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医薬行政の推進につきましては、平素より格別の御高配を賜り厚く御礼申し

上げます。

今般、標記について、別添のとおり各都道府県薬務主管部(局)長宛て

に、通知いたしましたので、御了知いただくとともに、貴会会員への周知をお

願いいたします。
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殿

医薬行政の推進につきましては、平素より格別の御高配を賜り厚く御礼申し

上げます。

医療用麻薬は患者の瘻痛緩和等に有益である一方で、乱用による公衆衛生上

の危険を生じるおそれがあり、特に米国においては医療用麻薬の乱用が大きな

問題となっており、様々な対策が講じられています。我が国においても、非が

ん瘻痛への適用拡大や在宅医療推進等を背景に、医療用麻薬の利用拡大が見込

まれる状況を踏まえ、乱用防止対策を推進することが極めて重要となります。

医療用麻薬の乱用防止対策のーつとして、米国では、乱用を防止するための

特性を有する製剤(以下恬L用防止製剤」という。)の開発が行われており、錠

剤に不正な剤型変更を防止する特性等を付与することにより、乱用を防止する

ことが期待されています(参考1及び2参照)。我が国においても、昨年、乱用

防止製剤の承認があったところですが、今後乱用防止製剤を製造する技術の開

発やそうした技術を用いた製剤の普及が、乱用防止対策の推進において更に有

益と考えられます。

つきましては、医療用麻薬の乱用防止対策の重要性及び乱用防止製剤の意義

について、貴管下の医療機関、薬局及び医薬品製造販売業者への周知をお願い

いたします。併せて、医療機関及び薬局に対し、乱用防止製剤の使用に向けた

検討を行っていただくよう、周知をお願いいたします。

また、医薬品製造販売業者に対し、乱用防止製剤を製造する技術の開発及び

臨床における二ーズに応じた製剤の改良に向けた検討を行っていただくよう、

医療用麻薬の乱用防止製剤にっいて

.
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併せて指導をお願いいたします。なお、乱用防止製剤の開発に関する相談は、

当分の間、当局監視指導・麻薬対策課宛てに申し入れていただくよう、周知を

お願いいたします。

(参考1)米国における乱用防止製剤の状況

米国内における医療用麻薬等の医療用オピオイド系鎮痛剤の乱用状況から、

大統領行政府は、20Ⅱ年に医療用オピオイド系鎮痛剤の乱用防止対策として、

米国食品医薬品局(FDA)に対し乱用防止製剤の開発等に関する製薬企業向け

ガイダンスを作成するよう指示した(別添1)。即Aは2015年に乱用防止製剤

に関する製薬企業向けガイダンス(別添2)を公表し、当該ガイダンスにお

いて乱用防止製剤の開発を公衆衛生上の優先順位が高いものと位置づけた。

なお、米国では既に複数の乱用防止製剤が承認されている。

(参考2)米国において乱用防止製剤に用いられている特性の例

・物理的抵抗性の付与

製剤のかみ砕き、押し潰し、切断、すり潰し、粉砕を防止するもの。
・'化学的抵抗性の付与

ゲル化等により、水等の溶媒による麻薬成分の抽出を防止するもの。
・有効成分に対する捨抗成分の配合

桔抗薬の添加により、多幸感など乱用の目的となる効果を妨げ、減少し、
又は打ち消すもの。

(参考資料)

・別添l rEPIDEMIC:郎SPONING TO AM駅ICA' S PRESCRIPTION DRUG 朋USE

CRISIS」中劣(20Ⅱ年、米国大統領行政府公表)

'呂11窃ミ 2 rAbuse-Deterrent opioids-Evaluation and Labeling Guidance for

Indu.try」伊劣(2015年、米国食品医薬品局(FDA)公表)
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Prescription drug abuse is the Nation'sfastest・gro、Ning drug problem.vvhile there has been a marked

decrease in the use ofsome i11egaldrugs like cocaine, data from the National survey on Drug use and
Health (NSDUH)shovvthat nearlyone・third ofpeopleaged 12and over、Nho used drugsforthe6rstume

in 2009 began byusing a prescripuon drug non・medica11y.1Thesamesurveyfound thatover70 percent
Ofpeoplewhoabused prescription pain relieversgotthemfromfriendsorrelatives,、Nhileapproximately
5 Percent gotthem from a drug dealer orfrom the lntemet.2 Additiona11y,the latest Monitoring the
Futurestudy-the Nauon'slargestsurveyofdrug useamongyoung people-sho、A/ed thatpresc"ption
drugs are the second most・abused category ofdrugs after ma川Uana.31n our military,Ⅲicit drug use
increased from 5 Percentt012 Percent among active dutyservice members over a three・year pehod
from 2005 t02008, primarilya杜ributed to prescription drug abuse.4

Although a numberofclassesofprescription drugsarecurrentlybeing abused,thisadion plan primarily
focusesonthegrowing and often deadly problem ofprescription opioid abuse.The numberofprescrip、
tionS而11ed foropioid pain relievers-someofthe most povverful medicationsavailable-hasincreased

dramatica11y in recent years. From 1997 t02007,the mi11igram per person use of prescrゆtion opioids
in the u.S.increased from 74 mⅢigramst0369 mⅢigrams, an increase of402 Percent.51n add川on,in

2000,retail pharmades dispensed 174 mi"ion prescriptionsforopioids; by 2009,257 mⅢion prescrゆ、
tions、Nere dispensed, an increase of48 Percent.6 Further, opiate overdoses,oncealmostal、A/ays dueto
heroin use, are no、A/increasinglydueto abuse ofprescripuon painki"ers.フ

Thesedata 0仟era compe川ng descrゆtion oftheextenttowhichthe prescription drug abuseproblem in

America has gro、Nn overthe lastdecade, and should serveto highlightthecriticalrole parents, patients,
heakhcare providers, and manufadurers play in preventing prescription drug abuse.

These realities demand adion, but any policy response must be approached thoughtfU11y,、Nhile
acknowledging budgetary constraints atthe state and Feder己11evels.The potent medications sdence

has developed havegreat potentialforrelieving sU什ering,as we11as great potentialforabuse.Thereare

manyexamples:acute medicalpaintreatmentand humane hospicecareforcancer pauents゛/ould be

impossiblewithout prescrゆUon opioids; benzodiazepines arethe bridgefor manypeoplewith serious

anxietydisordersto begin theprocessofovercomingtheirfears;and stimulants havea rangeofvaluable
Uses across medica16elds. Accordingly,any policyin this area muststrikea balance between ourdesire
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to minimize abuseofpresc"puon drugsand the need toensure accessfortheirlegiumate use. Furthec

expanding e什ectivedrug abusetreatmentiscriticalto redudng prescripuon drug abuse,asonlya sma11
fraction ofdrug users are currenuy undergoing treatment.

This prescription Drug Abuse prevention plan expand5 Upon theAdministration'S/vationa/Drugcontro/
Strategy and indudes acuon in four major areasto reduce prescription drug abuse: education, moni、

toring, proper disposal, and enforcement. First, education is critical forthe public and for healthcare

Providers to increase a゛/areness aboutthe dangers of prescription drug abuse, and about ways to
appropriately dispense, store, and dispose of contr011ed substance medications. second, enhance、

ment and increased utilization ofprescription drug monitoring programs wi" help to identify'ぜodor
Shoppers"and detecttherapeutic duPⅡCauon and drug・drug interactions.Third,the development of
Consumer・friendlyand environmenta11y・responsible prescrゆUon drug disposal programs may helpto
Iimitthediversion ofdrugs,as most non・medicalusers appearto begetting thedrugsfromfamⅡyand
friends. Fourth,it is importantto provide law enforcement agendes with support and the tools they
need to expand their e仟ortsto shut down "pi11 mi11S" and to stop"doctorshoppers"vvho contr山Ute to
Prescription drug traf6Cking.

1. Educauon

A cruda16rst step in tackling the problem of prescription drug abuse is to raise awareness through
the education of parents, youth, patients, and healthcare providers. Although there have been great
Strides in raising aM/areness aboutthe dangers of using i"egal drugs, many people are stⅢ not avvare

thatthe misuse or abuse ofprescription drugs can be as dangerous asthe use ofi11egaldrugs,1eading
to addiction and even death.

Parentsand youth in particular need to be bettereducated aboutthe dangers ofthe misuseand abuse

Ofpresc"ption drugs.Thereisacommon mispercepuon among manyparentsandyouththat preschp、
tion drugs are less dangerous、Nhen abused than i11egal drugs because they are FDA・approved. Many
We"・meaning parents do not understand the risks associated with giving prescribed medication to a

teenageroranotherfamilymemberforwhomthemedicationwasnotprescribed.Manyparentsarealso
not a、Nare that youth are abusing prescriP廿on drugs;thus,theyfrequently leave unused prescription
drugsin open medicine cabinetswhile making suret010cktheirliquorcabinets.These misperceptions,
Coupledwith increased direct・to・consumeradvertising,which mayalsocontributetoinaeased demand

for medications,8'9 makes e仟ective educational programs even more vitalto combating prescription
drug abuse.

In addiuon, prescribers and dispensers,induding physidans, physidans assistants, nurse pracutioners,
Pharmacists, nurses, prescribing psych010gists,and dentists,a11havea roleto play in reducing prescrip、
Uon drug misuse and abuse. Most receive liせle training on the importance ofappropriate prescribing
and dispensing of opioids to prevent adverse e什ects, diversion, and addiction. outside ofspedalty
addiction treatment programs, most healthcare providers have received minimaltraining in hovvto

FPIDEMIC RISPONDING TO AM武RICA'S PRESCRIPTION DRUG ABUS霞 CRISIS
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8. Frosch DL, Grande D,Tarn DM, Kravitz RL. A decade ofcontroversy: balancing policy with evidence in the
regulation of prescrゆtion drug advertising.Am/pub/icHea/th.2010;100(1):24-32.
9. Greene jA, Ke5Selheim AS. pharmaceutical marketing and the new social media./VEng//Med.

2010;363(22):2087-2089.
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recognize substance abuse in their patients. Most medical, dental, pharmacy, and other health profes、
Sionalschools do not provide in・depth training on substanceabuse;often,substanceabuse educauon

is limited to dassroom ordinicalelectives. Moreover,students in these schools mayonlyreceive limited
training on treating pain.

A nationalsurveyofmedicalresidency programsin 20oofound that, ofthe programsstudied, only 56
Percent required substance use disordertraining, and the number ofcurricular hours in the required

Programsvaried bet、A/een 3 t012 hours.1゜A 2008f0110W・up surveyfound thatsome progress has been
made to improve medicalscho01,residency,and post・residencysubstance abuse education; however,

thesee什orts have not been uniformlyapplied in a11residency programs or medicalschools.11

Educating prescribers on substance abuse is critica11y important, because even briefinterventions by
P"mary care providers have proven e仟ective in redudng or eliminating substance abuse in people
Who abuse drugs but are notyet addicted to them.1n addition, educating healthcare providers about

Presc"ption drug abuse wi" promote awareness ofthis grovving problem among prescribersso they
Wi" notover・prescribethe medication necessarytotreat minorcondiuons.This,in turn,wi" reducethe

amount ofunused medicauon sitting in medicine cabinets in homes acrossthe country.

The兵)/10wingaCがonitemswi//betakentoimproveeducaガ0na/e庁ortsandtoincreaseresearch
anddeve/opment:

Healthcare provider Education:

. vvorkwith congresstoamend Federa11a、Nto require practitioners (such as physicians, dentists,
and others authorized to prescribe)、A/ho request DEA registration to prescribe contr011ed sub、

Stancesto betrained on responsibleopioid prescribing practices as a precondition ofregistra、

tion.Thistraining would indude assessing and addressing signsofabuse and/ordependence.
(ONDCP/FDA/DEA/SAMHSA)

. Requiredrug manufacturers,throughtheopioid RiskEvaluationand M川gationstrategy(REMS),
todevelope什ectiveeducationalmaterialsand initiativestotrain practiuonerson theappropri、
ate use ofopioid pain relievers.(FDNONDCP/SAMHSA)

. Federalagenciesthatsupporttheiro、Nn healthcare systemswi" increasecontinuing educauon
fortheir practitioners and other healthcare providers on proper prescribing and disposal of
Prescrゆtion drugs.(VNHHS/1HS/DOD/BOP)

. vvorkwith appropriate medicaland healthcare boardstoencouragethem to requireeducation

Curricula in health professionalschools (medical, nursing, pharmacy, and dental) and continu、

ing education programsto indude instruction on the safe and appropriate use of opioidsto
treat pain while minimizing the "skofaddiction and substance abuse. Additiona11y,、Norkwith
relevantmedical,nursing,dental,and pharmacystudentgroupstohelpdisseminateeducational

materials,and e5tablish student programsthatcan give communityeducational presentations

☆

10. 1S己acson jH, Fleming M, Kraus M, Kahn R, Mundt M. A National survey ofTraining in substance use Disorders in
Residency programs./studA/coho/.61(6):912-915.2000.

11. polydorou s, Gunderson EVV, Levin FR.Training physicians toTreat substance use Disorders. currpsychiatryRep.
10(5):399-404.2008
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On prescrゆtion drug abuse and substance abuse.(HHS/SAMHSA/ONDCP/FDA/HRSA/NIDA/

DOD/VA)

. 1n consultation vvith medicalspedalty organizations, develop methods ofassessing the ade、
quacy and e什ectiveness of pain treatment in patients and in patient populauons,to better
informtheappropriate useofopioid pain medications.(HHS/CDC/SAMHSNFDA)

. vvorkwith the American c011ege ofEmergency physiciansto develop evidence・based dinical

guidelinesthat establish best pradicesfor opioid prescribing in the Emergency Department.
(CDC/FDA/ONDCP/NIDA/SAMHSNCMS)

. vvorkwith a11Stakeholdersto develop toolstofadlitate appropriate opioid prescribing,indud、
ing developmentofpatient・providerAgreementsand guidelines.(HHS/FDA/SAMHSA/NIDA)

Parent,Youth, and patlent Education:

. Enlista11Stakeholdersto supportand promotean evidence・based publiceducation campaign
On theappropriate use,securestorage,and disposalofprescripuon drugs,espeda11ycontr011ed
Substances. Engage localanti-drug coalitions,and otherorganizations(chain pharmades,com、

munity pharmades, boards ofpharmades, boards ofmedicine)to promote and disseminate

Public educauon materials and to increase a、Nareness ofprescription drug misuse and abuse.
(ONDCP/CDaFDA/DEA/1HS/ED/SAMHSA/DOD/VA/EPA)

. Require manufacturers,through the opioid Risk Evaluation and Mitigation strategy (REMS),
to develop e什ecuve educational materialsfor patients on the appropriate use and disposal of
Opioid pain relievers.(FDNONDCP/SAMHSA)

. vvorking with private・sectorgroups, developan evidence・based media campaign on prescrip、
tion drug abuse,targeted to parents,in an e什ortto educate them aboutthe risks associated

With prescription drug abuse and the importance ofsecure storage and proper disposal of

Presaゆtion drugs(includingthrough publicalertsorotherapproachestocapturetheattention
Ofbusy parents).(ONDCP/ONC)

Research and Development:

EPIDf:MIC: RESPONDINC TO AMERICA'S PRESCRIPTION DRUC ABUS写 CRISIS

. Ex edite research through grants, partnerships with academic institutions, and
Dru A

Otentiala vV 11as n h

medkationsan

.

Iication revievv b FDA on the develo ment oftreatmentsfor ain with no abuse

Continueadvandng thedesign and evaluation ofepidemi010gicalstudiestoaddresschanging
Patternsofabuse.(CDC/FDA/NIDA)
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Abuse-Deterrent opioids - Evaluation and l.abeling
Guidance forlndustryl

C0πtaiπSⅣ0π6iπdiπ客'Rec0抗抗eπdati0πS

This guid飢Ce representsthe cunent 廿linkin80fthe Food and DNg Administration (FDA or Agency) on
this topic.1t does not create a11y rights for any person and is not bindin80n FDA orthe public. You can
Use an altemative approach ifit satisfies the requirements ofthe applicable statutes and regulations. TO
discuss an altemative approach, contactthe FDA staffresponsible forthis guidance as Hsted on the title
Page.

1.

This guidance explains FDA's cunentthinking aboutthe studiesthatshould be conducted to
demonstrate that a given fonnulation has abuse-deterrent properties. The guidance makes
recommendations about how those studies should be performed and evaluated and discusses how
to describe those studies and their implications in product labeling.

This guidance is intended to assist sponsors who wish to develop opioid d川g products with
Potentia11y abuse・detenent properties and is not intended to apply to products that are not opioids
Or opioid products that do not have the potential for abuse.

This guidance also does not address issues associated with the development ortesting ofgeneric
formulations ofabuse・detenent opioid products. FDA intends to address thattopic in one or
more alture guidance documents.

In general, FDA's guidance documents do not establish lega11y enforceable responsibilities.
Instead, guidances describe the Agency's cunentthinking on a topic and should be vie、刃ed only
as recommendations, unless speci6C regulatory or statutory requirements are cited. The use of
the word shouldin Agency guidances meansthatsomething is suggested orrecommended, but
not required.

Ⅱ. BACKGROUND

INIRODUC110N

Prescription opioid products are an important component ofmodem pain management.
HO、Never, abuse and misuse ofthese products have created a serious and gro、Ning public health
Problem. one otentia11 im ortantste to、¥ardsthe oalofcreatin safero ioid anal esics has

This guidance has been prepared by the Division ofAnesthesia, Ana18esia, and Addiction products,the of金Ce of
Regulatory policy, the of丘Ce ofsuNei11ance and Epidemi0108y,the office ofBiostatistics, and the contr011ed
Substance staffin the center for DrU合 Evaluation and Research (CDER) atthe Food and Drug Administration.





been the develo ment ofo ioidsthat are formulated to deter abuse. FDA considersthe
develo mentofthese roducts ahi h ublic health

Because opioid products are 0丘en manipulated for purposes ofabuse by differentroutes of
administration orto defヒat extended・release (ER) properties, most abuse、deterrenttechn010gies
developed to date are intended to make manゆUlation more difficult orto make abuse ofthe
manゆUlated productless attractive or less rewarding.1t should be noted thatthese techn010gies
have not yet proven successful at detening the most common foml ofabuse^Swa110、Ning a
number ofintact capsules ortablets to achieve a feeling ofeuphoria. Moreover,the factthat a
Product has abuse-detenent properties does not mean thatthere is no risk ofabuse.1t means,
rather, thatthe risk ofabuse is lo、Ner than it 、vould be 圦lithout such properties. Because opioid
Products mustin the end be able to deliverthe opioid to the patient,there may al、vays be some
abuse ofthese products.

For purposes ofthis guidance, ahuse-deterre11tproperties are defined as those properties shown
to meaningfU11y deter abuse, even ifthey do not fUⅡypreveht abuse. The term ahuse is defined
as the intentional, non-therapeutic use ofa drug product or substance, even once,to achieve a
desirable psych010gical or physi010gical effect.2 Abuse is not the same aS 1ア1isuse,、Nhich refers to
the intentionaltherapeutic use ofa drug product in an inappropriate 、Nay and specifica11y
exdudes the definition ofabuse.3 This guidance uses the term ah1ιSe-deterre11tratherthan
tanlper・resistα11t because the latterterm refers to, or is used 加 Connection with, packaging
requirements applicable to certain classes ofdrugs, devices, and cosmetics.4

The science ofabuse detenence is relatively new, and both the formulation techn010gies and the
analytical, clinical, and statistical methods for evaluating those techn010gies are rapidly evolving
Based on the evolving nature ofthe 6eld, FDA intends to take a aexible, adaptive approach to
the evaluation and labeling ofpotentiaⅡy abuse-detenent products. Methods for evaluating the
abuse-detenent properties ofnew molecular entities may have to be adapted based on the
Characteristics ofthose products and the anticipated routes ofabuse. The development ofan
abuse・detenent opioid product should be guided by the need to reduce the abuse kno、Nn or
expected to occur with similar products.

C0πtaiπSⅣ0πhiπdiπξRec0抗抗eπdati0πS

non

Because FDA expects thatthe market wi11 foster iterative improvements in products 、Nith abuse-
detenent properties, no absolute magnitude ofeffect can be set for establishing abuse、detenent
Characteristics. As a result, FDA intends to considerthe totaliり, qfthe evidehce when reviewing
the results ofstudies evaluating the abuse-detenent properties ofa product.

2 Smith s M, Dart R C, Katz N P, et al.20B. classification and definition ofmisuse, abuse, and related events in
Clinicaltrials: ACTTION systematic revie、¥ and recommendations. pai",154:2287-2296

3 1bid

FDA's current Good Manuf五Cturing practice regulations include tamper・evident packaging requirements. see 21
CFR 211.132. There are also requirements for child resistant "special packaging" underthe poison prevention
Packagin底 Act and regulations adopted by the consumer protect safety commissioner(CPSC)in 16 CFR 1700
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AS 、vith aⅡ NDA products, FDA intends to consider opioids、和ith abuse、detenent properties
、刃ithin the context ofavailable therapy. The standard against、Nhich each product's abuse-
detenent properties are evaluated 、刃iⅡ depend on the range ofabuse-detenent and non-abuse-
detenent products on the market atthe time ofthat application.5

Abuse・detenent properties can genera11y be established only through comparison to another
Product.

ContaiπSⅣ0π6iπdiπgRec0抗抗eπdati0πS

FDA encourages additionalscienti6C and clinicalresearch that wi11 advance the development
and assessment ofabuse-deterrenttechn010gies.

FDA believes it is criticalto address the problem ofopioid abuse 、刃hile seeking to ensure that
Patients in pain have appropriate access to opioid products. Moreover,it is importantthat
Opioids 、vithout abuse・detenent properties remain available for use in some clinical settings. For
example, patients in hospice care and 圦ノith difficulty swa110、Ning may need access to opioid
Products that are in solution orthat can be crushed

The f0Ⅱ0、Ning section describes the categories ofabuse-detenent products. The premarket and
Postmarket studies that should be performed to assess the impact ofa potentia11y abuse-deterrent
Product are discussed in subsequent sections. Fina11y,information is provided about labeling for
abuse-detenent products.

111.

Opioid products can be abused in a number ofways. For example,they can be s、va110、Ned
、和hole, crushed and s、NaⅡOwed, crushed and snorted, crushed and smoked, or C川Shed, dissolved
and injected. Abuse・detenenttechn010gies should target kno、Nn or expected routes ofabuse
relevantto the proposed product. As a general frame、刃ork, abuse-detenent formulations can
Cunently be categorized as f0110、VS:

ABUSE・DEIERRENIPRODUCIS

1.円hysiCα1/chenlicalharriers - physical barriers can prevent che、Ning, crushing, cutting,
grating, or grinding ofthe dosage form. chemical baniers, such as ge11ing agents, can
resist extraction ofthe opioid using common solvents like water, simulated bi010gical
media, alcoh01, or other organic solvents. physical and chemical baniers can limit drug
release f0110wing mechanical manipulation, or change the physical form ofa drug,
rendering itless amenable to abuse

2.4gohist/α11tag011islco"1h加αtiohs - An opioid antagonist can be added to interfere with,
reduce, or defeatthe euphoria associated 、¥ith abuse. The antagonist can be sequestered
and released only upon manゆUlation ofthe product. For example, a drug product can be

5 For guidance on the evaluation ofabuse potentia11br purposes.ofthe contr011ed substances Act(CSA),、¥e refer
Sponsors to FDA's dra丘 guidance fbr industry 互Ssess"1e"t Qf互61ιSe poleJ11ia/ Qf'Drugs. ThiS 8Uidance is available
at: htt ゾ/WWW.fda. OV/downloadSのru s/Guidancecom ⅡanceRe ulator lntbrmation/GuidancesA_1CN1198650. df
FDA guidances are available at htt ://Ⅵ入N,W.ma.QOVAてe ulatoNlnfb如ation/Guidances/def会Ult.htm
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formulated such thatthe substance that acts as an antagonist is not clinica11y active when
the productis s、¥a110、刃ed, but becomes active ifthe productis crushed and injected or
Snoded.

3.冱νersioh - substances can be added to the productto produce an unpleasant effectifthe
dosage fbrm is manゆUlated or is used at a higher dosage than directed. For example,the
formulation can include a substance initating to the nasal mucosa ifground and snorted.

4. Deliverysyste1ア1(including use ofdepotinjectable formulations and implants)- certain
drug release designs orthe method ofdrug delivery can offer resistance to abuse. For
example, sustained-release depotinjectable fonnulation or a subcutaneous implant may
be dif6Cultto manゆUlate.

5.<leW 1110lecular eπtities aπdprodrU8S- The properties ofa new molecular entity (NME)
Or prodrug could include the need for enzymatic activation, different receptor binding
Profiles, slower penetration into the central nervous system, or other novel effects.
Prodrugs 、、/ith abuse-deterrent properties could provide a chemical barrier to the in vitro
Conversion to the parent opioid,、和hich may deter the abuse ofthe parent opioid. New
molecular entities and prodrugs are subjectto evaluation ofabuse potential for pU印Oses
Ofthe contr011ed substances Act(CSA).

6. C01ア1hiπαti0π一 T、No or more ofthe above methods could be combined to deter abuse.

フ. N'ove1αPproaches- This category encompasses novel approaches ortechn010giesthat
are not captured in the previous categories

.

梱

C0πtaihsN0πhiπdiπgRec0抗抗eπdati0πS

IV.

First and foremost, any studies designed to evaluate the abuse・detenent characteristics ofan
Opioid formulation should be scientifica11y rigorous.1mportant general considerations forthe
design ofthese studies indude the appropriateness ofpositive controlS6 and comparator drugs,
Outcome measures, data analyses to permit a meaningfulstatistical analysis, and selection of
Subjects forthe study

PREMARKEISIUDIES

Ihe evaluation ofan abuse-detenent formulation should take into consideration the known

routes ofabuse forthe non-abuse-detenent predecessor or similar products, as 、NeⅡ as anticipate
the effectthat detening abuse by one route may have on shi丘ing abuse to other, possibly riskier
route. For example,ifa product is hl0圦,n to be abused using nasal and intravenous routes,
developing detenent properties forthe nasalroute in the absence ofdetenent properties forthe
intravenous route risks shi丘ing abusers from the nasalto the intravenous route, which is
associated 、、/北h a greater risk for the spread of infectious diseases.

Another conceptthat should be considered is 、Nhetherthe detenent effects can be expected to
have a meaningfulimpact on the overaⅡ abuse ofthe product. For example,immediate-release
dR) opioid and acetaminophen combination products are predominantly abused using the oral

For purposes ofthis guidance, a positive controlis an opioid drug product or d川g substance expected to resultin a
Predictable opioid drug liking effect and has a known potentialfbr, or history of, abuse

4 以下、略




