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SECOND AM ENDED COM PLAINT

Ann M arie W illiams, by counsel, states as follows for her Second Amended Complaint

against Reckitt Benckiser, Inc., Reckitt Benckiser LLC, Reckitt Benckiser Phannaceuticals, Inc.,

Reckitt Benckiser Healthcare (UK) LTD, Reckitt Bencldser Group, PLC, Indivior, Inc., Indivior

PLC and lndivior UK Limited as follows:

1. G TRO DUCTION

tl Complaint is fled in camera and under seal pursuakt to 31This Second Amende

U.S.C. j3730(b)(2).

rrllis is an action to recover treble damages and civil penalties on behalf of the

United States of America, the Commonwea1th Of Virginia, the Commonwea1th Of

M assachusetts, and the states of California, Colorado, Connecticut, Delaware, Flodda, Georgia,

Haw aii, Illinois, Indiana, Iowa, Louisiana, M aryland, M ichigan, M innesota, M ontana, Nevada,

New Hmnpshire, New Jersey, New M exico, New York, North Carolina, Oklahoma, Rhode

Island, Termessee, Texas, Vermont, W ashington, W isconsin, the District Of Columbia, the City

of Chicago, the City of New York, the Califomia Department of Insurance and the lllinois

Department of Insurance and pdvate insurers in Califomia and Illinois for false claims that were

knowingly caused to be presented by the Defendants to certain agencies of the United States, the

states and cities listed above, and private insurers in Califom ia and Illinois.

3. The false claim s complained of herein arise from  healthcare services provided

under vadous United States government prorams and under the M edicaid and other programs of

the states listed in param aph one, above. This action arises under the provisions of 31 U.S.C.

j3729, et seq., commonly known as the False Claims Act (the CTCA'') and the related provisions
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of state 1aw in effect at relevant times in the states listed in paramaph two and as cited in Counts

1 through 42, herein.

4. The false claims identified herein arise from the manufacture, sale and marketing

by the Defendants of two pharmaceuticals, Suboxone and Subutex, which are used in the

treatment of opioid addiction and paid for under the following govemmental propams: 1) the

United States government's M edicare, M edicaid, Railroad Retirement M edicare, CHAM PVA,

1 Tricare State Legal Immigrant Assistance Grant
, Indian Hea1thCHAM PUS, F.A.M .I.S. , ,

Service and federal employee and veteran healthcare programs (these promams are sometimes

referred to herein as tdFederal Payors'' or itFederal Payor Progrnms'); 2) the Medicaid,

F.A.M.I.S. and state employee health insurance promnms of several states and cities (tçstate

Payors'' or çfstate Payor Progrnms'') including those of the Commonwea1th of Virginia, the

Commonwea1th of M assachusetts and the states of Califomia, Colorado, Colmecticut, Delaware,

Florida, Georgia, Hawaii, lllinois, Indiana, Iowa, Louisiana, M aryland, M ichigan, M innesota,

M ontana, Nevada, N ew H ampshire, New Jersey, N ew M exico, New York, North Carolina,

Oklahoma, Rhode Island, Termessee, Texas, Vermont, W ashington, W isconsin, the Distdct of

Columbia, and the cities of Chicago and New York; and 3) provnms paid for by private

insurance companies in California and Illinois under the auspices and regulatory requirem ents of

the Califomia Depm ment of lnsurance and the Illinois Department of Insurance.

The Defendants actively marketed off-label dosages and uses of Suboxone and

Subutex. They engaged in unlawful kickback schem es to prom ote the sales of these drugs and

intentionally m arketed them  to physicians in violation of stamtes intended to prevent over

prescription and abuse. Perhaps most importantly, when faced with generic competition upon

1F
.A.M .I.S. is an acronym for Family Access to M edical InRurance Security, a federal program to assist families

with healthcare expenses not covered by M edicaid
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losing çtorphan drug'' exclusivity status conferred pursuant to the Orphan Drug Act, Defendants

knowingly and falsely marketed Suboxone film, under wllich they had patent protected rights, as

being less vulnerable to diversion and safer than Suboxone tablets. They made these false claims

in order to extinguish competition âom generic Suboxone tablets.

Suboxone achieved sales volume placing it in th. e top 25 of the world's top 200

selling pharmaceuticals by dollar volume as of 2010. In 2013, Suboxone achieved

approximately $1.4 billion in armual sales. Annual sales remain over $1 billion a year as of the

tiling of this Second Amended Complaint. The damages sustained by the Federal and State

Payors as a result of the practices enum erated herein are extraordinarily significant.

II. JURISDICTION AND VENUE

The United States District Courts have exclzsive judsdiction over actions brought

under the FCA pursuant to 31 U.S.C. j3732, and otherwise have judsdiction under 28 U.S.C.

jj 1331 and 1345. W is Court has subject matter judsdidion over the daims brought under the

respective state false claims acts identitied herein and which are filed under seal pursuant to 31

U.S.C. j3730(b) and 31 U.S.C. j3732(b). This Court also has supplementaljurisdiction over the

state and municipal claims pursuant to 28 U.S.C. 51367. At a11 times relevant hereto, the

Defendants regularly conducted substantial business in the Commonwea1th of Virginia and

m aintained and operated sales division offices and certain headquarters in the Comm onwea1th.

Accordingly, the Defendants are subject to personaljudsdiction in the Commonwealth of

Virginia. Venue is appropriate in the W estem  District of Virgirlia pursuant to 31 U .S.C.

j3732(a) and 28 U.S.C. j1391(b)(1) and (2).

8. Section 3732(/) of the FCA provides that <tany action under Section 3730 may be

brought in anyjudicial district in which the defendant or, in the case of multiple defendants, any

one defendant can be found, resides, transacts business, or in wllich any act proscribed by
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Section 3729 occurred.'' The acts complained of herein occurred throughout the United States,

the Commonwea1th of Virginia and within the geographic area encompassed within the

Abingdon Division of the United States District Court for the W estem District of Virgilzia.

Under the FCA and the respective state false claims act statutes cited herein, this

Complaint is to be filed and remain under seal until the Court orders otherwise.

111. DEFENDANTS

10. Reckitt Benckiser, Inc. CKllBI'') is a Delaware corporation with its pdncipal place

of business located at M on'is Corporate Center 1V, 399 Interpace Parkway, Parsippany, New

Jersey 07054. lkBI manufactures and sells vadous products tlzroughout the United States,

including phnrmaceuticals. RBI was duly authorized to conduct business within the

Commonwea1th of Virginia at a11 times relevant to this matter.

11. Reckitt Benckiser, LLC (KçRBL'') is a Delaware limited liability company and

m aintains its principal place of business at M orris Corporate Center IV, 399 Interpace Parkway,

Parsippany, New Jersey 07054. RBL manufacmres and sells various products, including

pharmaceuticals. RBL was duly authodzed to conduct business within the Commonwea1th of

Virgirlia at all times relevant to this matter.

12. Reckitt Benckiser Pharmaceuticals, Inc. (dtRBP'') is a Delaware corporation and

maintains its pdncipal place of business at 10710 M idlothian Tumpike, Suite 430, Richmond,

Virginia 23235. RBP manufactures and sells, or at times relevant to tllis Second Amended

Complaint manufactured and sold, vadous products tllroughout the United States, including

phnrmaceuticals. RBP was duly authodzed to conduct business within the Commonwea1th of

Virgirlia at a11 times relevant to tllis matter.

13. Recldtt Benckiser Healthcare (UK) Ltd. (&çRBH'') is a Bdtish corporation

incorporated under the laws of England and W ales and maintains its principal ofEce at Dansom

4
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Lane, Hull, North Humberside HU8 7DS, England. RBH manufacmres and sells various

products throughout the United States and the world, including pharmaceuticals. RBH or its

subsidiaries were duly authorized to conduct business within the Commonwea1th of Virginia at

al1 times relevant to this matter.

14. Reckitt Benckiser Group, PLC (<<RBG'') is a Bdtish corporation incoporated

under the laws of England and W ales and maintains its principal office at 103-105 Bath Road,

Slough, Berkshire, SL1 3UH, England. RBG is a holding company and owns the other Reckitt

entities identified herein. It had a market capitalization as of the filing of this Second Amended

Complaint of $49.7 billion and total annual sales of more than $13 billion. R'RG manufactures

and sells various products throughout the United States and the world, including

pharmaceuticals. RBG or its subsidiaries were duly authorized to conduct business within the

Commonwea1th of Virginia at a11 times relevant to this matter. RBG and its subsidiades,

including the other Reclcitt entities nnmed herein, manufacture and market branded products for .

household use, health and personal care, and sell a range of products through over 60 operating

companies into nearly 200 countries. The company's geopaphical divisions include Europe,

North America, Australia and developing markets.

15. RB1, RBL and RBP are operated by, and wholly owned subsidiades of, RBH and

RBG (the terms <tReclcitt'' and/or ççReclcit't Defendanttsl'' shall, urlless otherwise indicated,

include RB1, RBL, RBP, RBH and RBGI. 'I'he Recldtt Defendants have common ownersllip, an

intep ated m anagem ent strucmre and their operations and operational plans are intertwined. The

managing officers of RB1, RBL and RBP ultimately reported and answered to executives of

RBH and RBG at a11 tim es relevant to tllis Complaint.

5Case 1:13-cv-00036-JPJ-PMS   Document 37   Filed 12/14/16   Page 11 of 26   Pageid#: 1009



16. Indivior lnc. is a Delaware corporation having a principal place of business at

10710 M idlothian Tumpike, Suite 430, Richmond, Virginia. Indivior purports to be a wholly

owned subsidiary of Indivior PLC, a comoration organized under the laws of England and

W ales. Indivior Inc. is a pharmaceutical company that has been engaged in the manufacture,

marketing and sale of Suboxone and Subutex since approximately eight months after this suit

was originally filed in V ay of 2013. Indivior, Inc. began operations in approximately January of

2014.

17. Indivior PLC is a public limited company organized under the laws of England

and W ales. It m aintains its headquarters at 103-105 Bath Road, Slough, United Kingdom . lt is a

phnrmaceutical company that has been engaged in the manufacture, marketing and sale of

Suboxone ànd Subutex since 2014. lt is the corporate successor to RBP and was demerged 9om

RBP by actions of RBH and RBG in 2014. It is the corporate parent of Indivior, Inc. It had an

initial capitalization of approximately $3 billion and has current total annual revenue of just over

$1 billion. Indivior PLC'S intem ational headquarters shares the same address as the headqum ers

of RBH and RBG. Immediately aRer the demerger was effected, the entire RBP management

team assumed roles in the service of Indivior identical to those they held at RBP. Relator asserts,

upon information and belie: that the sole pupose or primary purpose of the demerger was for

the Reckitt Defendants to shed or reduce liability associated with the conduct complained of

herein. For this and other reasons, Relator asserts the Indivior entities are the alter ego of, and

responsible for the actions ofl RBP, and that the Reckitt Defendants remain responsible for the

acts of Indivior, Inc., Indivior PLC and Indivior UK Limited.

18. Indivior UK Limited is a public limited company orgnnized under the laws of

England and W ales. lt was formed in 2014. It maintains its headquarters at 103-105 Bath Road,

6
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Slough, United Kingdom.

subsidiary of RBH and/or RBG. Pursuant to the demerger agreement, RBH and lndivior UK

Limited entered into a supply apeement executed December 23, 2014, but effective on April 1,

2015. Pursuant to the agreement, RBH manufactures the Suboxone product line exclusively for

Upon information and beliefl lndivior UK Limited is a wholly owned

Indivior UK Limited. ln ttzrn, Indivior UK Limited is obligated under this agreement to purchase

those moducts exclusively from RBH for a period of seven (7) years, until 2022, which is the

year Suboxone film's patent protection expires.Upon infonnation and beliell lndivior UK

Limited is engaged in the distribution of Suboxone and Subutex worldwide.

19. 'Fhe term ttlndivior'' shall, unless otherwise indicated herein, mean, jointly and

severally, Indivior Inc., Indivior PLC, and Indivior UK Limited.The term tr efendants'' shall,

unless otherwise indicated, mean, jointly and severally, RBI, RBL, RBP, RBH, RBG, Indivior

Inc., Indivior PLC and Indivior UK Limited.

20. The Defendants m anufacture and market, or at times relevant hereto

manufactured and marketed, various pharmaceuticals subject to approval of the United States

Food and Drug Administration (tTDA'') and were responsible for the conduct alleged herein.

W . RELATOR-PLAU TIFF

2 1. Relator-plaintiff Ann M arie W illiams is a citizen of the United States and the

Commonwea1th of Virginia. She maintains her principal residence at 3208 St. Stephens W ay,

M idlotllian, Virginia 231 13. W illiams began employment with RBP in the fall of 2009 in the

position of State Government M anager and continued in that position as of the time this suit was

originally filed. She has since left RBP. Areas under her supervision included the introduction of

Reckitt pharmaceuticals into the vatious states and obtaining approval of these products from

vadous state M edicaid offices. She has direct knowledge of the facts related herein and is the

original source of snme. While she is unaware of any of the Counts, âaud allegations and/or acts

7
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described herein having been publicly disclosed as contemplated under 31 U.S.C.

j3730(d)(4)(B), she has made voluntary disclosure of substantially a11 evidence and information

in her possession to authorities responsible for investigating these allegations prior to filing her

original Complaint. She has made further substantial disclosures to the United States of

additional information that came into her possession after the filing of her original Complaint

and of her tape recordings that include conversations of Reckitt executives, district managers, the

compliance offcer and others maldng important admissions.

V. FACTS

The Defendants knowingly and/or with deliberate indifference made or used false

or gaudulent statements and schemes, or caused fraudulent statements to be made and urllawful

schemes to be canied out, to obtain, or aid in obtaining, the payment and approval of false claims

under M edicare, M edicaid, Railroad Retirement M edicare, CHAM PVA, CHAM PUS, Tlicare,

State Legal Immigrant Assistance Grant, Indian Hea1th Service, F.A.M .I.S., state employee

health insurance and federal employee and veteran health propams. As a result of these false

and/or fraudulent statements and schemes, the Federal and State Payors identified herein paid

very sir ificant sums of money to the Defendants to which the Defendants were not entitled.

A. Backeround

Defendants manufacture and market or, at times relevant to this Second Amended

Complaint manufactured and marketed, Suboxone and Subutex. They are both powerful

prescription pharmaceuticals that are used to treat opioid addiction, p'rimadly heroin, methadone,

morphine and oxycodone addiction. More speciscally, they were odginally intended for use in

attempting to wean opioid addicts off of these drugs atld other opioids or in achieving lower

maintenance doses for them. Suboxone is a unique composite drug product consisting of two

active phannacological invedients, buprenorphine (four parts) and naloxone (one part). Subutex
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contains only buprenorphine. A significant number of the patients who are prescdbed Suboxone

and Subutex are on Medicaid.

24. Buprenorplline provides a maintenance dose of a semi-sm thetic opioid which is

absorbed through the oral mucosa. Buprenorphine ostensibly has a well-documented K<ceiling

effect'' when taken sublingually which is supposed to make it safer in overdose than other

opioids. Defendants marketed these drugs as having a less euphoric effect, being less addictive,

being less susceptible to diversien for improper uses, being safer, and having less of a potential

for abuse compared to methadone, another drug used to treat opioid addiction. These

characteristics ostensibly make it easier and safer to treat addicts and work toward lower doses

with a goal of using the lowest optimal dose to avoid withdrawal and craving of opioids.

The naloxone contained witllin Suboxone ostensibly protects the patient f'rom

abusing the drug by blocking the action of the buprenorplline and thereby precipitating

withdrawal symptoms when the buprenorphine is taken in any malmer other than sublingually.

According to the Defendants, the protective characteristics of the naloxone will only activate if it

is subjected to the addicts' favored methods of abuse, i.e., dissolved in a solution and injected

intravenously or snorted. The naloxone's blocking effect is ostensibly vitiated in Suboxone

when taken sublingually, as directed, because naloxone is poorly absorbed through the oral

mucosa. In theory, the combination of compounds in Suboxone allows a safer opioid to be

substitm ed for heroin and the more dangerous' opioids while blocking the primat'y abuse and

m ore dangerous pathways of adm inistration.

26. Naloxone w as frst approved by the FDA in the 1970's. Buprenorphine was first

approved by the FDA in 1982 as an injectable analgesic. ltl the 1990's, Reckitt embarked upon

exhaustive research to investigate buprenophine's effcacy in the treatment of opioid
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dependence. Substantial portions of this research were paid for by grants to Reckitt from the

Ulaited States National lnstitutes of Hea1th.

27. W hen Reckitt intm duced Suboxone sublingual tablets in 2002, it was aware that

neither Suboxone, its component compounds nor their application in opioid replacement therapy

enjoyed patent protection.

28. Reckitt had significant concern about genezic competition to Suboxone and

engaged an agpessive strategy to prevent that competition. Reckitt sought and obtained from

the FDA a seven year period of market exclusivity by having Suboxone categorized as an

t<orphan drug'' under the Orphan Drug Act, 21 U.S.C. j360aa-dd. From the time of Suboxone's

first approval by the FDA in October of 2002 until October of 2009, Reckitt marketed Suboxone

tablets âee âom competition âom generic buprenorphine /naloxone. This exclusivity resulted in

U.S. sales of over $1 billion per year. The sales volume of Suboxone reached $1.4 billion in

2013 and remains over $1 billion.

29. Suboxone is an expensive drug for the consumer. The profit margins are

extraordinadly large even by patent-protected pharmaceutical standards. Thirty tablets in the 8

mg dosage strength had an average wholesale price in early 2011 of $242.90, over $8.00 per

tablet. The costs of manufacturing and delivering the drug to market does not exceed 10% of its

wholesale cost. The patients who are prescdbed Suboxone, almost exclusively drug addicts, are

poor and oAen on M edicaid.A sir ificant amount of the purchases are made by the Federal and

State Payors identifed herein. As a result, generic Suboxone w as a particularly attractive m arket

for generic m anufacmrers.

To put the size of this market in perspective, a list of the top 200 selling

' 

harmaceuticals worldwide by dollar volume is attached as Exhibit A. Suboxone is number 25.P
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Suboxone generated more revenue than Viagra, Lunesta, Nasonex, Cialis, Avodatt Enbrel and

other well-known and heavily marketed drugs.

The extraordinary volume and Fowth of Suboxone sales illuminate two cdtical

facts: 1) Reclcitt's representation in its successful application for Sdorphan drug exclusivity'' that

this protection was ççnecessazy'' for Reckitt to recover the cost associated with developing the

drug for treatment of addicts (most of which studies were paid for by the National Institute of

Health) was itself false', and 2) the volume of Suboxone being sold to and consumed by the

public exceeds reasonable medical use and constitutes a dtred flag'' indicating an obvious and

very significatlt level of diversion to improper usçs, prescliption in dosages which are far too

high, and for uses which are inappropriate.

B. Developm ent of Suboxone Film

32. On October 8, 2009, the period of orphan drug exclusivity was scheduled to

expire for Suboxone tablets. Reckitt knew that its competitors in the generic market were

preparing to m anufacture a generic version of the drug.

33. The history of generic drugs in the United States clearly demonstrates that they

can present significant, if not lethal, price competition to a brand-nnme manufacmrer. M oreover,

the effect of tllis competition is virtually immediate because of statutes and regulations which in

many instances mandate substitution of generics for brand-nàme drugs. Recldtt was

understandably concemed about the competitive market pressure that would be brought to bear

when generic Suboxone entered the m arket.

34. Reckitt developed a plan to thwart competition from generic m anufacmrers.

Approximately two years before the expiration of its orphan dt'ug exclusivity, Reclcitt announced

to the FDA that it would subm it application to manufacture and m arket a sublingual film  version

of Suboxone. The application was filed on October 21, 2008.
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35. There is no medically-based therapeutic difference between the tablet and the 5lm

and there is only a slight difference in bioavailability. As a result, the recommended dosages as

between Suboxone tablets and Suboxone film are equivalent.However, the delivery method is

materially different. Reckitt knew that Suboxone tablets would not and could not be considered

suociently similar to branded Suboxone film so as to justify the automatic substitution of less-

expensive generic buprenomhine/naloxone tablets when pharmacists were presented with a

prescription for the Suboxone film. This automatic substitution of cheaper generics is the

regulatory means through which generic competition reduces drug ptices for Federal and State

Payors.

36. Under Recldtt's plan, if it could introduce its film version of Suboxone into the

m arketplace, it would cause the m arket for branded Suboxone tablets to collapse or completely

vanish. Accordingly, if the film version of Suboxone becnme the common means by which

patients used the drug then generic Suboxone tablet competition would be avoided and the

substantial savings that would otherwise be realized for Suboxone users and the Federal and

State Payors would disappear.

37. X'he FDA raised several objections to the film version of Suboxone. Among its

chief concems were improper diversion, safety and abuse of the film.The FDA had a specisc

concem regarding the tilm's safety in households with children. Reckitt specifically represented

to the FDA and numerous state agencies and state legislatures that the film version raised no

additional or unique safety, abuse or diversion concerns over the dnzg in the tablet form . ln fact,

Reckitt falsely represented to these agencies and organizations that the film was safer, less

divertible and less vulnerable to abuse than the tablets.
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38. Recldtt submitted a dsk evaluation and mitigation strategy (SSREMS'') aher a

review of which the FDA approved the film version of Suboxone on August 30, 2010. Reckitt

commenced marketing the Suboxone film about that time, althopgh it does not manufacture the

tilm. The film is manufactured for Reckitt by M onosol Rx, LLC in W arren, New Jersey, which

holds a patent on the fllm, thus rendering Suboxone safe f'rom generic competition for the life of

the patent. lntroducing a tllird pat'ty manufactdrer into its Suboxone production process

highlights the lengths to which Reckitt sought to avoid generic tablet competition as the costs of

the third party manufacturer reduced the Suboxone profit m argin.

The new film formulation of Suboxone is actually inferior to Suboxone tablets,

and lcnown to Reckitt to be infedor, for many reasons'.

i. The tilm is more susceptible to diversion because it is easy to conceal.

Reclcitt leam ed this itself before the film was approved by the FDA when nearly 6,000 sttips

(46% of those dispensed to study patients) went missing during the clinical studies Reckitt

performed in the FDA process. Tllis serves to illuminate the desperation of these patients, the

extent of the diversion problem and helps to explain why this dnzg has a peater sales volume

than drugs like Viagra, Nasonex and Enbrel.

ii. Compared to sublingual use of a Suboxone tablet, the 5lm version

increases naloxone bioavailability when taken sublingually (this difference in biovailability does

not exist when the Suboxone is dissolved and injected). Accordingly, when used sublingually,

the film risks unwanted precipitation of opioid withdrawal, this causes signiticant induction and

stabilization problems at the inception of the patients' treatment.
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iii.

thus iùcreasing its abuse potential and reducing one of the main benests Suboxone is supposed

to provide.

The film is much easier to dissolve and inject than the tablet formulation,

The film presents substantially increased danger to children because it

dissolves rapidly and children who accidentally place Suboxone film in their mouths tend to

absorb the buprenorphine it contains dangerously fast. It is difficult or impossible for a child to

spit out or remove the film from their mouth because, upon putting it in their mouth, the film

hydrates to a ge1 within approxim ately 30 seconds and dissolves completely over the course of

approximately three minutes releasing a11 of the buprenophine. In contrast, Suboxone tablets

have a m uch longer oral residence tim e and children oAen spit them out. M oreover, when tablets

are swallowed by children, the buprenorphine is absorbed to a far lesser extent compared with

the flm.

The packaging of the film also presents sir ificant safety concems for

children. Each dose of the film is packaged in a child-resistant sleeve.Once the integrity of the

sleeve is breached, it no longer offers protection.Reckitt knew that a significant portion of

patients took their Suboxone in divided doses, yet supplied no child-resistant bottle or other

container into which unused portions of the film could be stored. Suboxone tablets were

supplied in a child-proof bottle.

C. Prescription Standards: Perm itted ((O n Label'' Uses &  DATA 2000 Com pliance

40. W hen Suboxone and Subutex were introduced in their original tablet form , the

Urlited States Food and Drug Adm inistration Center for Drug Evaluation and Research reviewed

Reclcitt's new dnzg application (:çNDA'') for data and information from clinical trials for the

purpose of ensuring that they were appropriate for the asserted uses, dosages and indications.

Once Suboxone and Subutex were approved, the FDA worked with Reckitt on the final
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publication of the package inseYprescribing information (çipackage Inself'l that was to be

distributed with the medication. The Package Inserts for Suboxone and Subutex tablets are

attached hereto as Exhibit B.The Package lnsert later approved for Suboxone film is attached

as Exhibit C.

41.

are prollibited from udmisbranding'' or marketing a drug for use in other than FDA approved

Under the Food, Drug and Cosmetic Act of 1938, pharmaceutical manufacmrers

indications and dosages as set forth in the Package Insert. See, e.g., 29 U.S.C. j331.

42. Suboxoqe tablets are uncoated and intended for sublingual administration.

Suboxone film is also intended for sublingual administration. Both the tablet and the 5lm are

available in two dosage strengths: 2 mg buprenorphine with .5 millipnms naloxone; and 8 mg

buprenophine with 2 mg naloxone.

43. Subutex tablets are uncoated and intended for sublingual administration. They are

available in two dosage strengths, 2 mg buprenophine and 8 mg buprenorphine. Subutex

contains no naloxone.

44. The Package lnsert approved for Suboxone and Subutex tablets by the FDA

indicates that they are ttindicated for the treatment of opioid dependence.''

45. Under the ttDosage and Administration'' section of the Package Insert for the

àsubutex or Suboxone is administered sublingually as a single daily dosetablets it is noted that

in the range of 12-16 mgs/day.''

46. The following guidance is contained under the section of the tablet Package Insert

captioned tWdjusting the dose until the maintenance dose is achieved:''

The recom m ended target dose of Suboxone is 16 m g/day.
Clirlical studies have shown that 16 mg of Subutex or Suboxone is
a clinically effective dose compared with placebo and indicatè that
doses as 1ow as 12 m g m ay be effective in som e patients. The
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dosage of Suboxone should be provessively adjusted in
increments/decrements of 2 mg or 4 mg to a level that holds the
patient in treatment and suppresses opioid withdrawal effects. This
is likely to be in the range of 4 to 24 mg/day depending on the
individual.

An addicts' treating physician must perform a form of diar osis or assessment

known as ûçinduction'' before maintenance treatment can begin.Duling the induction phase the

Reckitt perform ed no studies, and nophysician determines the appropriate maintenance dosage.

studies were performed by any third parties, assessing Suboxone's efficacy for use in the

induction/diar osis phase of patient assessment. The Package Insert states as follows:

In a one-month study of Suboxone tablets induction was conducted
with Subutex tablets. Patients received 8 mg of Subutex on day 1
anct 16 mg Subutex on day 2. From day 3 onward, patients
received Suboxone tablets at the same buprenorphine dose as day
2. Induction in the studies of buprenomhine solution was
accomplished over 3-4 days, depending on the target dose.

48. The tablet Package lnsert does not state that Suboxone is appropdate for use

dudng induction.

49. The Package Insert for Suboxone film resolves tllis issuç by noting that

(dsuboxone tilm is indicated for the maintenance treatment of opioid dependence'' thus making it

dear that it is not indicated for induction.

50. The dosage information set forth in the Suboxone film Package Insert is identical

to the tablet Package Insert.

51. The Suboxone tablet Package Insert contains a table of ttadverse events'' by body

system and treatment group that were observed during a 16 week study. The study observed and

evaluated adverse reactions at vmious daily dosage levels of Suboxone up to 16 mg. The vadous

dosage levels studied were descdbed as follows:
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A 1 mg solution, which would be less than a tablet dose of 2 mg, was

described as a ddvery low'' dose'7

A 4 mg solution was noted as approximating a 6 mg tablet and described

&<1 ()w (ltl s e''-as a ,

iii.

descdbed as a dKmoderate dose'''7

iv. A 16 mg solution was noted as approximating a 24 mg tablet and was

described as a tçhigh dose''.

An 8 mg solution was noted as approximating a 12 mg tablet and

52. No lligher doses were studied for adverse events and, except as noted with a

potential 24 mg dose in param aph 46, supra, no higher doses were othelwise noted or

contemplated in the Suboxone Package Inserts.

53. The Suboxone Package Inserts for both the 5lm and the tablets note that the drug

is indicated for Etmaintenance treatment of opioid dependence'' (Suboxone filml and (ttreatment

of opioid dependence'' (Suboxone tablets) çKas part of a complete plan to include counseling and

psychosocial support.'' In order to ensure that physicians monitored the counseling and

psychosocial support element of treatment and to stem other potential negative consequences of

physicians nmning Suboxone çtmills,'' the Drug Addiction and Treatment Act of 2000 (CCDATA

2000*) mandated that treating physicians be certified to treat addicts and have no more than 30

patients on Suboxone during their first yeér of qualiscation and no more than 100 patients under

2their supervision on Suboxone aAer their frst year of qualitication .

Suboxone and Subutex were never approved or indicated for use as a medication

for induction, for use in dosages more than 24 mg for use during prer ancy or for treatment of

pain by the FDA, and any such uses are off label uses.

2 These limits were increased in 2016.
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D. Defendantss Fraudulent Practices

Defendants' executives, sales representatives and paid physician Kçtreatment

advocates'' (tTA's''), including but not limited to: Ana Farr (sales representative), Scott Daniel

(sales representative), Jaime Neil (sales representative), Joe Hall (sales representative), Clint

Gar on (sales representative), Andie Hall (sales representative), Jessica Burke (sales

representative), Mary Bashkar (jales representative), Teri Turconi (sales representative), Melanie

Miller (sales representative), Mathew Holland ( sales representative), Scott Norman (sales

representative), Gina Reed (sales representative), Lori Davis (sales representative), Lori Eaton

(sales representative), Stephanie Galicia (sales representative), JeffBodenburg (sales manager),

Jason B. oehmer (sales manager), Mike Himple (sales manager), Rosemade Paulus (sales

manager), Michael Bnmo (sales manager), James Sharp (executive), Itichard Powers (executive),

Adrian Norton (executive), Brandy Duso (executive), Vickie Seeger (executive), David Byram

(executive), Dr. Jane Ruby (executive), Dr. M ark Crause (TA), Dr. Tom Kosten (TA), Dr.

Michael Frost (TA), Dr. Bryan Woods (TA), Dr. Stephen Lamb (TA), Dr. Robin Peavler (TA),

Dr. Seth Ivins (TA), Dr. George Bright (TA), Dr. Carl Sullivan (TA) and/or Dr. Bemd A.

W ollschlaeger (TA) under the supervision and direction of Shaun Thaxter, former United States

CEO and now Intemational CEO, knowingly, with reckless disregard and/or deliberate ignorance

as to the truth, falsity and lawfulness of said practices committed the following unlawful acts and

3 hi h include thefraudulent pradices as described in parapaphs 55 throug
,h 151, herein , w c

following:

i.

label'' dosages of Suboxone over 24 mg per day when the maximum daily dosage indicated in

3 Some of Recldtt's sales representatives, including some of those listed in this paragraph, complained to their area
managers that it was an iioff label'' practice to market Suboxone/subutex in the manner desclibed in this Complaint.
When this would occur, representatives were dissuaded from taking any ftzrther action or faced disciplinary action.

Defendants'' sales representatives actively and unlawfully marketed tçoff-
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the Package Insert and approved by the FDA, was 16-24 mg per day. Defendants' TA's and

sales. representatives supported this unlawful marketing by providing physicians written detail

pieces and oral representations that dosing ovùr 24 mg per day was effective and safe and/or by

encouraging physicians that they could prescribe higher dosages by wdting the prescriptions for

pain (an off label use) rather than addiction.

ii. Defendants' sales representatives unlawfully promoted the off-label use of

Suboxone for induction, in both the film and tablet form, when no studies had been performed to

evaluate Suboxone's efficacy for induction and in spite of the fact that Suboxone was expressly

indicated only for timaintenance treatment'' (fi1m) and dttreatment'' (tablet) for opioid

dependence.

iii. Defendants' sales representatives unlawfully promoted the off-label use of

Suboxone for use during prer ancy in both the film and tablet form, when no studies had been

performed to evaluate Suboxone's eftkaoy for pregnancy.

iv. Defendants intentionally and unlawfully marketed Suboxone and Subutex

to physicians in violation of the Drug Addiction Treatment Act of 2000, 21 U.S.C. j801, et seq.

(CEDATA 2000') by:

a) knowingly selling, marketing and promoting Suboxone and Subutex

to physicians who were not certified and/or registered under DATA 2000,.

b) knowingly selling, marketing and promoting Suboxone and Subutex

to physicians who had been certified and/or registered under DATA 2000 for less than one year

and were treating more than thirty patients in violation of 21 U.S.C. j823(g);
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c) knowingly selling, marketing and promotinj Suboxone and Subutex

to physicians who had been certified and/or registered under DATA 2000 for more than one year

and were treating more than 100 patients in violation of 21 U.S.C. j823(g)',

d) lcnowingly selling, marketing and promoting Suboxone and Subutex

to physicians to treat additional tçaddicted'' patients over the Data 2000 patient limit; and

e) knowingly selling, marketing and promoting Suboxone and Subutex

to physicians by encouraging and persuading them to prescribe higher than approved dosages by

writing the prescriptions for pain (an off label use) rather than addiction.

Defendants obtained approval of Suboxone film by making false

representations to the FDA, and then urllawfully marketing the product to the United States and

to multiple states, by knowingly and falsely representing to physicians, State Payors, Federal

Payors, state agencies and legislatures that Suboxone film was <tsafer'' for the patients and

children than Suboxone tablets',

vi. Defendants obtained approval of Suboxone film by malcing false

representations to the FDA, and then unlawfully marketing the product to tlke United States apd

to multiple states, by knowingly and falsely representing to physicians, State Payors, Federal

Payors, state agencies and legislatures that Suboxone film had less dsk of diversion, misuse and

abuse than Suboxone tablets',

vii. Defendants urllawfully paid physicians money ostensibly for providing

som e educational service to other physicians when, in fact, the physicians were sim ply being

paid to write prescdptions, promote and market Suboxone ttoff label'' and to falsely promote and

market Suboxone film as safer and less divertible than tablets. M ore specifically, these

physicians, many of whom were in Reckitt's TA program , were paid by Reckitt to market and

20Case 1:13-cv-00036-JPJ-PMS   Document 37   Filed 12/14/16   Page 26 of 26   Pageid#: 1024



promote Suboxone in tçoff label'' dosages (in excess of 24 mg per day) and uses (induction,

dudng prer ancy and for pain) and to support Reclcitt's false claims that Suboxone film was

safer and less divertible. These ruses included: payments for ttlunch and lenrns'', m entorships,

speaker propams, <tteach the rep'' propams, managed care presentations, and presentations to

officials for state M edicaid agencies and state legislatures. Such condud was in violation of the

False Claims Act and the Anti-M ckback statute, 42 U.S.C. j1320a-7b.

viii. Defendm ts' sales representatives and TA's routinely and unlawfully

distdbuted physician pdcing schedules, referrals and dispensed advice to physicians on how to

start and Fow Suboxone-based practices and provided other services of value to physicians in

order to induce them to prescribe Suboxone and Subutex in violation of the False Claims Act and

the Anti-M ckback statute, 42 U.S.C. j1320a-7b.

ix. Defendants unlawfully gave physicians services and things of value in

ret'um for their prescribing Suboxone and Subutex through its ''Here to Help'' propam in

violation of the False Claims Act and the Anti-loickback statute, 42 U.S.C. j1320a-7b. '

x. Defendants unlawfully paid kickbacks to state M edicaid oflicials in order

to obtain exclusive stat'us on state formularies and to destroy competition in violation of the

following laws and regulations: the Anti-lûickback Statme, 42 U.S.C. j1320a-'7b; the regulatory

Gtsafe harbor'' guidance provided at 42 CFR j1001.952(h); and the OIG Compliance Propam

Guidance for Phnnnaceutical M anufacturers, Federal Register Vol. 68, No. 86, pp. 23734-23735

(May 5, 2003) (::2003 OIG Guidançe''). '

xi. Defendants conspired with TA 's other physicians and other persons to

achieve the unlawful purposes set forth herein.
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1) Marketing Goff Label'' Dosazes and Uses of Suboxone and Subutex

56. From 2004 until at least through 2013, Defendants' executives, TA's and sales

representatives actively and unlawfully marketed and promoted ttoff label'' dosages of

Suboxone/subutex in excess of 24 mg per patient per day to physicians so that these physicians

would, in t'urn, presczibe these dosages to their patients. The maximum daily dosage/use

approved by the FDA and/or indicated by the Package Insert was at the time, and still is today,

24 mg per day. A11 extant studies indicate that because of buprenorplzine's ttceiling effect,'' daily

dosages above 16 mg per day generally have no additional therapeutic benefts or use for

patients.

57. Relator has personal kngwledge that R.BP'S Vice President of Sales, Adzian

Norton; was aware of and sanctioned the aggressive marketing and promoting of Suboxone and
#

Subutex in dosages in excess of 24 mg per patient per day. RBP'S and now Indivior's Zone

Directors, and in particular ltichard Powers, directed and continue to direct the Area Sales

M anagers to aggressively market and promote Suboxone and Subutex in dosages in excess of 24

mg per patient per day and directed their sales representatives to do the snme.

To support and encourage sales representatives to m arket dosages over 24 mg per

day, Defendants presented Powerpoint training propams promoting daily Suboxone and

Subutex dosages of over 24 mg. W hile it is unknown to the Relator exactly how many times this

Powerpoint presentation had been presented nationally, it was used on several occasions in

regions tllroughout the United States to persuade sales representatives to m arket, promote and

encourage physicians to prescdbe Suboxone and Subutex in dosages above 24 mg per day.

4 i nknown whether Adrian Norton is still employed by Indivior, however, at the time Indivior was spun offIt s u
9om RBG and RBH the entire executive team of RBP, including Norton, remained as Indivior's executives.
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59. In addition, Defendants' TA's were instructed to promote doses of Suboxone and

Subutex in excess of 24 mg per patient per day to other physicians, health care personnel and

state agencies, and did, in fact,

tllroughout the United States.

prom ote the use of both dnzgs in dosages over 24 m g per day

60. Defendants' Zone Director arld National Sales Director, Richard Powers, along

with Area Business Directors and Area Business M anagers, including but not limited to, Jeff

Bodenburg, Jason Boehmer, Rosemarie Paulus, Michael Himple, Laurie Kyle and M ichael

Bnmo, exhorted their sales representatives and TA's to increase volume on Suboxone and

Subutex sales. These executives operlly encouraged sales representatives to persuade physicians

that dosages in excess of 24 mg per day were benefcial to many patients. Such promotion was

done by utilizing information from misleading ttdetail piecesp'' such as their Product M onopaph,

and by verbally suggesting that dosing over 24 mg per day was effective. These executives

further unlawfully m arketed Suboxone and Subutex for the off label use of pain to circumvent

the mu imum allowed dosage,cover up the unlawful prescription dosage level and/or bypass the

constrictions of DATA 2000. Some of the sales representatives personally known to the Relator

as having made misleading representations are Ana Fam Scott Dnniel, Jaime Neil, Joe Hall,

Clint Gar on, Andie Hall, M ary Bashkar, Teri Turconi, M elanie Miller, M athew Hollatid, Scott

Norman, Gina Reed, Stephanie Galcia, Lori Davis, Lori Eaton and managed care specialists Paul

Bragoli, Keith Lockwood, Juan Tripp and Smn M offett.

61. 'Fhe effort by D efendants' executives, sales representatives and TA's to m arket

Suboxone and Subutex for use in dosages exceeding 24 mg per day was coordinated and well

known to senior executives including those identised in the paragraphs above. In fact, in the
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summer of 2013, while in her office, Brandi Duso, the Compliance Offcer for RBP, admitted to

Relator that evidence of the high dosage marketing practice was çtoverwhelming.''

62. The State and Federal Payors paid signiticant sums because of prescriptions

issued as a result of Defendants' unlawful efforts that otherwise would not have been paid. By

2010, state M edicaid promams, legislators and others began expressing concern about the high

dosages (and the corresponding government payments for these higher dosages) as well as the

diversion and misuse of the dnlg that was occuning. A few states began to limit the dosage

levels for which M edicaid payment would be allowed. Defendants' employees nevertheless

continued to market the drug at higher dosage levels which encouraged physicians, at times, to

write two prescriptions, one paid for by M edicaid and another paid for in cash.

63. Defendants' employees knew that, as a consequence of prescribing higher

dosages, many patients would divert the tablets or film for resale and misuse by the public. Such

diversion and misuse by the public became pandemic and a root cause of further addiction and

crim e.

64. Som e of Defendants' sales representatives complained to their Area M anagers

that it was an ççoff label'' practice to market Suboxone and Subutex in the marmer described in

the preceding parapaphs. These representatives were dissuaded 9om taking any further action

or were fired.

65. ln June 2010, Relator was present at a Kenmcky Phnrmacy Association meeting

in Louisville, Kenm cky. Reclcitt sales representative, Jnmie N eal, was also there and w as

operating Defendants' promotion b00th for Suboxone. She openly promoted Suboxone in

dosages above 24 mg per day. W hen N eil was confronted by Relator about her m arketing .

statements concem ing the dosages, Neil stated, ''You don't understand, I m ust keep m y volume

24Case 1:13-cv-00036-JPJ-PMS   Document 37-1   Filed 12/14/16   Page 4 of 39   Pageid#: 1028



up or my boss (Jeff Bodenburgj will fire me.'' Relator continued through other sources that

Bodenburg instruded sales representatives to momote dosages above 24 mg.

66. In the summer of 2010, Dr. Thomas Badgett, Kentucky M edicaid M edical

Director, convened a meeting to discuss serious concems involving the high volume and dosages

of Suboxone being paid by M edicaid. Other concerns involving public safety issues surrounding

the misuse of the drug were discussed. Dr. Badgett Van Ingram (Kentucky Office of Drug

Policy), Michelle Flowers (Kentucky State Behavioral Hea1th and Substance Abuse) and Relator

were in attendmwe.

67. Dr. Badgett presented Relator with data showing an astounding number of llig,h

dosage prescriptions of Suboxone. These data included prescriptions over 24 mg and up to 108

mg per patient per day and also included physicians who were prescfibing to more than the 100

patien' t limit allowed by Data 2000. W hile this was consistent with what Relator was hearing in

other states, Kentucky w as m ore severe. Dr. Badgett expressed r eat concem  over the m isuse

and abuse of Suboxone. He questioned whether Suboxone was being used for treatment or

whether it was just another opioid to be abused like Oxycontin.

68. The evening after that meeting, Relator emailed her immediate boss, David

Byram, along with Vickie Seeger, Richard Powers, and Adrian Norton about Dr. Badgett's

concems and her own concerns. She asserted that Defendants were intentionally marketing the

large volumes and off label dosages of over 24 mgs per day per patient. She asserted that RBP

was oreating the environm ent for diversion and misuse. Relator cited specific examples of

unlawful marketing and accused them of being fully knowledgeable of the ongoing abuse in the

Appalachian area. She questioned how they could tout their concem  for patient care with
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Suboxone on one hand, yet still promote dosages in excess of 24 mgs per day per patient and

support physicians who were over their Data 2000 limit.

69. The following moming Relator received a call from Byram and was told that her

email was inappropdate and should not have been written. She was advised that Norton and

Seeger were fudous. W lwn Relator asked what was untrue about the email, Byram admitted that

it was a11 true but asserted that it should have been stated orally and not in writing.

70. Seeger also called Relator and asjured her the Suboxone tilm was going to help

with the diversion and pediatric exposure issues. Seeger admitted that she knew things were out

of control and understood her concems. Relator later leam ed that Seeger's representation of how

the film would help curb the diversion problem was false and that Reclcitt officials knew same

was false. Dr. Ed Johnson, RBP'S M edical Director, was privately stating that the film was not

safer, was not less divertible, and not subject to less abuse as discussed inh'a.

71. Relator also received a response to her email 9om Norton. He directed her not to

put anything in writing again concem ing these m atters. Relator's em ails to N orton, Powers,

Bodenburg, Seeger and Byram referencing these issues were removed by Defendants aler her

computer was turned over to RBP'S IT department for a soAware update.

AAer Relator's email referenced in paragraph 68, above, Richard Powers set up a

meeting in Indianapolis, Indiana, with Relator, Jeff Bodenburg, Jason Boehmer and a Recldtt

M edical Associate. Powers started the m eeting by suggesting that Relator w as new to the

company and did not understand the history of Reckitt and the m arketplace of opioid addiction.

Powers had Bodenburg and Boehm er attempt to indoctrinate Relator by explaining the history of

Reckitt. She was advised that they knew about the diversion but diminished the concem by

stating diversion waj good as it 1ed addicts to treatment. They also tried to convince Relator that
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32 mg was an appropriate dosage. Relator challenged the appropdateness of the dosage. At times
.A

Bodenburg was angered and accused Relator of working against the team.

73. On September 16, 2010, a hearing of the Kentucky M edicaid Pharmacy and

Therapeutics Committee was held in Frankfurt, Kentucky. Of major concern to the committee

were the high dosages of Suboxone being prescribed. The committee was m eeting, in part, to

consider the necessity of a ttpre-authodzation'' âom M edicaid before Suboxone and Subutex

could be prescribed. Dr. Badgett was present and reported that 33% of the Kentucky M edicaid

population was on dosages of 32 mg per day per patient or more.

74. Two of Reckitt's TA's attended the meeting to argue against pre-authorization and

supported dosages over 24 mgs. A committee member asked Dr. Stephen Lamb, one of the

Reckitt TA's, if he had any interest in Reckitt, and Lamb responded that he attended the

committee meeting on his own volition. Upon further questiorling he admitted that he had been

asked to attend the meeting by Jamie Neil, Defendants' sales representative. He did not disclose

his status as a paid Reckitt TA. Relator questioned Dr. Lamb afterwards, and he again confirmed

that he had been asked to attend by Neil.

75. Relator reported her concerns about Neil requesting that Lamb attend the meeting

to David Byrnm and to Richard Powers. Relator was advised in an email from Byram to ''leave it

lone now.''a

Relator has personal knowledge of other sales representatives m arketing off label

dosages of Suboxone. One of the most successful was Joe Hall. His tenitozy included Kentucky,

Tennessee, and Southwest Virginia and lzis patient numbers using Suboxone were approximately

9000. W hen Relator asked llim  how he was so successful, he stated that you had to increase

value to get bonuses at Reckitt. W hen a physician got to a hundred, he had to get them to write
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dosages of over the 24 mg maximum dose. She asked him if this increased the rate of diversion,

and he replied ''absolutely''. He further advised that his boss, Jeff Bodenburg, instructed him

specifically to do what he was doing with respect to the excess dosaging.

77. As stated previously, the off label dosages were not only promoted by the sales

representatives but also by Defendants' Treatment Advocates. One such TA was Dr. Bryan

W ood. Dr. W ood and other TA's were paid by Defendants to go to other physicians' offices and

promote the use of Suboxone for ttoff label'' pumoses. Dr. W ood discussed his practice's liberal

use of dosages above 24 mg per day at the Etlunch and learns'' and similar forums where

Defendants promoted and endorsed tlzis practice as well as others.

78. On December 8, 2010, Dr. W ood reported in an email to Defendants' executives

and sales representatives Derrick Hawkins, Terry Ragland, James Durham, Jaime Neil and the

Relator that 40% of patient dosages at a large practice in Kenmcky and Tennessee known as

SelG efind Physicians exceeded 24 mg per day in November of 2010. In this practice, 18.03%

of their patients were taking 28 mg per day, 21.21% were taking 32 mg per day, and 1% were '

taking m ore than 32 mg per day. Dr. W ood stated to the Reckitt sales representatives and

executives in the email, çt(Wje will use it gthe dosage data related abovej as we move fom ard

educating our physicians about appropdate dosing strategies, tapering strategies and compadsons

nmong like providers (other SR physicians.) rrhought you would want to know.''

In addition to the above, Relator also has direct knowledge of Defendants

maintaining a sales representative bonus structure known as the Sales Incentive Progrnm (&çSlP'')

pursuant to which sales representatives were paid on volum e of Suboxone and Subutex

presctibed thus encouraging and supporting the unlawful marketing. Defendants have maintained

this prop nm or a vadation of it for m any years.
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80. Sales bonus volumes were not capped at individual prescription volumes of 24 mg

per day but were paid on volumes exceedin' g the 24 mg limit as well. This provided an incentive

to the sales representatives to market Suboxone and Subutex at higher levels so their sale's

volumes were high and,. correspondingly, their bonuses were high.

In April 2013, at the Reckitt National Sales meeting in Florida, Brad Ashby, the

manager of the SP program, admitted to Relator that he lçnew that the marketing and sales of

Suboxone at dosages over 24 mg per day was endemic from çW ew Orleans up the Appalacllian

Trail'' and further admitted that he knew the SP progrnm was paying bonuses to the sales

representatives wlzich included volumes of the drug sold for prescription dosages over 24 mg per

day. W hile at the m eeting, Gay Green Cardin, a sales representative, also admitted to Relator that

Area Business M anager Boehmer had instnzcted sales representatives to try and persuade

physicians to dose at 32 m g and above per day per patient.

82. The use of Defendants' S1P program was a fundamentally different and more

egregious bonus or incentive practice than those employed by other pharmaceutical companies.

In the case of Defendants, Suboxone and Subutex were not indicated for dosages over 24 mg per

day. Reclcitt had the ability to easily determine if Suboxone was being prescribed by physicians

in dosages higher than 24 mg per day, and in fact, maintained statistics on same. Despite being

able to easily determine whether dodors were prescdbing Suboxone off-label and restdcting the

SP program bonuses only to those individual patient sales volumes at or below 24 mg per day,

Defendants intentionally ir ored this inform ation and paid bonuses for sales volum es that

included individual patient dosages higher than 24 m g per day. By the very nature of the S1P

prop nm , Defendants intentionally and knowingly encouraged and perm itted the illegal dosage

scheme and paid their employees bonuses for their success. This incentivizing system was one of
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the engines that drove up the alnnning dosage levels seen by state legislators and the state

M edicaid agencies.

83. Defendants knowingly and unlawfully marketed and promoted the off label use of

Suboxone in dosages greater than 24 mg per day to hundreds of physicians across the United

States, including, but not lim ited to, those listed below :

PHYSICIANS PRACTICE LOCATION

Herbert G. Permsylvania
Frank S. Pennsylvania
W illiam C. Permsylvania
David S. Pennsylvania
Philip L. Pennsylvania
M hur D. Permsylvania
M ariano P. Pennsylvania
Adid B. Pexm sylvania
Leo F. Pennsylvania
Rallie M . Kenmcky
Piotr Z. Kentucky
W illiam  F. Kenm cky .

Clifford D. Tezmessee
Richard P. Tennessee
Clary F. Telm essee
M ichael M . Tennessee
Daniel P. Tennessee
Arthur B. Tennessee
M acK H . Tennessee
M elvin L. Tennessee
Tim othy C. Virginia
Joshua W . Virginia
Tom as V W est Virginia

The full nam es and practice locations of the above physicians, as well as others, have been

provided in Relator's disclosure of evidence.

ltl addition to the off label use described above, Defendants' executives, sales

representatives and TA's, including many of those identified in paravaph 55 above, knowingly
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and unlawfully promoted off label use of Suboxone tablets and film for use in induction,

treatment of pain and during prer ancy when no such uses were indicated in the Package Insert.

85. Throughout her tenure with RBP, Relator attended numerous roundtables and

other meetings where Defendants' TA's promoted off label uses of Suboxone and Subutex as to

dosage, pain treatment, use during prer ancy and for induction to other physicians: These

roundtables and meetings were also attended by sales representatives who did notlling to restrain
;''

the TA's when they presented to the physicians.

86. In 2013, Defendants' TA's and managed care representatives were given a

national training presentation sponsored by Defendants which encouraged and sanctioned the

prescription of Suboxone, in both tablet and film form, in dosages peater than 24 mg per day

and for use in induction. The Relator has personally observed these training materials, is in

possession of some of them and has disclosed same to the United States and the states identitied

herein. Dr. Jane Ruby, RBP'S M edical Affairs Director and other Reckitt ofscials drahed these

training m aterials.

87. An example of said training materials are attached hereto as Exhibit D and

incorporated herein by this reference. A consultant drafted the training materials contained

witbin Exhibit D for Defendants. The consultant was paid to draq these materials and then

market Suboxone in accordance with the presentation contained therein.

88. Even as late as the summer of 2013, just before Relator left her employment with

Defendants, she witnessed Dr. Bem d A. W ollschlaeger, one of Defendants' TA 's, give a

presentation to Virginia Premier, a managed M edicaid organization, in which he openly

prom oted Suboxone for treatm ent of pain, use during pregnancy and dosing over 24 mgs.
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89. Such practice has continued even aher Relator's departure as she witnessed Dr.

Carl Sullivan, another TA, promote offlabel use of dosages over 24 mg per day, for use in

treatment of pain, during prer ancy and for induction while at the W est Virginia M edical

A ssociation m eeting in September 2013.

90. Promotion of the use of Suboxone film and tablets for use in induction, pain

management, during pregnancy and in doses well above those contemplated in the Package

Inserts occurred throughout the United States.

91. Admissions related to certain of the above fads were audio-recorded and said

recordings have been disclosed to the United States.

92. From approximately 2003 or 2004, Defendants' sales representatives promoted

off-label uses of Suboxone tablets by encouraging physicians to review materials and

information provided by an ostensibly independent patient advocacy orgahization known as The

National Alliance of Advocates fo< Buprenophine Treatment (<WAABT'').

93. NAABT, throug,h its website and other means, openly and aggressively promoted

and continues to promote, the safety and eflicacy of off-label uses of Suboxone and Subutex.

94. NAABT is not independent. The Defendants or certain of the Defendants have

been the prim ary source of NAABT'S funding for m any years.

95. NAABT has maintained a quidpro quo arrangement with the Defendants where,

in return for financial support provided by the Defendants, NAABT regularly and systematically

published material on its website that openly advocated off-label marketing of Suboxone and

Subutex.

96. Defendants used NAABT'S appearance as an independent, non-profit entity in

order to m opagate m atedally false and misleading inform ation about the Suboxone/subutex
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product line, was fundnmentally inconsistent with the drug's FDA-approved package labeling

and which directly contradicted the FDA'S October 8, 2002 mandate that Defendants disseminate

accurate educational material that complies with a11 manufacturers' labeling information.

97. NAABT'S active concealment of its fnancial dependence upon the Defendants

peatly improved their ability to market and promote Suboxone and Subutex. ln reality, NAABT

is nothing more than a defacto marketing arm of Defendants which operates to serve

Defendants' unlawful marketing and promotional agenda.

The close relationjhip between NAABT and the Defendants has existed since the

inception of NAABT in 2004. Some of the snme addiction treatment advocates and clinical

researchers who founded NAABT were intimately involved with RBP'S secuting of FDA

approval for Suboxone tablets in 2002.

99. One specific example of the off-label promotion NAABT undertook is all article

feamre in NAABT'S Februaly 2007, newsletter, Volume 3, No. 2, written by Richard Gracer,

M D, and entitled tThe Buprenorphine Effect on Depression.'' As its title suggests, this article

advocates the use of Suboxone's primary ingredient, buprenorplline, as a safe, effective and

appropriate treatment for depression.

100. Another article accessible on NAABT'S website, ttchallenges in Using Opioids to

Treat Pain in Persons with Substance Use Disorders,'' written by Drs. Savage, Kirsh and Passik

and published in the June, 2008 issue of Addiction Science in Clinical Practice, advocates using

buprenomhine for pain management.

101. It is in the m anner of the exam ples cited in the two preceding paragraphs that

NAABT used its appeàrance of independence to engage in off-label marketing eflbrts on behalf

of the Defendants that so plainly violate the False Claims Act and the state statutes cited herein.
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2) Unlawful Kickback Schemes to Promote Sales of Suboxone/subutex

c. The Anti-Kickback Statute

102. The Anti-llickback Statute prohibits any payment, inducement or reward being

conyeyed to, or received from, any person for referling, recommending or arranging for the

purchase of any phanuaceutical, medical service or medical device for which payment may be

made under a federally ftmded healthcare propam. 42 U.S.C. j1320a-7b@).

103. Under the Anti-lfickback Statute, drug companies may not provide any services

or remuneration, in cash or in kind, directly or indirectly, to induce the purchase, order or

recommendation of drugs that are paid for by a federal healthcare provam. 2003 O1G

Guidance, p. 23734. In addition to prohibiting outright bribes and rebate schemes, the statme

also prohibits any provision of services, payments, or things of value any one purpose of which

is to induce a physician to write additional prescdptions for a particular product, service or

pharmaceutical. Id. Even if the provision of such value is also intended to compensate the

recipient for legitimate professional services, if any one purpose of the emolument is to induce a

prescdption or sale of a drug, it is unlawful. Id.

104. 'l'he Patient Protection and Affordable Care Act, 42 U.S.C. j 18001, was signed

into 1aw on March 23, 2010. The Affordable Care Act changed the language of the Anti-

Kickback Statute to provide that claims submitted in violation of the Anti-r ckback Statute

automatically constitute violations of the False Claims Act. 42 U.S.C. j1320a-7b(g). Further,

the am ended language of the M ti-Kickback Statute provides that to be found in violation of the

statute tta person need not have actual knowledge . . . or specifc intent to commit a violation''.

105. Violation of the Anti-M ckback Stamte subjects the violator to exclusion from

pm icipation in federal healthcare prop nm s, treble dam ages, civil m onetary penalties and

imprisonment of up to five years per violation. 42 U.S.C. jj1320a-7(b)(7), 1320a-7a(a)(7).
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106. The 2003 O1G Guidance wnrns manufacturers that the provision of any service or

any thing of value to a physidan who might pxescribe the manufacturer's products requires the

manufacturer to evaluate whether it is providing a valuable, tangible beneft to the physician with

any one purpose or intent (even if there are other legitimate purposes or intentions) to induce or

reward referrals. M ore specifically, the 2003 OIG Guidance mandates the following:

a) That the manufacturer detennine whether the provision of a service or a payment

has the potential to interfere with, or skew, a physician's clinical decision-making

W OCWSS'7

That the manufacturer determine whether the provision of a service or payment

has the potential to undermine the clinical integdty of a formulary process;

b)

c) That the manufacturer ensure that information provided to prescdbers, decision-

makers and/or patients is complete, accurate and not misleading;

That the manufacturer detennine whether the provision of a service or payment

has the potential to increase cost to federal health care propnms, beneticiaries or

d)

enrollees;

That the manufacturer determine whether the v angement or practice has the

potential to be a disguised discount to circumvent the M edicaid Drug Rebate

program best price calculation;

e)

9 That the manufacturer determine whether the provision of the service or payment

has the potential to increase the risk of over-utilization or inappropdate utilization

of a product; and

'Fhat the manufacturer determine whether provision of 1he service or payment

raises patient safety or quality of care concerns.

g)
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1) The Provision ofRebates Under the Anti-Kickback Statute

107. M ost state M edicaid propnms maintain formularies or preferred medication lists

for the treatment of vadous conditions.lt is extremely important for a drug mrufacturer to be

included on the formulary or preferred provider list for their products to be competitive and

eligible for M edicaid prescdption paym ents.

108. It is not uncommon for drug manufacturers to offer state M edicaid propnms

discounts or rebates to enhance their product's value and competitiveness within the market.

109. W hile the Anti-Kickback Statute allows for the provision of nianufacturer

discounts and rebates, they are only permitted under a specific exception or ççsafe harbor'' to the

statute. 42 U.S.C. j1320a-7b(b)(3)(A); 42 CFR j1001.952(h).In order to qualify for the safe

harbor, any discount or rebate must be in the form of, or adse âom, a reduction in the price of

the good or service tsbased on an ann's length transaction.'' 1d.

1 10. 'I'he sine qua non for manufacturer discount and rebate programs provided to drug

purchasers under the Anti-luckback Statute is tdopen and legitimate price compçtition in

healthcare.'' 2003 O1G Guidance, p. 23735.

11 1. In addition, the discount or rebate must be given at the time of sale or, in certain

cases, set at the time of sale, even if finally determined subsequent to $he time of sale.

Conditions for obtaining a rebate carmot be presented to a customer aher the fact or on apost hoc

basis.

2) 0IG Opinions Providing Guidance on the Anti-Kickback Statute

112. In a special fraud alet't issued in M ay of 1992, the OIG responded to an inquiry

about whether a hospital offering free training for a physician's ofsce staff in CPT coding or

laboratory techniques violated the Anti-M ckback Stam te. The OIG held that it did.
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113. ln an advisory opinion issued in October of 2006, the OIG responded to an

inquiry regarding the propriety of a seller of durable medical equipment offering free

reimbursement consulting services to some of its customers. The referenced çïreimbursement

consulting services'' included'. (1) general claims submission information, such as advice on how

to code products; (2) how to review claims; (3) information on assistance in appealing denied

claims', and (4) providing assistance related to medicaljustification for receiving particular

products. See OIG-HHS, Adv. Op. No. 06-16 (issued October 3, 2006). The O1G found that

these services constituted remuneration and violated the Anti-ltickback Statute.

1 14. The OIG further determined that the reimbursement consulting services at issue

ççwould neither be limited in nature, nor f'ree-standinp'' hoting that the free services ttwould

potentially confer substantial independent value upon the DME supplien'' fJ. at 5. The OIG

Also stated that any assistance ttsecuring Federal reimbursement for individual beneficiades to

receive particular products could cause beneficiaries to receive peater quantities of, or more

expensive'' product than' they actually required. 1d. In addition, such reimbursement services

would tend to provide a financial incentive to steer customers to purchase the supplier's

products, dteven if products from other manufacmrers were less expensive or more appropdate.''

1.n an additional advisory opinion, the O1G determined that any services, including

pre-authorization services, that save a physician's oftice time, result in a realization of savings,

or which were desir ed to refer or induce the purchase of a manufacmrer's products could

constitute unlawful remuneration and thus implicate the Anti-Kickback Statute. See OIG-HHS,

Ad. Op. No. 10-04 (issued April 30, 2010).

b. Payment to FW 's to M arket Suboxone/subutex OffLabel

116. From 2006 until at least through 2013, Defendants knowingly, with reckless

disregard and/or with deliberate ir orance of the truth violated the False Claims Act and Anti-
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Kickback Statute, and caused false claims to be submitted to the Federal and State Payors

identifed herein, by designing and operating a propnm of paying their TA's to unlawfully

promote Suboxone and Subutex. For most of the relevant time period between 2006 and the

present date, Defendants retained far m ore TA's than it em ployed sales representatives. rrhis

intensive and unlawful use of TA's to market Suboxone and/or Subutex has played a critical role

in achieving phenom enal sales volum e.

117. The TA's were given cash payments to market Suboxone and Subutex to other

/
physicians, state M edicaid agencies and government officials. The conduct of Drs. W ood,

Lamb, W ollscMaeger and Sullivan, and others, as set forth in parapaphs above, provide

examples of the âaudulent and unlawful purposes to wlzich Dçfendants put TA's in the

marketing of these drugs.

1 18. Defendants' TA's and sales representatives were given national training

presentations and/or other documents by Reckitt that encouraged and sanctioned the prescription

of Suboxone in dosages greater than 24 mg per day and/or for use in induction
, during pregnancy

and for treating pain. The Relator has personally observed some of these training matedals
, is in

possession of some of them and has disclosed same to the United States and the states identified

herein.

119.

Federal regulations. Relator is ip possession of a tape recording where Brandy Duso reported at

Recldtt's National M eeting in April of 2013 that Richard Simpkin
, President of Reckitt Benckiser

Defendants were well awre that the use of the TA's in this marmer violated

Pharmaceuticals, acknowledged Defendants were out of compliance with the use of TA's.

Defendants chose not to correct it until January 2014.
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c. Unlawful Referralsfrom the ffeere To Ney '' Program

120. From 2009 until at least through 2013, Defendants lcnowingly, with reckless

disregard and/or with deliberate ir orance of the truth violated the False Claims Act and Anti-

Ifickback Statute, and caused false claims to be submitted to the Federal and State Payors

identified herein, by designing and operating a progrnm entitled ttl-lere to Help'' by which

Defendants referred and continue to refer patients to physicians and provide valuable office

assistance to physicians in exchange for the physicians prescribing Suboxone and Subutex.

121. The Stl-lere to Help'' program was fully funded and staffed by Defendants

ostensibly to provide support to Suboxone and Subutex patients as part of a complete treatment

plafl that also included counseling but in acmality was implemented to increase Defendants'

sales of Suboxone in light of the challenge 9om generics and branded products recently brought

to m arket.

122. Defendants marketed the program to the physicians as a benefit to their practice.

Defendants paid sales representative a separate bonus for the number of physicians that they

successfully enrolled in the propam.

123. Physicians would then be encouraged to emoll their patients in the propam to

receive counseling and encouragement to continue to use Suboxone and Subutex. In reality little

counsellng was achieved as the primary purpose .of the program was to sell prescriptions.

124. Defendants marketed the program to physicians in such a manner as to highlight

the benefits of the propam to the physician's practice, to include : (1) receiving direct patient

referrals from Defendants' program, (2) reducing their ofsce staffng needs, and (3) improving

prostability/efficiency for prescribing physicians by creating processes, policies and documents

to alleviate their oY ce worldoads and overhead.

39Case 1:13-cv-00036-JPJ-PMS   Document 37-1   Filed 12/14/16   Page 19 of 39   Pageid#:
 1043



125. Doéuments supporting these allegations are attached hereto and incorporated

herein as Exhibit E (Patient Focus Quality Care) and Exhibit F (Here to Help slide presentation

to physicians). In one of the promotional slide presentations in Exhibit F, Dr. Gregory Dobash

touted the benefits of the program and how he received a referral of a patient that was two hours

away. Another physician relates how a care coordinator of the program ttcalled in with the

patient, stayed on the line to introduce the patient, then left the line.'' The patient subsequently

made an appointment with the physician the following week.

126. Defendants knowingly, with reckless disregard and/or deliberate ignorance of the

truth designed and marketed the propam whereby in exchange for the physicians prescdbing

Suboxone and Subutex, the physicians would receive direct patient referrals, valuable benefits

and offce assistance. Such conduct violates the Anti-M ckback Statute and the False Claims Act

and resulted in false and gaudulent claimj being submitted to and paid by Federal and State

Payors.

d. UnlawfulAssistance in Promoting Suboxone/subutex

127. From 2006 to present, Defendants' executives, sales representatives and TA's

have knowingly, with deliberate indifference and/or deliberate ignorance of the truth violated the

False Claims Act and Anti-lfickback Statm e by desir ing and operating an unlawful marketing

program to promote and assist physicians in starting their own Suboxone/subutex clinics.

Defendants unlawfully provided services, support and things of value to prescribing physicians

in order to induce them  to prescribe Suboxone atld Subutex to their patients.

128. 'These kickbacks and things of value included advice, proprietary information,

business information, consulting services, suggestions and support in establishing and m owing

Suboxone/subutex based practices.

. 40
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129. Defendants maintained NAABT as a surrogate marketing ann disguised as a not-

for-proft patient advocacy group. NAABT provided valuable marketing services for the

Defendants, including off-label marketing and providing unlawf'ul refen-als, a11 in violation of the

False Claims Act and the parallel sta'te statutes cited herein.

130. lt was common for Defendants' employees to provide things of value to

physicians in order to induce them to prescribe Suboxone and Subutex. Defendants' employees

assisted physicians in setting up Suboxone and Subutex practices in order that they could be

. more profitable and efficient. This Relator was aware of the routine nature of tllis unlawful

practice from conversations with TA's, sales representatives and executives and from documents

instnzcting sales representatives to assist.in this regard. ln the winter of 201 1, she personally

witnessed one sales representative, Ana Fam  hand out docum ents to a physician with specific

pricing, competitive and proprietary information in order to convince him to set up such a

practice. Relator witnessed Farr taking information to prospective Suboxone physicians which

showed that other physicians charged $150 cash for each visit. She showed these physicians how

to do the cash office visit ùharges to make additional money and told them about other

physicians who were also doing the same. Farr instructed the physician and office staff how to

use Suboxone and how to induct with it. W hen questioned about what she had done, Farr told

Relator that everyone in Reckitt was doing the same thing she was doing.

131. ln 2013, Defendants' sales representatives were under pressure and required to

sign up 16-18 physicians a year in order to receive the portion of the bonus related to increasing

physician providers. Relator w as also aware of other sales representatives m arketing the cash pay

model with Suboxone and Subutex in order to meet their 16-18 new physician quota. In W est

Virginia, sales representative Kathy M cclain promoted Suboxone and Subutex by showing the

41
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prospective Suboxone/subutex physicians how much other physicians were making from

patients paying in cash. She told the prospective physicians that other physicians were mnking

be> een $300 to $500 per patient in cash a month for offce visits, drug screens and higher

dosage prescriptions. In Virginia, sales representative Dalphine Atldns was promoting the cash

pay model by having prospective Suboxone/subutex physicians shadow another established

physician who already employed that system.

e. Unlawfulpavments for State Formulac Exclusivitv

132. Under the safe harbors found at 42 CFR j1001.952(h), a rebate provided by a

dlug manufacmrer to a purchaser is lawful only if it is the result of open competition. 2003 O1G

Guidance, p. 23735. ln addition to the 2003 O1G Guidance, the safe harbor provision establishes

a predicate requirement that the arrangement be the product of an <tarms-length transaction.'' 42

CFR û1001.952(h)(5).

133. Beginning in early 2013, competitive products were placed on state formularies as

altematives to Suboxone film . Shortly after this occurred, Defendants restructured their bids to

foreclose and prevent any competition with Suboxone film.They did this by threatening state

Medicaid agencies with the elimination of rebates that the state agencies had enjoyed since the

film went on formulary in September of 2010.

134. ln July of 2015, Defendants informed ofticials of W est Virginia Medicaid,

including Brian Thompson, a drug utilization and review manager, that if Bunavail, a dnlg

competitive to Suboxone, was placed on the W est Virginia formulary, W est Virgirlia would no

longer receive the ftsupplemental rebate'' that it had previously and routinely received f'rom

Defendants. Because of this threat, W est Virginia M edicaid oo cials' reversed an earlier decision

made in April of 2015 to place Bunavail on their state formulary and left Suboxone as the only

listed drug. Upon information and belief the same threats have been made and acceded to in

42
Case 1:13-cv-00036-JPJ-PMS   Document 37-1   Filed 12/14/16   Page 22 of 39   Pageid#:

 1046



Virginia, M assachusetts, Califomia, Connecticut, Delaware, Florida, Georgia, Hawaii, M aryland,

M ichigan, M innesota, M issouri, M ontana, Nevada, New Hampshire, New Jersey, New M exico,

New York, North Carolina, Oklahoma, Oregon, Tennessee, Texas, Utah, W ashington, W isconsin

and the Distrid of Columbia.

135. Upon information and belief, Defendants have provided very sir ificant and

unlawful payments to gain exclusive positions on state M edicaid formularies in addition to W est

Virginia's. They have done so by communicating an express and open requirement to these

states that in order for their M edicaid agencies to continue to receive substantial rebates, no other

provider of similar or genedc naloxone/buprenorphine phannaceuticals may be placed on their

respective formulades. Like W est Virginia, states have acceded to Defendants' demand of

.exclusivity on state formulades because of Defendants' threat to end their rebate propnm.

136. By threatening to discontinue rebate promams in several states in the manner

descdbed above, Defendants have created a m arket environment in which open competition and

arms-length transactions cnnnot occur. Their actions are antithetical to the goals of the Anti-

Kickback Statute, the 2003 OIG Guidance, and 42 CFR j1001.952 to enhance and support free

and open competition in an efficient and fair market. See, 2003 O1G Guidance, p. 23735,. 42

CFR j1001.952(h)(5).

3) Marketing ofsuboxone/subutex in Violation OfDATA 2000

137. From 2004 until at least through 2013, in an effort to increase sales of Suboxone

and Subutex, Defendants' executives, sales representatives and TA 's knowingly, with deliberate

indifference to and/or deliberate ignorance of the truth actively Jromoted and marketed

Suboxone and Subutex in such a w ay as to encourage physicians to exceed the number of opioid
:

addicted patients allowed under DATA 2000 and, more specifically, 21 U.S.C. j823(g).
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138. Defendants maintained data on those physicians who prescribed to patients in

excess of that allowed by Data 2000 and puposely continued to actively and unlawfully promote

and market Suboxone and Subutex to those physicians. At times, sales representatives marketed

Suboxone off label for pain in order to help support the physicians to circumvent the DATA

2000 patient limits. ln W inter of 2013, Ray M clntyre, pharmacist for Tenncare, reported to

Relator the practice of physicians wliting one prescription for the 8 mg limits and a second

prescription for lligher doses for pain.

139. In order to support the sales representatives' efforts to promote, target and

encourage these physicians to exceed their 30 or 100 patient level, Defendants' employees were

incentivized through the payment, based on volume, of SP bonuses as previously discussed.

Until 201 1, sales bonus volumes were not capped at sales generated âom those physicians who

prescribed up to the lawfully permitted number of patients per physician, but allowed for, and

paid on, patient volumes over and above the number of patients allowed t,o be treated under

DATA 2000. W hen Relator complained about the SP incentives, however, Defendants ceased

the payment of bonuses for approximately a six month period on volumes over 100 patients.

ARer subsequent complaints from the sales represeniatives, Defendants reinstated the bonus

program. Since 2011, bonuses have been paid on the highest volume of a physician's patients up

to 100 patients (not necessarily the first 100 allowed) plus a percentage of the total volume of a11

sales on the physician's patients.

140. As previously set forth, D efendants had the ability easily to determine if

Suboxone/subutex was being prescribed by physicians who had more than 100 patients and, in

fact, Defendants m aintained statistics on Sam e. Despite being able to determ ine which

physicians had a patient load greater than 100 patients and easily being able to exclude that
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patient base and sales volume from the SP bonus, Defendants intentionally ignored this

information and inclpded payment of bonuses based on sales volumes that were generated in

violation of DATA 2000. These bonus systems generated substantial income to the sales

representatives and substantial protits to Defendants. It is critical to note that virtually a11

bonuses paid to executives, directors and down to office staff employees of IIBP and later

lndivior were based on vollzme.

Defendants' executives, sales representatives, and TA's actively marketed

Suboxone and Subutex to the following physicians, as well as many others, who were treating a

number of opioid addicted patients in excess of the number permitted under 21 U.S.C. j823(g),

and said marketing was done with knowledge of those facts:

PHYSICIANS PM CTICE LOCATION
Herbert G. Permsylvania
Frank S. Pennsylvania
W illiam  C. Pennsylvania
David S. Pelmsylvania
Pililip L. Pennsylvarlia
M hur D . Pelmsylvania
M ariano P. Pennsylvarlia
Adid B. Petmsylvania
Leo F. . Pennsylvania
Brian W . Kenmcky
Robin P. Kenmcky
Jerome D. Kenmcky
Robin P. Kentucky
W illiam C. Kentucky
Christopher D. Kenmcky
W illiam W . Kentucky
Gary S. Keno cky
Riley S. Tennessee
Peter S. Temwssee
Richard N. Tennessee
Jolm M . Telmessee
Edgar 0. Tennessee
Robert G. Tennessee
M icheal P. Tennessee
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M aria E. Virginia

The full names and practice locations of the above physicians, as well as others, have

been provided in Relator's disclosure of evidence.

4) Claims ofFalse Superiority: Defendants-Knowingly and Falsely
M qrketed Suboxone Film as Being Less Vulnerable to Diversion and

Safer Than Suboxone Tablets

141. From the inception of the launch of Suboxone film until at least through 2013,

Reckitt executives, sales representatives and TA's knowingly, with deliberate indifference and/or

deliberate ir orance of the truth falsely promoted and marketed Suboxone film to Federal and

State Payor officials and physicians as being less vulnerable to diversion and safer than

Suboxone tablets. M any of these executives, sales represrntatives and TA's are identified in the

paragraphs above. These false statements were made by Defendants' employees and TA's

through oral and written communications as well as through handout marketing pieces.

143. Defendants' executives, sales representatives and TA's m ade num erous and

material representations to state M edicaid ofticials that Suboxone tilm was less vulnerable to

diversion, misuse and abuse than the tablets. Defendants' ofscials knew these representations

were false when they were m ade. One exnmple of these types of representations ocoun'ed

shortly aAer Pierce W hites, a Kentucky M edicaid oo cial, sent an email to James Sharp and

Jessica Burke, both RBP executives, on April 18, 2013 and inquired as follows:

As 1 understand it, you are m aking a public safety argum ent
for the film based on diversion elimination and child proùfing. W e
would like to see an argument showing that the short term savings
on tablets is outweighed by the long term benefts of ûlm. The
argument against you is numbers based: the response should be
too, at least in part. Diversion and child poisonings have costs, can
you try to quantify those? Copy Senate staff as well, they seem
receptive to your public safety argument and that is obviously
critical.
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144. Sharp responded to W hites' email as follows:

Pierce,

1 can't thnnk you enough for the considerable time you
shared with Karen, Patrick, Juan and I tllis niorning and your
willina ess to find a way to encourage Coventrycare M anaged
M edicaid Plan to no longer pursue their current plan to force
patients from the Suboxone Sublingual Film to the generic tablet.
(A copy of Coventrycare's letter attached)

To recap some of the key points 1 wrote down from today's
m eeting;

. I wanted to start with the key advocates you thought we
will need to work with going forward. ln particular, we need to
engage and develop best practices for MAT with PRop/physicians
for Responsible Opioid Prescribing, Kentucky ASAM and The
Kentucky Board of M edical Licensure/KBM L. me have a
number ofphenomenal clinical resources to contribute within
our company and with TreatmentAdvocates/TA 's who m ake up
the best ofthe best local treatment providers that are r/le models
for qualitypatient care. Each will be made available to these
poups and to m ur oftices as you require them. One of our
company's guiding pdnciples is to tçseek the W isdom of the
Team'' and we look forward to our partnership with you and with
them .

* Youwalso wanted to tap into any resotlrce that would enable
Kentucky to provide education on appropriate treatment and
expand capacity to quality care. The first attachment is the Reckitt
Bencldser Educational Grant Application. I was impressed by how
much the state has already done to expand treatment capacity and
would encourage you to work with the appropriate state
association to apply for support for programm ing that 'will educate
providers on the disease of opioid dependence and appropriate
treatment with Suboxone Sublingual Film. Please have the
interested association send their request to
educationalvants@rb.com. I believe that a full day summit can be
developed as it has in Ohio to address this health and safety issue
at the highest level and provide education to every key constiment
that is engaged in providing a solution.
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. The subject ofthe use ofsuboxone inpregnancy came up
and as discussed this is an offlabel usefor ourproduct, so I
recommended that you email me a requestfor this informadon
from our M anaged Care Medical Affairs Manager, Dr. Jane
Ruby. Dr. Ruby can address any offlabel questions that you may
have. Further, Y'y/lz wish to have a more in depth perspective
provided on the data we shared on unintendonalpediatric
exposures and the dire consequences attributed to the tablet
version ofourproduct, or the data suppovting that there is
clearly m ore diversion with the tablet versus our Suboxone
Sublingual Film, don 't hesitate to m ake that request as well as
Jane is truly an expert on b0th topics.

Finally and most importantly, you recommended that if the
reasoning was sound, that a letter could be generated to the
President of Covehtrycares requesting that they reconsider their
current plan to move patients in treatment with the safer Suboxone
Sublingual Film to the generic tablets that can be crushed and
inhaled andpose an increased risk ofunintendedpediatric
d.YF/5'Ilrd.

Here are the salient points that should establish wlïy this
letter should be written as soon as possible and perhaps as you
recommended that it gain appropriate media attention:

1. Coventrycares will be requidng KY
M edicaid plan recipients to use a more diver6ble drug when they
are already being treated with the safest product for them against
their wishes. This is a disparity of treatment.

, 2. Movinkpatients f/ the generic increases
the risk ofdiversion as the tablet can be crushed and inhaled,
counter to what Congressman Rogers is fghting so pmssionately to
eliminate with genelics on Federal basis and which could increase
the risk of relapse for many of those patients.

3. Tabletspose a measurably increased risk of
unintentionalpediatric exposure as loose tablets have shown to

5 hbe attributed to all deaths ofchlldren to date and over ct/'/.f
Medicaid rec+ients have children under the age of6 which is the
age group at greatest risk. A purely financial decision should not
supersede the safety of even one chiid.

S As f this date the experience with Suboxone was ovem helmingly with the pill form .O ,
been lkoduced.

The film had only recently
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I thank you again for your time, considerable attention and
guidance today and look fom ard to working closely with your
offce in any way that 1 may be of service.

Regards,

Jam es Sharp
State Government M anager-M idwest

z Phone: (616) 974-9580
Reckitt Benckiser Phnrmaceuticals, lnc.
10710 M idlothian Parkway, Suite 430
Richm ond, VA 23235
www.suboxone.com

(Emphasis added).

145. Sharp then wrote an email to Dr. Jane Ruby, Reckitt's M edical Affairs Director.

In this email, which was sent on April 18, 2013, Sharp states as follows:

Jane,

I know you are off tomorrow, but here's the response I
received frpm Pierce W hites, the gentleman who is general counsel
to speaker of the house Stumbo.

W e need costs savings long term showing that the short
term savings on tablets is outweighed by the long term beneiks of
film. Pierce is pretty specisc in terms of far reaching costs like ER
visits, neonatal costs associated with unintentional drug poisoning
cost, etc. This big picmre cost data will compel him to generate- 

, 6the letter to CoventTycare s president
.

146. These same claims of the false superiority of the film, and matedally similar

representations, were made by other of Defendants' sales representatives, executives and TA's.

Defendants distdbuted Exhibit G to its TA's and prescdbing physicians and asked them to send

said correspondence to state M edicaid agencies. M any of them acceded in these requests. 'Ihese

6 xCoventrycare is a contractor that provides support
, advice and services to Kentuck'y Medicaid and Kentucity

M edicaid patients.
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letters falsely assert that Suboxone film is safer and less vulnerable to diversion than the

Suboxone tablets. Defendants intentionally orchestrated this false and misleading cnmpair  to

achieve the unlawful objectives identified herein and to destroy competition and potential

competition for the Suboxone brand. The false and misleading statements were material to the

Federal Payors, State Payors and private insurers, a11 of whom relied on the veracity of the

representations to their detdment. This caused a substantial delay in the market availability of

genetic Suboxone. This delay caused the Federal Payors, State Payors and pdvate insurers

signiticant dnmages.

147. W hen Relator questioned Defendants' pradice of representing Suboxone film as

less susceptible to pediatric exposure and injury, Jane Ruby sent her an email confirming that the

U.S. Product Safety Commission had given the packaging of the tablet and film the same safety

rating, effectively demonstrating the falsity of Sharp's representation to Kentucky M edicaid.

148. W hile Defendants were stating that the film was less divertible, they knew same

was untrue at the time they developed the product. Dr. Edward Johnson, RBP'S and later

lndivior's V.P of Clinical, Scientifc and Regulatory Compliance admitted to Relator privately,

and to others in m eetings, that the film was as easily divertible. M oreover, he knew and admitted

to Relator in April 2012, at Reckitt's National meeting in Califomia, that a11 that anyone needed

to do to achieve the same hig,h available in tablet fonn was to put the film on a spoon in water,

/ .
h'eat the spoon, place the contents in a spray bottle or syringe

, and then inhale it or inject it.

149. Defendants intentionally marketed the film as being less divertible and subject to

abuse and represented to Federal and State Payors that they would have a system in which they

would track prescriptions to help prevent abuse. In fact, Dr. Jolmson advised Relator that the

tracking program was never intended to be instituted. It never was instituted.
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150. W hile Defendants stated that the film was safer, they knew this to be untrue at the

time of marketing snme. Dr. Johnson stated to Relator that the F2 packaging rating that Reckitt

was touting as safer was the same as a child resistant prescdption bottle of the type that

Suboxone tablets and other tablets and pills were sold in.

151. The Defendants, in taking the actions set forth above, acted in concert with their

TA's and other physioians to effect the false daims identified herein. The Defendants' collusion

with its TA's and others caused much of the off-label marketing identitied herein. The actions of

Drs. W ood, Lnmb, W ollschlaeger and Sullivan, identified above, among others, were the result

of this of this collusion. In addition, Defendants colluded with NAABT to promote Suboxone as

set forth above. Defendants further colluded with their TA's and other physicians by sending

them letters, drafted by RBP (Exhibit G), to send to government oflicials, and which were, in

fact, sent to government offcials, falsely representing that Suboxone film was less divertible and

safer than Suboxone or generic Suboxone in tablet form. All of these actions, and others

identised in this Second Amended Complaint, constimte unlawful conspiracies in violation of

the False Claims Act and the state statutes cited herein.

152. In committing the fraudulent acts and practices set forth in a11 preceding

paragraphs herein, the Defendants:

knowingly presented, or caused to be presented, to an offcer or employee

of the United States government and the state and municipal govemments identified herein false

and gaudulent claims for payment and/or approval;

2) knowingly made, used or caused to be made or used, false records and/or

statements to get a false or fraudulent claim paid or approved by the Federal and State Payors

and agencies identified herein ;
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3) conspired to defraud the Federal and State Payors by getting false or

fraudulent claims allowed or paid; and

4) ' knowingly made, used or caused to be made or used, false records or

statem ents to conceal, avoid or decrease an obligation to pay or transmit money or property to

the United States government or state governments identified herein.

153. The vast majodty of false claims related in this Sécond Amended Complaint

were, in fact, paid by the Federal and State Payo'rs identised herein. ln paying the unlawful

tskickbacks'' and/or providing the things of value described herein to induce physicians and

others to prescribe or purchase Suboxone and Subutex, the Defendants violated the respective

Anti-lfickback statutes and False Claims Acts, or comparable statutes, of the federal govenzment

and the states identifed herein.

154. In taking the actions set forth herein, the Defendants violated the Federal and

State False Claims Acts identified herein, including 31 U.S.C. 53729, et seq.

COUNT 1

Violation of the Federal False Claim s Act

aojfLabel'' M arketing OfHigher Suboxone and Subutex Dosages
Than Those Lawfully Permitted Wy The FDA 's

Approved Packaging Insert

155. All allegations set forth in this Complaint are incorporated into this Count as if

fully set forth herein. '

156. Defendants knowingly, with reckless disregard of the truth and/or deliberate

ignorance of the truth m arketed, advertised for and encouraged physicians to prescribe Suboxone

and Subutex in dosages not indicated or not otherwise approved for use by the FDA. In doing

so, Defendants knowingly caused to be presented to Federal and State Payors false and
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gaudulent claims for the improper approval and pam ent of prescdptions for Suboxone and
. 

'

Subutex and used false and gaudulent records and documents to accomplish this purpose. The

Federal and State Payors identifed herein, unaware of the falsity and fraudulent nature of the

claims caused to be presented by Defendants' conduct, paid for claims that otherwise would not

have been allowed.

Defendants' conduct was the proximate and actual cause of more than $300

million in acmal loss and dnmages to the Federal and State Payors identifed herein.

COUNT Z

Violation of tEe Federal False Claim s Act

Marketing Suboxone and Subutexfor the OffLabel Uses oflnduction
and D uring Pregnancy

158. A11 allegations set forth in this Complaint are incorporated into this Count as if

fully set forth herein.

159. Defendants' sales representatives and TA's knowingly, with reckless disregard of

the truth and/or deliberate ir orance of the truth promoted the d%ff label'' use of Suboxone and

Subutex for indudion and during pregnmwy, in both the film and tablet form, when no such

indications were permitted within the Package Insert and no smdies had been performed

evaluating their efficacy for induction or use during pregnancy. In doing so, Defendants

knowingly caused to be presented to Federal and State Payors false or fraudulent claims for the

improper approval and pam ent of prescriptions for Suboxone and Subutex and used false or

gaudulent records and documents to accomplish this purpose. The Federal and State Payors

identified herein, unaware of the falsity and/or gaudulent nature of the claims caused to be

presented by Defendants' conduct, paid for claims that otherwise would not have been allowed.
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160. Defendants' conduct was the proxim ate and acmal cause of more than $300

million in actual loss and damages to the Federal and State Payors identised herein.

COUNT 3

Violation of the Federal False Claim s Act and Anti-K ickback Statute

Making Unlawful Kickback Payments to TreatmentAdvocates

161. A11 allegations set forth in this Complaint are incoporated into tllis Count as if

fully set forth herein.

162. Defendapts knowingly, with reckless disregard of the tnzth and/or deliberate

ignorance of the tnzth violated the False Claims Act and Anti-u ckback Statute by designing and

operating a propam of paying their TA physicians to unlawfully prescdbe Suboxone and

Subutex, promote the writing of prescriptions of Suboxone and Subutex by other physicians, to

assist in setting up other physicians' addiction practices and to market the drugs off label to those

physicians. In doing so, Defendants knowingly caused to be presented to Federal and State

Payors false or fraudulent claims for the improper approval and payment of prescriptions for

Suboxone and Subutex and used false or âaudulent records and documents to accomplish tllis

purpose. The Federal and State Payors identified herein, unaware of the falsity and/or fraudulent

namre of the claims caused to be presented by Defendants' conduct, paid ?or claims that

otherwise would not have been allowed.

163. Defendants' conduct was the proximate and actual cause of more than $300

m illion in actual loss and dam ages to the Federal and State Payors identifed herein.
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COUNT 4

Violation of the Federal False Claim s Act and Anti-lfickback Statute

Providing Things and Services of Value to Physicians Through Defendants'
Business Assistance Program and Through Their Tfeere to Help''program

164. A1l allegations set forth in this Complaint are incorporated into this Count as if

f'ully set forth herein.

165. Defendants' sales representatives and TA's routinely distributed and provided

physician pricing schedules, propdetary information, business information, consulting services,

suggestions, support and free advice to physieians on how to start and grow Suboxone and

Subutex practices. They knowingly, with reclcless disregard of the truth and/or deliberate

ignorance of the truth committed these acts in order to have the targeted physicians prescribe

Suboxone atld Subutex in large volume to their patients.

166. Defendants knowingly, with reclcless disregard of the truth and/or deliberate

ir orance of the truth marketed, advertised for and encouraged physicians to prescribe Suboxone

and Subutex by unlawfully providing referrals and other services and things of value tluough its

tçilere to Help'' proram to those physicians who prescribed Suboxone and Subutex.

167. ln doing so, Defendants knowingly caused to be presented to Federal and State

Payors false or fraudulent claims for the improper approval and payment of prescriptions for

Suboxone and Subutex and used false or gaudulent records and documents to accomplish this

purpose. The Federal and State Payors identified herein, unaware of the falsity and/or fraudulent

namre of the claims caused to be presenteb by Defendants' conduct, paid for claims that

pthem ise would not have been allowed.

168. Defendants' conduct was the proximate and actual cause of more than $300

million in actual loss and dnmages to the Federal and State Payor propnms identified herein.
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COUNT 5

Violation of the Federal False Claim s Act and Anti-M ckback Statute

Paying Kickbacks to State M edicaidAgencies to Obtain
Exclusive Position on State Formularies

169. A11 allegations set forth in tllis Complaint are incorporated into this Count as if

fully set forth herein.

170. Defendants knowingly, with reckless disregard of the truth and/or deliberate

ir orance of the truth paid unlawful lcickbacks to state M edicaid agencies the sole purpose of

which was to destroy competition and to obtain exclusive positions on state formularies. This

had the pradical effect of eliminating or significantly reducing competition for Suboxone. These

kickbacks violated the Anti-u ckback Stattzte, 42 U.S.C. j1320a-7b(b).

171. In doing so, Defendants knowingly caused to be presented to Federal and State

Payors false or fraudulent claims for the improper approval and payment of prescdptions for

Suboxone and used false or âaudulent records and documents to accomplish this purpose. The

Federal and State Payors identified herein, unaware of the falsity and/or fraudulent nature of the

claims caused to be presented by Defendants' conduct, paid for claims that othelwise would not

have been allowed.

b fendants' conduct was the proximate and actual cause of more than $300172. e

million in actual loss and damages to the Federal Payor and State Payor Propams identifed

herein.
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COUNT 6

Violation of the Federal False Claim s Act

Unlawful Marketing ofsuboxone and Subutex
to Physicians In Violation OJDATA 2000 andfor

the aoffLabel'' Use ofpain Treatment

A11 allegations set forth in this Complaint are incorporated into this Count as if

fully set forth herein.

174. Defendants knowingly, with reckless disregard of the truth and/or deliberate

ignorance of the truth unlawfully m rketed, advertised for and encouraged physicians to

prescribe Suboxone and Subutex even when physidans were treating in excess of 30 patients in

their first year of qualification under DATA 2000 and when they were treating in excess of 100

patients after their first year of qualification under DATA 2000.

175. In addition, Defendants knowingly, with reckless disregard of the truth and/or

deliberate ijnorance of the truth unlawfully marketed, advertised for alzd encouraged physicians

to prescribe Suboxone and Subutex for the off label use of pain treatment in order to encourage

and persuade physicians to circumvent the 30 atzd 100 patient limits set by DATA 2000 and to

otherwise achieve larger sales volumes of Suboxone and Subutex.

In doing so, Defendants u owingly caused to be presented to Federal and State

Payors false or âaudulent claims for the improper approval and payment of prescriptions for

Suboxone and Subutex and used false or âaudulent records and documents to accomplish this

pup ose. The Federal and State Payors identified herein, unaware of the falsity and/or fraudulent

nature of the claims caused to be presented by Defendants' conduct, paid for claims that

otherwise would not have been allowed.
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Defendants' conduct was the proximate and actual cause of more than $300

million in actual loss and damages to the Federal and State Payors identised herein.

COUNT 7

Violation of the Federal False Claims Act

Claints ofFalse Superiority:
Unlawful M arketlng to Physlclans and Maklng False Statements

to Federal and State Agencies Regarding D iversioq and s'c
./'ef.v to Promote Orders and

Paymentfor Suboxone Film

178. A11 allegations set forth in this Complaint are incorporated into this Count as if

fully set forth herein.

Defendants knowingly, with reckless disregard of the truth and/or deliberate

ir orance of the truth, marketed, advertised for and encouraged physicians to prescribe, large

volumes of Suboxone 51111 by knowingly and falsely representing to these physicians that

Suboxone film was less divertible than, and safer for patients, children and the public at large

than, the tablet form of the drug.In doing so, Defendants knowingly caused to be presented to

Federal and State Payors false or fraudulent claims for the improper approval atzd payment of

prescdptions for Suboxone and used false or f'raudulent records and documents to accomplish

this pup ose. 'l'he Federal and State Payors identitied herein, unaware of the falsity and/or

fraudulent nature of the claims caused to be presented by Defendants' conduct, paid for claims

-- that otherwise would not have been allowed.

180. Defendants knowingly, with reckless disregard of the truth and/or deliberate

ir orance of the truth marketed, advertised for and encouraged federal and state agencies to pay

claims for Suboxone film submitted to them by lcnowingly and falsely representing to these

agencies that Suboxone film was less divertible thali, and safer for patients, children and the

public at large than, the tablet form of the drug. ln doing so, Defendants knowingly caused to be
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presented to Federal and State Payors false or fraudulent claims for the improper approval and

payment of prescriptions for Suboxone and used false or fraudulent records and documents to

accomplish this pumose.The Federal and State Payors identified herein, unawre of the falsity

and/or âaudulent namre of the claims caused to be presented by Defendants' conduct, paid for

claims that otherwise would not have been allowed.

18 1. Defendants engaged in this conduct, knowing it to be unlawful, in an effort to

destroy competition and potential competition for the Suboxone brand.

182. Defendants' conduct was the proximate and actual cause of more than'$300

million in acmal loss and damages to the Federal and State Payors identified herein.

COUNT 8

Violation of the Virzinia Fraud Aeainst Taxpavers Act

Va. Code Ann. kk 8.01-216.1 to 8.01-219

183. All allegations set forth in this Complaint are incorporated into this Count as if

fully set forth herein.

184. This is a claim for treble damages and penalties under the Virginia Fraud Against

Taxpayers Act.

185.

engaging in the off label marketing of higher Suboxone and Subutex dosages than those lawfully

i'he Defendants violated the Virginia Fraud Against Taxpayers Act by: a)

permitted; b) engaging in the off label marketing of Suboxone and Subutex for the puposes of

induction and use during prer ancy; c) making unlawful kickback pam ents to TA's; d)

providing unlawful ldckbacks in the form of things and services of value to prescribing

physicians and TA's; e) pa/ng unlawful lcickbacks to state Medicaid agencies to obtain

exclusive positions on state formulades; f) marketing Suboxone and Subutex to physicians in
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EXH IBIT A

Drugs.com
Know more.Besure.

PharmaceuticalSales 2010
The following is a Iist of the top 200 pharmaceutical drugs by retail sales in 2010, Iisted by U.S. sales value and
brand name.

. New: Quarterly Top 100 nrescriDtion sales data now available, from Q1 2011 more-...

Top 200 Drugs for 2010 by Sales
View data for: 2003 I 2004 I 2005 l 2006 l 2007 l 2008 l 2009 l 2010 l 2011 I 2012

Rank Drug . Current Manufacturer Tokl Sales % Change
, ($000) 2009

' # . ' .1 ( 1) Nexlum Astrazeneca Pharmaceutlcals LP 5
,276,153 4.9%

kje . . . ()yjj2 ( 1) Llpltor Pflzer Inc. 5,272,576 -2.3 c

3 Plavix Bristol-Myers Squibb Gom pany 4,675,483 10.2%

4 Advair Diskus GlaxosmithKline 3,655,206 -1.0%

zih - : ()5 ( 3) Oxycontln Purdue Pharma LP 3,554,751 13.1 /0

(By Units)

6 Abilify Bristol-Myers Squibb Company 3,514,265 12.7%

Singulair Merck & Co., Inc. 3,324,909 8.9%

8 d3) Seroquel Astrazeneca Pharmaceuticals LP 3,222,055 2.4%
V C stor Astrazeneca Pharmaceuticals LP 2 922 687 27

.
0%9 ( 5) re 

, ,

* C balta EIi Lilly and Company 2
,638 536 7.6%10 ( 1) ym ,

#' A tos Takeda Pharmaceuticals U
.S.A., Inc. 2,631,930 4.2%11 ( 2) c

* L a ro Actavis Pharma lnc
. 2 483 391 4.6%12 ( 1) ex p , , ,

'Q Z rexa EIi Lilly and Company 2
,036,092 7.7%13 ( 2) yp

4' S iriva Boehringer Ingelheim Pharmaceuticals Inc. 1,593 593 19.3%14 ( 9) p , ,

'? Lantus Sanofi-Aventis U
.S. LLC 1 525 697 0.

3%1 5 ( 3) , ,

* Aricept Eisai Inc
. 1,522,517 13.3%16 ( 6)

'?' L rica Pfizer Inc
. 1,478,158 -0.1%17 ( 2) y

Diovan Novartis Pharmaceuticals Gorporation 1,443,539 7.0%
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EXH IBIT A

.-jg .( 6)
-1' Effexor XR Pfizer lnc. 1 ,431 042 -40.1%19 ( 7) ,

'? C erta Janssen Pharmaceuticals Inc. 1 407 962 16.9%20 ( 7) onc , , ,

21 Levaquin Janssen Pharmaceuticals, Inc. 1,355,350 -0.6%

22 d2) Celebrex Pfizer Inc. 1 ,349,833 -6.9%

23 ( 2) Dlovan HCT Novartls Pharmaceutlcals Corporatlon 1,314,507 3.7 Zo

'e J ' M rck & Co Inc. 1 294 408 13.0%24 ( 4) anuvla e .j , ,

'? S boxone Reckitt Benckiser Pharmaceuticals Inc. 1 164 872 26 6%25 ( 16) u , , .

'? N Log Novo Nordisk 1 101 447 20 6%26 ( 14) ovo , , .

Atripla Bristol-M. yers Squibb Com pany 1,028,753

29 (*3) Tricor Abbott Laboratories 1,015 682 -17.2%. l

V13) Provigil Cephalon Inc. 999,975 6.7%30 ( ,

* Z tia Merck & Co
., Inc. 985 823 -4.3%31 ( 2) e ,

V G don oral Pfizer Inc. 959 057 8.7%32 ( 12) eo ,

'% V in Merck & Co
., lnc. 953 625 -16.3%33 ( 4) #or ,

' '2' A bién CR Sanofi-Aventis U
.S. LLC 951 108 -2.5%34 ( 1) m ,

* L sta Sepracor Inc. 948 621 17.6%35 ( 11) une ,
l

V Lidoderm Endo Pharmaceuticals Inc. 934 418 -1.1%36 ( 2) ,

4* L tus SOIOSTAR Sanofi-Aventis U.S. LLC 933 589 50.5%37 ( 22) an ,

Aciphex Eisai Inc.

* N nex Merck & co
-, Inc.40 ( 2) aso

41 /10) Lovenox Sanofi-Aventis U.S. LLC

* Adderall XR Shire US Inc.42 ( 12) ,

V ) ProAir HFA Teva Pharmaceuticals USA, Inc.43 (
7 -2 ' ' - '

91) Truvada Gilead Sciences, lnc.44 (

'k' .45 ( 3) Nlaspan Abbott Laboratories 793,882 11 .0%

915,796 -8 .8 %

- 1 .9 t'/()

818,903 -12.6%

813,944 -8.5%
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EXH IBIT A

783,294 3.2%

756,576 15.9%

744,296 10.9%

707,468 47.4%

704,631 13.2%

695,560 92.1%

*1) Humalog46 (

:8) cialis47 (

*4) Namenda48 (

*27) sym bicort49 (

*8) Flovent HFA50 (

*52) seroquel XR51 (

Astrazeneca Pharmaceuticals LP

GlaxosmithKline

EIi Lilly and Company

EIi Lilly and Company

Actavis Pharma, Inc.

Astrazeneca Pharmaceuticals LP

28) Combivent Boehringer Ingelheim Pharmaceuticals, Inc. 693,068 14.3%52 (

53 (C) Lovaza GlaxosmithKline 682,384 15.5%

*24) Solodyn Medicis Pharmaceutical Corporation 673 42754 ( ,

AndroGel Abbott Laboratories

210) Benicar Daiichi sankyo57 (

58 ( 38) Levem ir Novo Nordisk

59 ( 2) Enbrel Amgen lnc.

60 ( 44) Valtrex GlaxosmithKline

61 ( 2) Benicar HCT Daiichi Sankyo

62 ( 7) Gleevec Novartis Pharmaceuticals Corporation

63 ( 14) Hum ira Pen Abbott Laboratories

51 7,967 -3.7%

514,735 1 0.1 %

593,780 10.1%

567,341 41 .1 F/o

Abbott Laboratories

Pfizer Inc.65 ( 20) Xalatan

66 ( 2) Premarin tabs Pfiâer Inc.

67 ( 5) Strattera EIi Lilly and Company

68 ( 46) Ventolin HFA GlaxosmithKline

69 ( 52) Flomax Boehringer Ingelheim Pharmaceuticals, Inc.

70 ( 52) Loestrin 24 Fe Teva Pharmaceuticals USA, Inc.

71 ( 13) Protonix

72 ( 1) Boniva

506,859 2.5%

502,227 9.1%

497,757 -6.5%

496,960 -3.9%

496,659 65.4%

486,106 -68.9%

483,754 82.3%

481,429 3.5%

480,470 -5.3%

Pfizer Inc.

Genentech, Inc.
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EX HIBIT A

480,414 19.0%73 ( 22) Restasis Actavis Pharma, Inc.

74 ( 14) Femara Novartis Pharmaceuticals Corporation

75 ( 18) Enbrel Sureclick Amgen lnc.

76 ( 17) NovoLog Mix 70/30 Novo Nordisk

77 ( 6) Evista EIi Lilly and Gompany

78 ( 16) Byetta Amylin Pharmaceuticals, Inc.

469,013 0.3%

459,454 -17.8%

79 ( 20) Janumet Merck & Co., Inc.

80 ( 5) Asacol Actavis Pharma, Inc.

81 ( 9) Avodart

82 ( 16) Vesicare

83 ( 68)

84 ( 3) Copaxone

459,068 22.7%

' 

450,645 -8.3%

GlaxosmithKline

Astellas Pharma US, lnc. 440,862 15.3%

1 04.5%

Accredo HeaIth Group, Inc. 421,758 1.3%

85 ( 19) Focalin XR Novartis Pharmaceuticals Corporation 416,245 18.6%

86 ( 16) Reyataz Bristol-Myers Squibb Company 412,293 -20.9%

87 ( 37) Pristiq Pfizer Inc. 411 ,715 58.4%

88 ( 32) Arimidex Astrazeneca Pharm aceuticals LP 403,891 -37.5%

89 ( 9) Chantix Pfizer Inc. 394,944 -14.3%

91 ( 3) Avapro Bristol-Myers Squibb Company 369,596 -6.2%

92 ( 49) Opana ER Endo Pharmaceuticals Inc. 366,417 52.5%

93 ( 43) Yaz Bayer Healthcare Pharm aceuticals Inc. 361,958 -49.1%

94 ( 27) Doryx Actavis Pharma, Inc.

95 ( 13) Actoplus Met Takeda Pharmaceuticals U.S.A., lnc.

96 ( 19) Humira Abbott Laboratories

97 Avelox Bayer Healthcare Pharm aceuticals Inc.

98 ( 13) NuvaRing Merck & Co., Inc.

99 ( ) Renvela Genzyme Corporation

361,662 35.7%

359,790 4.7%

358 ,0 1 2 - 1 2 .5%

353, 130 -8.4%

349,014 11.0%

333,987 111 .5%
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100 ( 35) Ortho Tri-cyclen Lo

101 ( 28) Lam ictal

102 ( 4) Avalide

103 ( 1) Xopenex

Janssen Pharmaceuticals, lnc.

GlaxosmithKline

Bristol-Myers Squibb Company

Akorn, Inc.

EX H IBIT A

331 ,730 33.9%

326,331 -35.2%

324,571 -6.4%

316,162 -13.0%

104 ( 18) Actonel Actavis Pharma, Inc. 313,904 -29.0%

105 ( ) Dexilant/Kapidex 313,386 254.8%

Novartis Pharmaceuticals Corporation 306,010 -6.8%

107 ( 9) Invega Janssen Pharmaceuticals, Inc. 304,182 5.1%

108 ( 24) W elchol Daiichi Sankyo 303,392 19.7%

109 ( 11) Avonex Biogen 303,147 0.2%

110 ( 73) Topamax Janssen Pharmaceuticals, Inc. 287,186 -70.5%

111 ( 1) Norvir Abbott Laboratories

112 ( 46) Entocort EC Astrazeneca Pharmaceuticals LP

113 ( 15) Aggrenox Boehringer Ingelheim Pharmaceuticals, Inc. 277,144

114 ( 51) Travatan Z Alcon 273,598 4#.1%

115 Isentress Merck & Co., Inc. 272,132 -9.8%

116 ( 25) Avandia GlaxosmithKline 269,213 -33.8%

117 Prevacid SoluTab Takeda Pharmaceuticals U.S.A., Inc. 268,284 -1.4%

118 ( 27) Exforge Novartis Pharmaceuticals Corporation 267,771 16.6%

119 ( 68) Cozaar Merck & Co., Inc. 267,081 -62.4%

120 ( 9) Lumigan Actavis Pharma, Inc. 267,047 7.0%

121 ( 12) Caduet Pfizer Inc. 266,967 -18.6%

122 ( 36) Actonel 150 Actavis Pharma, Inc. 264,858 26.2%

123 ( 5) Risperdal Consta Janssen Pharmaceuticals, lnc. 262,054 -8.2%

124 ( 59) Prograf Astellas Pharma US, Inc. 260,885 -56.2%

125 ( 27) Ciprodex otic Alcon 254,888 13.8%

126 ( 23) Vigamox Alcon 252,864 11.3%
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EX HIBIT A

127 ( 7) Kadian

128 ( 2) Coreg CR

129 ( 4) Levitra Bayer Healthcare Pharmaceuticals lnc.

130 ( 8) Maxalt Merck & Co., Inc.

131 ( 24) Keppra UCB, Inc.

132 ( 122) Prevacid Takeda Pharmaceuticals U.S.A., Inc.

133 ( 27) Micardis Boehringer Ingelheim Pharmaceuticals, Inc.

134 ( ) Bystolic Actavis Pharma, Inc.

135 ( 28) Prezista Janssen Biotech, Inc.

Actavis Pharma, Inc.

Glaxosm ithKline

251,858 -0.8%

251,440 -1.6%

242,446 -5.9%

242,237 0.5%
( ' ''

241,737 -33.0%

241,374 -90.6%

238,335 23.9%

231,449 72.2%

230,406 13.8%

136 ( 52) Exelon Patch Novartis Pharmaceuticals Corporation 229,601 38.2%

137 ( ) Nuvigil Cephalon, Inca 239.6%

138 ( 2) Zyvox
)

139 ( 41) Lialda

140 ( 15) Epzicom

141 ( 20) Enablex

Shire US, Inc.

GlaxosmithKline

Actavis Pharma, lnc.

142 ( 19) Forteo EIi Lilly and Company

143 ( 7) Viread Gilead Sciences, Inc.

144 ( 31) Kaletra Abbott Laboratories

145 ( 17) Micardis HCT Abbott Laboratories

146 ( 8) Maxalt MLT Merck & Co., Inc.

147 Humalog Mix 75/25 Pen Eli Lilly and Company

148 ( 12) Xeloda Genentech, Inc.

149 ( 7) Asmanex Merck & Co., Inca

222,201 29.3%

221,406 -17.0%

220,478 11.0%

219,387 -25.1 %

216,264 -6.2%

2 12,723 -32.9%

211 ,575 10.4%

211,230 -1.1%

211 ,021 -6.9%

209,499 -11.7%

208,839 3.8%

207,471 -62.3%

207,376 11 .2%

-68.0%

200,622 41.5%

1K  ( 84) Hyzaar

151 ( 20) Fentora

152 ( 91) Pulmicort Respules

153 ( ) Ranexa

Astrazeneca Pharmaceuticals LP

Merck & Co., Inc.

Cephalon, Inc.

œ' (
Gilead Sciences, Inc.
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EXH IBIT A

199,275 -48.2%

1 98, 132 22.2%

-3.4%

196,500 2.6%

154 ( 49) RenaGel

155 ( 34) Prem pro

156 ( 1) Relpax

157 ( 12) Patanol Alcon

158 ( 8) Amitiza Takeda Pharmaceuticals U.S.A., Inc. 195,132 1.4%

159 ( 4) Duragesic Johnson & Johnson 194,599 -14.5%

160 ( ) Vancocin HCI EIi Lilly and Company 23.4%

161 ( 22) Nasacort AQ Sanofi-Aventis U.S. LLC 192,035 -19.0%

Genzyme Corporation

Pfizer Inc.

Pfizer Inc.

162 ( 35) Proventil HFA Merck & Co., Inc.l

163 ( ) Advair HFA GlaxosmithKline

164 ( 14) Valcyte Genentech, Inc.

165 ( 21) W ellbutrin XL Valeant Pharmaceuticals International, Inc. 189,026 -21.2%

166 ( ) Oracea Galderma Laboratories, L.R 187,182 67.9%

167 ( 18) Vivelle-DoT

168 ( 11) Uroxatral

169 ( 8) Zovirax topical GlaxosmithKline

170 ( 27) Epipen King Pharmaceuticals, Inc.

171 ( ) Creon Abbott Laboratories

172 ( ) Azor Daiichi Sankyo

173 ( 9) Pentasa Sanofi-Aventis U.S. LLC

174 ( 32) Procrit Janssen Biotech, Inc.

175 ( ) Pataday Alcon

176 ( 30) Dilerin Galderma Laboratories, L.P.

177 ( 1O) Premarin vaginal Pfizer lnc.

178 ( ) Zyprexa Zydis EIi Lilly and Company

179 ( 36) Tussionex Sanofi-Aventis'u-s. LLC

Victoza Novo Nordisk

Novartis Pharmaceuticals Corporation 185,860 12.4%

Concordia Pharmaceuticals Inc. 185,624 6.2%

2.6%

182,785 20.8%

1 81 ,303 358.6%

179,647 33.0%

178,068 4.5%

171,454 -24.8%

170,860 3.5%

169,714 6.7%

169,611 -29.8%

168,943 0.0Q/o
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EX HIBIT A

168,270 79.6%

165,530 19.9%

181 ( )

182 ( )

183 ( ) Qvar

. 184 ( 36) Com bivir

Humalog Kwikpen

Arixtra

EIi Lilly and Com pany

GlaxosmithKline

Janssen Pharmaceuticals, Inc.

GlaxosmithKline

163,697 41.1%

163,406 -27.8%

163,015 12.2%

160,591 -38.2%

160,237 -15.6%

158,274 4.3%

185 ( ) Testim Endo Pharmaceuticals Inc.

186 ( 60) Tarceva Astellas Pharma US, Inc.

187 ( 17) Xyzal Sanofi-Aventis U.S. LLC
:

'

188 ( 12) Elm iron Janssen Pharmaceuticals, Inc.

1 57,743 -68.3%

156,372 -67.7%

155,952 -6.8%

154,466 -14.9%

153,814 0.2%

153,101 -8.4%

190 ( 108) Cellcept Genentech, Inc.

191 ( 110) Skelaxin Elan Corporation, pIc

192 ( ) Betaseron Bayer Healthcare Pharmaceuticals Inc.

193 ( 12) Temodar Merck & Co., Inc.

194 ( ) Flector Actavis Pharma, Inc.

195 ( 27) Pegasys Genentech, Inc.

196 ( 6) Prandin Novo Nordisk

197 ( 5) Veramyst GlaxosmithKline

198 ( ) Intuniv Shire US, Inc.

199 ( ) Clobex Galderma Laboratories, L.R

200 ( ) Humulin N

150,582 -7.8%

' 

EIi Lilly and company

150,230 20.6%

149,945 4.4%

Source: Verispan, VONA

(By Units)View data for: 2003 I 2004 I 2005 l 2006 I 2007 I 2008 I 2009 I 2010 l 2011 ! 2012
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EXH IBIT B

SUBOXCNE (c1Il) Plî#nl4In #F#v!le'te
telmrphlIleHz! anlnal=ma He lihylratesqbllnjualhdlt't) Buprrr/ 'rphlnein intiavenntls 2mq,4m ,; ,8rr4 lzmgand 161m)a111 sullingual (12r@1-  *'ebeen

adm'misturedtnnnn-dd subletlslnH nîneœrfmascukr fDpiratnlyandsqo - t .
KBIJ!EK (cm) lcsesccmmrabbtothc nsxlfortp,alrnzrlclclkl'ltd lance-Wmparele  pkeNLtllezewere(lllp= rphiqe HcI subllqgual 1dIeK) nosta ' -'t/te stn'llcalkt'lferinœ anë anyilthe erictrllllœsfnrblcclqnm rrqbpartrdte.

les p i rat 0 Iy mj jtjer g tjrj vajcn jor s) 'kj jj jj peu zraj j OL ftrj uljmz .: %K.! lc SB Pur urjkrypL e r ql jtj jsaxae 8 rng g m q p . ,Rx tm N *an p k 'bnce (
Subfa remainsd remeetn Guliceanllespnntladtarm3putefircmllKsta su>  shvel
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EXH IBIT B
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EX HIBIT B
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. xeenta 7 (6 5%) 5 (4.P$) 7 (6.5,1) !
Chilk 8 (7.5:11 8 (7.8$1) : (7.5,1) d'I

BVIYOW lleadzcbe 39 (36.4$1) 30 (29.19$) 24 (22.43$)r'Xr&R?&TO*n?FQ
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EX HIBIT B
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1:7:1* W at>A*s 'e,odsudo  lnarydtseçlal; 'ln thedtee.œ 'nlrœ  stn. Fcfdx  iequi. ' the t. cf mam gvn vokuex ' ftaoa .(> !%' sapkzjjpxïl mezafjrysbejrjj.m cral: (f-cannctflinmwatlunte œmfcfol;
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seu asa wuole wfldrdwà lnll'dkmwm LS gtriasllcpd betlrdee nwhwlnblKtreandcler<pxef 'w1
Absc>s 9 (5$$) 2 ( 1:Q 3 (230) 2 ( 1$1) 16 (2!k)
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ckills l 1 (6,9) 12 7%) 9 (599) 10 (6,1) 47 (6%1 Ituilld: ol KBUPXqI!A  1 174 16mg SIJBUPXQRO I Fmmdy I'IfrrrNardtjjTkjs'erltssysfKqkdyjrysFever 7 (4$$) 2 ( 1%) 2 (l5k) 19 (6rk) Zl (3si SUBOXONE .els zttl!e =J'rI: btlilerlcrphlna dap a5 AZ Inluctirn In 1he s'ttîdfl
F1u S dmme 4 (2$$) 1) (7Ti) 19 (lQ% ' 8 (4qi) 44 (6,:1 SQIIAtM WasGigmpluyhd (mrt'ld (la .y$ lt'penlll'lg ()n lllapgd 1 r(6e'

stsio rœlliq- e - ie litahqhA /dmo dkpmncyhlpe ',--,- ,1 (as,$) 6: (a4,a ,, (z9,s, ,3 (pvsk) aan (,n,., ln snrneHO 4 4n elilxpeyenrdamklse mmgMdatralmA xl- o d- ttra tnIafection 32 (17%) 3F (225k) 32 (20,$1 49 (J.2!k) l49 (2M$) Utfuslfw%msx' ustjj xxjkearjjjxjjxo zgo exqyeo v oo .j jaju gcc I detl u 1 # ,,5 (( J, %, ylyj ryjyatta6jpykkl; , 5, (j ,) yyty kyjs (( 3ayy(; j zsm (j 3arly( j sa,ms yvyg
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g
ygj joayyyjjasyj yg jjyys sjyy y yya aj , a.j j jm s sja y s , m,m s.jj P3Z/ p-i-nxk ,s(l.$) w(.s,r,, aa(l,,o =(.s,k) 1(u(.4,:,) Attreatrcect.'? Is m- .,(c4o) 'cf=,ùl 4. tzc,s, aù(a..) lozt='kl - cp- orpeelvïs- - sizocfcaz- - .p-vwuaawa

l oues,lves . eayaasmywwsc/v,trtwsr/tl/vgwxgprna  . .

' 
Vomiîin 8 (4î$) 6 3,;) 10 (5si) 14 (8%) 38 (54)0) DJA. .
Nmvuss îem SUBOXONE stàepreferfd Ipedite n for rm'r&mrrylll- lœttepm d%  inthq
Anxic 22 (1 2,9) 24 1 398) 20 ( l 1qi) 25 ( l4!k) 9 l ( 12,41 fGlmlldiorl.
D rt&sion 24. 13Y0 l 5 (9%) 25 (13N) 1% (1(j5'i) 33 (1 15k1
- ' .(2'k) ?(5rk) 7(4,..) 11 (:!.) 31 f4,.k) MI*a'*'d='#l*'=l*'a'=dMh'*î'#'I D'-wess aqrwmmarzel xdsuaorNEslsmyœainem--shz.xtlsxcf
Insomnia 4z (azsi) 5: (28s$) 43 (a3!;) sl (2&!k) 1M (assa stmtrracrstscxc Euauiniuly- da œxprelwa wlcuanrlint-xateqk-ld-  as6 Nerveusn. Ia (70 1 l (6,t) lu tsvz;l Iz (71:) 4: (6?4) lcwas lzmirrl-lyhdlecjveinxmar' rlxaa tvgenf stlBtlcNEslxàl-ypmgressetj soxzaence 5 t3%) 13 (7,: p (55:) 11 (6,1,) 3: (5:14 adiuse ln I yllecrempntst)f f,1N nr ttlalM ltlulllcltlstheleentlntreatlneëe
Res Ir. s t.m suêjrepsqsciewxzlr- tfte.'rhssde tfineeraxecl4rrlgtoz4rngifrtldel-rq( (hc ajrtdxija

.: Cou Increase 5 (31.) 11 (6,k) 6 (3!1) 4 (2,b1 26 (4$d)
! Pha 'lis 6 (Mk) ) (4si) 6 (My) 9 (Bi) 28 (41) gekdqg <.gjap#A##JpJ H#Op2'

Rltitlitis ).T (l5e4) 16 (t$) t5 (:1:3 21 (tM1) 79 (1 lsk) 'fhetemtcflt dctmtrttlettl VIISI.IBQXOMEI/SBBO A  zrtfkidq! ImlfttercœqrMd3 
, slunapuappecdag dphsr,dmrlxgfdtelTaleas da ' tr-  kl Klll> tàatabllglrr 'Kr- *'a1butcaalnltnNltrkssMvebeenuerhenlero-emaa ofdcsatap,fl Swe:l 23 ( 13î11 21 (l2ri) 20 (1 l$k) 23 ( 13%) D (12dN) YVQ YQD VFZI,
l S :1:1 Semt's zttbeeY dlp'xBb'f'it
!
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$Dc121* 13112 30 lets yfnvslnnw E
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k Luprencoœtxefdtse. praml Iwplfatclystma launhsbeenused.#
:1 #@. BR.RMEe AnMINIK'?ATIIR
j1 SUBI;IG (hrsusoxcc sadrlirllstered suu pc asarailee  tau inta rany cf 12 tc 16() *
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EXHIBIT C

Recki:B
enckls:r

Pharrtpceuticals lni .
HIGHLIGHTS 0!: PRESCRIB#NG INFO9MATION
'Rmse highlîjhls ijc ii't inclde at! the irifcrmatltm Ileetkd tc !l:e SUBOXOKEF subliflgtzl tilm
safely and efkctively. See ftlll pfe:criblnj Iqformaticn f0r SUBOXONE sudlirlgtlal film.
SUBOXONE (btlprenorphine and naloxine) subllngklal film for subllngual adminlstrition CI1I.
lnitial U.S. hpprivll: 2202 ' .

..........v .... ' . .wv.-.=..vjjDjC' j1'l'àNs AND US#QU..>rr--- --*'-'-'--w-''-- .
SUBOXONE sudllnjtial Iilm 1! Inplcated f0f .mpiqtenlpqe treaatment of npinitl depenlence.
Pfescrlltinn us: qf rthls çycduqt is Ilmiipd llnéjr the Drpi Addictinn Treaiment Act. (1)' i QIfIIbTMTIONL'' :.= . - -- =--- -  -  . xsAcq b () An
Administer SUBOXONE sublingtlal film subsingually as a slngle daily dnse. (2)
'rha recnmmended daily dose fcr maintenance treatment ls 16 mg/4 mj duprencrphine and
naloxone. Advfse patientp not tn ctll, chew. nr swallow SUBOXONE sublingual film.
- . ..- -  . .-  - -.-- -DosAGE FORMS Ahltl STRENGTHS------ - ' : --
Sublicgual filM: 2 rqg bupryndrphlne *1th 0.5 m; naloxjye, 4 mg buprennrphlne witll 1 mg
nalqxone, *8 mj iupiiihàrùhine Witll 2 Iii ialoxcne, ind 12 mg bnprencrniine with 3 mg
nalnxlme. ($

Hpefsensltivity to bupfennrphlrle or naloxorii. (4)
-. -  - - . . .- .-- ---.-WARNINGs AND PRECAUTIONS--- - --------
. Buifennrphina carl de abused in a similar manner to otlur cqiçids. Clinical monitnrlng
apprajriate to the patient's Ievel Qf slqbilily is essential. Mtlltlple refllls should nct be
pfegcnbed early in treatment or witlcd apprppfiate patlent follow-up vlsits. (5.1)
* Slgnilicant respiratorydeprbslion and death hav' e cccllrred in asscciation with buqrenorphlne,
particularly whgn taken by the intravencus (lW rcute IR combinatlcn *1th lenzodlaeplnes or
other CNS degressants (irldtlllng alcohal). (5.2)
. Censller dnse r'edtlctlon of CNS depressantsq SIJjOXONE Sublingual film, or dotll Ic
situatioqs of.pnccmltant pfzscriptinn. (5.3)
. S'ore SUBOXONE subljngtlal fllm safely Qut nf the slght and reach of chlllren. Bupranefphina
can catlse severe, pnsslbly fatal, respiratnry depressinll In qhlllr'en. (5.4)
* Chronlc administralinn prcdtlces aqlold-type physlcal lepehdeqce. Abrapt discnntlnuatlcn cr
mpid dcse Kper may result in opioll wlthdrawal synlrome. (5.5) '

* Mlmitpr Ijver function teests prlor to initiatbn and during treatmen! and evaluate stlspected
hepatic events. (5.6) . ..; @' u
. I)tl n:t admlnisler SUBOXONE sublingual film lc patlents with known hparsensitiviN !n
btlprgnolplline or naloxnne. (5.7)
. A marktd and inteflse nploid withdrawal syndrnme is hlghj Iikely to cccur with parenleralmistlse (# SIJBOXONE snblinpual Iilm by indivilnals pbyslcally dependerlt on lul opinid
agnnists Qr Ly stldlingtlal administfation tlùfnre the agonist effects nf other opioifls have
stlbsided. (5.s) ù . '
* Neonatal wimdrawal bas been reporled lnlbwing use of bupfeflnrphine by the motler during
pregnancy. (5.9) ' .
* SUBOXONE stlblinjtlal film is not apprcprlate as an analgesic. Rare hava been reported
deatlls ef opioid nalee individtlals wlln received a 2 mg sullinitlal d0se.'(5.10) .. .
* Catltinn patienls abglll the risk nf driving nr nperating hArelrlctls machlnely'ls-lll
........---..-.z-..--. .-..--J. .-WOWRSE REACTIONS--- ---.- ' .----.. ... .-...
Adversa evenls ccmmnnly observad with tha sublingual administratinn nf the SUBOXONE
sublingtlal film was B1l hypcgsthesia, glnssndynia, nral mu:asa.l erythema hzadaclle, nansea,:

'

vcmiting, hypelhidrGsis. cnnstiiatinn, slgns and symptoms nf withdrawal, Insomnil, pain, and
pgfiphef'al ejema. (6.1)
Tb repa!t SUSPEWED ADWRSE REACTIONS, ctmtact Reckitt Bencklser Pharmacetltlcals Inc.
at 1-377-782-:9:f., FDA at 1-89;-FùA-108B. nr Mwzlda.gnv/maöwatcb. '.
- .-.- .-=J==a=---=---.----pRUG INTERACTIOiS ..-- -2----z--.--=.-4-..-.
. Monitnr pallents slrting nr ending C*P3A4 inhlbîtors Qr inducers fnr putential over or urlder
dnslng. /.1)
. Use cautbn in préscribing SUBOXONZ sllblirlgual film f0r patients recelving benzndlazeplnes
nr other CNS depreessants and warn patienls against ccncomitant self-administration/misuse.
(7,3)

- --- . ... . -- . ...- - -.% E IN SPECIFI PIIPULA-rIONS-.. -. .---..---- %' ..-
* SUBOXOME subllnjpl film is n0t Indlcated for use durlng pregnancy tlnless potenlial henefit
justifles potential rlsk. (8,1) '
. Buprenorphlne qmses inta the mnther's milk Breast-faedinç is nnt advlsed wbile laking
SIJBOXONE stlpllngual film. (2.3)
* Safity an1 efteitl veness nl SDZOXONE sablingtlal film In pallents 1eI0F the age nf 16 Ius
nnt tœen established. (B.4) . '
. Administer SIJBOXONE stldllngual film with cautiin tn elderly pr debllltaled patippts. (8.5)
* Admlgister Stl90x0N! subllngtlal fll!n with qaution tn patientj with Iiver dysfunctinn. (8.6)
8ee .1-1 fnf PATIEIIT (IOtINSELING INFOIiMATIIIN RlIII Medlqalltm Gulde
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IMI,L PntscRlBlNc INFOBMATION: CBKTEKTS*
àNP'ijSAGE '1 1NnIc;TIcNs

2 BnsAqE âRg Rii/llN'is'tMTloN
2.1 Maintenance
2.2 Malhcd nf Adminisdrdtinn
2.3 Clinîcas Supeplsitm :
2.1 Unstabfe Faqents
2.5 Sttyplng Treatment
2.6 Switcblnl bqtween SLIBOXONE (btlprennrphine and nalaxtme) Sutlingual Tablets

an1 SUBOXONE Stlbllngual Fllm '-
2.7 Swltching between different strengths cf SUBOXIAE Sublingtlay Film

3 BOBAGE FBBMS AND STBENGTHS
4 (ZNTBAINDIDNIBXS 9
5 WARNINGB ;N0 PBECAUTIONS
5.1 Abuse Potential
5.2 Resphtcry Btpressitm
5 2 CNS Depiessiàn
5.4 Unirlientitmal Pedlalric Expcstlre
5.5 Dependence
55 Hepatiis, Hepatic Sverlts
5.7 Allargic Readlcns
5.8 Precipitatina nf opinid Wilhdrawal Signs and Symplnms
5.9 Necnatal Withlnwal
5.10 tlse In oploid Naïve Patlents
5.11 Impalrment cf Abijty to Drive and Operate Machinery
5.12 Qrthostztlq Bypntefktlm
5.13 Elevatlcn ()I Cerebrospinal Fluid Pressure
5.14 llevatiun cf lntracheledcchal Pressuf'e
5.15 Effecls irl Actlte Abdnininal Conditions
5.16 General Precaution!

6 ABVEBSE REACTIONS
6.1 Aöverse Events in ollnical Trials - SUBOXONE Sublirlgual Fllm
6.2 Adkers: Events -pnsbmarketirlg Expeience with SIJBOXONE Sublirlgual Tablets

BBtIG INTEIIAGTIONS
7.1 Gytnchrnme 9..459 3A1 (CVP3A4) lnhlbitofs aR1 lndtlcers
;.2 Antiretrovifals
7.3 Benlntjazeplnes
BGE III SPEGIFC PBPBLMîQKS
!.1 Pregnancy
8.3 Nursing Mothers
8.4 Pediatric tlse
8.5 oarlatric Use
e.6 Hepatlc lmjairment
8.7 Renal lmparmenl
BRIJG ;BBS! M B BEPENBENDE
9.1 Conlrclled Substance
9.2 Aduse
9.3 Defandallce

11 OVEBBBSAGE
11 BESCRIPTIBN
12 CLINICAL PHâBMACOLOGY
12.i Mechsàîtm of Acticn
12.0 Piitmacodiiamics
12.3 Phimicckinetlcs

13 NONGLINICALTOXICBLOGY
13.1 Carcinsgdnesis, Muiakenesis. lmpaifment 01 Fertllily

15 HOW StIPPLIEB / W OBAGE ARn IKNDLINQ
17 PATIiKT CQBIISELING INFBBMMIBN
17.1 Safe Use
esectinrls acd stlbsections cmilted fram the hl11 prescribing informaticn are n:t listgd.
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EX HIBIT C

SUBOXONE* stlhlinguaj film
IE sul; Iinjual fi-lin.
llngtlal adminjstràtinn C 111.

''

t of cpbid dèpendence.nen .
dd' lction Trea. tment. Act. (1)
v- 'r-r'-v=re-- = -- èrrf-yr. . . T .,7 ,
IIy t0se..(2) c . . v.
ng/4a.mg bupreccrphlne and
E subrln'gual f1'lm. 

'

lg htiprennrphlnpyith 1 mg
g bupreporphine.Fiti 3 mg

. Mcnitcr îiver ftmcticn tests pricr tc initiaticn arld during treatment acd evaluate suspected
hepatic events. (5.6) .
. I)n n0t adqjnister SUBOXONE sublingtlal film to patients with knnwn hygersensitivlty tcb
uprenorphme or naloxcne. (5.7)

. A marked and lgtense opicid withdmwal syndrcme is highlï lliely tn cccur with parenteral
mlquse 4f SUBOXONE l'stàlingtlal film W individuals phyjlcally dependent on full npinld' 

. açcnists or ty stlblingual atministraticn defcre the agnnlst effects cf cther vopinidb have
j . . 'isllbsided. (5. ) .( . . r .,

. 'Necnatgl withdmwal has heerl.rejmrted following use nf buprennrphine W the mother during
' 

ùregrpncy. (5.9) ' '' 

. SUBOXONE suhlirjual film is nct appropriate as an analjesic; Wlere have been repcded
deaths cf cpicid niwe individtnls whc received a 2 mg subkqguat dcse. (5.1% .,è

:* Cauyicn iatîeflts abctlt the risk nf drivicg cr nperatinç hazérdcus machifpry. (5.11)
.=mm=.w.--.=--.= -.--------- ----.-iUYgR 6E Fljljtllrjtl jj t;*-G---r----.-.*.-?.....-.--.*-- .---.#t . '.
Atverse ekenls ccmmcnly nbservet with thp sublingual administmtipn cf the SUBOXONE
sublingtlal film was cqal hypbestheslaj gbsscdynia, cra! Iàtlccsll frythema , healache, nausej,!
vqmitingi hyperhidmsis, cnnstipaticn, signs and symptcms af withdrâwat Inscmhia, pain, and
perlpheral.edema. r6.1')
( T0 repirt S'USPECTEO ADVERSE REACTONS, contqct keikitt Benckiser Pharmaceuticals,lnc.
' 
at 1-477-722'-6966, FD/ àt'1-800-F0A-10!8,'0r wWW-fda.gov/medwatch.
-- - - -.aZ ' '' .--z--.m=w--=--DRUG jNTERA0Tj0NS-------------'-'. .--=---- ' -

: -
* Monit..cr patients startint cr ending CYp3A4 inhlhitors cr inducers för ptential cvei or tinder
diàing. (7.1) ' ' '
* Use cautinn in prekribing SUBOXONE snhlingual film fcr patients receiving berkcdiqzapirles
or dthet CKS depressan,ts and warn patients against cinccmitnt self-aàministratinn/mistlse.
(7.3)

cqlnids. Clinical monitorlng
Ijltlple refllls shctlld nct he
lw-up vislts. (5.1)
Ioclaticn with buqrenorphlne,
ltion with benzndlazepirles os

sublingual film, . or bcth in

kll gf ghildrqf!. Btlprenorphine
req. (5..4)

. - j . jge. Abltlpt discc tinnat nr cr
))

* SUBOXONE stlbllngual film is nnt îndicated for use durkg pregnancy unless imtential heneflt
justifiqs pctential rlsk. (8.1) ' -

. jtlprennrphine passes intn the mcther's milk. Breast-feeding is nct advistd while takîng
SUBO/ONE suhlingpaj film. (s.3) '
i' tifity' ant' eheciivecess'cf StIi0X0iE subllngtlal film in pptients belnw tLe age of 16 has
nct been estalished. (s?) '
. Administer stlBoxèNdrsubliniual film with ciution td eldbi. lkbr dejilitated patipts. (8.5)
. Administer SUBOXONE sublixual film witll cauticn tn patienti witk livir dysfunctbn. (2.s)
ie'g 17 fir pi1lEr cnuxsEusc ISFàIIM-àTIàN and Medicaticn Gulde
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INTS*
7 Bn0G INTERACTIOAB
7.1 Cytichrome P-450 2A1 $XP3A4) lnhltitnrs and lntncers
7.2 Antiretrcvirqls
7.3 panzcdiaiepines

8 UsE Ii :pEiIFit POPIRATIONS
2.1 Pregnancy
1.3 Nursink Mcthers

lilbxcne) Sublingual Tablets !.4 Pediatric Use
8.5 Geriatric'use

ublingual Film ' 8.6 Hepatic Impaifment
8.7 Renal Imjairment 7

: BROQ AQtTSE AKB.MCPENBEKCE
'1 9.1 Cnntrclled Subslnce

j.2 . 'Abqse )
9.; Bqùendqllqé .

11 nve josâcE
11 BEBCRIPTIBN' 

12 ctlkliit PIIMMACBLnGY
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EXH IBIT c

FIILL PRESGRIBIRG IIIFORMATION 2.6
1 INBICATIONS M D OSM E
SUBOXONE subllngual film Is indicated f0r malntenarlce treatment cf opioid depenlence anl
shollld be used as part cf a cnmplete tfeatment pkn ttl include counsellnj and psychnsncial
suppnd.
tlndgr the orllg Mdlqtlerl Traadmeld et (BâT;) gedlfied at 21'tl.G.C. 823(g), prescflpllnn
llse nf tlll: prqltlct In tlla treatmect af gplcl1 depaflfente Is limlted t: phlltiaqs wllc
meet cqrlaln ptlallfylnj fequiremenls, an1 wlle hake llotlfle!l lhe Secretary of lleallll anl
iluman Servlçes (HIIS) Qf tllell Intent l() lrescride tllls prelllct for the treatment nf' cpicld
lepenlence alll have been auigneu a aniqtle ilentificallt)n Illlmder tha! mtlsl be lncltlded
(In every prescllptlpn. :
2 BBSABE ANI) âBMINISTRATION
SUBOXONE stlbliqgtlal film is administered sublingtlally as a single daily dose. SUBOXONE
sublingual film shnuld be used in patients wllo have deen initlal: inducted tlsing buprennrpàine
stlblingual tablits.. , . ,. '

2.1 , Malnlecjnta . . ,.
* SUBOiONE sublingtlal film is irldlcated f0r maintenance treatment. l'he fecnmmended target
dorsage of SUBOXONE sudlingual fllm is 16 mg/4 mg btlprenorphine/naloxtme/day as a single
daily dosa. . . ,
* lhe dcsage nf SUBOXONE subllngual film shnuld de progressive: adjustel lrl lncrements/
lecrements ci 2 mg/0.5 mg or 4 mg/l mp buprennrphlne/naloxone to a Ievel tllat holds ttle
patierlt irl treptyent and suppreqses qpiqld withdrpwal slgns aqd symptcms.
* The malitenai ce' dnse nf SUBOXONZ sublingua! filrq is generally In'the f'ange d 4 mç/l mg
buprennlphlne/nalolcne 10 24 mg/6.mg itjrentlœhine/nalcxone per day dapendlnq on the
icdividtlal patipilt- Dnsages higher tbaq thls llaye flot been dimpnstrated to provlde any
cllfllcal ajvantage.
2.2 Relhi; af idmlnlstratlan
Dq nn1 cllt, chqw, ûr swallnw SUBOXONE sublingkal film. Plape a sublingual film urlder tlle
tnngtle. If an additienal subllngtlal film' is necessary to acllieve the prescrlbed dnse

. place
an adlllcnal sulllnqtlll lllm sublingually on the nppaslte slde from the lirst tllm'. Place the
sublingual film in a manner to minimlze Qveflapping as much as possible. 'lhe sublingual Iilm
must be kept under the langue unlil th! fill.r Is cnmpletely dissnlved. SUBOXONE stlblingnal
fllm shcull N9T be mcvel aller platamerlt.
Prcper admlnlstrdlnn lecknique shnllll be demcnstratel ta lhe patiefd.
2.3 Cllnltal Bllpervlzlnll
Treatment shculd be iiitiated with sqpqrvised admiqistratinn, prngressing tn unsupeaised
(1 inistfatlop as tlle 'pabtlenl's clinical stabllity pirrilts SUBOXONE sublingual film isa m .

subject to diversion and abuse. When determininj the prescriqtinn quanf t.k f:r tlnsupervisedadminlstratlon, ccnslder the patlent's level nf stablllty, the securlty Qf llis cr her hcme sftuatlnn,
and (lher factars Ilkely to affect tlle abilily to manage supplies nf take-hnma medication.
Ileally patients sllould he seen at reasnnable intervals (e.g.-.'at Ieasl weekly durlng the first
mnnth nf treatment) baseö upnn the inöiviöua! circumslances nf tha pallent. Medicatitm should
be pfescribed in cnnslderatinn cf the frequqncy af visit. Prcvisinn nf multiple refills ls n0t
advlscd early in treatmect crwithoutaiqropriate patlent follow-up visits. Pericdic assessment
Is necessary to delermine ccmplianse wlth the dnsing reglmen, elfectiveness nf the treatmenl
qlac, arkd cvefatl jatient prcgrel.
once a stable dosaga has heen achieved and patient assessment (e.g.. urine dfllg screening)
dces n0t inllcate Illlclt drtlg tlse. Iess ffeqgeflt follew-up vljits npy bj appropriate. A once-
monthly visit scàedtlle may l)e reasonable fnr patients on 'a st-lbll dosaje 0f medicatltm
wtlo are makinj progress towarl tllelr trealmect cbjectives. Coqtirluaticll Qr mcdiqcatlcc Qf
pharmacolhempy should be based on ltle âhysician's evaltlatlan cf treatmenl outccmes and
cbjecllves such as:
1. Ahsence cf medicatlnn toxkity.
?.. aeecce cf medical cr bekavicral adverse eqects.
3. Respcnsidle handling af medicaticns W the patient.
4. Patient's cnmpliarlce with aIl elemenls nf the treatment plafl (incltldlig recovefy-criented
activities, psychctherapy, anl/nr other psychosncial modalities).

5. AlGtlrlqflcq ftcm illicit drtlg Bsq (Inclti dlng prcLltmatlc Rlcchcl acti/cr berqcdiil7egif!e t$st).
If treatment gnals are nnt being Khiaved, thc physiclan shntlld re-evaltlate the apprcpriateness
of ccntinuing the ctlrrent lreatmellt.
2.4 URstadle Patlenl:
Phpiclans will neeG tn Gecide when they cannot appropriately proide fqrther management fnr
padictllar patients. F0r example snme patients may be abllsing or dejentknt na varbus drugs,t
nr tlnreesponsive to psychcsccml interventbn such that lhe physiclan doe.s nct fee! that he/
she has the expertlse tn manage the patient. 1fl such cases, the physician may want to assess
whether tc refefthq patlerkt to a GiecialiGt cr more intenslve bellAvlql-al treatmeqt ecvirqpment.
Decisinns shnuld le based an a treatmenl plall estzblished and agreed tlpnn with the pklent at
the b'ginning nf treatmerl. '
Patients wh0 ccntinue ta misuse, abuse, af dived buprennrihjne pmdtlcl or nther npinlds
shauld Le prcvided wilh, or referred tn. mcre intensive Jlid structtlred treabient.
2.5 Slapplnp Treatment
ne decisica tn disccntlnue therapy *1t11 SUBOXONE stlbllngtlal film after a perinl of
malntenance shnuld he made ps part of a cnmprehensive treatment plan. B0th gradual and
abftlpt dlsccntinuation (!! buprelmrphiqe has been esed, 1ut the (ja.t'l are Insufficlent to
determine tlle best methnd nf dàse taper at the end of treatment.

Swiklllng belween SOBOXONE Seblllllgal Tablets and SIJBDXONE Scbllngeal
Fllm

Fallents heirlg swllchel between SUBOXONE subllngual tablets and SUBOXONE sublingtlal
fllm sllculd be started on tLe same dnsage as the previnusly administerel prddtlct: l-loweverl
dnsage adfustments may àe necessary when switching betwien products. N0t alI strengths
ant combinations 01 the SUBOXONE sullingual film! are ùinequivalent lq th! SUBOXONE
sublingtlal tablets Rs nbserved in pharmacokinetic sttldlis JSi: Cllnical Fll#àmdco/tily ($2.321.
Therefofe, systemic ex/nstlres ()f btlprerlnrphif!e afd qaloxorle m!y be different When patients
are switchel frorq tablets to strips nr vlce-versa. Paiients slloull da monitnred for symptoms
related tn cvdr-dqsing or tmter-loiiqg.
2.7 BFltçilllg betwejn GIJBIIXIINE Sudlinjtlal Flim Mreqgths
As indicatid in Table 1, tie s'izes and ihe compnsitincs ()1 the four units of SUBOXONE
sullingtlal filmsl i.e., 2 mg/0.5 m' j, 4 pg/l mg, B mg/2 mj anl the 12 mg2 mg units, are
diiarenl frùl'tl nni 'another. 11 patlents dwitcb detween varjnus ccmbinatinns pf lower and
higller streagth uni? of SUBOXCNE sudlingnal films to obtin the same total dûse, (e.g., from
thfee 4 mg/l fhg units 10 a singte 12 mg/3 mg 'tlnit. or vice-versa), sptemic expostlres of
buirencrihine and naloxone may de different an1 patienls shntlld ba mncltnrel fnr over-lbsinq
nr unller-dûsing. Fnr this reasnn, phafmacist shnuld nnt substituta (me nr mare film slrengths
f0r acathef without appmval nflthe prescriber. . . .. . '

Table 1. ocmpjrlscn Bf avallaùle 'SUBOXONE Illm slrallgtlls by dimeaslqns- arld dnlg
cnncaqlralinns. . . ';. ':

SUBOXONE film SOBOXONE film unit Buprennrphine Naluxine
unit streqgth ' dimensions Concerltratinn Cùncentralion

(huprecorphine/nalnznne) So Lbvlbgt % (w/w)
2 mg/0-5 mg 22.0 mm x 12.8 mm 5.4 1 .53
4 mg/l mg 22.0 mm x 26.6 mm 5.4 1.53
(2 times the length pf
the 2 mg/2.5 mg unit) .
B mg/2 mg , 22.0 mm x 12.8 mm 17.2 4.88
12 mg/3 mg . 22.9 mm x 12.2 mm 17.2 4.28
(1.5 times the Ienjlb nf
the 8 mW2 mg unlt)
3 l)0S;ù2 FORMS ANB STRENBTHS
SUBOXONE stlblingual film is supilied as all crange rectacâulaf sublingual film with a white
printel 10ç0 In fntlr dosage strengths: '
* puprencrphine/naloxone 2 mg/0.5 m9.
e btlprenorphine/nalaxtme 1 mg/l mg,
* buprenorphine/nalaxcne 2 m#2 mg, and
. ttlprennrpplne/qalgxong 12 fqgs Ilrlg
4 (IIINTIiAINI:IIIIATIONS
SUBOXONE sublinguil film shnqll ,gnt be admlnillerzl 1j! Ptients whn have been sllcwnto be àyparsansitive tn Luprinnrphilie cr qaloxnne' as' deflous adverse reactions, ipcluling
anaphylactlc shnck, hake been repoded fdee Wamlbgs and Pçncautlons (5.731. '
5 WABKIKGS âNB PRECAIITIONS
5.1 idllse Pctential
Buprencmhirle can de abusaö in a manner similar to nther nilnlds, Iegal nr illicit Prescfibe
an( dlspense lur/rennrphine with apprnpriate precauticns to minlmlze rlsk nf misuse, abuse,
or diversion' and ensure agproqriate protecticn fmm tlleft includinj in the home. Clinical
mociloring apprnpriate to the patlent's Ievel nf stabillty Is euential. Multlple refills shculd llct be
prescriled early in lreatment or without approprlat: patianl fcllnw-up visits. (see Prl/p Mtlse
aad Pepplzence (9.2)1.
5.2 Respiratnrk Deplesslun
Btlprencfphlne, parlicalar# when Iaken by the N mtle, in ccmbigatîon witb benzcdiazepines
nr nthef CNS depressants (inclnding alcnhnl), llas be2n associatel w1t11 significant respirdtnry
depressitm an1 death. Marly. btlt nnt ally post-marketing repprtj..legjrdicj coma an4 leath
associated Wit,h the corlcnmitanl use nf buprznorphine anl Lenzodlazeplnes Iflvolvq.p mlstlse W
self-injecticn. Deatlls have also beerl repnrted ifl associatinn FiY cnqcbmitant adfrqnistraticn cf
buprenorphirle with Qlher depressants sllch as alcohol nr ntj4? CiS deprlianf drlqs. Patienls
shnuld be warned 01 tlle potential danger Qf self-administutbn nf benznliaaqines or ntker
depressants while undartreatmentwith SIJBOXONE stlbllngual film. Isee nl'tlg l/lllfacl/pl?s (7.3)j.
ln llle case af Iperznse, tha prlmary manepemenl sllauld be lhe ri-islabllshmenl nf
aiaqtlate genlilatlnll WI* mechaglcal a/istagce cf respihtlon, if rekuirel. Nalgxbpe may
be cf value fcr tlle management cf btlprerlnlphine averlnse. illjhar tllan nclmal lcsas alld
repeated almlnlstrallnn ma# he neces=ry.
StlBtlxtllçE.subllnptlal lilm shoull be usel with catltiun in patienl wlth compfomisel I'espifatory
functinn (e.g,1 chrccic obstructive pulmonary disease, cnr pulmanale, decreaOd. respimtcry
resarve, hypaxia, llypercapnia, Gr pre-ezisting resplratnry depressinn),
5.3 CNS Bepressinn
Patlents receiving buprenorphine in the presencp ()1 cpiqid arlalgesics, general anestheticG
lenzndlazepines, phenothiazifles, nlller tranqtlillzers, sidalive/hypnntlcs, or olher CNS
depressants (includipg alcohol) may exhibit increased GNS (kpfjsqftm. Cgnsidqr 'jose
reluctlnn nf CNS depressanls, StlBoxoNEsublingual film, or bath in slltlati qns cf ccnccmitant
prascrbptjtm. Jsge Drl/g lnteraclions (7.3)1.
5 4 llrllntentlcnal Pedlalrlc Sxptpsllre J' ' '
Buprenarphlne can cause severe, possibly fatl. resqiratory depression irl children wllo are
accldenllly exqcsed to it. Stnre btlprenorplllne-contalninq medicatlnns safely out of llle sfght
and leach d clllldrell.
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EXH IBIT C

5.5 Bependence
Btlprerlorphlne is a partlal agnnis't at the mu-nplnil receplcr acd cllrnnic adminlstrdlbn prodtlces
physlcal dzpenlence cf tLe nplold lype, chaucterized by wlthdmwal signs an1 symptorns ulmn
abrtlpt discontintlatinn cf rapld taper. Tje witlldrawal synlrcme is typically milderthan seen with
lull agnnistl and may I)e delayel in cnset. Buprencrphine can be adtlsed ln a manner similar
tc nther cpkids. Ris Gttould be cnluidefed whec prescriblng Qr disgen:iflg btlpfeccrphilu irl
sittlallons When tlle clinician Is cuncerned abnut arl irlreased risk t)f mlstlse, abuse, cr divgfsinn.
Itee Prg,ç Abuse arl: zependellce (9.32
5.1 Hepatitis, Ilepatic Events
Cases nf c/olytic. hepatitis arld hepqtjtis with jaunlice have bjen observed in individqals
receivlng btlprenorphine in clinlcal trials aqd lhrntlqh post-marketinj alverse event 'rjports.
Tàe spectam ()f adnormalities ranges fmm lranjlerlt asymptumatlc elevalions in heàatlc
transaminases tll case repods nf death, heùatlc failure, hepatic necrosis, heqatqrenal
synlrome, and hepajc encephalojarhy. ln jpaqy. cajes, the prepgjlc! nl lje-qxljtlng livef
enzimi abiàriialltlept 'Ii1 fsctini wlth heiialitts B 'ir heôaliiti (; v1(t1!, tcnccmitant ulige ul
nther jntenlially hepatctcxic drugs, and nngoirlg injectiqg drtj; tlse 'frlay have plafed a
causatlve or contrlhutcry mle. In nthef casesy injqtflqlenl 44ta Aere gvjilable to determlne
the eticlogr af the abcormality. Wilhdrawql if sulrenbijhlne haj restilted in amelloration of
actlte hepatltis in scm: cases; however. in nthe'r cases n6 lùse felectlon.was necessaly Tlle
pnssibility exisls that buprenorphifle llad a causqtive or cnntrijutoiy fnle in the developmant
nf the hepatic abncrmality in some cases. Uver function tests, prinr t0 initiation of treatment
Is recommenled t0 qstablish a baqeline. Eerlcdic jnonltorin; of llvefftmctbn dtlrinzllreatmentis alsn recommeqd'el. ( bicloglcal and.jtinlpjicil efalpatinn is recqfpjnenled when a hepatic
event is suspected. Djpeiding nn the case; tu8oxoNE'sublingual'.film'may need tn ba carefully
discontintled t: qrevent Fithdewal sijns qnd symptcms and a return by the patient to illiclt
drug use, afll stnct mnnitoring qf tbe patient s'hotlld Le initiated, .

5.7 âllerglc Reactlnns . .

Casees cf hypersensilivity tn bnprenorphine and naloxcne cnntaining prcducls have been
regcrteö bctk ic csinical trlals acd in th: lcst-marketing experkccpv'cases Qf brtmchîlspasm'
anginneurctic edema, arltl anaphylactic phcckhave deen repnrted.The mnstc' ommon slgns and
symptnms Include nshes, hives. and pruritus-A histcfy nf hyparsensitivity tc buprenorphine nr
palaxnna Is a ctmtraindication to the use 0f SUB0X0N2 subllngtlal film.
5.B Flecipilaling af opinld.Withdrawal Slgns and Symplems
Beratlsa it cnntalRs naloxnne, SUBOXONE sublinjual film Is highly llkely tn prnluce marked
and intensa vzitlldrawal signs an1 sympioms If mlstlsed parenterally by Indlviduals depandent
nn fell Qpioitl agonlsl sllch as hernln, mnrphine, or methadnne. Cecatlse nf the qadial agnrlisl
propelties uf btlpfennrphine, SUBOXONE suhliqgtlal film may precipitate opicld withdrawal
signs and symploms in such ierscns If administefed sublingtlally before the agnnist effects
of tlle ();loid have stlbsldqp.
5.9 Necnalal Willldrawal
Necnatal withlraval hap been reported in the infants d wcmep treated With buprenorphine
during pfegnancy. From post-marieting repcds, the time to onsel ()( necnatal withdrdwal
signs ranged frcm Day 1 tc Day 8 of Iile wRh most cases occurring (m Day 1. Adverse evenls
aKociated witll tlu flecllatzl withdrawal b'ycdfBme iqclllded ttpeftonia., IleonatRl tremlm
Ilennatal agitaticn, anl myoclnntls, and there have been repnrts Qf colwtllslncs, apnea,
repiratofy depressipl!, and bradycardia. . . . .

j '5.11 Use In 0)1e11 Naïve atlents .

Thefe have leen repnrted leaths of qploid ?aive Iqdlvldtlals whn reçeived a 2 mg dose nf
buprenorpljne 4sa stlblingu: Kbletfiraialgesia- SUBOXONE sublingtlal fil!n is notapprnpriate
as an analgesic. ,
5.11 lmpalrment cf Ablllty t; Brlve pr Bparate Mathinery
SUBOXONE subllngual fllm may lmpalr the mental or ghysical abilities required for the
performance cf putentially dangercus tasks stlch as driving a. car cr cperallng machinery,
esjecially lufing treatment inductinn and tcse aliustment. Patierl? shoull be cautionel aùput
drlvlqg Qr operaling hz7afdcus machlnery unlll tlll are reasonably i edaln that SUBOXONE
sublingtlal film mefapy does n0l adversely affect his or her ajility tn engage in sucll activilies.
5.12 orlhnstatic llypotensicn
Like Qther opioids, SUBOXONE sublingual film may produce Qrthnstatic hypotension in
ambulatnr./ patknts.
5.13 Elavatinn ef Caredrosplnal FluI1 Pjeasllre
Buprepcrghine, likeanther npinijs, may elevate reerebrospinal fluid passure gnd 7hokI1 ke vsed
with cautlon in' palients with head înjtlrg, intmcfanial Iesinnsl 111 nther circumstances when
cerebrcspinal pressure may de increased. Buprennrphine can pmltlca micsis and cllanges ln
the level cf censciousness that may interfere with patient evaltlalicn-
5.14 Elevatlnn Qf lntlach:lelochal Pressure
Btlprennrphine has been shcwn to fncrease igtracholedochal presstlreq as do cther nplnldst
an1 tlltls shnuld be administerel with catllion 10 patien? with dysfunctinn ()f the biliary tcact.
5.15 Effetts Ic âcgle âltltlmlrlal tolllltial!s
As with other cpioils, btlprennrphinu may nbsctlre the diagnnsis or clinical cnurse of patients
with acute abdominal cocditinns.
:.16 General Precaaticns
SUBOXONE sublingual jilm shonld be administered with cauticn in debilikted patierlls and
thnse wilh mpedema or Wpothyroldlsm, alrenal cortical Instlfflciency (e.g., Allisnn's
dlsease); 2NS depressinn or coma; toxic psychases; jrostatic hypertraphy or urethral stricture;
acute alcnhnlism; delirium tremens; t)r kyphnsccliosls.
e ADVERSE REACTIONS
Because clinical trials are conducted uqder widely Maeing ctnditions, alverse reactbn rates
nbserved in tlle clinical trials ()I a drtlg cannnt be directly ccmpafel to I'ates in the clinical tfial:
cf ancther drug and may ncl feflzct tLe rates observed in pmctica.

6.1 âdverse Evenls irl Cllniral Trlals - SIJBOXON! stldlipjtlal :Im
The safety cf SUBOXONE sublingtlal film is stlpported by clinical trlals using SIJBUTEX
(buprenorphine) sublingual tablels and SOBOXONE (buprenorqhine arld rlalnxnne) sudlingtlal
tablets, and nther trials tlsing buprenorphlne sujllngual sclutlnns. as well as an npen-label
study in 194 patient trealed with SUBOXONE subllggual film. In tckl, safety dala frcm clinical
sttldlzs are avallabla from cver 3000 oglnid-leqendent stlbjects exgosed to dtlpfenolphirle at
doses in tlle range tlsed in the treatment n1 opinld lepantenca. Few dlfferences ln the adverse
evpnt profile Were noted among SUZOXONE stlblingual film SUBOXONE (àuprennlphlne anj. !natoxàne) sutllngtlal Kblets, SIJBUTEX (buprennrphlne) stlbllngllal kbtets and a btlprennrphine
ethannsic sublingual snlutinn.
The most commnn adveee event (>1Y.) associated with.the sublingual adminiqtratinn qf the
SUBOXONE sublingual film was nral hypnesthesia. olher adveràe events were cnnstipatlnn,
gtnssciiiia. oral mucnsal erythemq; vnmiting, intnxicatinn, disturdance in ëtteldinn,
lpitations, insnmnia, withdrawal syndrome, hyperhidrnsis, and blurred Misicn.pa
other advefse event data were derived ffnm larger, ccntfnlled studies of SUjOXONE
(btlprenorihlne anl naloxona) and SUBUT? (bugrennrplllrlj) tblels and of buplenorphin#
sublingtgl solutinr!. .1n a ccmpantivi study of SUBOXONE (buprenorphine pnd nallacne) and
SUBUTF.X (buprenarphice) stihlingtlal lahlèts' adverse event profiles were similar fcr pblacl
trealel witll 15 Ipg/q mg SUbOXONE (bapfeqorphine and palaxone) stlhllnjual' iidli ti c(
16 mg SIIBU7EX Jlqrffennfplfinaj subliqgual lablels, Tly fqllowiqg adverq'e j-vqflls be-re'
rt 1 to fyqir'hy al Ieaqt 5% of gjllépts ln a 4-w4ek qftldy o! SqBdkoyE'lbifpreqbryiinerepc y

and nlloïonq) sqhllngual tablets and StBUTEX (buprencrrjke) subllpgtial fadleti. '
Tadle 2. Adveike. kvent: (a5%) W Bntly'àyslem anl Treatlient Gf'alli in a 4-week Stllllv
Bcdy Syslem/ SUBOXONE (blllreqcrphlne acl StIBU'I'EX Placedc
Adverse Even! nalcxnne) sudllcgllal tablets (buprencrphlca) N=117
(COSTART 16 m#4 mg/day sabllnjual lablets R (%)
Termlnelcpy) N=127 IB mg/day

n (%) *103
. . - . . n %

Be(1 as a Whale , ' '
Asthenla 7 6.5% 5 4.9% 7 6.5%
Chills 8 T.5% 8 7.2% 8 7.5%
Healache 39 26.4% 30 22.1% 24 22.4%
lrlfection . ' 6 5.6% 12 11.7% 7 6.5%
Pain ' ' 24 22.4% 19 18.4% 20 18.7%
Pain abdcmen 12 11.2% 12 11.7% 7 6.5%
Pain back 4 3.7% 8 7.8% 12 11.2%
Witlldrawal 27 (25.2%) 19 (18.4%) 40 (37.4%)
s ndrome .
Carllcvascular S stem
Vasnlilaticn 10 9.3% 4 3.9% 7 6.5%
Dl eslive S stem . '
Consti ation 13 12.1% ' . . ! 7.8% 3 2.8%
Diarrhea 4 2.7% 5 4.8% 15 15.0%
Nausea 16 15.0% 14 13.6% 12 11.2%
Vomilln 8 7.5% 8 7.8% 5 4.7%
Kervotls S stem
Insomcia 15 14.9% 22 21.4% 1 7 15.9%
Res lratc S <em
Rhinitis . 5 1.7% 10 9.75$ 14 13.1%
Skln Arld A eqla es '' ' ' ' '
Sweatln ' . 

-
15 14.0% . 13 12.6% 11 10.3%

Abbrevlatlnns; GOSTART = Codin '' 'mdcls Urnesaurus nf Adversi Reaction Terms.
ne adverse Went profile.nf buprencrphine was alsn characterkel in ttle dcse-cnntrcllel study
nf a buprenorphirle ethanolic sclution, cver a range of dnses iq fnur mcnths cf. treatment.
Table 3 shnws adverse evenls reparted W at Ieast 5@/a cf stlbjects in any dcse gmq; jn the
dose-controllej trial. '
Tale 3. llvenq Epllts (z5%) W ppdk %ysteli ac1 l'rpplpen! Gr:up In a le-week ltltly
Bcdy sy:lem/ ' ' ê ' ' - ' Be renel lllne B%i
âlvalse Evenl Very Lnw* l..nw* Mderati* Hlgh* Telal*
(COSTART N=184 K,:!18B N=1e6 N=1M N=731
Te rml rlcl n j ) n % n % n 9t n So i %
B d ' Whtde ' '(ù as a ,

Abscess 9 5% ' ' ' 2 1% 2 2% 2 1% . 1 6 2%
Asthenia 26 14% 28 16% 26 14% 24 12% 104 14%
Chllls 1 1 6% 12 7% 9 5% 10 6% 12 6%
Faver 7 4% 2 1% 2 1 % 10 6% 21 3%
Flu s ndrome 4 2% 13 7% 1 9 10% ! 4% 44 5% '
Headache 51 28% 62 34% 54 29% 53 29% 220 30%
Infecticn 32 17% 19 22% 38 20% 19 22% 149 20%
In'u accidental 5 3% 10 6% 5 2% 5 3% 25 3%
Paln ' 47 26% 37 21% 19 26% 44 24% 177 24%
Pain back 18 10% 29 16% 28 15% 2T 15% 1û2 14%
Withdmwal s rldrome 15 24% 40 22% 41 22% 36 22% 162 22%
Bl estlvé S stem
Consti ation 10 5% D 13% 23 12% 26 11% 82 11%
Diarrhea 19 10% s 4% 9 5% 4 2% 40 5%
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Bdy System/ 9tI rencr hlna Bose
Adverse Evellt very Lcw* Law* Maderate* Hlgh* Tbtal*
(ZBSTART N=184 >119 lI=1B6 11=131 %.731
'rerminclcw) fl t'/i rl % n % n % c g'a
!) s e sia 6 3% 10 6% 4 2% 4 2% 24 3%
Nausea 12 7% 22 12% 23 12% IB 10% 75 1û%
Vomilln 8 1% 6 3% 10 5% 14 8% 22 5%
Nerveus S stem
Anxie 22 12% 24 13% 22 11% 25 11% 91 12%
De ressiin . 24 13% . 1!. 9% . 25 12% ' 18 10% B2 11%
Diainess 4 2% . 9' 5% 7 4% 1 1 6% 31 4%
Insemnia 42 23% 50 28% 43 23% 51 28% 185 25%
Nervnusness 12 7% 11 6% 10 5% . 13 7% 46 6%

' Somnnlepce , , 5 3% 13 7% 9 5% 11 5% 32 5%
Re: Irat: S stem. . , . . . . . .,

Ccu h increase . . 5 3% 1 1, 5% 6 Sso . ' , . 4 2% 26 4%
Pha n itis . ', u. 6 3% 7 4% -. 6 2% '... ..9 5% 28 1%
Rhipitis 27 15% 16 9% 15 8% ..21 12% -/9 11% .
SMn an1 A enla es ' ' . '
Sweat ''.. ' . . $ .23 .13% 21 12% 20 .11 % ' 23 12% . 87, 12%
S etlal Satlses '-' '' . . 2 ' . ' ' ; . 1 ' .
Runn es 13 % 9 5% 6 3% 6 3% 34 5%
esublingual saluticn. Doses in this ëble'cann'it riécbssjrlly l)a lilivered ic tallet form. but fcr
ccmpAriscrt puriûGes: ' '' ' '
1 mg selutitm wnuld le less than a tablet dcse Qi 2 mg
4 mâ scllllinn appràximatej a 6 mg kblet dcsb
8 mg sditlnn apprqijmates a ij mg lillet (lnse

tl ' fixirbatej a 24 mg tablet lcse16 mg sqlu (m a;p :
5.2 Adverse Evilii .-l Pest-mahetlng Ezperlilxe *1th SUBOXONE Sghllnqual Tahlets
na mast frequently. repartpd post-marketing advarse event n0t nbserved In cllpical trials was
peripberal edema!
7 DRUG INTERAGTIONS
7.1 Csocllleme P..452 3â4 (GYP3;4) Inhibltel and lrlltlcers
ptlprenérghine is metabclized to ncrbuprennrpblne primarily bycytochrnmebcYFsAt therelore,
pleitlal Interactinns may cccur wlien SU8OXONE subllngual film Is given cnncurrently wilh
apents tl'lat affect CYP3A4 àctivlty. Re (pntzmitant use of SUBOXONE subllnçtlal film *1th
CYP8A4 inhibitars (e.g., azole anlifungali such as ketcconaznle, matrnlile antibiotics stlch
as efythmmycln, an4 HIV protease inhlbitors) shatlll be mcnitofed and may reqtlire dose-
reluctlcn cf one nr bnth agents. ' .
Tàe iqteraztion ()f bnprennrphlne *1t11 C*3A4 Inducers has flct heen studled; therefore, it
is reccmmended that patients recelving SUBOXONE sudlingual fllm de panitored f0r signs
an1 symptnms bf opitjl withdmwal K inducers Qf CYP3A4 (e.j. efavirenz. phenabarbltal,!
cafbamaepine, phenylnin, rifampicln) art cowadminlstared Isee Cllnlcal pharmacclogy (12.3)1.
;.2 Mtlrelr:virals ' t'
Tiree classes cf anllretmviml agents hivù bdéil evaluated foil CYPZA4 Ifiterabtinns with
btlpïenBrphirte. Ntlclexlde raverse tralBciptâe inhibitùrs (NRTîS) do nct appyar tn Indute m
Inhldit the P450 erlzyme pathway, thus no Intefactinns with Luirennrpiine are expected. Nclb
nuclecside reverse trànscriptase inhijitnrs (NNRTIs) are melahnliled 'principally W CYP3A4.
Efavlrenz, neviraplne and etmvirine are kncwn CYP3A icducers Whereas dclavirdlne is a
CYPZA inhlbltor. Slgnlflcant jharmacèkinelic Irlteractians betwcen NNRTIS (e.g., tfavjrenz an1
delavirdine) and btlpranorqhlne have been shnwn in clinical studizsj bul these pharmacokinetlc
interdctinns öid nct result li arly slgcificant pharmaccdynamk eiects. lt is recnmmnnletl that
patlents wllc are cn chronic htlprenorphine treatment have thelr dase mnnitored if NNR11S are
added t: meir treatment reglmen. Studies havg shown some antiretrovinl proteasq Iqhlbitcrs
(PIs) witb CYP3A4 inhlbltory activi: (nellinaviqqlppinavir/ritnnavir, ritnnavir) have little effect
Qrl bupmnorplllne pharmacokirletic and nn signihcant pharmaxlynamlc effecls. other PIs w1th
CYP3A4 inhibitûry acjvity (atrznavir and a'amnavir/rilcnavir) restlltid in elevated levals of
buprenorphine an1 nnrbtlprennrphine aRd patienl in nne study repcrted increased sedatinn.
Symptoms nf Gpicid excess have jeen fntlrld In past-marketirlg repods nf qatients receiving
buprencrphina and a'a7anavir With and withcut ritcnavir cnncomilantly. Monltorlng (l patlents
taking buprenorphine acd atillanavir with and wilhcut ritnnavlf Is resnmmended, and dase
r'ductinn Qf btlprennrphine may.be warranled.
7kl Benzcllazepines '
Rere have been R ntlmber cf iost-marketing reports reqarding cnma ahd death assoclatzd
wllh the conccmitant use nf buprennrphin: and depzodlazeplnes. ln many but rltjt all, nf:
these cbses, buprerlcrphine e2s misused by self-injection. Preclinical studles have shcwn
that tbe combinalinn ol benzodiazepind and buprennrphiae altered the uttlal ceiling effect nn
buprbncqphine-indqced respiratcrydepression. making the resqiiatnry effecY nf jtlprenorphine
qpear slmllzr tc tht)se cf fttk cpitgd agcRisls. SUBOXOKEGIIbIIRgCIRi fiim shculd be pfqscribqd
*1th cautlon tn patienls taklng benzndlazeplnes or cther lrups tàat act'on lhe CNS. regardlessof whether these drugs are taken Qn tl!e advice nf a physiclan 0r afe belnj abused/mistlsed.
patlents sbould be Warned that it is extfemely dangerous tn self-adminlster nnn-prescribel
lenzndiazepines while taking SUBOXONE sujlingual Iilm, and shculd alsn b: cautinned to
use benzodlazepines cnrlctlrrdntly wiltl SUBOXONE sublingual film cnly as directed by lheir
phgskian. - .

8 USE lN SPECIFIC POPIIMTIONS
8k1 Prejnancy
Pregllncy Categcry C. '
Therô are nn adequate an1 well-cnntrnllel studles nf SUBOXONE sublingtlal film nr
buqfenorplline/naloxnne In pregnant wnmen. SUBOXORE suhlingual film ihnuld la tjszd
dunng pregnancy cnly if the potential bzcefit iustifies the potential risk tc the fetus.
Terdlagnlllc !'#:4lr
Epedsonymdln-feoldevdcpmentwemstudiedinsqmgue-DawleyntsanlRussianwh/eœbM
follcwing Qral (1:1) and intramusctllar (IM) (3:2) almlnidtration nf mixtures nf juprennrphlne and
naloxone. Following ol'al administntinn to rat.s an1 nbbits, nn teratogenic effects were observed
at buprenorphine doses up to 25û mg/kg/day and 40 mg/kg/day, respectively (estlmated exijsure
approxlmalely.lso lime.s an1 50 times, resqectively, the reccmmendel human daily subllngual
dnse cf 16 mg on a mg/m2 basis). N0 lelinlive lrug-relatel leratngenlc elfects Wefe nhserv'd
in %ts and rahbits at IM doses up to 30 mg/kg/day (esjmated expcsure approximately 20 times
and 25 times, respectively, lhe recommended human dplly dtea d 16 I'flg on a mg/m2 basls).i

alus was nlservzd in cn'q rabbit fetu! frny thg Inw-inse grnup and omphalccele wasAcep
6 il in twq rabi! lettlses ImlI1 'tll, 'same Iitter in the mil-dose group; no findings were() sel'v
ckseled in fetuses fpm th1 high-lose gmup. Fcllcwing nlal administfatian 01 buprermrpkine
to çals, dcsq-qelated post-implanlatioa Iqsspsj evilencjd W incfaases in lhe ntlmbers of early
rescrp' ticrts wlth cccsequeqt ieduititm: (ç! tlle qtlmbefs Qt fqtyqjq, wqp qitprre.p p! dquE Qf
10 mg/kg/day qr qreqter (estiqlatqd expnstlfe.ppqçcximately 6 tltBp.s the reci mmepdei hprqiq
dally sublirigual dode nf 16 mf orl g rrk/niz bjslsl. Ifl th6 rabblt, Inqrejsjd past-implaàtallnq
lcsses nccurfei at ai oral lose cf lt mg/kgkay. fkllawing iM admlnlstfitlim in tll! Iht afld
1he rabblt, mst-lmplarltalfnn Ijsses, as zvllencel by decreasgs ii live fettlses pnd Iri' creaqes in
resorptbns, occurrei at 30 mg/kg/lay. . -
Buprellnrptiln, wa: kidt teritojànic in rals nf rabblts aftj .jQ nr subcutanaotn $G) losesup 10 ù mp/ki/day (otimatel ekrpisnfe was a' pproximately à and 6 times, respectlvely, the
recqmmendzd htlman daily sulllnglml dnse 0f 15 mg nn a mg/m2 basls), aftjr IV dcses up to
0.8 mg/kg/day (estimqted eyposurj waq appmximalely 0.5 times.and eqtlal to, respqctively. llle
reccmmenied htlmarl daily stlblicgpal dcse of 16 mg 0n a mg/ml baillr cr after Gral dnses tlpto 160 mg/kg/day ln rats (estimated exposure was appmximately j5 tlmjs the rqccmmenled
human dal!y stldllngual dtlse nf 15 mg nn a mg/m'l basis) and 25 mg/kgllij lrl rabblt
(eslimated bjpcstlre was approximately'zo timjs th'e recnràmendel hvman daijy sublinâtlal
dose nf 16 mg ()rk .a qng/mz basisl'. Significant Inireases ii' skelùtal abnnrmalities (e.g., extra
thnrdclc vertebra qrttlnraào-lllmb:r rib.# were nnted'lrl rats aftersc administmtinn nf 1 mg/kg/
day and up (estimatel'expûsure wis appmximately 0.6 tlcies the recommended human dally
sublingaal lose of 16 mg orl a mâ/m2 basis). but were rlot obserVed at nralidtBes llp to 160
mg/kg/lay. lncreases In skeletal abnormalilics in rabbits after IM alminlstratinn cf 5 mgAg/
day (estimated expcsure was qprnximately 5 times !he reccmtrlended human daily subllnpual
lose Qf 16 mg pn a mg/m2 basls) or ofal alministrdtion of 1 mg/ig/day Qr jreater (estlmated
axpcsufe was appmximately eqtlal to the recolnmerlded'htlman daily sutllngual dcse n! 16 mg
on a mg/ml basis) were nnt statistically sizniflcant. . .. .
ln mbbits bupfermrphine prcduc'ed statistlmlly sigpificant pre-implant#tlon lnssq

.s at nral' .

dcses of 1 mg/kg/day ar greder and pnst-implantalian Iosses that were srdtistically slpnlficant
at IV dcses nf 0.2 mgfkg/day cr greater (estimated expnsure approximately 0.3 times tàe
recommenlad human daily sublingual dose cf 1 5 mg on a mg/mz basis).
aaa-tetalaqnnk f#:cl#;
Dystccla wid notel in preqpqnt fatd treatzd intrlrqudlklarj with btlprerlorphine 5 mg/kg/dly
(aqqrohiiùtiiy 3 limes the recdmmàqded human daiiy sibllngual dose nf 16 mg cn a mg/m2
bislsl--Fertlity, perl-. and post-'nall àevelnpment bttldies with buprencrphllu in mts Indicated
increases in necnatal mndality aftar nral dosesr if 0.8 mg/kj/day and tlp (aipftaimately
û.5 times the recnmmended human daily stlblingual dose nf 16 mg dn a mj/mz ùasis). after
IM doses nf û.5 mg/kg/day and up (approxlmately 0.3 tlmes the recommerldel àtliilarl dally
subllngual dose cf 16 mg on a mk/m' basis), an1 aqer SC dnses nf 0.1 mg/kg/day aqd up
(apprnximately 0.06 times the reccmmrndel htlman daily sublingtlal dnse nf 16 mg orl a mg/
m: basls). Delays in tlu cccurrence Qf righting reflex and stadle fesicnse were rlctd In rat
ptlps at an oral lnse of 80 mg/kg/day (apprnxlmatelg 50 times tlle reccmmended lluma.n daily
subllngual losj of 16 mg on a mg/m2 basls). '
1.3 Ntlrsinn Mathers ï
Buprennfphine passtbs tntn bfezs't milk. Bleast-fadinj is nct aövised in jpathefs treated with
btlprencrphine pmlucts. ' '
An apparent Iack cf mllk prcduqtlnn' dtlfing jeneral reimluction sttldies with btlprencrphlne In
rats caused diireased viability and Iaitation mdices.
8.4 Peuiatric Bse
Re safaty anl effectiveness of SLIBOXONE sublingual film have n0t been established in
gediatric patients.
B.5 Gerlatrlc llse
Clinical studies Gf SUBQXONE sublingnal film, SUBOXONE (jtlpranorphine afid nalaxnne)
sudlingtlal lablets. or SUBUTEX (buprenorphine) sublinzual tablets did nût include stlfticjenl
numders of stltlects aged 65 and over tn determine whethef thq respôflled differently lharl
yctmger subjects. Gther repcrted clknical qxperierscq has. rtct idectiqtd diffqreqcts i; rqspcrlseG
hetween the elderly and yotlrlger patients. In general. dose selection f0r an eldelly pallent
shutlld le cautinus, usually stading at the l()w end of the dasing range. reflecting the greater
frequency nf decreased hepatlc, renal, nr carllac functlon, aild 0f ccncnmitant disease or nther
drug therapy.
I.6 lleiàtlt lmpairment
'I'ha eBed ()t hepatlc impairmant on tha pbarcmacokicatics ()f buprennrphinz arlà naltanne ls
unknnwn. Since dolh lrugs are extensively metabcliznl the plasma levels will he expected td:
je Ligher irl patients With modelztt an1 Severe hepatlc lmpalfment. Howevell il is n0t known
wllethef bath drugs are affected tc the same degree. Therelcra, dnsape stlould de adjustel arld
patienls should de watched Ior sigps and symptnms cf precipikted cpicid withdrawai.

EXH IBIT C
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B.7 Renal Impalrmenl
N0 differenczs in btlprencjphine pharmacnkirletics were observed between 9 dialysis-
depecdent and 6 nnrmal patlents following IV administmtion of 0.2 mg buprenorphine. The
Bffects of renal failtlre cn nalcxona pharmacnkinetics are unknown.
9 DRtIG ABDSE ANB DEPENBEIICE
9.1 cqnlrqllgd Sulstanca
Buprglmrpbine is a ScNedtlle III narcctic under llle Contmllel Substances Act
Unier tlle Drtlg âddlctlan Treatment A6t (9âT;) tcdilied at 21 tl.S.C. 823(4), prescrlptlnn
use (ll thls pralicl In tlle trealment cI npleid deperllence Is Ilmilel tn' physlclacs whc
meet certain (yallfylng reqalrements, aql.whe have nilllied tha sqcrelary cl Hqalth anl
Human Sewlces (HlIS) cf thelr lnlent tc prescllda làls prcdllct Inr the traatmant nf aplcld
depenlence and hve deen assigned a tlnlque Ilantlflcatlcn lwmier that must da Incluuel
CII avery prescrlptlin.
2a2 ihusq
Buprenorphine liky morphlna >1 othbr npiolls, has the patentlal for belng ahused an1 ls!
subjert tn crlfnlnal diversicrl. nis should be ccnsidefed when pressriding or disieisicg
buprenorphlna in situatiqns wlurf the cllniclan is cnrlcirried adout a.n increased fiqk Qf inisusel
aduse, ir dlversicn. Hialthcare prèfessfinals shctlld cqnlact lhelr state'prcféssl inal Ilcinsing
dcard br state cnntrcllsd sudstancqs atlthcrity f:r Infcrmatlcn nn h:w tc preveat antj detect
abuse nr dlversion of thls prcdqct.
patilnti. who cintlilm to niijise, abuse, ir dlverl jtlpiennrphii'e proluds or other nplnids
slii'uli'tie htikidip/llm'qi''reflrrqd'fcr 'miri' iqtenlive and structyfid treqtknent '
6 -' f 'i r?nirfliiiq pbqej' a' risk df 'iierdisù 'pnl death This rllls Is iqcre'ased with !.heA usy o ll( . . - r .aàtls''ig iupreniipiine ind alcohnl acl'dher sudskncees, especlalj ùinlidiizlpines.
Th L sipian (pq t)9 able tn mcre easlly detect misqle or dli ersion' ly'inaintiining recnrds eff ? y
mehlcati.on presqn.bed lncluding datà; doia, quantitf, frequeccy Qt retllls, and renewal reqtlests
cf ffladi 'cattcn prgscribed. '
Propet pssessmàrlt of lhe patient, proper prescritinj practlcel. pqrindlc je-evaitlation 0ftheraqy. arld pmpe? handiirlg and storaje af the medicallpn are'dpprohriate mtasures that help
to Ilmlt lbqsa ûI cpioil lrugs. .
9.3 Bependence
Ctlprencrphine is a partlal aganist at tàe mu-opiniil receptnr arld chrnnic administration
duces p'hyslcai deipnlence nf thi cpbil type, cbaracteried by mcderate withdrawalprn

slgns an4 #ymptoms upon gbrtlpt discoctjptlallnn nr rapid taiec'lhe wlthdrawal syndrome Is
typically milder tban seen with full agtmists and may be delayed In nnset Jsee Wamiags an/
Prec' aptfprls (5.531.
A netmalal wilhdrawal syndrame has been reported in the infants Qf wcmen treated *1th
dupreaarphine durlflg pregnancy fsee Warn/klls aed p/eraf.lldpn: (5.921.
1p B'EBIIIISAGE ..
Tl1: manifestàtions ()f acute (perdosa include plnpaint pupiis' sedation, hpotensicn, respiutcr.y
depressinn, an1 death. '
IrI the event cf nverdose, the resiiratulyand cardiac status nf the patlenl shnuld be mnnitored
cafefully. Wàgn respimtcry Qr cardizc furlditms are deiressEl, prlfnalyattentitm shntlll t)2 jiven- 

to the re-estadlishment cf adeltlate respimtnry exchange thrnugh prnvislon nf a patant aifway
and institutlon of assistad nr ccntrcllel ventilaticn. oxyg:n. IV fluids. vasnpfessnrs, and other
stlppnrtive measums sbnuld be emplnyed as inlicated.
ln lhe casa t?f nverdcsa, tpe priyary Nanqjemeat shqtll: b? the re-qstakllshlneql (lf
adeqllate valllilaticn *1th mithaiical aPlstaqp aI respllatlcii' If reqlllrgd. Npltaaqa may
àe al value l:r ttie managament ql àuplenarphlne nvaldese. Hlghet than nnrmal hases pnl
repeatel atimlnlstlatlnn may de nece=ary.
11 . BESCBIPTION .
SUBOXONE (ttlprencrphine end rlaloxnne) sublingual film is afl orange filml imprinted wlth
a lcgo identifying the gjoduct and strecgth in white ink. It contalns buprenorphlne HCI, a
mu-npioid recgqtor partlal agtmist and a kappa-opioid receptnr anlagnnist, a0d Raloxone HCI
dihydrale, an nploid receptnr antagnnist, at a ratio Qf 4:1 (ratlo n! free lases). It Is lnttnlel for
stldlingual administratlnn and is availalle in faur dcsage strenjths, 2 mg duprennrphlne with
0.5 mg nalaxcrle. 4 mg buprenarphine witb 1 mg naloxone, 8 mg duprenorplllne with 2 mg
naloxcne, anl 12 mg buprennrphlne Wittl 2 mg rlaloxcne. Each subiingual tilm als: ccntains
pnjethybne (kllek Nydroxpropyl methylcellulcsee mallltnll acesuifame potassium, Iime flavor,citnc acld, snditlm cilrate, F9&C yellcw #6, and white ink
Chemicallyj htlpfenorphine HCI is (2S)-2-(17-Wcl0prQpy1methyI-1,5a/p04-3-hy1jp4-5-
me10?-5a,1'4-ethann-11G-mnr'phlnan-7G-yll-3,3-dimethyIbQ1n-2-oI hydfochTnride. It has
the tcllnwinû chemical structure: '
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Buprenurihlne HCI has the rrlnlecula.r farmtlla C H N0 . HCI an1 the molecula.r weight is'q 1: 4
521.1û. It Is a White nr nff-wkite cesllline powder, sparingly snluble in water, freely scluble in
methannî, snltlble in alcnhnl, and practlcally irlsolubla jrl cyclnllevne.
Chemlcally nalnxnne HCI lihydrate is J'7lAIIyI-4,5 a -'epnxy-z, l4-dillylroxymnrphinan-s-one! .
tlydrochlarlle dillydrate. It has tlle fnllowing chemical strucltlre:
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Naloxclu hydmchlcride dihylrate has the moleùqlar fnrmtlla C qH:jN04 @ HCI @ 21'Ia0 an1 the. . 1mclecular weiqhi ks 399.87. It ls a white to slightly Qlf-wljle powder and ls freely scltlble in
water, llltlble ln alcohol and pradiçeally irlsnluble ifl tnltlene and ether.!
12 'CLINICAL PIIM MMOLOQV .
12.1 Machaalsm QI ictlen
SUBOXONE sublingual film contains buprencrphiae and Ilalnxnna. Buprennrphlne is a partial
ag0nIst at tlla mu-opinil receptor and an anoûgni: at tlle kaipa-oploid receploi Nzlnxone Ii a
potentantagpnis! at mu-opioid receptors aad prcduces npini:l withdrawal sigrls and symptoms
in Inliviliials physically lependent pn full QpinlG agcnlsts when adminlslered parenteraliy.
12.2 Pllarmatelynamlcs
Cttbleitlvè f#a<ls*J ' ' -
C Flscils ()r h'tlprenqfphlne to full (ploid agonists such as Ipethadona and hydmmorjhoneompa
suggestthat subllngual buprencrphlne produces typica! opicld agenlst effect whictl are Ilmited
bf a ceillng effect
ln cplqil-exparienced subjects whn ivere nnt jhgsically depenlant, acute sublingual loses ofbuprennrilllne/nalnxnne tablels prcluced cplcid a'gonlst elfecls whkh reachet a maximum
belween doses nf 8 mg/z mg and 16 mg/4 mg buprennrphlne/naltanne.
opicld a90n1st celllnj-dfects were alsn chsefved in a dotlble-dllnd, pafailel gfoui, tose-
ranging cnmparisnn of single dnses (ff Lllprenprpbine sablln'gual snltltiarl (1, é, 4, 8, 1s, ar '
32 mg), placebn anl a full agonist cnntml at varlcus doses. TI!t treptmepts :pie given in
ascpnding dase crder at inlervals of at Ieast nne week to 16 qpinià-experidnced pljectà who
weri'not phfdlcàlly depinlent. Bnth active dnlgs grduqel t#ical (èloid ajnlllk effects. FQr
alI meastlres fcr which tlle drllgs préduced an effect, buprenc#hlna prndtlced a dcie-relatzd
respnnse. Hnwever, in each case, there was a dcse that prpdtlced n? furlher effect. In contrast,
the hijhekt dose of the full agpnist control always producid' llle g'riitest effel. Agonist
cbjectlve rating scores remalnel elevatel fnr the higher doses nf duqfenorphlne (8-32 mg)
lpnger than fnr the Insver loses qnd dld nnt return to baselln: untll 48 hours gftqr drug
administratlcn. The crlset cf etfacts appeared more rapidly with buprermrphlne tban with the
ftlll agnnist cnntrol, wiih mnst dnses nearing peak eflect alter 120 mintltes ier buprenorphine
cnmparel tn 150 minates f0r the lull agnnist contrnl. '
Pllyslalaglz f#:clJJ .
BuprEnorphine in IV (2' 4.8, 12 and 16 m;) acl sublingual (12 mg) doses has been a'drjinislered
to cglnld-axperienced subjects wh0 were.not physically depenlent tn examiae cardiovasctllar.
resplrdtoly and sublective effects at dases ccmpamble tn those tlsql tcr traatment Qf opicil
deiendence. Cnmpared tn jlacebo. ther: were no statistiœlly slgnificant differences amnngany of the treatment conditlnns f;r blcnd pressure, lleart rate. respiratnly ratel 0 saturafon,2
nr skin temperature acrcss time. Systcllc 8P was hlgher in the 8 mg grntlp tl'larl placebo
(3-hour AUC qaltles). Minlmum and maximt!m etfects were similar acrnss all treatments.
Stlbjgcts rpmalned resqnnsive tn l0w vclce and respgnded to computer prnmpts. Some
sublects showed Irritabillty, btlt no other clurlges were nbserved.
'rhe respiratoly effects Qf sudllngtlal buprencrphine Were ccmpared With the ellects of
metlladnne irl a (Inubltblirld, parallel jroup, dnse fanzlng comparison cf single tcsts of
buprenorpkille sublinguai snltltlon (1 2, 4, S, 16, or 32 mg) arld ora1 metlladcne (15, 2â,!
15, or stl mg) in nnn-depenlent, opicld-experiencel vnlunteers. In tllis study, hypovenlilatitm
net requiring melical ifllewentinn was repnrted more frequently after duprerlnrphine lcses cf
4 mg afld Ligher than altef methadtme. 2:t11 drugs decreased 0 satuztinn to the same degree.2
f Iled t# sa/pxllla; ' .
Physlologic and subjective t'ffacts follnwing acute sublingtlal almifllstration'nf btlprennrphirie
tablets and baprenorphlne/nalnxone tadjets Were Similar at equivalen! dnse Ievels nfbuprenorphine. Nalnxnne had rl: clinically siâpiqcnt.epdctwhenàtmlnistered bytl)i stldllngual
fcute, although bload lavels nf the drug bere measqraàle. Buprenomhlne/nalaybne. when
almlnlqtered silhllnqually to an oplpid-depenlent cnhnrt, was reccgniad % an cqiold agunlrt,whereas Wtlen admlnlstered Intramnscularly, ccmblnatinns' Qf buprenafphine *1tb naloxone
yroduced Qpiold antagnnistactlons slmilarto naloxnne. Tbls tindlng suggests that the naloxone
In bupiencrptllne/naltaone tablets may deter lnjeùtinn nf btlprerlnrphine/naltanne lablels by
persens with actke substantial heroln nr ether full mtl-npinid dependence. Hcwever clinlcians
slmull be awafe that some cplnil-dependent perscns, padicularly those w1tll a lnw Ievel Qf full
mu-npitlid pllyslcal dependence nrtNnsewllcse npioid physical dependence Is prednminantly tn
buprenorphine' abtlse buprerlnr'pbininlloxcne cnmbinaticns W the Intravenous nr iqtranasal
mute. In metludnnemaintained patlents:and hercin-depecdent sllblects. IV admlnistfaticn ()l
buprennrphlce/nabxone ccmbinptbns preciqltated cplold withdrawal signs acd symptnms
and was perceived as unpleasant acd dysihnrlc. ln mcrphlna-stbilized subjects. In%venntlsly
admirllstered comblnaticns Qf buprenorphine With nalnxnne pmduced opinid antagonlst and
withdmwal slgns and sympkms that were ratio-depenlent; the mnst irltense withdmwal signs
anl symptnms were pmdtlcet W 2:1 and 4:1 ratios, Iess Intense l;y an 8:1 ratio.
12.3 PharmRçnklnetlca
âbzatpllnlt:
In pharmacokinetic stulies, the 2 mgm.5 mg and 4 mgA f?g dcses admlnlslered as
SUBOXONE sudllngtlal films showed ccmparadle relative bioavailability tc the sama total dcsc
of SIJBOXONE Gllblingual tablets, whereas the 8 mg/z mg anl 12 mg/3 mg dtlse.s dféirlistered
as SUBOXONE sublingual films shcwed higher relatlve dioavallability for both btlprencrphine
arld nalaxtme compzfed tn the same t01aI dnse cf SUBOXOQE subllrigtlal taljats.A combination
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nf (me 2 mg/z mg and twn 2 mg/2.5 mg SUBOXONE sublingual fllms ttntal dose 0f 12 mg/
3 mg) sbnwel compamble relative bicavailaùility to the same total dnse nf SUBOXONE
stlllingtlal tablets fs'ie oasage af?: Admlmitmtloa (2.5 aad2.7)l.
l#ylf:Il#pll;
Buprenorphlne is approximataly 96% protelrl bcunl, primarily to alpha ant let-l glcbtllln.
Nalnxnne is apprtaimately 45% prdain bctlnd, primarily to albumin.
Mtlabolism:
Buprgcirphine un'djçgqes k. pth N-dealkylation tn ncrbuprencrphine arld glucurcnldatinn. The
N-dealkylaiion pathway Is mediated primarily by tha CYP3A4. Nnfbuprenorphine, tke majnr
mlhhclile, can ftlrljyr unlerpn jltlctlranllalinn. Norbtlqrenorjlline llas d2àn fotlid tn blndnhluk receltorl Ia-vitrq hoAever, it has nnt bten studled cllnicallg f0r opicid-like activity.
Nalaxcne gqdergnes direitglucurnniditicn to naloxone-3-glucurcnide aswell as N-dealkylation,
and redudion nf the &0xc grctlp. '
Ellmlnqtla?: '
A mass balpcj sttldy of duqrenarphine show'ed cqmplqta reccverybf radlolabel in urine (307/:)
alld f4cY'(6q%) qiileqtel i) ta 11 lays afler inslnr. Alfnnlt aII 01 the lcse lyas Ccccurlted fnr
In tpilnà qf itlpriiniiilne, nijbtlpienorplilne.-and lwo un-ldan:fied'bqp-rqnorphine metjbolites.
ln u -rlpq, rryst oi buprefmrpfiine ?nd nnrbuprqnnrphlne was cjnjuijed (buprennrphlne, lt/of
ree ail 2.4% ccnltlgated; ncrbuprenorphlne, Z7% ffee afld 11% Foiluqated). In feces, almost
a11 cf the btfRrennrjMne and norbyprermrphige wefe ffee (buprecorphme, 33e/o fre: an; 5e/.
cjnjugatad; qnrbtlprennrhhlne, zllrfree and 2% conjtlgated). Bajed nn aIl studies pedcrmad*1ttl SUBOIOàE stlblinqual fi.lm, bup'rencrphine has q rqeai qllmlnatiqrl balf-life fm!n plaima
ranging'frùm 24 fot4) hètlrs ind nalojorie has t'rliïa'j elimination'lfalf-llfi frcm plasma fanging
frcm-z tn 12 hnurs. 

'

17r4l:..#z?/# Inturaztlonz: . .
CYP3A4 1fl:/t#1/fs ahd /plllca/Ji. Subjects recelving SUBOXONE suhllngual film shnuld
de mcnitnred If irllllbllars 0f CYP3A4 stlch as azole-antlfungal agents (e.g.. ketcicnaznle),
macralide antlbiotics (e.$, elythrcmygin) cr HIV prnteise irlhikitcrs and may requlfe dose-
redtlctian nf cne cr both agents. Re interactlon cf duprenorphina with aIl CYP3M lnduçeg has
rlnt been sttllied, thefqfnre it is reccmmenled that patienls reciiving SUBOXONE subllngual
fllm de mnnltcred fcr slgns aqd symltnms cf npialil wlthdrawal lf Inducers of OYP3AI'
(e,g., pherlobarbikl, carbamazepine, phgnytnin, rifampicin) ar: cn-adminlstered ISPD Prpg
latelacticas (Z 01.
Buprenorphine has been fctlnl to be a CYP2D6 an1 CYP3AI Inhlhltnr an1 its majnr metabclite.
rlcrbuprenorphine, has been fuund tc be a mnderaye CYPZDS Inhiditnr in in-vitro studles
employing human Ilver mlcroscmes. Howpvec lhe ràlatively I0w plasma ccncentraticns of
buprennrphîqe and nnràuqrenorphine resulting frnm therapeutic doses are not expe'cled to
I'aise signlfiqant drag-druj lrltjractlon cnncerns.
13 NONCLINICAFTBXICOLOBY
13.1 Carefncgqnesls, Mutajenesls, Impalrment (lj Ferllllty
tztnlnngenlnik..
Carclnogenlcily data on SIJBOXONE sublingual fllm are Rnt available.
A carcincggnicity stuly nf buprenorqhlne/nalnxoni (4:1 rati: Qf the free bases) was perfcrmel
in Alderley Park rats. Buprenorplllne/nalnxope was admlnlstered In tha dlet at loses af
qpprnximately 7, 21, and 123 mg/kg/day fcr 1 ()4 weeks (estimated exrosure was approximately
4, 12. arid 44 tlmes the recnmmended human sudllngual dnse af 16 mi/4 mg buprenorphine/
rlaloxone dased on buprencrphine AUC cnmparisnns). A statistically slgniflcant increase ln
Leydig call adenomas was observed in a.Il dose grctlps. N() Qttter drug-related tumors were
notelt
Carcincqenicity studies of buprenorphine were conducted in Spmgue-Dawley nts and CD-Ii B renurphlne was alminlstere-d in lhe diet tn rats at losds of 0.5 5.5 and 56 m' j/kg/m Ce. jp I ,1
ay (estimated expcsure was appmxlmately 0.4 3, and 35 tlmes the recnmmjqdel human!
dally sublingtlal dose cf 11 mg gn a mg/mz basls) far 27 mnnths. As in t5e bihreiirphine./
nalnxtme tafciingenicily study in nt, stalistically signiflcant dnse-lelated incfeases in Leydlg
cell tumcrs occurred. In an dGweek study in CB-1 mick buprencrphina was nnt carcinogenic
at dleta!y dcscs up to 1û0 mg/kg/day (zstlmated expnsure was approxlmately 30 times the
reccmmended human daily stjblingual dnse of 16 mg nn a mg/m' basis).
Mutzqellklk:
the 4:1 cpmblnaticn of buprennrpllifle and naloxorle was n0t mutagenic ic a hacterial
mutatinn ajsaj (Amià test) uslng four stulns cf S. Qphimudum gnd twc stfalns cf E coli. The
combinptbn was rmt clastcgenlc In a!l in-bitra cytcgenetic assay In human Iymphccges ar in
an IV mlcronupleus:tjqt In the rat. . , '
' ' Jtll i d In a serijs (iitests utilizirlg gepe, chçi qltycme, and DNA inte' racticqsBupreqophini waq d d

In bqm prokaryntlc iid' eukarptii systems. Result! were negqtlve in yeast (S. cerevls*) fcr
recumblna.nt çene ctmverlant, nr fnrward mtltattcns: negatlvb in Baçilltls .'lt*lf#s ''lecp ai say,
negative fcr clastcgenicity ip CH0 cells. Chinese hamster dcne marfnw and spermatojnn'ia czlls,
and negative in lhe mcuse Iymphoma L5172Y assay.
Result! were equivccil in the Ames test: rlegatlve in studibs in twà Iaboratorles, 1ut pnsltive
fcr frdme shift mutatlnn at a hlgh dosa (5 mg/plpte) in a thlrd stuiy. Resulls were positive In
the Green-Tweets (E c0l) sulival 1st, iosltive in a DNA synthesls Inhibitlnn (DSI) teut *1t11
testicusar tissue fmm mice, 1cr bnth 'fn-vfva acd fn-kflrp incci-pcratifm of t'zHlthymiuine, anö
rmsitive in uqlcheduled DNA synthlsis (UDS) teest tlsiqg testicular cells frcm mice.
lmpalrment t# Hrl1IIW: '
Dieta!y administratlon of duprenorphine In the Iat at dnse levels pf 500 ppm nr jreater
(equivalerlt tn appmximately 47 mg/kg/day cr greater; estimated exposure aqproxlmately
22 times lhe recommended hllman dailysubllngual dcse of 16 mg cn a mg/ml basls) prnduced
a feductlqn in terjlity demonstratzd W rdduced female conceptlon rates. A llelary dose of
100 ppm (eqlllvilent to apprnximately 10 mg/kg/day; estlmated expcsure aqprpxlmately
6 tlme; th, recnmmendnd htlman dally stlLlinitlal dnr.e of 15 mg oll a mg/mz basii) hai Iln
adeerse effect on fadlliN.

16 80W SIIPPLIEB / BTORM E ANB HM BLING
SUBOXONE sublingnal fllm is svpplied as an orange rectangtllar sudlingtlal film Wi'h 1 white
qrirtted Icgo i; child-resistarkt pclyestefltoil laminated (mtlches:
. NDC 12196-1202-3 (buprenorphine/nalnxone 2 mg/0.5 mg/film: content expressed in terms
nf free base) - 30 films per cartnn
* NDC 12496-1204-3 (buprenorphine/naloxone 4 mg/l mg/film; cnnteàt expressed In terms nf
free base) - 20 films per callon'
* NDC 12195-12084 (buprenpmhlna/nalnxone 8 mg/2 mg/fllm: ccntent expreesiid In tarms 01
ffee base) - 30 films per cadcn
* NDC 12496-1212-3 (buprennrphlne/naloxnne 12 mg/3 mgmlm; content exprassed In terms
nf free base) - 30 films per carlnn
Store at 25*0 L'IPbj, exctlrsîons permitted to 15-30*C (59-26*F) Isee USP Ccntmlled Room
Temjerature)
Patlecl: ZhtwSG bt atlvlced tq Gtcfq bllpfqlwfihlRe-cqctalqlqg medlcatloq: :tfely :;(i cut qf
slgllt and reach cf chlllren.
Bx only
17 PATIENT COUNSELIHG IKFORMJTION
See FDA-appmvz patipnt Iabeling (Qedication Guide)
Patients shnuld be advised N0T tc ctlt, chew or swallcw SUBOXONE sujlingual 51m.
17.1 Sala llse .
Refcre Icltlatlng trFatmint *1th SIJBOXONE, explaln tl,e pnlnts llsted helpw tc careglvel
and patlenls. Inqtruct patlents ta raad the Medlcatlen Glllde each tlme SUBOXONE IB
lispensed decause new' infcrmatlnn may he avallable.
* Ntienls shotlld be Wained that il is etremely dangerous tc self-administer ncn-presclibed
tzfqcdlulrpdfses nr cther (AS deprtssants (incltllirlg akchd) whilq taklng SUBOXQNE
sublingual film. Patients pfescriked denzndlazeplnes nr Qthar (As depressants sbatlld le
catlticned to usa them only as directed W their physiclan. (s'a: WalWzgs and Precautloas
(5.23, Prl/p Ilderadlans (7.321
. Patients shculd be advised that SUBOXONE sublinjtlal film cnntains an apiaid that can le
a target f0r jeogle wh0 abtlse prescriqtion medicatlons or street lrtlis. Patients should be
cauticned 10 keep thelr films lrl a safe place, and ttl prptect thùm lfom theh. '

. Patlants should bd instmcted tn keep SUBOXONE s'tlblingnal film in a sectlra place, out
nf the sight and reacb cf cbildren: Accldental cr deliberdte irlgeestiarl W a child may cuse
respiratory deiresslon that rran result in 10th. Patlents should be alvir'ed that if a cbild
is expnsed tc SUBOXONE sublicpual film, madical attention shoald te sougllt immeliately.

@ Patlents shnuld 1e advlsed flaverto give SUBOXONE subllngual film to anynne else, even If he
nr shd has the same signs and symptoms, It may catlse harm nr dealh.

* Patients should de advised that selling or giving away lhis mediraticn is against the Iaw.
* Patienls shoull be rauticrled that SUBOXONE sublingual film miy iilpair 1he mental cr
physical abilities reqtlirel fnr the perfnrmance of poterllally danjernus tmks such as lrivlng
nr operdtln; machlnzy. Cautiarl shntlld be Kken especially dtlnflg lrtlg Induction and dose
adjustmantand antl! lndivldtlals'are reastmablg certaln that btlprecnrphsne therapy (1th*.1 nct
adverselg affect thelr ability to enpage ln sllclt activities. Is'e Fzrrl/nl,v apd Frpcal/t//n.r
(5. 7 1))

* Patients should je advisel n0t to change the dKage of S0B0X0N2 stlblingual lilm wlthcut
constllting thbir physiciarl.
@ Patlents shntlld be advised tc lake SUBOXONE sublingtlal (IIm cnce a dayk
. Patienls shnuld be infnrmed that SUZOXONE sublingtlal fllm can callse drug depenlenze
and that withdmwal signs and symptoms may uccur when the medication is discontinued.

* Patlenl seeklnp t0 dlscnntinue treatment With buprcrlBrphlne fnr cpinid deiEndence should
be advised t: wnrk clnsely with thelr physlcian (m atapnring schedule apd Should de appriszd
nf the iotential tn relapse to llllcit drtlg tlse assnciated *1th liscnntintlatian nf opioid agcllist/
partlal agtmtG.t medlcalitm-aui:ted treatment
. Patients shnuld ba catitiorled that. Ilke nthef opiqids, SUBOXONE subliniual film may prcdtlca
nrthnstatic hypctensiéri ii arribtilatofy individtlals.'fsée Waraings and f'rt'tœll#(?l?s'. (5.1221

. Patients shoull infnrm thelr physiclan if any other prescriptldn mzdlcaticns, tper-the-
cnunter medicatlonsl nr herbil.preparatinns are prescrlbed cr cufrently bzing used. (see
JJpp latqractiaas 42 1, ZZ!' and ZJJ

. Wcmen ()f childdearing potential who become pregnant or are planninj to beccme pregnant,
Shotlld de advlsed tn consult tlleir physician regarding ltle possible elfecls nf using
SUBOXONE sublînpual film dtlring preânancy. Iset PSe 1-a Spec//fc Paplllatîalls r#, 01

* Patients shculd ba Wamed that buprencrphine passes lnto breast milk- Breast-feeding Is nût
advisel in mathers trealed wlth btlprenorphlne prcducts. Isee 1./s: ia Sp:cxc Poptllatinas
(8.321. ' ' . .
* Patients stlnuld infcfm their family members that, In the event of emergency. the treating
physician cr emerqency mnm skff should lle informed that the patient Is physicallydepenlent nn an nptnid and that the patlent is deing tfeated.with SUBOXONE subllngual film.
* Refertn lhe Medicatiun Guidefnradditional irlformaticn regarding thecouflseling iaformaticn.

1-1202-019-2)5-0312

Manufactured f0r Reckltt Benckiser Pllarmaceuticals Inc.,
Bichmnndv VA 23235 W:
Mnnoscl Rx1 LLC,
Warren, NJ 07959

astfjbtlted tyReckitt 8encklser Pharmaceutlcals 1nG.
Blchmcnd, VA 23235
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EXHIBIT D

10/26/2010

BuprenorpM ne Pilot

Project with Parolees in
Illinois: Early Results and

Lessons Learned
Dcna Howell-m x  M aan ger cf Addicuon and

Recovery service
Janelle Prueter, DPKtOr-TASC Correcqons Program

Arturo Valdez- HAS

GOALS

x Explain the prœess of gaining acceptance of
Medication Assisted Treatment as a viable
eeatment option within the criminal justice
system

w Share the lessons Iearned as pilot program
implementation moved fonvard

. Identify strategies for improving outcomes for
M AT for opiate dependent parolees

PARTNERS
w Reckitt Benckiser Pharmaceutical Company
. HAS- Healthcare Altemative Systems
. TASC- Treatment Altcrnatives for Safe
Communities

. Haymarket

. W estcare

. D oc-including Sheridan Correctional Center,
Parole, Plactment Resource Unit, Addicdon
M anagement and Recovery Services
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EX HIBIT D %

10/26/2010

PROCESS

. Building on an existing strucmre to expand
successful programming for m OC parolees
leadng one of the national mY el programs-
Sheridan Correctional Center

. Reentry Progrwnfouncil

. Nm A- CJDATS Program

PROCESS

x Evaluation of parolee success in the
community

. Longitutidinally, Opiate addicts were found to
have some of the loWlt success rates in the
transition from facility based treatmect to the
community

. Utilization of exiiting parmersf supportcd by a
grant from Reckitt Benckiser lo develop
alternative progrmnming options

IDOC

. Sheridan has 950 totally dedicatM subsunce abuse
teatment beds at Sheridan witll another 100 PreT
reatment and 206 tre Release beds on sîte for
offypderj eltiler gettlng ready to tranmihon to the
commumty or move into the eeatment.

. Safer proddes Job creparednms training,job
coachlng, and vœ ahonal sem ce,s

. TASC provides the pre relmase clinical caje
management and hmer Clrcle groujs on slte

. Both Safrr and TASC focus the malclit.y of their
serviFes toward the end of an offender's stay at
Shendan

2
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IDOC

> Already investe,d in evidence based practices
and exploring ways to improve outcomes as
offenders transidon into the community

. 6 years worth of research on tbe National
Model Trea% ent Proglam at Sheridan

x Pm nerships betwcen D OC, TASC. SAFER,
I'IAS, and Haymarket already in existence

x H ssons already learncd and shared

IDOC

. Sheridan parolees have a significant amouct of
services available to them in the community

x TASC provides the clinical case management
both pre and post services for Sheridan

. Westcare provides tlle ''in-house'' substance
abuse treatment for offenders and is part of the
process to makc clinical continuing care
recommendations for offenders paroling to the
community

TASC

. Responsible for providing clinical reentry
management bath pre and post relece

. Involved in advocating for medication assisted
therapy for offenders struggling with opiate
addiction

. The bridge for offecders leaving Sheridan and
transidoning to the commurlity

w Monitors parolees' progress in truatment in the
ccnzmurlity
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10/26/2010

TASC

. Advocate for treatment
w Case manager that works with individual
parolees to ensure that they follow their
discharge summe  and hulp podify
programming whe: things are not working

. Explores wi* parolees other options for
progrlm m' l'ng

. A partner along with parole. PRU. the
conmmnity eeatment providers, and SAFER

HAS

w A community based jubstance abuse treatment
agency already famillar with both the
treatment population and the treatment regime

. HAS has contracts with both IDOC and TASC
to provide substance abuse treatment for
parolees

. 35 years of experience in the treatment of
addiction

I

HA g RXy:T

. Contracted by m OC to provide an array of
treatment sewices to parolee,s

. Mready using Suboxone in the detoxitkation
of opiate-dependent offenders.
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A New Treatm ent M odel
lncluding T

. n e population included opiate affected fonner
offenders released from Sheridan that relapsed
during or following a course of community
based treatment.

. Offenders motivated to chuge and s% ggling
in their recovery.

x YASC staff and/or parole agents mcet with the
offender to tnlk about the option for treatment
combined with M AT-suboxone.

A New Treatment M odel
including M AT

. Those that agreed to participate in the pilor
either entered detox at Haymarket or began
induction to suboxone at I'IAS.

. Treatment services and medkation
management conducted by HAS.

. TASC continues to provide intensive case
management services coupled with supervision
by parole.

TIIE PROCESS

T.AS.C. ,

: -

H.A.S Ha> rk'l
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Suboxone Induction & Stabilization

. Adminùtercd whqn an opiuid-addicted individual has mild
to modcrace wlthdrawal slzmpcoms

. lndividual is scen by rhe Doctor and Nursc for first tlosr in
the omcc

* Indlvidu:d i.s Llwn a csstd immvdiatdy or within a fttjv
hout.s ot- c/ccrs

. Prescripcion is glven evendlog until thc ne= appoîntment
m Adjusuzwnt pcriod until scabilized
w Enter padcnt educaccon and pshcho-social phxe

Ouo dentpsychom àl Fx zmewê

1. Tâlnlflng/or Chgpge
> National hstitme of Correctlons f-ognltlve
Behavloral Currlcelum

ll.strltegres prselflmprovement and Chfmge (55C)
(.., . aw-o owoeow w re

>' Chemlcal dépèndency Treatment I
>. Crlmlnogenlc nlskand Needs Emphasls

lll.Rellpse Prevepe a S'wv- &wakwv-.v..- r..t.ne.gs- v.-
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E %  F
47 year QM AfricM Americcn Mëe:
Reeovere Ca1tu1: sœ rllvlngenvimgmenqpxlkiparzin !2 szpgmups.
uted lteptlv: :u. lmatmefl! aloumcnt; pllrt-time employmrns, $:me
fnmlly svpptm

œ attfedo. 'es PrDI'M Chall- u:
. 20y:1r1u:101.y herain/cxatczuse
. Relpsed 5 monthsmx mlea
. is4lwmlmmltpio tpwiîua 13 mnn!h
. Acuteepislxsezortlrpreulnl

A bnlmy 1* xftnal çimmunîcatloqfrom TM C
- S=n by i1M  neztday
-lnduçtion 1/ dose : m: Rbraaly l l*tinclusiNe nf neoumelu, phy&ical)
- 2 Irlote uxœrfollaw :ps
- Tmalment pmitipatlon stalled Mm k 15%%1 dld rltlt celnplzzdue tQ (mgning
lrzn&ptlrrMillnlqtx'u. Comple2d55 hours ort-nlmenl

C E S F

Prior case continued:
Current status;
Client continues on suboxone and I)as had some ups and
downs related to continued use. Mostly recently is
drug free and continuing suboxone.

C E S r
40 year o1d African American Male:
Reason for Referral: Clienl was AWOL from parole aqd TASC
for 3 months. When found, almitted daily use of oplates.

Rectwerv Canital:
Married 14 years. lligll school diplomm primary care dtxxor.
hlgh level orawareu%s of drug challeagea. p' revious
successful treatmentcompletions, employnwnt skills, also
aware ef triggers. Eagaged ln proces arld willingness to
pc icipale.

Cbaracterl jlcs of Dnm ChallepzG;
13 year heroln use history
Client dropped out suddenly aher completiag 15 hours of
treatment and înklng subexone conslslently
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10/26/2010

C E S F
. Inducled into the Suboxone progrmn M= b of 2010.
. Smlggled iitially witb bolb treatmenl compBance and abstalning
from othe.r (lnlps (cxaine and markuana):

. M mitled to Detox at Ham arket; and stepped down tluough
Haymarkel zs Residentgal Pregram fer 22 days arld then to
Ham arket's CP Program (90 day recovery home).

. Participaut has since been stepmd down ea his medicauon
dœage, lt) whcre now, he ne ltmge.r takes Subexose.

w Ht suggested asuboxoRe SupportGroup for umclients currenuy
in lhe prugram stating thty hlwe shriilar backm unds ldrug and
criminal) whfch currently meets one time per week-

. Participan! completed eeatmtnt at H.A.S. aI!G blkg begun working
wif.ll tlle Departmenf of Strects and SailaKon.

LESSONS LEA ED
. Educating al1 involved systems, staff and
offenders on the role, purpose. and intentions
of MAT is critical:

x Understanding the role and significance of
treatment comblned within MAT needs to be
defined early on in the process.

. Continuity of contact over time with al1 team
members and participant is vital to
prevention, intervention, and ongoiag
parlicipation.

LESSONS LEARNED
. Focus on a very diffkult to treat population
that bad alreadjrelapsed and in jeopardy of
remming to pnson.

8
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10/26/2010

NEXTSTEPS
' 

. Modify criteria lo determine most appropriale
participants for the propam

. Intoduce provam and educate potential participants
while in reentry phase of incarceradon.

. Introduce MAT ccmbined with apprcpriate teatment
services immyiately following release from prison

. Incrcase education lo parKdpants . their families and
st&ff regeding M AT

Next Steps
* lncrease restmrces and eXP3JId reCOVCry
ini:ation and planning for participants witlzin
the community to address the multiple
challenges people face such as vocational
training, education, employmenq housing, and
recreation.

NEXT STEPS
x Create a more effkient data access system ro
the participants :le by a11 pnrtners.

. Create an participant advisory council
comprised of current and discharged MAT
clients to serve as adjuncts to direct service
staff (peers).

w Increase telephone recovery check ins and
follow up (rapid, assertive, and ongoing
engagement and communication).

9
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EXHIBIT G

1 ' linical ottage Sounse or s e
1205 MOG GOMERY PLAM .SUITE # 3

ASHLAND. KY4l10l
PH: 606-329-0727 FX: 606-3:9-1327
BUSINESS LICESSE ID# BL-20l1-l2

GROUP NPI # 1831366327

Jadc A. Maddym MA. LPCC. NCC / Executive Diredor I
Past Presldent orthe Kentucky Counselor's Assnclgtion

Dr. Rodncy Croclq Board Certified Family Practice, Expect in Chemlcal Dependency Treatment
DEA XC # XC832464, NPl # 1891738357

April 4, 2013

To W hom lt M ay Concern:

The preferred medication (buprenorphine and naloxone tablet) that is recommended by this
patient's insurance company is not acceptable.

This tablet is unacceptable due to patient risk of m isuse, abuse, and diversion. I am
recommending the patient use Suboxone Snblinaual Film Therapv.

Sincerely,

Dr. Rodney Crock

Counselor's Clinical Cùttage, PSC Page 1
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