir mew chem
st pass 3 £
aid indior oo
be used, the ©
mines the ext
Pm'l.":l.ﬁsﬂlﬂ
fromn hiers ext
coutey) or B
proval wll be

nended i the
et fashion, 2
peointid by th
drag are s
uf:ppmm!n

B sparsor’
nl:l..ﬁ.'.amhlll.l'.f
amd manpos
ardmals, the
abbresiared 1
erinary Med
drug statos
e Eive |

A, differen
for e in
Srates via a |
to prescribe
cally prohib
ate e e
avemae b b
B the emer
may providk
domestic an

noni-food-p
this drag w




F3a 4R

¥

=

REAFE FoiF

gra

E

m O @ m

mmm:ppmﬂthdﬂhmmmamdmmﬁhhwl
({CVMP) in London, or with 1 of the 1B natininal regulaiory agencies. However,
for new chemical ingredienss thas have never before been used, the compound
s pas @ safery assessment of the central BLT agency [CVMP). Based on data
mlinﬁamuﬁtnrhupmhumpmuid:miﬂtminﬁﬂchﬂxﬁquﬁn
be wsed, the compound will be asigned oy bists (Schedubes) | to IV, which deter-
e the extent of animal, handler, and consumer safery data required for ap-
proval, As outlined earlier, the sponsor cn chcar further hisedles rovmnd appeoval
from here either nationally (through the regulasory agency in each individual
MTFWEU%MM@ME?MH.EMHW,MWE ap-
poowal will be circulated to all ELI member stares, which can deny approval indi-
vidhaally within 90 days. The kind of data roquired in the EU is similar to that
mddm&rﬂﬂﬁhﬁhbutﬂnhﬁmﬂnﬁunhumhpmmmm:dﬂha
ent fashion, and the data are evalusted primarily by experts and committess ap-
pomited by mag:mnmmu'mmdaﬁmumamptmrﬂjnnam
drug; are wually accepted, but evahuation of & new dirug file 15 costly, irrespectone
of approval or rgjection,

A spomsors decision to take thege roads to the approval of 2 new drug i based
an feasibility: does the anticipated return justify the wvestment in tine, money,
andmmpﬂlﬁ?luﬂmauufmm:epmmuﬁnmmhwﬂﬂjﬁwm
mirmh.rh:mrn-hdaﬂhrnepﬁw.mlhﬂedmmdu a somsewrhat
sbhreviated roure under the peneral umbrella of “minor species™ (Center for Vet-
erimary Medicine 1999). However, in the EU the law does not allow “orphan
drag status” that is, the recognition that for econuandcal ressons an abbrevintesd,
inexpermive approval proces is needed.

A different svenme o new O existing contraceptive drgs or vaccimes, approved
fntumhhmurdmmﬁ:udmah,ha:hem:ﬁhﬁhﬂ?npmcﬂhuhpﬂnjmd
Suu:vianpmmdut:caﬂcd:m:—hhddmgme.mmﬂuﬂmmﬁm
tes presceibe such drugs for other species, provided thar mch wsage B not specibi-
cally prohibiced {Center for Vetsrinary Medicine 1994), is safe, and does not cre-
ste tasue repidnes in animal products destined for human consumption. Another
mmh:]pemm;ﬁﬂaﬁﬁrfufddmmdmpﬁbtwihﬂﬁmdmmimih
s the mﬂgﬂ'ﬂnf:m@nﬂr&qmwhﬂ.hmﬂm prescripons,
mrpmvidemhdmg!mdwfuuﬁmmmﬁﬂcﬁxthznmufmn-
donpestic amrals.

Rmﬂﬁﬂ‘-’hﬁnud:ltknﬁwnm!ru&ﬂﬂim unapproved drugs in
non~food-producing animals sy proceed without notification of the agency, if
dﬂidmgudunn:hcﬂtmbjmnhfmm,hauﬂnmmﬁnguﬁq
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atud the avnidance of food msidees ane required, and detailed records of drug ship-

I ments and drog effects are desirable.
] Spomsors interested in the wse of an approved onimal health drsg i 00 ani-
W h mhmwikﬂif::pedufnwhi:hhhﬂnmhmspuiﬁmﬂrapprmﬂdmnhtﬁn
an INﬂmﬁmﬂmﬁrﬂtiﬂmﬂd:ddnlngrueudr.nﬂeqmmlmu
i Wﬁﬂ.}l,huﬂﬁnmmhntﬁ:rmudﬁsnﬁdaddiﬁwﬁurmmﬁm:h.hmihh]e
C undﬂdﬂalmhmﬂLludiﬂduﬂimmﬁﬁMmqnhuh:meMEx#m
contra purposs from CVML
contrai In Canada and i the EL natinnal regulatocy agencies can be pegitonsd o im-
puﬁthugtnnﬂsﬂcdrﬂmhmnutﬁtinﬂxirmmﬂ.ﬂnnﬂiﬁmﬂnfmaﬂ
wild ar precautions faken must be outlined in detail, and 3 user fee might be sequired
“‘“::: CONTRACEPTION AND ANIMAL WELFARE
o InﬂuUnit:dEtm:.mimahbtthmn:iinmmﬂmmmmdundﬂtb:ﬁur
contra rual Welfime Ace, which requires hat research be conduczed undey protocels ap- ¢
includ proved by an Institutional Anitnal Care and Use Comumittes (LACUC), Guade- i
pll‘l.l‘l:l[! lines can be ﬁmdhpuhﬁa&rﬂmchndmnflhuﬁmlhﬂtmhﬁuuﬂﬁi -
The ct {(1996), the Manodal Instinates of Health fioe the Public Health Service (1996). and
the Federation of Amimal Science Societies (1909). Testing of new contraceptive
EantrE methods in many cases requires JACUIC review and approval.
the be I Exsrose, & mumber of countries have recendy passed revisions of animal wel-
Faee laws, which explicitly ban surgical procedures in all animals onles chey are
Using medically indicared. Techmically, this includes comtraceplive procedurcs such 28
comp ovariectomy, ovariolysteTectoeiy, Castrabon, Vasectoey, and penile desiation.
tromvermssrts had mhp:ﬁﬁuﬂdmaﬂm:piﬁugandmur:mginpmwiﬂ:m:
relate ammmmmpﬁqﬁmmmmmnnﬁm
ethics ovariectonty can fonestall the occurrence of uterine pathology and mammary tui-
[ssue mioes in female carnivores. Castration can bessen the chances af prostace hyper-
orgar trophy and tumoes and aneliorare aggression in male dogs. 1o male cats, Castra-
= L&mfan;hnprﬂcnhhumemjﬁngispnﬁngﬁmim}.wi:hhmmﬂimum
imters G
popu Castration in pigs & under attack in Europe; the traditional cuting of weck-old

uﬂ:pﬁﬂeuﬂgbthmmh{ﬂ:n}mucmhﬁurmumdempz
Surgical remowal of gonads m any a.nim.l.l.mighrbmuntnml:wdﬂmmﬂy.
Hesce, chemical (pharmacentical) and biological, that 15 wiccine-hased, contra-
ctprilm.mwllidld'lilhatlsdadﬁ[ed.majmctnplzyam:iﬂmwﬂmlz
Enwnmﬂmfdnmndcmhmh:umlluwiﬂii&.




CAPTIVE WILDLIFE

The feve of local regulations for contruceptive use in zo0s is less complicated
than for free-ranging wildlife, for many obvious reasons. The memership of the
antmals rests with the zoos and not with sate oe federal entities, excepe the few
that are 1o LTS Pish and Wildlife Sernce or NMadonal Park Service endangered
sprcies recovery programs (for example, black-foated feeret, Mustels nigripes; red
wolf, Canie mufiis; Mextican wolf, Canis lupss baileyd), Cerrainly none of the am-
mzk in roos can be contidered food snimals, and all dregs sdminstered to col-
lection animalk are usder the direct sopervision and o the order of the lcensed
00 veterinarin,

Under the Federal Animal Welfare Act zoos are included under the provision
of Class "C" {exhibinor}. Howewer, the precise segulations for the nse of experi-
menkal dengs or nonlabel vse of drogs for most captive exooc species 18 oot
specifically addressed in chis act. The Act satest " Amimal means amy bive or dead
dug, cat; nonhumsn primate, guinea pig, hamster, rabbit, or any other warm

Hlooded animal, which is being wsed for rescarch, teaching, testing, experitsenti-
tion, of exhibition purposes, or a8 a per.” Thas, the we of experimental comtra-
ceptive dmgs in warm-blooded zoo animals nominally fall under the Animal
Welfare Act, and that would include the wse of momcommercial drogs being used
experimentally. Accordingly, this imterpretation requires thar 2005 provide over-
sight through an Instmetonal Animal Care and Use Commistee {JACUC) or a
similar body before experimental contraceptive drugs are applied to collection ao-
tmals, Any contraceptive drug or vaccine that is segistered under an FDMA-iswed
Ivestigatinnal Mew Amimal Drog Apphcation ([IMADA) or a Mew Ammal Drug
Application (MADA) falls within this interprecation, Most zons abeady comply,
slthongh the oversight commitecs are often given names other than TACUIC,
such a5 animal care committee. This instimational responsibiliey 3 in addition to
comphiance with other federal segulations regarding the wse of experimencal
drugs, through use under an INADA or NAIDDA as discussed carier.

FREE-RAMNGING WILDLIFE
e of the mnst poordy undersrood aspects of free-rmpmy wildlife contraception
i the regulstory process. The regulatory oversight for the testing and application
of contraceptive drugs becomes considerably more complicated with fiee-ranging
wildhife because of isues such a3 ownership of amrmals, legal authoeity for man-
sging the animak, classfication of some species {such as e whire-mailed deer,
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Chfovoiless piglniame) as food animals, and the often confusing manageient au-
and the loctbon &[ﬂw;ptﬂu.nmwmmmﬂmmuﬂw federal,

hwm%humptﬁumhﬁdcrﬂﬁnmlﬁﬂﬁmﬂctmdﬂmh

E:::ﬁnmm:igh,thy:hrimtihﬁm:llhﬁ”ﬂ.min academic instibutions en-

EAEnE i animal msearch, there must be an IACUC, and in most bur noe all of

m“m,hmmhwdmmmmmwmﬂﬁxm—
search with free-ranging antmals regardless of whether they legally fall within the
domaim of the Antmal Welfare Act. This decision is sienply a resporsible action on
thee part of the insimtions, which seek to meet the intent of the Asdmal Welfare
Act rather than the leerer of e law.

Thr“mm:hip'nfﬁnpc:ﬁsi:nfviuﬁmpm.udﬂm{m:hmmm
dwmmﬁummzmmmmmm@mq
wildkife not living on federal band s logally onder the management suthocity of
stare fmh Mnﬂdﬁ.&dmmmb&tﬁmﬁdﬂﬂwﬂkuﬂmm
Thus, a potential wildifi conmraceptive project on nonfederal kod misse have ap-
lebydtpmﬁrmmehﬁEWMImmtﬁe
place. The rwo requirements most often quoted by state wildlifi agencies are prior
“approval”™ by the FLMA and a requirersent for mardking sach meated animal.

ﬁwmmmhawund:nmndﬂmmmypmmdmwm-
ing of an INADA in the context of wildhife contraception, which has led m
mmmense problems, The state wsually wzmes “approval” means that 3 deuy has
Pmmdth:w;hdr:mﬁmFtH\dmg—mﬁngmmmdh::bﬂnanmmdhule
uaﬂmr:idpmdua.ﬂmnﬂ:udwﬂmﬂnnmnfﬂtmm which
ﬂhﬁhmdmwcmmﬁm&qhnwimlnmdm
wdupmmlmﬁutﬁuimmdﬂﬁnm.ﬁqmihmmw.
county, municipality, and even park regulations must alio be considered. Ohite 3
few potential deer contraceptive projects luve noe materialized because of local
firearms ordinances, which abso apply to capture goms, of in 2 few cates the ondi-
nances had to be altered for chis specific purpose.

For animals living within certsin federal reservarions, such as naronal parks,
rﬂiunﬂﬁrzm.wihﬂﬁzmﬁgu,ﬂmenuﬁfhndm#nmtiMMnﬁm
rescrvations, however, there are individual and specific requirements for the test-
hgiﬂdippﬁﬂﬁmnfumm:-npﬁxmﬂntpmﬁu—mmwﬂdﬁﬁabw:mdh—
mdm&ﬂ:mmmdthmuguhﬁcmm&mmﬁrm umit. Managers of
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wikdlife ¢n federal reservations have the legal right to manage their wildbife a5 they
ser fit, without interference by srare agenches. However, the federal IgEncy may
wikantarily chooss to seck state cooperation and state approval, Thas, coctracep-
twe projects ofl federal kands may become extremely complicated depending on
Htﬂﬂia.mﬁdﬁrmmng:n,

Scame: domestic and foreign nanomal parks nointain ethics committees, similar

i UMmmﬂmmﬁ,a@mmw.hﬂ-

.lqﬂr,dﬁpiﬂ.iﬁmnirpﬁwmmhhﬁmm&-kﬁﬁmguﬁrtmquhtdnp-
prorval by boths & Seuth African National Parks Board reseasch commirtes and an
ethics committee. Similar contraceptive sescarch with wild horses in rwo US na-
tonal paris sequired rview and approval by the Resource Manapgement Division
ok the parks. White-tailed deer contraceptive rescarch and wild horse contracep-
e research in two nagonal parks in the United States required additional ap-

~ proval by the regional scientist for each region.

Within national parks, the remote delivery of contraceptive drogs nuy only be
performed by persons who have been trained in the chemical immobilization

. oourse sponsored by the US Mational Parkc Service or s equivalent. Eacly re-
. wearcher must then be certified within the national park where the research proj-
| ot & occurming, by pasing a delvery equipment test and receiving written

tertification by the superintendent of the park.
Enall these federal reservations, the Natsonal Environmental Policy Act (NEPA)

| fequires an emironmental impact statement (BIS) or an environovental assesment

{EA} before comtraceptive drugs may be apphed to free-ranging wildlife. This re-

' quirment i the repumsibility of the managing agency. Within the Diepartment
. of the Imecior, which inchsdes the Narional Park Service, the Burcau of Land
¢ Mmagement, and the Fich and Wildlife Service, the primary rescarch mission
- rests with the Biological Resoarces Division of the US Genbogical Sarvey, Ap-

pemaal for wildlife contraceptive projects may abo require some level of review

aul approwal by this groap, as cestainby is the case for the Bureau of Land Man-

sgement i regand o wild hotse contraceptive research,
Tows Brial regmlatory levels renain withn the domain of free-ranging wildlife

. contraception, and, although neither carrses the force of lew, they remain the most

poweriul influences an whether wildlife contraception research occurs or is ap-

* pird, The first of these infloences originates from the research team and beings
. mtn focus cahical considerations, Often wildlife contraceptive research groups are
- mked o consider prajects with specific species or in Iocations where there are
~cear ethical dirsensdions that are not resolved. Should deer be subjected o Bertil-
i ity comtrol because they eat ornamental shrubbery or because 5 municipabity will
not educe 1 spoed Bmit in 3 high-density arca? Should wolves be subjected 1o
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fertility control because they comsame caribou far which a state sells hunting Ii-
censes? Should seals be subjected to fertility control because they eat food ivers
fiox which commerdial Gshermen compete? Should an endangersd species ever be
confracepied? Whe mukes the decisions, and what are the criteria for decison
miakisg? These are hot 2 few of the ethical isues surrounding, wildlife contracep-
tion, andd the mesearch team mast be prepased to accept the responsibility of an
ethiral svaluation of its potental actions. Oue serious question that all scientists
must ask, and this certainky applies to those engaged in wildlife comtraceplion, i
whether the agency for which the nesearch is being carried oue plam o use the
technology responsibly.

Finally, there & what we might call the “cowrt of public opinion” which &
without doube the most powerful regulstory force of all. In the final snalyss,
wildlife does niot belong t state agencies, or to park superistendents or to anemal
welfare groups, and certzinly oot to the scenbsts whe pursue this seemingly
bizarre approach to wildlife management. Mone bas sxclusive claim to wildlif.
Ins the final analysis, wildlife belongs to a larger public, and their concerm and
ideas cannot be ignored.

Hmﬂﬁkmhmahrpuimﬁmﬁmm:mﬂwh&uﬂmmw
cmn'nnept'-ﬂlnurhanimucfﬂ:: Uaited States, where it has mached epic pro-
partions. Much of the conffict seems to be centered about the general concepes of
lethal versus nonlechal approaches, although the larger issue of whether to man-
apre at all oftcn surfices. Begardless of the larger public’s rght to have a sy in the
management of the wildlife # ulrimarely owns, 3 good deal of the information
surrounding wildlife contraception cotnes o the public from highly sensational-
ized media bype, Meverthelas, ance the public makes a decision, whether cormect
or incarrecr, whether i the best interests of the wildlife or not, this body cn cre-
ate mtemie political presures from the highest levels of government, Animal
lowers loblyy fior nonlethal cantrol, swhile hunters and stave wildlife agencies fear 3
loss of hunting opportunity. Ranchers want fewer wild horses on land that they
s fior livestock grazing, and horse advocacy grougs want uwooe horses. Some seg-
msents of African society see elephants only 21 an cconomic commodity that can
beings iscome from hides, meat, ivory, and hunting, but an equally large segment
sees elephanis a3 Aol tresgres and secks ponlethal controls. In each case the
various public growps act to uilize the political process and place pressures upen
state and federal legislagive bodses 1o bring about the mode of management that
each seeks.

The salient point of bringimg intn fveus the regulatory forces of the pablic do-
rmain i that the scientist must navigate a careful course through these forces if the
technology 1s ever 1o be applied. It is a fcs that most scienties engaged in wildlife
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ally do ot gee very far down the reseanch road before the legal coxisraints. be-
mﬂﬁmuﬂ&n.ﬁmﬂmﬂdﬁﬁmﬂhhhwhmuh
tﬂd.pﬂhﬂpbﬂﬁﬂwﬂ!cmumpﬁvfmmrmpﬂmuﬁ!ﬂlﬂﬁmddﬂhﬂr
mﬁhhuﬂﬁhhmuﬂhﬂﬂtcmmtmﬁwwmmhwmﬂw
danFBﬁunkﬂHis:pﬂim:pﬂuELEwni'ﬂt?EﬂFmﬂthgilmnhwﬁ
uumﬁdmﬂnmmﬁnd:huﬂuweﬂuufpuhlicnpimmmﬂrnmm
higﬂrmﬂdpmmdmnmdmﬂtmnhmrﬁmhnppmhhqud
ﬂ::m.d:ﬂlbft}tpuhlﬁ:mﬁtklwhkhwmtmmﬂ]hurhwlqgﬁmﬂjﬂhd:
ut'hﬁ:m:ﬁmurnmmiﬂuﬁmrhﬁlﬂhuuﬂfddmpﬂhliﬂnﬁﬂjhﬂmnpnh
ceptions about the contraceptive oc delivery proces, In the end, public opinkn i
mach like a mold inte which the scientiss st design the cesearch and applica-
ﬁnw&ﬂﬁﬂuﬂhuﬁﬁ.cnmmﬁydmwmﬁﬂﬂﬁﬂ:fﬁtmm
of that msold before they start, not mnch will reguls from even the best scienofic
achasvermenr,
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