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Buprenorphine and the Opioid Crisis: A Primer for Congress

Introduction

Buprenorphine is one of three-amedstetdi bnesatmentr
opioid use disordetss .c fAse cstu cahmad ebmuwparied mobrépdhyitnye a r e
considerable interest to policymakers seeking tc
St a'Dagsing'@hregrldss, committeemsehatledd httapiagss wah
implementation of thenCemgr Rheavewve. Addil e 2016
198t he effects of t h% nop iooiid icdr iussidMe ambne mfga mhialtvieer sa,r
introduced thdrse rteHan®OdS ®olhiobéeoi A4, 2018, Presid
1nt oH.IRg.wtbhe SudDisomderUPeevention that Promotes
Treatment fOomMBaunitwtmnes Aantd P.tLh€ 7DINBPaP ORrTo Ad t me a s u
designed to address widespread overpfescribing a
Congr e scstiioommasl taaken in recent years to address t
Act, i he Vamtdteadmop tisncrease access to buprenorphine.

Opioids and Medication -Assisted Treatment

Heroin and some prescription painkille(such asnorphine andoxycodong belong to theclass of drugs known
as opioidsyhichact on receptors in the brain important in regulating pain and emofitatural opioids

VRPHWLPHY UHIHUUHG WR DV "RSLDWHVpy DUH GHULYHG |oh&ke W
entirely in a laboratory. Sersiynthetic opioids are synthesized from naturally occurring opium products, such
morphine and codeinéOpioids have significant abuse liability and high potential for ovefddse.of opioidscan
causephysical depsdence, which results in uncomfortable and potentially dangerous withdrawal symptoms
periods of abstinence.

Medicationassisted treatment (MAT) is the combined use of medication and other services (such as counsg
to treat addiction. Three medations are currently used in MAT for opioid addiction: methadone, buprenorph
and naltrexon@.Naloxone(e.g., Narcan®)a medication used to reverse opioid overdose, is not used to treat
opioid use disorders

1See alsCRS Report R44987he Opioid Epidemic and Federal Efforts to Address It: Frequently Asked Questions

2U.S. Congress, House Committee on Energy and Comntexderal Efforts to Combat the Opioid Crisis: A Status
Update on CARA and Other Initiatiyel13" Cong., # sess., October 25, 2017.

3U.S. Congress, Senate Special Committee on A@ngndparents to the Rescue: Raising Grandchildren in the
Opioid Crisisand Beyond118" Cong., ¥ sess., March 21, 2017.

4U.S. Congress, Senate Committee on Appropriations, Subcommittee on Military Construction and Veterans Affairs,

and Related Agencieblearing on VA Efforts to Prevent and Combat Opioid @Medication 115" Cong., ¥ sess.,

November 15, 2017.

SResults of a search on congress . BGQongrefsonductedionMay3lysi ng t he wo
2018.

6 For more information on the SUPPORT As#eCRS Report R45403,he SUPPORT for Patients and Communities

Act (P.L. 115271): Food and Drug Administration and Controlled Substance Provisamtsdinated by Agata

Dabrowska

7U.S. Department of Justice, Drug Enforcement Administrafisngs d Abuse A DEA Resource Guide: 2017

Edition, 2017, pp. 387, https://www.dea.goypt/multimedialibrary/publicationsdrug_of_abuse.pdf

8 U.S. Department of Healthind Human Services (HHS), National Institutes of Health (NIH), National Institute on

Drug Abuse (NIDA), % XSUHQRUSKLQH 7UHDWPHQW IRU 2SLDW,HoBpiG&GBRMLRQ 5LIKW LQ V
Bethesda, MD, August 2006.

A new medication, Lucemyra™ (lofexidine hydrochloride) was
withdrawal symptoms to facilitate abrupt discontinuation o
term use (<14 daympnandofi opnoti dause disorder (OUD)” accor

Administration bttps://www.fda.gowWewsEventslewsroomPressAnnouncement®m607884.htn
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Buprenorphine and the Opioid Crisis: A Primer for Congress

Methadone and buprenorphiree both opioids; their use to treat opioid use disorders is often caltgzoid
agonist therapgpioid substitution theramyopioid replacement therddgthadone or buprenorphine may be use
both in the shortterm to mitigate the immediate withdrawal symptoms asdated with discontinuing use of the
opioid of abuseand over extended periods to maintain abstinence and prevent relapse.

Naltrexone is not an opioid and carries no known risk of abuse or overdose. Naltrexone block=teptors in
the brainthat opioids activate, thereby preventing opioids from taking effect.

Opioid Use Terminology

The terminology used to describe opioisecan bea source of confusianThe labebpioid use disorderthe
RIILFLDO GLDJQRVWLF WHUP IRU "D SUREOHPDWLF SDWWHUQ RI
GLVWUHVYV p D \‘ur@Ght EdifoH & theQAnvgriCah Psychiatric AssodaR Q -V 'LDJQRVWLF D
Manual of Mental Disorders (DSBH). Prior editions of the DSM distinguished betwesnusgless severe) and
dependendgnore severe), a distinction that is no longer used clinically but that still appears in researdhréer
Dependence is currently used to describe the physiological effects of substance use, including increased td
to the drug; symptoms of withdrawal during abstinence; and continued use despite adverse physical, psych
social, or occupatioal consequences.

In common usethe term opioid abusie used interchangeably witbrms indicating a condition severe enough td
warrant treatment §uch aopioid use disordaropioid addictipas well as with terms indicating any use of
prescription ioids other than as prescribedich apioid misuse nonmedical use of prescription opitids
The termdiversignwhich is used more often in a crime policy context than in a health policy context, refers t
the movemeniof opioids (or other drugs)rom the legitimate medical supply chamillicit uses

This report draws on numerous sources of information, which use all of these terms

About This Report

Among the U.S. population ageidn dli2v(icdru2adbl)sd ears,e da n e
her oin, mi sused prescriptil®thipaimcdaldiesyorvse,r &r :
people (0.8% of the U.S. population aged 12 or ¢
opioid u¥A mndiimsoorridteyr .of those with a substance us
treat ment . In 201¢, oplol®%h afetldoserderhreaeceived
treat ment, including 37.5% of those with heroin
prescription pai reliever use disorders

Thi s €RPaotrtte mpt s to answer questions polsi:zcymakers

X the effectivenassaofrbapmenorpbrnepioid use

X the demand for buprenorphine as a treatment

X access to buprenorphine as a treatment for o]

The infor mation talbiosutr e d estcytsiitsveermaetsi®fad niraeesveiaerwe h o
buprenor phine. Aa scyosmpernmealteincs irwvevireewporst col l ating
empiricadneaidpakinmarce ttoparcaugh explanation of t

t

syst erneavtiiecw of the literature, including

10HHS, Substance Abuse and Mental Health Services Administration (SAMH®$)Substane Use and Mental
Health Indicators in the Uratl States: Results from the 2017 National Survey on Drug Use and Health, HHS
Publication No. SMA 1&6068, NSDUH Series 133, 2018https://www.samhsa.godatafeport2017nsduhannual
nationatreport

1 bid.

12HHS, SAMHSA,SAMHSA Shares Latest Behavioral Health Data, Including Opioid Mi€usteber 12, 2017.
BKathleen Brady, Jenna McCauley, and Sudie Back,
States: Ameridéhp Jburnakf Psychiatryvol. 173, no. 1 (January 1, 2016), pp-28
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this report is b$SSHQGHLE srapaiilabdbeusastber bupren
treatment for opioid nmuopte odi derdecomprebdunbive
opioid abuse as a public health or criminal just
Effectiveness of Buprenorphin
Whet her buprenorphine (or any“ydettidaatsiwen) iforef
several reasons. Buprenorphine comes i1in differe
evaluated separately. Studiesamdymdygfcampafétect
buprenorphine to different trphéammactel 6gigal an
treatment). Also, effectiveness 1s weighed agai
more effective for somes,petolpdme,i mrotimerrsso.meThka rfc
address these topics

What is buprenor phine?

Buprenorphine i1is a partial opioid agonist, mea

br aisn full o piuccihd aasg ochmiespthsa d(o ase Jrivada gtser s 1

str oShigrhiylmet htaal one, bupretnhoer phingscandrwdtuthdrawal
that often accompahoeyi afi daclounsst eibnuuparteinoonw ipchth met do e s

producing t he“hsiaghs aar pph ad b mpgwmn o ft ilhersnse pot ent i al
for abhlaask o woevre r d otshemertihsakd o n e

Buprenorphine was first approved by the Food anc
in MR&bearch on buprendecphhaweds max'gdioafgthaatl ge s
the drug did demonstrate lower rates of abuse t1l
oxyco@Monree. than 20 years after it was first appr
approved by FDApdvoia tuseattmswmtr dfoy @ander the t

Subox®fik®.di fference between the two products i
buprenor phineamwidmhi miad oxmtne&gonist that blocks o

14U.S. Department of Health and Human Services, National Institutes of Health, National Institute on Drug Abuse,
Medications to Treat Opioid AddictipResearch Report Series, Updated May 2pp71-44,
https://www.drugabuse.gguiblicationsfesearckreportsiedicationsto-treatopioid-addictionbverview

15 Johan Kakko, Leif Gronbladh, and Kerstin Dybrandt Svanborg ét#%aBtepped Care Strategy Using
Buprenorphine and Methadone Versus Conventional Methadone Maintenance in Heroin Dependence: A Randomized
Controlled Trial! American Journal of Psychiatryol. 164, no. 5 (2007), pp. 79803.

16 HHS, FDA, Approval Date(s) and History, Letters, Labels, Reviews for NDA 01®8L{drenex, December 29,
1981, https://www.accessdata.fda.gsweriptstdertafindex.cfm2ventoverview.process&pplNo=018401

17 See, for example, Mia Schmitita ns en, Nat han Bromham, and Mark Taubert et
Ca n ¢ e r CoBhmanenDatébase for Sgshatic Reviewsdviarch 31, 2015 retrieved frohittp://cochranelibrary
wiley.comf0i/10.100214651858.CD009596.pulddll ; Kelly Yan Chen, Lucy Chen, and Jianren Mao,

“BuprenorphineNaloxone Therapy in Pain Managemé&m{nesthesiologyvol. 120, no. 5 (M@ 2014), pp. 12624274;

and Joyce Cote and Lori Montgomery, “Sublingual Buprenorph

Re v i Pain,Meédicinevol. 15, no. 7 (2014), pp.11711178.

18U.S. Department of Justice, Drug Enforcement Administratiffice of Diversion ControlNational Forensic
Laboratory Information System (NFLIS)013 Annual Report, Springfield, VA, August 2014, pi321
https://www.nflis.deadiversion.usdoj.g®@ésktopModulesteportDownload&eportsNFLIS2013AR. pdf

19HHS, FDA, Approval Date(s) and History, Letters, Labels, Reviews for REOY32 Subutex, October 8, 2002,
https://www.accessdata.fda.gsefiptstderbafindex.cfm2ventoverview.process&ppINo=020732 and HHS,
FDA, Approval Date(s) and History,etters, Labels, Reviews for NI20733 Suboxone, October 8, 2002,
https://www.accessdata.fda.gseriptstdertafindex.cfm2ventoverview.process&pplNo=020733

Congressional Research Service R45279 - VERSION 5 - UPDATED 3
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activated and thereby reduces the risk of
bupgmorphine (with and without mnaloxone) f

7DEGH

0

Table 1.Buprenorphine Fo rmulations Approved to Treat Opioid Use Disorder

Brand Name (generic) Form Year Approved
Subutex® (buprenorphine) Sublingual Tablet 2002
Suboxone® (buprenorphine + naloxone Sublingual Tablet/Film 2002/2010
Zubsolv® (buprenorphine + naloxone) Sublingual Tablet 2013
Bunavail® (buprenorphine + naloxone) Buccal Film 2014
Probuphine® (buprenorphine) Subdermal Implant 2016
6XEORFDGHE EXSUHQR Injectable (Subcutaneous) 2017
Cassipa® (buprenorphine + naloxone) Sublingual Film 2018

Source: U.S. Department of Health and Human Services, U.S. Food & Drug Administration, Drugs@FDA: FDA
Approved Drug Products, updated November 28, 20a8&ps://www.accessdata.fda.gmriptstder/daf/

Notes: Sublingual tablets and films are placed under the tongue to dissolve. Likewise, buccal films dissolve when
placed inside the cheek. Both sublingual and buccal formulations are commonly adecdirdatly. Subdermal
implantswhich are inseréd under the skinlast for six months. Similarly, injectable buprenorphine is

administered as a subcutaneous (under the skin) injection monthly.

20 Federal law regulates buprenorphine differently depending on whether it isuseitigo treat opioid use disorders or
pain; see€CRS In Focus IF10219pioid Treatment Programs and Related Federal Regulations

2L Richard P. Mattick, Courtney Breen, and Jo Kimber eBaiprenorphineMaintenance versus Placebo or

Methadone Maintenance for Opioid Dependefidee Cochrane Collaboration, Cochrane Database of Systematic
Reviews 2014 Issue 2. Art. No.: CD002207, 2014. The Cochrane Collaboration is an indeperidergroét

organizatiorof health researchers and professionals who provide summary reports of medical research findings.
Cochrane collaborators primarily conduct systematic reviews that summarize and evaluate current scientific evidence
on a variety of health care interventions

22|n clinical research a placebo consists of an inactive substance containing minimal or no medication used as a control
to determine the effects of the drug in question.

Congressional Research Service R45279 - VERSION 5 - UPDATED 4
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Is buprenorphine an effective treat me:
Overall, research on bugpfiffamotripthd nme chiasa tfioaam df a1t
treatment of ApObdAddrdepewdoficbuprenorphine effic
Coch?famend that buprenorphine scanskteontdafiel oiprn oh
use and mainfhda ne fatbisdammye nacfe .buprenorphine in red
appeared to be dependent on several factors. For
be dose dwapoennfdgeunntds wlpe bico r?*whoe np luasceedb oat hi gh dose
Buprenorphine wasusmodsotadge o poerts i viegchwdmopm red t o 1 ow
medium doses of 15mg or less. The standard of ca
incl“fldexiblwhidos iimavdil witdwmsadlet @ n mi ni ngeadohe based
patient, ratheont hspriefdiegxtectt md mseidnQd heagd acd @ir me n

influencing the effectiveness of buprenorphine

pain medication versus heroin) and Ilength of burg
further elaboration).
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How does buprenorphine compare
abuse?

When compared to met hadone (the) mobuprcommomhitme a
appears to be equally as effe cBuipvree nionr pphrionneo toifnfge
several benefits apmpepamadhtimemdtalsaadmd so vpddrtdeonstei a |
than met hadone, and yome moseacobtseggdects vt m
di scontinuation of buprenorphine leads to milder
Individuals wusing buprenorphine, however, appear
those usingDEBE@H hedohes various opioid treat ment
Table 2. Opioid Treatment Options
Treatment Description
Buprenorphine A synthetic opioid medication that acts as atgragonist at opioid receptors. It
does not produce the euphoria and sedation caused by full opioid agonists bu
able to reduce or eliminate withdrawal symptoms and carries a low risk of
overdose. It is available by prescription from qualified hgaitlividers who have
obtainedDrug Addiction Treatment Acbf 2000(DATA) waivers?3
Buprenorphine/Naloxone A combination drug formulation of buprenorphine, a partial opioid agonist, anc
naloxone, a full antagonist used to block the effects of othy@nids. Naloxone is
included to discourage misuse of buprenorphine. The naloxone is only activat
the buprenorphine tablet is crushed and injected. Once activated it blocks any
euphoric effects and instead produces mild discorrfort.
Methadone A longacting synthetic opioid agonist medication that can prevent withdrawal
symptoms and reduce craving in opi@ddicted individuals. It is available throug
specially licensed opioid treatment programs or methadone maintenance
programs?
Naltrexone A synthetic opioid antagonist that blocks opioids from binding to their receptor
and thereby prevents any euphoric effect. It is typically taken orally and is
commonly prescribed in outpatient medical settings. It has no potential for abt
and is not adittive.
Psychosocial Treatment Behavioral counseling typically provided in a-oneone or small group setting in
which a trained provider helps engage individuals in substance abuse treatme
modify their attitudes and behaviors related to drug use.
a. Suzuki, JojBuprenorphine Formulations: A Practical Summary for, Glgyicleopharmacology Institute,
Clinical Psychopharmacology Education for Prescribers CME/CE Program, September 11, 2017,
https://psychopharmacologyinstitute.cambstancaisedisordersbuprenorphineformulationspractical
summaryclinicians/
b. U.S. Department of Health and Human Services, dteti Institutes of Health, National Institute on Drug
Abuse,Principles of Drug Addiction Treatment: A R&sessdiGuide (Third Editiditid Publication No. 12
4180, December 201 https://www.drugabuse.ggublicationgdrinciplesdrug-addictiontreatment-
researchbasedguidethird-edition. Last updated on December 1, 2012.
How well does buprenorphine maintain j
Treat ment retention describes the rate 1n which
Retentionnifsabftenaehseve the goals of the treat
use. Retention in treatment for individuals usir

23Title XXXV of P.L. 106310

Congressional Research Service R45279 - VERSION 5 - UPDATED 5
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of uprenorphine and length of t4Pmustimpdiyt weanir
research implies that as the dose of buprenorphi
Similarly, with a longer period of tapering off
treat ment . Taper lengtheflowibhpgeanetphinetes ofs
other opioids and successful completion of treat
buprenorphine and the 1onge individuals are on
remain in treapmoentd, u bstanﬂ fnomees fully compl ¢
Studies see mmettoha diodn ec aitse U chtatte ri na btlree hAthomernett ai n p
buprenorlpnhd maminncsl e 4 hi whys malye beasthatl buprenor phi
partidlagpniost, is less satisfying than met hadon
euphoricAkbf§bd6egcbuprenorphine may not typically be
enough, resulting in more atttrhiatti obnu peraernl oyr pi mi nter e
not retain people as well because mild withdrawa
be present for many patients while wusing the mec
buprenorphine is awlisdoamas iwdrt htda adviasl c s ytmiptt wmems o f
make dropping out of treatment less difficult

Efficacy vs. Effectiveness

Clinicians and policymakers often distinguish betweereffieacyand theeffectivenesd an intervention. Efficacy
studies examine outcomes of an intervention under ideal circumstances. Often this equates to tightly contrg
settings with specific populatioAsmethods designed to isolate the effect of the treatment being studied.
EffectivHQHVYV WULDOV RQ WKH RWKHU KDQG PHDVXUH WKHZ2GHJUHH
Effectiveness studies are based on conditions of routine clinical practice. They record outcomes essential fi
clinical and policyelevant decisions. Pari@nts in these trials often better reflect the targeted population, and
the conditions are closer to actual clinical practice. While this design can make examining the effects of the|
treatment more challenging, it usually provides a more authentic assesefrfeow an intervention will perform
in the real world. Retention and compliance with treatment are important outcomes in effectiveness trials,
because poor compliance or low retention rates can render an efficacious treatment ineffective.

Are t herries kasnyt o buprenor phine?

Buprenorphine i1is an opioid itself and therefore
partial opioid agonist, the euphoric effects of
like heroin, f e nhtaadnoynle,. mnTohreprheifnoer,e ,ort hneetabuse pot
generally considered to beé&Ohvessioskanctahasedofof el
buprenorphine are rare, with most overdoses occtu
timether drugs such as befA@bHenzegvaeseoevehhsr e
with buprenorphine diverted intravenously, such
are similar to those of other phinesaed icwmbd ned s

24 SeeTable A-2 in the Appendix for list of citations.

25U.S. Department of Health and Human Services, Agency for Healthcare Research and Quality @tt&@)for
Distinguishing Effectiveness From Efficacy Trials ist8ynatic Reviewd echnical Review Number 12, Rockville,
MD, April 2006.

26 Michael A. Yokell, Nickolas Zaller, and Traci Green et &Buprenorphine and Buprenorphine/Naloxone Diversion,

Misuse, and lllicit Use: An International ReviévGurrent Drug Abue Reviewvol. 4, no. 1 (March 2011), pp. 28..
2’Tbid., and Leslie Amass, Vilma Pukel evi eNalexane, and

Detoxification to Community Treatment providthers: The

American Journal on Addictigwvol. 13, no. S1 (Mayjjune 2004), pp. S4266.
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nal oxone, an opioi antagonist., it discourages T
buprensrplowee rates of abuse and overdose

How safe is buprenorphine compared to
Preliminary evideggestvta boupmenpobephansafar treatrt
met hadone. Buprenorphine has less abuse potentie
met hadone. In one study, patients taking bupreno
care visittos tchoomspea rteadki ng met hadone, suggesting b
with fewer incidents 2Omdayn gae rfienwg shteuadlitehs ahnadv es acfoe
rates between buprenorphine and met hadone treatrt
met hadone is associated with a higher potential
Research indicates that rates of opioid overdose
associated WDahamftbmdome.studlyowoddtukdteddd ot Frm
attributable to methadone may be as mich as thre
t hough o tfloeurn ds thnwdiseisgn T Comparti dod fefenkessafety
treatments in theeWnirtesdaStchtes awaits furth
Does buprenorphine work for everyone?
There appear to be differences in successful out
whether an individual was primaril3%Whaebnusing pr e s
using bwmpr dmar phdidi ction treatment, heroin users
compared to individuals who abuse prescription
treatment at similar rates, those mkPwmgi whemain v
using buprenorphine. Also, several of the studie
began their drug abuse with prescription opioid
treatment, therefore, nmaiyn ddievpiednuda 1i nwiptahr to poino iwlh eut
transitioned from misusing prescription opioids

Demand for Buprenorphine

uprenor phinaeneidd csa ncauormrfeendthltype t r e at adThes addict
ecipitouds nriissues ei ni no ptihoei 1 ast decade and increa
demic highlight the need for effective treatr

28 paul Barnett;Comparison of Costs and Utilization Among Buprenorphine and Methadone Pateitistion vol.

104, no. 6 (June 2009), pp. 99892.

29Yokell et al.,Buprerorphine and Buprenorphine/Naloxone Diversion, Misuse, and lllicit @8#&1, and Pascal
Kintz, “Deaths Involving Bupr e n borepsicSBaieace Intarnativnalop 2h di um of Fr

no. 12 (September 2001), pp. &B.

30 Marc AuriacombePascale Franques, and Jean Tigfidgaths Attributable to Methadone vs Buprenorphine in

France; JAMA vol. 285, no. 1 (January 3, 2001), p. 45.

31Yih-Ing Hser, Elizabeth Evans, and David Huang et‘abngterm Outcomes after Randomization to

Buprenorine/Naloxone versus Methadone in A Midite Trial;” Addiction vol. 111, no. 4 (April 2016), pp. 6985

and Marc Larochelle, Dana Bernson, and Thomas Land et al .,
Opioid Overdose and Association WithoM t a Anhals pf,Infernal Medicinelune 19, 2018ttp://annals.orgim/
fullarticle/2684924medicationopioid-usedisorderafternonfatatopioid-overdoseassociatiormortality.

32 SeeTable A-2 in Appendix for list of citations.
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deaths attributed to opioids, and r enl anteeedd hoofs pi t

treat ment do not receilive 1t

What are the costs of the opioid epide
Opioid overdose deaths have in)dcddXQH clOns2@hd fienr
estimated 33,091 Arneelraitceadn¥d ndei 2e0dd $oefs tohpai to i du mb e r i
42, %PoH®ta for 2017 revealed 47, 600f ofudtdhs invol vi
increasec,aovand2082 advP®Altmosft tah et lkeipridl eanfi cpat i ent
opioid pain relievers misuse these médications,
Mi suse of opioid paidLIX&#Hi clant i200nls7 ,r eama iensst i hmag he d(
people aged 12 and older misused opioids, 1incluc
relievers and ¥W6i 00t hermdjpomistty sof individuals
opioids will not progremoer ¢ol hkebyntaoasesetheyonmn
lifetime than those who ®%ise pain medicat.i

33U.S. Department of Health and Human Services, National Institutes of Health, National Institute on Drug Abuse,
Overdose Death Ratedpdated September 201ittps://www.drugabuse.gaelatedtopicstrendsstatisticsoverdose
deathrates

34 Centers for Disease Control and Prevent@pioid OverdoseDrug Overdose Death Datatps://wwwcdc.gov/
drugoverdoselatastatedeaths.htmlLast updated December 19, 2017,

35U.S. Department of Health and Human Services (HHS), National Institutes of Health (NIH), National Institute on
Drug Abuse (NIDA)Overdose Death Ratedpdated August 2018ttps://www.drugabuse.gaelatedtopicstrends
statisticspverdosedeathratesand HHS, Centers for Disease Control and Prevention (CDipid Overdose Debs

in the United States, 199817, NCHS Data Brief, No. 329, 201Bttps://www.cdc.govichsproductsdatabriefs/
db329.htm

36 Kevin Vowles, Mindy McEntee, and Peter Siyahhan Julnes éRates of Opioid Misuse, Abuse, and Addiction in
Chronic PainA Systematic Review and Data SynthésRain, vol. 156, no. 4 (April 2015), pp. 56876.

37 Some respondents fell into both categories, which is why the total (11.8 million) is lower than the two categories
combined. See HHS, SAMHSKey Substance Use aMkental Health Indicators in the Urdtl States: Results from

the 2017 National Survey on Drug Use and HeattH'S Publication No. SMA 18068, NSDUH Series 433, 2018,
https://www.samhsa.gavatafeport2017-nsduhannuainationatreport

38 Magdalena Cela, Julian Santaella, and Brandon Marshall ethiionmedical Prescription Opioid Use in Childhood
and Early Adolescence Predicts Transitions to Heroin Use in Young Adulthood: A National’Studyal of
Pediatrics vol. 167, no. 3 (September 2015), pp5612.
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Figure 1.Annual U .S. Opioid Overdose Deaths (1999 -2017)
Number of Deaths from All Opioid Drugs and Heroin
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™ Total Deaths Caused by Opioid Overdose
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Source: U.S. Department of Health and Human Services, National Institutes of Health, National Institute on
Drug Abuse using data from CDC WONDER.

Notes: Data are based on death certificates for U.S. residents collected by the Centers for Disease Control and
Prevention, National Center on Health Statistics, available in the CDC WONDER database. Each death
certificate identifies a single underlying causedeaith and demographic data. For more information about CDC
Wonder, seehttps://wonder.cdc.gov/

e financial costs of this epidemic have been s
e opioidlepcadeemjcl dgbhen, and criminal justice c
16, an increase OAn®t7Be f romalaydiec,adwhiaglh.inclu
ioid overdose fatalities, estimat@H the cost ¢

o N g
o oS

39 Sean Murphy and Daniel Polsk{Economic Evaluations of Opioid Use Disorder Interventions,
Pharmacoeconomicsol. 34, no. 9 (2016), pp. 86887.

40 White House Council of Economic Advisoihe Underestimated Cost of the Opioid Cri&817, acessed at
https://www.whitehouse.gobfiefingsstatementskeareportunderestimatedostopioid-crisis/
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Figure 2.Annual U.S. Opioid Use and Abuse (2002 -2014)
Number of Individuals Reporting Use or Abuse of Prescription Pain Medication and Heroin
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= = Any Nonmedical Use of Prescription Pain Relievers
= = Pain Reliever Abuse or Dependence
e Any Heroin Use

ssseess Heroin Abuse or Dependence

Source: Department of Health and Human Services, Substance Abuse and Mental Skeraices
Administration, National Survey on Drug Use and Health (NSDUH) 22025 accessed from the Substance
Abuse and Mental Health Data Archive (SAMHDA) availabletps://www.datafiles.samhsa.gov/

Notes: NSDUH is an annual nationwide survey of approximately 70,000 people age 12 and older in the United
States. NSDUH employs a stratified multistage area probability sample designed to be representative of the
nation as a whole. More information cae bbund athttps://nsduhweb.rti.orgéspwebhomepage.cfnOf note,

the 2015 NSDUH questionnaire underwent a partial redesign making several variables, including the ones in this
table, incomparable before and after 2014. For more information S¥dHSAResults from the 2015 National
Survey on Drug Use andlthe®etailed Tablg3ockville, MD, September 8, 2018tps://www.samhsa.galdta/
sitestefaultfilesNSDUH-DetTabs2015NSDUH-DetTabs2015NSDUH-DetTabs2015.pdf

Access to Buprenorphine

Buprenorphine i1is regulated differently when usec
pain. The Control I*d mSubss twahmoc emsa yA cptr e(s@SA)be (or

di s penrseen)o rbpuhpi ne t o treat opioid use disorder, a
may do so. These 1limits have implications for hec
they pay for buprenorphine. The dvisf.f esruebnlti nfgouranis,
etc.) also have implications for how patients ga
.t

Who can prescribe buprenor phine?

Buprenorphine may be used to treat opioid use di
cer toipfiioeidd treat ment program (OTP) #WHefi2) outsi
used within an OTP, buprenorphine i1is administere

4121 U.S.C. §8801 et seq.

42 Federal law regulates buprenorphine differently depending on whether it is being used to treat opioid use disorders
(as opposed to pain).
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That 1s, a patient does not recmacveg; ai pyeesaed,pali
receives the buprarcrepbiitatatngt nea@ TR daily vis
patient is wusing injectable or implantable for ms
mont hs

A physician mar otdheg. prphytsitdioan®may iohtamitn od nu
waiver to administer, di spense, orommemslcyr i be burp
known as a DATA waiver, drawing i1its mname from th
t hDer ug Addiction Tr eat me*hlUtn déecrt tohfe 2QMS0A), (aldATaAm& 1) d d
2000 and subsdadcdqwe mrte qlud giesmeantti dm,r separate Drug
(DEA) registration as an OTP may be waived 1if bo
speci fiedloc odnadtiet,i obmusp.r enor phine is the only medi
DATwai ver.

To qualify pfgwoac tamiwiato vedltciathyt ht mrend HHHEipn Ser vices
Secretary ofburthree nmrt eplitn & ot a starneda tmuospti ociedr tuisfey dtil
or s he

X is8 qualifyif¥g practitioner;
X came f er fpoart iaepnptrsopr i ate counseling and other

X will comphyluiwsioiny t he n u mbtehra to fmapya tbiece nttrse at e d
one .ti me

The patienndi vdndmiadg tB3We first year and may inecr
i mmediyatid the practitioner holds additional cr e
sett®Tmg.patient limit may increase to 275 after
regul*tion.

The SUPPORT Act removedhtheghephohohaeary Gqualhidjyitnyg
urse practitioners and physician assistants to
fquali fying otthoe ri npcrl aucdtei tcilomeircsal nurse specialdii
nestheddnsttisf,i ad di®Quati mMydwgvasrse practitioners
ssistants may obtwhiinl ewacilvienrisc aple rnmiarnseen tslpye ci al i s
urse anesthet sts, and certified nwmgelmidwivVves
ctober®1, 202

OB ® ®» 0B

i
3.

43The SUPPORT ActR.L. 11527)) expanded the definition of “qualifying oth
specialists, certified registered nurse anesthetists, and certified nurse midwives. Practitioners are subject to state laws

and regulations surrounding prescribing peges and therefore may not be eligible in all states.

44 Title XXXV of P.L. 106310

“®The term “qualifying practitioner ”naiqualifyinggdhysicianda i n 21 U. S. C
qualifying other practitioner (i.e., a nurse practitioner or physician assistant), or for the period beginning on October 1,

2018, and ending on October 1, 2023, a qualifying other practitioner who is a clinical nurse spemitfist

registered nurse anesthetist, or certified nurse midwife, each of whom must meet specified requirements. As

aforementioned, practitioners are subject to state laws and regulations regarding prescribing privileges and therefore

may not be eligie in all states.

4621 U.S.C. §823(g)(2)(B)(m) as amended by the SUPPORTRALL 115271) . “Additional c¢r
in 42 C. R. §8t2¢ccandttquglifsedepraed in 42 C. F.

4742 C.F.R. Part 8 Subpart F.
4842 C.F.R. 888.6108.655.
4921 U.S.C. §823(g)(2)(G)(ii)(Ill), as amended ByL. 115271 §§3201(c)(d).

iali
61

(§ ent 1
§8.

d
R.
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Why are there limits on the number of
prescribed buprenorphine by a single |

In the 1990s, the makers ofopuprdneunphineutrgnect
with bupnerdrpbt h®¢&P$ ) mptedcharily because the s atf
buprenorphine compared P@omgrachslsy rteomaihmed oc o meit 1t
opioid substitution therapy with Dbuprenorphine s
aplpi cable when the same opioTlhle mpatiicarnti olnismiatr ei :u
restriction.

s originally enacted, DATA 2000 amended the CSA
pioid addiction using bdpmdnionodfihvididduhalssd pamp @ ¢ ¢
imit remains in place for qualifying practitior
006, the CSA was awmanded pbysid¢opanat ®ATAcrease
00 patientXAsa fatfeorr eommeen tyieoame d , subsequent 1legisl
ATA waivers to other c¢clinicians besides physici

ursuant to a statutory provision authorizing ¢tk
ul e mank iMag ,c hi 2 Ouleéd, aHFSo tiiscse of proposed rul emaki
ncreased the Thti ontoplismidt htt @h2@0 patient 1 imit
ignificantly increase patient capacity for prac
l%msumiangtg of care attd minimizing diversion.

® v =g =N T O

In response targubhgcthbommeat sing the patient i
make a significant 1impacHHON saduad sas ifmignalher tlre e
patient Ifitmirt tawto Y %22 ra (s u¥fsxicng tourceay adat a,0onldl
found that an OTP could manage, on average, 262
new DATA waiver patient | imit near thhelow end o
number of patients who coulad hhagdtl i ¢ aytheads elidd eam cei 1
manner thatth emirniisnki 208k ed i SVIEPrPsQRTn .Act codi fied this
allowing practitioners to increase the patient 1
treat up tTohel ONUPPAQRTe nAtcst. al so amended the CSA t
be treadedtemm if the practitioner holds additioc
practicde setting.

50 Jerome Jaffe and Charles O'Keéfezrom Morphine Clinics to Buprenorphine: Regulating Opioid Agonist Treatment
of Addiction in the United StatésDrug and Alcohol Dependenceol. 70 (2003), pp. S$11.

51 Office of National Drug ContrdPolicy Reauthoriation Act of 2006 P.L. 109469).

52HHS, SAMHSA, “Medication Assisted Treatment for Opioid Use Disorde8$,Federal Registet 763917662,
March 30, 2016.

53 HHS, SAMHSA,“Medication Assisted Treatment for Opioid Use Disorde84,Federal Registe#471144739,
July 8, 2016.

54 1bid.
55 bid.

%«Additional credentialing” is defined in 42 C.F.R. §8.2 a:
88.615.
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How has use of buprenorphine to treat

o >
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S|SE € @S 0B o e OO0 6o
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nc
%

us e fbaucpirleintoirepsh iwnheo hraesc eiinvcer e a s e d
n 2097 to 8% in 2017.

5 v o o o o =

57 Congress has authorized and funded grant programs aimed at increasing access to treatment for opioid addiction,
including but not limited to medicatieassisted treatment. For exam@ection 1003 of the 2Century Cures Act

(P.L. 114255, enacted in December 2016) authorizes the State Targeted Response to the Opioid Crisis grant program
which supports states in addressing the opioid abuse.&isigher examplés Section 103 of the Comprehensive

Addiction and Recovery AcP(L. 114198) which authorized funding for Communibased Coalition Enhancement

Grants to Address Local Drug Crises.

58 U.S. Department of Health and Human Services, Substance Abuse and Mental Health Services Administration,
Center for Behavioral Health StatisticadaQuality, Trends in the Use of Methadone, Buprenorphine, and Extended
Release Naltrexone at Substance Abuse Treatment Facilities220@3(Update) The CBHSQ Report: August 22,
2017, p. 3

59 1bid.

60 HHS, SAMHSA,National Survey of Substance Abuse TreatnServices (I$SATS): 2017. Data on Substance
Abuse Treatment FacilitieRockville, MD, July 2018, p. 16.

61 HHS, SAMHSA,National Survey of Substance Abuse Treatment ServieBSAYS): 201, Data on Substance
Abuse Treatment Facilitie®Rockville, MD, July 2018, p. 2https://wwwdasis.samhsa.gdasis2hssats/
2017_nssats_rpt.pdf
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Figure 3.U.S.Treatment Facilities Providing Buprenorphine (2005  -2017)
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Source: Department of Health and Human Services, Substance Abus®antal Health Services
Administration, NationaBurveyof SubstancébuseTreatment ServicefN-SSATS)2003to 2017 (Table 2.4)

Notes: N-SSATS is an annual census of facilities providing substance abuse treatment in the United States. More
information @n be found ahttps://www.datafiles.samhsa.gutly-serieshationaisurveysubstanceabuse
treatmentservicesn-ssatsnid13519

The cumulativewaiumbdyheédr DATAcased als-o. The nun
waived physipcaitainesn twiltihmiat 3i0ncreased from 1, 800 i
t hosteh wap altOilent | imit expanded from 1,937 in 2007
maximum number of patients who could be treated
1,093,150, a rate of 420.3 pé&pPudedPodDODBrpespl enacg
DAT#Aaivers for buprenorphine treatment, mnearly 3
with buprenorphine in 2012 as were receiving met

The Substance Abuse and MenSAMHHALA awhheBecoveress
the buprenorphine waiver program, provides daily

Ny

of December 1, 201wWai tehd mruambipd ¢ ot n DIATA ma t 3 @ x c e e
40, 000 and tphaotsiee nwti tlhi mai tl 0e0x ¢ e epdreadc t1i1t,i000n0e.r sT hwei tn}
27pHpatient 11 mit%Tthoitsa Iperdo voivdeers 4t,h5e0 Oc.capacity for a
be treated with buprenorphine.

63 HHS, SAMHSA,MedicationAssisted Treatment: Physician and Program Datst updated Novengb 26, 2018,
https://www.samhsa.gawledicatiorassistedreatmenthysicianrprogramdata

64 SAMHSA, Physician and Program Data
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Despite thdsessmctreaswhstance abuse treat nt s
paciet hmatheranhgs aeafdopitobd in®SIhe (l)JhQI dh dt €8
bet ween the number of people experiencing opioic
buprenorphine treatment c¢apaFiotegtiyght t healUe$S. awd s
District of Columbiy@®ahadphioglie m burbautperde maofr pgha mtec 1 |
treat ment in 2012. During that year, 82% of fede
reported operatincgi®ayt. 80% or greater capa

e me uc
e St er

An Alternative Approach to Buprenorphine Policy: France

In France, all registered medical doctors have been allowed to prescribe buprenorphine without any specia
education or licensing since 1995. This is in contrast to the strategies used hycotlngries using
buprenorphine to treat opioid abuse, such as the United States and other European nations. The French ex
provides a test case for a more relaxed regulatory framework for this treatment, including possible benefits
drawbacks to tis approach. Results from studies on this model show that allowing physicians to prescribe W
much regulation led to a rapid increase in the number of opaeg@endent users receiving buprenorphine
treatment in primary caré8 In France, an estimateche half of all heroin users receive buprenorphine treatmer
from the 1 in 5 primary care providers who actively prescribe this medication. Studies have also reported a
significant nationvide decrease in heroin use following the introduction of buprenanphin 1995° Along with
increased treatment utilization, the profusion of availability and absence of requirements for special training
appears to also have resulted in increased misuse of the medication. Intravenous diversion of buprenorphi
occur inup to 20% of buprenorphine patients in Frarie@verdoses involving buprenorphine remain rare,
however, and are usually seen when the drug is combined with a sedlatipessible consequence of
inappropriate prescribing practices. Overall, total opioid mase deaths in France have declined substantially
VLQFH EXSUHQRUSKLQH:V LQWURGXFWLRQ

The French approach to buprenorphine policy has both potential advantages and drawbacks. On one hand
this medication easier to access has increased the numbedviduals in treatment, to the point where most of
those who need treatment receive it. On the other hand, fewer regulations may have increased clinically
inappropriate prescribing practices and subsequent diversion, and possibly contributed to ogendiese
buprenorphine was combined with sedatives. An increase in buprenorphine misuse may have actually cont
to a lower overall overdose mortality rate, likely from displacing use from other, more fatal opioids, such as
heroin and fentanyl.

Admi ssions to subst ancnevoa bvu sneg tprr easetcanreilnptt i foanc iolpii toi
quadrupl €d ORe taviellen2 @045, 18.3% of individuals 1in
illicit drug probl em, 1ncludTi’InﬁgOlpGr;E's(f:nrdilp(tZbnl%)&i
of those Wlth any opioid use disorder received s

85 Christopher Jones, Melisa Camjanmo, and Grant Baldwin et atNational and State Treatment Need and Capacity
for Opioid Agonist MedicatiorAssisted TreatmentAmerican Journal of Publielealth vol. 105, no. 8 (August

2015, pp. €55363.

56 1bid.

57 1bid.

68 M. Fatseasnd Marc Auriacombeé;Why Buprenorphine Is So Successful in Treating Opiate Addiction in France,
Current Psychiatry Reportsol. 9 (2007), pp. 35364.

69 Benedicte Lepere.aurent Gourarier, and Mario Sanclezl.,“Reduction in the Number of Lethakkbin

Overdoses in France since 1994. FocuSwobstitution TreatmentsAnnales de Medecine Internsl. 152, no. 3

(April 2001), pp. IS512.

“Fatseas & Auriacombe, “Why Buprenorphine Is So Successful.

"1HHS, SAMHSA, Trends in the Use dflethadone, Buprenorphine, and Extendelitase Naltrexone at Substance
Abuse Treatment Facilities: 202015 (Update)

2HHS, SAMHSA, Center for Behavioral Health Statistics and Quality (CBHR&3ults from the 2017 National
Survey on Drug Use and Healthetailed TablesRockville, MD, September 7, 2017, Table 5.42A,
https://mww.samhsa.godétasitesfiefaultfiles/INSDUH-DetTabs2016 NSDUH-DetTebs-2016.pdf
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heroin use disorder and 17.5% of t'Ao sset uwdiyt h pr e s
conducted in Maastsaacthuiseditsi dwaalnsd ntdcent-ly hospit
rel ated over dtohsier,d lreescse itvheadns domyc eme d ir ¢ @ tt im@ m t in t
following “he overdose.

In addiwthiidre the capability thaeastexpanpgdedi ¢ht ©uwgh
increasewaiinneDASTA practitioners with these waiver
study by SAMHSA leadership found thawaitvheed number
providers was substhotiatlywh o'Wlehre pphetirinceetnhtealgaemiotf.
clinicians prescribing buprenorphine d% or near
Geography may be relevant in understanding the t
l ocated manyp obret ammotr et han the capacity for treat me
need and availability. Other factors affecting t
include health insurance coverage, nr,ec isnbiugrnsae,me n't
awareness of treatment options and availability,
How much does buprenorphine cost?

The cost of any prescribed medication is influer
insurer, t hper ehsecarlitbhi npgl acnl ionri c , and the retail ph
me di c’4ltti oins. di fficult, therefore, to identify a

ThBepart ment( b@dD)Deafnedn steche National Institute for

estatmd the following costs:

X met hadone treatment: $%26 per week ($6,

X buprenorphine treatment:® $115 per week

552 p.

($5,9

X naltrexone: $1,176.50%per month ($14, 122 per

Most of the research c oeamspsaitrsitmezd mdet c obd s HDdumeds

results, suggesting buprenorphine may be cheaper

BHHS, SAMHSA,SAMHSA Shares Latest Behavioral Health Data, Including Opioid Mi€usteber 12, 2017,
https://newsletteranhsa.go?017/10/12/samhsanewdatamentathealthsubstanceiseincludingopioids/ The data

on heroinrelated deaths reported in this source is drawn from HHS, Centers for Disease Control and Prevention
(CDC), National Center for Health Statistid¢GHS), National Vital Statistics System (NVSS). All other data are
drawn from SAMHSA’s National Survey on Drug Use and

74 Marc Larochelle, Dana Bernson, and Thomas Land, et\édication for Opioid Use Disorder After Nonfatal
Opioid Ovedose and Association with MortalityAnnals of Internal Medicinelune 19, 201&ttp://annals.orgim/
fullarticle/2684924Mmedicationopioid-usedisorderafternonfatatopioid-overdoseassociatiormortality.

5 Christopher M. Jones and Elinore F. McCaiatz, “Characteristics and Prescribing Practices of Clinicians
Recently Waivered to Prescribe Buprenorphine for the Treatment of Opioid Use DisAudiéction October 15,
2018, pp. 12.

¢ hid.

THHS, SAMHSA,MedicationAssisted Treatmeninsurance and Paymentisast updated September 28, 2015,
https://www.samhsa.gaviedicationassistedreatmentteatmentihsurancepayments

8 Department oDefense, Office of the Secretaif,RICARE; Mental Health and Substance Use Disorder Treatiment,
81 Federal Registe6106861098, September 2, 2016.

7 bid.

80 HHS, National Institutes of Health, National Institute on Drug AbMdications to Treat OpidiUse Disorder

March 2018https://www.drugabuse.ggwiblicationsfesearckreportsiedicationso-treatopioid-addictionhow-
muchdoesopioid-treatmentcost
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however, have b

Affaimed{XAl eayectchogd c asrimxordftohrs of buprenorphine
was $PThE9tosts assocpatedthwathsmemSHeddmRdperiod
Theosdas were not significamtfltye rditthfee rfeimts ti s 1sxu bmso
treat me n.tn,d ihroewettvlecad ssttsm thiyn wer e al so higher for

een incodal wvnievetadys cggadutcttehe ad

whihkahd t wice as many ambulator y®¥0taher vistitmatess t
suggest that the costs of buprenorphifiertreat mer
me t h a%Porneel.i mi nary studies on the subdermal for mu
2016 suggest that this type of tre®tment may ha-

Ot hsetrudawge found buprenorphiner tgleiaghmtelnt kioghesr
those for®Fmethmddmea.ce, NIDA reported that the

may be closer tTh&4 f700ifpegms thpgs noeht be represent a
the costs of buprodnamp md dhicver & Boehr smoetehheard o g s .
Det er mi h heiecofufseecft i veness of buprenorphine, partdi
treatment optio,nsawaicths afSumteh hra doensee ar ¢ h

Does Medicare pay for buprenor phine

Medicermbur sement for prescription drugs depends

used and how t h®%Iyn agreen eardanmii,n iMetdeirceadr.e Part A cove

ipatient medical treatment; Medi aoate eunsPuaarltl yB sceolvfe

administaeermidsulbtendl and administere;d aansd pMerdti coafr ea

D covenppFbDAed druagsilhble(dn)] yerba)s eplr fsoar iapti on

medicallyndcecaphadrde0d3 ) cover sAl &Fhder Part

As noted previously, buprenorphine may be admini
OTP, atmady be administered, dispensed, or prescri

waiWMedicare does Of®#s mecogwmwezred providers, and
reimbursement for buprenorphine dispensed in an

81 Barnett,“Comparison of Costs(2009).

82 Indirect costsnclude expenses not directly attributable to the treatment, but that are otherwise associated with
treatment usage. In this case, indirecteastiude the total cost of treating a participant including ambulatory care
visits and inpatient care.

83 Onur Baser, Mady Chalk, and David Fiellin et &Cpst and Utilization Outcomes of Opieidependence
Treatment$, American Journal of Managed Canl. 17, no. 8 (June 2011), pp. S238.

84 John Carter, Ryan Dammerman, and Michael Fr@xistEffectiveness of Subdermal Implantable Buprenorphine
versus Sublingual Buprenorphine to Treat Opioid Use Disdrdenrnal of Medical Economicsol. 20, no8 (August
2017), pp. 89301.

85 Heide Jackson, Kara Mandell, and Kimberly Johnson et@hst Effectiveness of Injectable Extended Release
Naltrexone Compared to Methadone Maintenance and Buprenorphine Maintenance Treatment for Opioid
Dependencé,Subsance Abusevol. 36, no. 2 (2015), pp. 22Z831.

86 HHS, NIH, NIDA, Principles of Drug Addiction Treatment: A ReseaR#ised GuidgBethesda, MD, January 2018,
pp. :67.

87 CRS In Focus IF10873/edicare Coveage of Opioid Addiction Treatment Serviceg Suzanne M. Kirchhoff and
Johnathan H. Duff

8Centers for Medicare & DigGbverageiUdderPartrAyPartmarsC, &ParM di car e
Revised August 201 https://www.cms.gowutreachandeducationdutreachpartnershipsfownloadsl 1315p.pdf
Part B also covers certain vaccines, oral cancer drugs, bedmbducts.
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Medi Parlta$883B no separate benefit categprygi dounsdrug
disor domwkavretr ,B WophkBgemm¢gectable and implantable
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(referfiemd itde nas tso sa Thvii whdesd 3 emlcaenyuary 1, 2018, Me
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buprenemnphleinmepal Fdnt s .

Pardod®t pay dfnmoirn issetlefr d d r alpnrgogvsi duestrkE @wi seixta mpl e, i f
physiscioddi seabbkionghal ibtupresmeorwhuiulne , not be paid u
because ®otichh¢toodmsmigd caardechica ed fered (thus not paya
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incidbanefnt). Payment to a phdmicisamr dtoron hef of
drug by theshmaitnidau¢t i orf odo)cemamplbe possTble unde
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ception 71 e quPeasrtt bDy palna nesn raollsloe emust provide a t
w enrollees who faorre oapliroeiadB gursien Ditipskoarhdseerat e t o 7
ugs emshawdmg tiers,cadt holhhghi bgnmif gkt avyry d:
PMepdiamare Part D does not cov-anloxehebupren
mbination products for the treatment of opioic
spensedhky COTMeedrisc afroer & Medi caid Services has
at they aetehnpctobseheadr itnog f or i MAT udri mg¥® buprenor
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Does Medicaid pay for buprenorphine ¢t

Al4d8& tates that 1 es p(oAnrdkeadn staos aa n2d0 1171 i sauwhrowesyt dd d n o
that their Medicaid prAga hm@ ) LAelMr esdi rbviepyr edmd rap Wi
that all 50 states anedbuphre Dansphimeas poofnd dCtoll taitmb 4 &
i mpaodssoeeme ,l ismuchls horprhroroautrequirementday duratio
ma x i mu m*Kwerne st hough state Medicaid programs cove
cover certain buprenorphine forms comdomfday omsly cc
For instance, a state Medicaid program may use @

(5]
€

89 Medicare and other payers udealthcare Common Procedure Coding Sysd@PCS) to identify reimbursable
procedures; the HCPCS codes for these specific procedures are G0516, G0517, and G0518.

Al though payment for HARCStdode adtmd 233 st ¢@tdlbnm direct obs
under theMedicare Physician Fee Schedwealuation and management codes could be used to pay for the supervision
of MAT under Part B, so long as all required elements to bill the codeeire m

91 C MS Annduncement of Calendar Year (CY) 2019 Medicare Advantage Capitation Rates and Medicare Advantage

and Part D Payment Policies and Final Call Lettér Apr i 1 2, 2 0 1 8-Assisted Treatment, p.@53Me di cat i on
and CMS, “ Medifc aSrueb s@mwmecrea gAeb ucs e  Shitps:Awivw.ems.goutregchandl 28, 201 6,
EducationMedicareLearningNetworkMLN/MLNMattersArticlesDownloadsSE1604.pdf

92 CRS In Focus IF1087%/edicare Coverge of Opioid Addiction Treatment Services

98 The Henry J. Kaiser Family Foundatid@tates Reporting Medicaid Coverage of Medication Assisted Treatment
(MAT) Drugs state fiscal year 201Hftps://www.kff.orgmedicaidstateindicatorbstatesreportingmedicaidcoverage
of-medicationassistedtreatmenimatdrugs

94 Colleen M. Grogan, Christina Andrews, and Amanda Abraham éSairyey Highlights Differences in Medicaid
Coverage for Substance Use Treatment and Opioid Use Disorder Medi¢dtieath Affairs vol. 35, no. 12
(December 12016), pp. 2282296.

95 CRS Report R43778/edicaid Prescription Drug Pricing and Policy

Congressional Research Service R45279 - VERSION 5 - UPDATED 18



Buprenorphine and the Opioid Crisis: A Primer for Congress

and attend MAT therapy or counseling before they
use a preferred drug slpiescti ftioc rferqoudiurcet sp rfoivrisdte.r s t

Concluding Comments

Buprenor phi neneidd csa iceuorarfeendthltype t reat adThe¢es addict
rise in opioid abuse in the last decade and s ubs
the ne€flefor veOvterremapttngennbtrsphi ne appears to be an
for treat ment olfe soppiitoei dmadrekpeedn diennccree.a s es in opioi
admi ssions, and overdose deat hsmentthed omanjootr irteyc eoif
it . Prescribing practices for buprenorphine as e
regulated and include provisions that limit the
simultaneously. Comgmaeshs hawe tnmhadecexddwtritwe tl 1 n
buprenorphine treatment whil @ eclpdlacemiemg p htamtpiya
Congress is likely to continue gpaebptymgkewr s hahtt
medical haadl phbpiwvafideds fioenamlesw data to indicate wl
have changedft Hchet opjiodStdilarcpi dgmacbal ance bet wee:
to buprenorphine and maintaining qua&l ity matyandar
prove challenging.

9 |bid. States are required to have a process by which providers can requpstfeaed drugs.
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Appendix.Syst ematic Review

Report Met hodology

Much of the information in this CRS report 1s b
literature on buprenor ph isnyes,t eumnnadteirct arkeevni eiwn iAsu gau
compnehee report collating all of the relevant
Systematic reviews use explicit, -spetematdc met
eligibilPSyytematéciaeviews have tbescooumec eanofi ncre
information for c¢clinical practice and policymak
e st

and provide better imations of perf®formance a

L e L i ¢ 7 2 B o5 )

CRS ystemataiicmerde vtioe wlet epme mer pbwneewdr bss in t he
opioid dependence compared to other treatments (
Studies were included if they were comparisons ¢
outpatient commuiint yedetStiatntgs amdt were publishe:q

included primary and secondaerxy carni ameynsteasl o f
tudies, andh€ERbhoevéeowtadiested on effectiveness
exet btoex “Hionwd ewe 1 1| does buprenorphi"peTharafara, pec
udies were excluded from this review i1f they ¢
cused on withdrawhdhitoedTdBctiedensteiddf pudmnsiigliendglhear
t the inclusion chistratnggwefdevebopedfatheath
ed. We searched Pub Medda tlaibfaes es,c iPeynsccel NaFnOd bbeihoanveid
d mental health database, and CINAHL nursing j

Ar t iSulmmari es

7TDEOH $ovides full citations and abbreviated ref
7TDEOH §mmarizes each artigi gdeystiiagrad md iamgl i ts p
conclusions

Table A -1.Article Citations and Abbreviations

Abbreviation Full Citation

Crits-Christoph et al., 2016 Paul CritsCristoph, Hannah Markell, and Mary Beth Connolly Gibbons efAl.,
Naturalistic Evaluation of Extendételease Naltrexone in Clinical Practice in
Missouri,"Journal of Substance Abuse TreatvokritO (2016), pb0-57.

"“2QRIULR HW DC *DLO "-2QRIULR 3DWULFN 2-&RQQRU DQG OLFKI
Departmentlnitiated Buprenorphine/Naloxone Treatment for Opioid
'HSHQGHQFH $ 5D QGRP LJAMByok @B Q0. ABQO0TBY hiD B3¢
1644.

97 Alessandro Liberati, Douglas Altman, and Jennifer Tetzlaff et Bhe PRISMA Statement for Reporting Systematic
Reviews and Met&nalyses of Studies that Evaluate Health Care Interventions: Explanation and Elabbrdtas,
Medicine vol. 6, no. 7 (Jyl 2009), pp. 128.

98 U.S. Department of Health and Human Services, Agency for Healthcare Research and @itality for

Distinguishing Effectiveness From Efficacy Trials in Systematic Revi@ebnical Review Number 12 AHRQ
Publication No. 08046, Agil 2006, pp. 119.
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Abbreviation

Full Citation

'"“2QRIULR HW DC

Fiellin et al., 2014

Hser et al., 2014

Hseret al., 2016

Jacobs et al., 2015

Marsch et al., 2016

Matson et al., 2014

Nielson et al., 2013

Potter et al., 2015

Proctor et al., 2014

Rosenthal et al., 2013

Rosenthal et al., 2016

Sigmon et al., 2013

Vo et al., 2016

*DLO ' 2QRIULR ODUHN &KDZDUVNL ‘Bm@rgergp WU L
Departmentinitiated Buprenorphine with Continuation in Primary Care:
Outcomes During and After InterventionJournabf General Internal Medici.
32, no. 6 (2017), pp. 66666.2

'‘DYLG )LHOOLQ 5LFKDUG 6FKRWWHQIHOG DQG
Based Buprenorphine Taper vs Maintenance Therapy for Prescription Opioid
'"HSHQGHQFH $ 5D QGRPLANG IrRetnblMedfiddl. TA4,nD.Q2 |
(2014), pp. 1947954,

Yih,QJ +VHU $QGUHZ 6D[RQ DQG 'DYLG +XDQJ H
Patients Randomized to Buprenorphine/Naloxone Compared to Methadone in
Multi- 6 L W H Addicfio@voli 109, no. 1 (January 2014), pp-8@

Yih-,QJ +VHU (OL]DEHWK (YDQV D ge&niDufdofaes AftBrg
Randomization to Buprenorphine/Naloxone Versus Methadone in aJ9iti
7 U L Bddicfioyvol. 111, no. 4 (April 2016), pp. 6995P

3HWUD -DFREV $0OIRQVR $QJ ODXUHHQ +LOOKR
Opioid Dependent Patients with Different Buprenorphine/Naloxone Induction
Dosing Patterns and Trajectdrd VAmerican Journal of Addictioh 24, no. 7
(October 2015), pp. 665675.

/LVD ODUVFK 6DUDK ORRUH DQG -DFRE %RURG
Trial of Buprenorphine Taper Duration Among Opieidependent Adolescents
aQG <RXQJ AdixtiorMoNV 111, no. 4 (August 2016), pp. 14D615.

Steven Matson, Gerrit Hobson, and Mahmoud Ab8dD VR XO HW DO
Retrospective Study of Retention of Opiei2ependent Adolescents and Young
Adults inan Outpat HQW % XSUHQRU S K L QéurdaDdd &RIpRMH &
Medicingvol. 8, no. 3 (May/June 2014), pp. 1IB2.

6X]DQQH 1LHOVRQ ODXUHHQ +LOOKRXVH DQG
of Buprenorphine Taper Outcomes Between Prescription Opioid and Heroin
8 V H Ualrpal of Addiction Medijoiné 7, no. 1 (January 2013), pp-3R

JennlHU 6KDUSH 3RWWHU -HVVLFD "UHLIXWSite DQ(
Prescription Opioid Addiction Treatment Study:-IBR Q W K 2 X W&urBltefV
Substance Abuse Treatmsit 48, no. 1 (January 2015), pp-G&2

StevenRJRFWRU $P\ &RSHODQG DQG $OEHUW .RS
Comparison of the Effectiveness of Methadone and Two Sublingual Formulatic
Buprenorphine on Maintenance Treatment Outcomes: Findings from a
5HWURVSHFWLY H Bxpebriiéhts br@liricel R)cBopharmacpiady22,
no. 5 (2014), pp. 42433.

5LFKDUG 5RVHQWKDO :DOWHU /LQJ DQG )uDQt
for Treatment of Opioid Dependence: Randomized Comparison to Placebo ant
Sublingual KSUH Q RU S KL Q AddiddidpwIf RA,Hhopl2 (December 2013),
pp. 21412149.

5LFKDUG 5RVHQWKDO OLFKHOOH /RIZDOO DQG
Buprenorphine Implants on lllicit Opioid Use Among Abstinent Adults witha@pi
'"HSHQGHQFH 7UHDWHG ZLWK 6XEOLQJXDO %XSL
JAMAvol. 316, no. 3 (2016), pp. 2&80.

6WDFH\ 6LIJPRQ .HOO\ 'XQQ DQG .DWKU\Q 6DXC
Blind Evaluation of Buprenorphine Taper Duration in Primary Prescription Opic
$ E X V HANWA Rsychiatvgl. 70, no. 12 (December 2013), pp. 134354,

Hoa9R (ULND 5REELQV DQG OHJKDQ :HVWZRRG
OHGLFDWLRQV LQ &RPPXQLW\ 7FUHDWPHQW IRU
Substance Abuysel. 37, no. 3 (2016), pp. 3897.
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Source: CRS analysis.
a. 6DPH GDWD IURP "-2%3RIULR HW DO
b. Same data frorhiser et al., 2014.

Table A -2.Article Summaries

Reference/Study

Participants

Study Design & Aims

Conclusions

Crits-Christoph et al.,
2016

""2QRIULR HW

"“2QRIULR HW

Fiellin et al., 2014

8,996 individuals who
participated in substance
abuse treatmenfor opioid
use in Missouri

329 opioiddependent
patients treated at an urban
teaching hospital emergency
department

290 opioiddependent
patiens treated at an urban
teaching hospital emergency
department

113 opioiddependent
patients treated at a primary
care center

Naturalistic study that
compared extendedelease
naltrexone (XRNTX) with
oral naltrexone,
buprenorphine/naloxone,
and psychosocial treatment
on a composite outcome of
employment, abstinence,
duration of treatment, self
help participation, and
arrests

A randomized clinical trial
that compared the efficacy
of ED-initiated
buprenorphine/naloxone
treatment with a referral to
treatment or a brief (15
minute) intervention

A randomized clinical trial
that compared the efficacy
of ED-initiated
buprenorphine/naloxone
treatment with a referral to
treatment or a brief
intervention at 6 and 12
month follow-up

A 14-week randomized
clinical trial that compared
the efficacy of
buprenorphine taper (2ng

XR-NTX-treated patients
had significantly higher
scores on composite
outcome compared to
buprenorphine/naloxone,
however, the effect size was
small ¢=.17). All groups
improved. Patients receiving
buprenorphine/naloxone
remainedin treatment
longer than those receiving
XR-NTX or psychosocial
treatment There were no
differences in abstinence,
participation in selhelp, or
arrest rates between groups

More patients in the
buprenorphine group were
engaged in treatment at 30
days (78%) compared to the
brief intervention group
(45%) and the referral groug
(37%). The buprenorphine
group selreported greater
reductions in number of
days of illicit opioid use per
week.Ratesof urine samples
negative foropioids did not
differ across groups. Fewer
patients in the
buprenorphine group (11%)
used inpatient addiction
treatment services
compared to the referral
group (37%) and brief
intervention group (35%).

A greaternumber of
patients in the
buprenorphine group (74%)
were engaged in addiction
treatment at 2 months
compared to the referral
(53%) and brief intervention
(47%) groups, but no
differences existed at 6
months or 12 months.

The percentage of urine
samples negative for opioids
was lower for patients in the
taper group (35%) than the

Congressional Research Service

R45279 - VERSION 5 - UPDATED

22



Buprenorphine and the Opioid Crisis: A Primer for Congress

Reference/Study

Participants

Study Design & Aims

Conclusions

Hser et al., 2014

Hser et al., 2016

1,267 opioiddependent
individuals participating in 9
opioid treatment programs
randomized to receive
buprenorphine or
methadone for 24 weeks

1,080 opioiddependent
individuals participating in 7
opioid treatment programs
randomized to receive
buprenorphine/naloxone or
methadone

decrease every 3 days for 3
weeks after 6 weeks of
stabilization) vs. ongoing
buprenorphine maintenance
therapy sing stable dosing
in primary carebased
treatment

A secondary analysis of dat:
from a randomized clinical
trial that compared the
effectiveness of
buprenorphine/naloxone anc
methadone treatment for
retention and opioid use

Follow-up study on data
from a randomized clinical
trial that compared the
effectiveness of
buprenorphine/naloxone anc
methadone on opioid use
and mortality up to 4.5 years
after treatment

maintenance group (53%).
Patients in the taper group
had fewer consecutive
weeks of opioid abs&tence
compared with those in the
maintenance group. Patient:
in the taper group were less
likely to complete the trial.
They also reported more
days per week of illicit
opioid use than those in the
maintenance group once
they were no longer
receiving bupenorphine.

Treatment completion was
higher for the methadone
group (74%) compared to
the buprenorphine group
(46%). The completion rate
for the buprenorphine group
increased liparly with

higher doses, reaching 60%
with doses of 3632mg/day.
Higher medication dose was
also related to lower opiate
use, particularly among the
buprenorphine group.
Lower medication dose
(<16mg) was associated wit
higher dropout. Of those
remainingn treatment,
opiate use was lower among
the buprenorphine group in
the first 9 weeks of
treatment.

Mortality was not different
between the two conditions
with 3.6% ofthe
buprenorphine group having
died compared to 5.8% of
the methadone group.
Opioid use was higher
among participants in the
buprenorphine group (43%
vs 32% position urine
screens). Individuals in the
buprenorphine group had
less treatment participation
after initial 24week
treatment than those in the
methadone group.
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Reference/Study

Participants

Study Design & Aims

Conclusions

Jacobs et al., 2015

Marsch et al., 2016

Matson et al.2014

740 opioiddependent
individuals previously
randomized to the
buprenorphine arm of a
clinical trial

53 opioiddependent
individuals between the age:
of 16 and 24 (n=11 under
age 18) being treated at two
urban hospitabased
research clinics randomized
to one of two

buprenorphine taper lengths

103 opioiddependent young
adults and adolescents who
received medicatiomssisted
treatment at a hospital
based outpatient clinic

A secondary analysis of dat:
from a randomized clinical
trial that campared opioid
use, retention, and safety of
various doses of
buprenorphine at 7 days, 28
days, and 6 months

A randomized controlled
trial comparing the effects of
a 28day taper off of
buprenorphine versus a 56
day taper on retention in
treatment and abstinence
from opioid use of over a2
month period

A retrospective chart review
of all qualified patients
receiving
buprenorphine/naloxone
treatment at the clinic that
examined retention and
compliance rates after one
year

Participants who started on
moderate (between 8 and
24mg) doses of
buprenorphine and shifted
to high doses (>24mg) were
three times less likely to
drop out of the first 7 days
of treatment than those
receiving consistent low
doses (<8mg). At 28 days,
participants dosed at >16mc¢
were less likely to drop out
of treatment compared to
those who received <16mg.
Dropout during the first 28
days was highedt the

group receiving the lowest
dose of buprenorphine
(<8mg/day). At 6 months,
participants receiving
>8mg/day had fewer opioid
using days than the lowest
dose group. The longer it
took to reach maintenance
dose of buprenorphine, the
more days of opioidise at 6
months. There was no
difference in safety between
the groups.

Participants who received a
56-day taper had a lower
percentage of positive urine
drug tests compared to
those in the 28day taper
group. On average,
participants in the 5@lay
taper remained in treatment
longer than those in the 28
day group (37.5 days vs. 26
days).

Opioid abstinence (85%) an
compliance with
buprenorphine/naloxone
treatment (86%) were high
while participants were
engaged in treatment. 75%
of patients returned for a ®
visit and 45% remained in
treatment at 60 days. By 1
year, 9% were still retained
in treatment. There was no
difference in retention rates
for those with
heroin/prescription opioid
dependence compared to
prescription opioid
dependence alone. Female

Congressional Research Service

R45279 - VERSION 5 - UPDATED

24



Buprenorphine and the Opioid Crisis: A Primer for Congress

Reference/Study

Participants

Study Design & Aims

Conclusions

Nielson et al., 2013

Potter et al., 2015

Proctor et al., 2014

516 opioiddependent
individuals randomized to
one of two buprenorphine
taper lengths across 11 sites
in the U.S.

252 opioiddependent
participants treated at 10
sites who were previously
randomized to receive
standard care, cawseling, or
buprenorphinenaloxone

3,233 patients receiving
medicationassisted
treatment for opioid use at
an outpatient substance use
treatment fadity during a
one-year period

A secondary analysis of dat:
from a multsite randomized
clinical trial that compared
two buprenorphine taper
schedules (7 days vs 28 day
on opioid use. The analysis
compared characteristics
and outcomes for subgroups
reporting prescription

opioid use vs. heroin use

A follow-up analysis at 18
months of in a large multisite
randomized clinical trial that
compared standard care
(weekly brief physician
meetings), counseling-@ix
weekly), brief treatment (2
weeks + 2week taper) using
buprenorphinenaloxone, or
extended treatment (12
weeks of buprenorphine
naloxone stabilization). The
study used a twegphase
adaptive design meaning
participants who did not
improve after receiving one
treatment were randomized
again to receive a different
treatment

A retrospective longitudinal
study that compared the
effectiveness of methadone,
Suboxone® uprenorphine
+ naloxong, and Subutex®
(buprenorphine) on
retention in treatment and
opioid use

sex aml negative THC urine
screen were associated with
higher retention in
treatment

A higher percentage of the
prescription opioid group
(49%) provided an opioid
free urine screen at the end
of taper compared to the
heroin group (35%). There
was no difference between
these groups in the 28ay
taper however. Individuals
primarily using prescription
opioids were almet twice
as likely to provide opioid
negative urine samples at th
end of tapering than those
who primarily use heroin.

No differences were found
between the treatments in
abstinence, opioid
dependence diagnosis, or
participation in agonist
treatment at 18month
follow-up. Overall, the
average number of days of
prescription opioid use
decreased by almost two
thirds and 77% of
participants used less often
than when they began
treatment. The average
number of days of heroin
use increased slightly.
Individuals who successfully
completed extended
treatment were more likely
to maintain abstinence.
Participants receivinagonist
treatment after the study
were more likely to report
opioid abstinence than thos¢
who did not (63% vs. 39%).

The average number of day:
in treatment (retention) was
longer for the methadone
group (170 days) compared
to the Subutex® (69 days)
and Suboxone® (119 days)
groups. The prevalence rate
of opioid use were similar
across all three groups.
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Reference/Study

Participants

Study Design & Aims

Conclusions

Rosenthal et al., 2013

Rosenthal et al., 2016

Sigmon et al., 2013

Vo et al., 2016

287 opioiddependent
individuds randomized to
one of three groups
receiving buprenorphine
implants, placebo implants,
or buprenorphinenaloxone
tablets over 24 weeks

177 opioiddependent
individuals randomized to
one of two groups receiving
buprenorphine implants +
sublingual placebo or
placebo implants + sublingu.
buprenorphine over 24
weeks

70 prescription opioid
dependent individuals
randomized to receive-] 2-,
or 4-week tapers of
buprenorghine followed by
naltrexone therapy

56 young adults (326 years
old) admitted to an
outpatient community
treatment program for
opioid use disorders

A randomized placebo
controlled trial that
compared buprenorphine
implants with placebo
implants and buprenorphire
nalakone tablets (1216mg
fixed dose) for the
treatment of opioid
dependence

A randomized clinical trial
that compared
buprenorphine implants
(plus sublingual placebo)
with sublingual
buprenorphine (fus placebo
implants) for the treatment
of opioid dependence

A doubleblind randomized
clinical trial that compared
1-, 2-, and 4week
buprenorphine tapering
regimens on opioid use and
retention in treatment

A naturalistic retrospective
chart review that compared
buprenaphine with
extended release naltrexone
(XR-NTX) on opioid use
over 24 weeks

Buprenorphine implants
were more effective at
reducing opioid use than
placebo implants. 27% of th
buprenorphine implant
group had more than half
negative urine screens vs. 6
in the placebo group. There
was no difference found
between the buprenorphine
implants and the
buprenorphinenaloxone
tablets in retention in
treatment or percent of
negative urine screens.

More participants in the
buprenorphine implant
group (96%) obtained at
least 4 months of negative
urine drug screens
compared to the sublingual
group (88%). A larger
proportion of participants
receiving buprenorphine
implants (86%)
demonstrated abstinence
through 6 months compared
to the sublingual
buprenorphine group (72%)

Opioid abstinence was
higher in the 4week taper
group (63%) compared wit
the 1-and 2week taper
conditions (29% each) after
5 weeks and again after 12
weeks (50% vs. 20% and
16%). There were more
treatment responders in the
4-week taper condition
(50%) than in the -iveek
(21%) or 2week (17%)
groups. Retention in
treatment wa also greater
in the 4week taper than the
other two groups

There were no differences
found in rates of opioid
negative urine tests betweer
the two treatment groups.
About half of the
participants in each group
had opioidnegative urine
tests at 12 weeks and slightl
less than half (39%) at 24
weeks. The XRNTX group
had greater retention in
treatment after 12 weeks,

Congressional Research Service

R45279 - VERSION 5 - UPDATED

26



Buprenorphine and the Opioid Crisis: A Primer for Congress

Reference/Study Participants Study Design & Aims Conclusions

however there were no
differences found in
retention to treatment at
the end of 24 weeks.

Source: CRS analysis.

Notes: A placebo is an inactive substance containing minimal or no medication used as a control in an

experiment to determine the effects of a medicinal drug.

a. 6DPH GDWD IURP "-2QRIULR 2-&RQQRU 3DQWDORQ &KDZDUVNL %XVFK 2

b. Same d@ from Hser, Saxon, Huang, Hasson, Thomas, Hillhouse, Jacobs, Teruya, McLaughlin, Wiest, Cohen,
& Ling, 2014.
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