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In Vitro Tamper Testing
Studies

Pharmacokinetic Testing

Abuse Potential Studies

Evaluate the physical and chemical
properties of the reformulation

Determine the bioavailability and
pharmacokinetic profile of tablets
administered intact and manipulated
{orally and intranasally)

Examine various subjective measures
related to liking and abuse of the
reformulation

Epidemiclogy Studies

Assess real-world impact using post-
marketing outcome data

CONFIDENTIAL TREATMENT REQUESTED
NOT FOR CIRCULATION/COMMITTEE MEMBERS AND STAFF ONLY

PURDUE-COR-00014451



‘re-Marketing o

= [valuate the physical and chemical
properties of the reformulation

Laboratory
and Extra

= Determine the bicavailability and
pharmacckinetic profile of tablets
administered intact and manipulated
{orally and intranasally)

Pharmacokinetic
Studies

= [xamine various subjective measures
related to liking and abuse of the
reformulation

idemiettgy Studie = Assess real-world impact using post-
marketing outcome data

Post-mark
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- Tier 1: The product is formulated with physicochemical
barriers to abuse

- Tier 2: The product is expected to reduce or block effect
of the opioid when the product is manipulated

- Tier 3: The product is expected to result in a meaningful
reduction in abuse

- Tier 4: The product has demonstrated reduced abuse in
the community
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]

« OxyContin: Supplement with epidemiology data / claims —
timing TBD

* Targinig NDA (2013)
 Hydrocodone NDA (2014)
* Abuse Deterrent IR oxycodone NDA (2015)

Confidential
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Epidemiology Program Update
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Abuse and misuse Clinical outcomes

' Routes  Usage/ icti
Studies demnd Addiction Overdose Death
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Abuse and misuse Clinical outcomes

i Routes  Usage/ icti
Studies demnd Addiction Overdose Death
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&

Reduced abuse relative to original OxyContin (consistent, durable)

&

Reduced diversion and “doctor-shopping”

@

Improved safety for patients

&

Improved safety from accidental exposures

Proof of concept for abuse-deterrent tablets demonstrated

*OxyContin and other prescription opioids remain subject to abuse

Confidential
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« Abuse Deterrence — Mitigating abuse / misuse while ensuring
access by legitimate patients
— 2005 - ORF design target defined
— 2006 - 2009 ORF development
— 2010 - 2012 ORF epidemiology program designed and conducted
— 2013
« Significant impact of ORF on abuse recognized
« Precedent — setting labeling achieved
- Balloon effect confirmed
* Need for all opioids to be have abuse deterrent properties
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Blue Sheet
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Abuse Deterrent MS Contin® Agenda

March 21, 2013
m ER Morphine Market

m ER Morphine Abuse

m Abuse Deterrent Technology

m Abuse Deterrent Technology Grunenthal
m Development Plan and Timeline

m Commercial Opportunity

m Risks

® Summary

1
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Why abuse deterrent ER Morphine?

m ER morphine appears to be less abused than Oxy IR,
hydrocodone — APAP or OxyContin — but is still substantially
abused. That abuse will likely increase as abuse deterrent
versions of oxycodone IR and Opana are introduced.

m ER morphine is abused via injecting or snorting — both likely
made more difficult in an abuse deterrent dosage.

® ER morphine is currently ~30% of all long acting opioid
prescriptions —so is an important part of an abuse deterrent
opioid strategy.

m Any governmental regulations in favor of abuse deterrent
opioids will almost certainly pertain to ER morphine.

2
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Why Purdue/Rhodes is in a unique position to develop and
commercialize an abuse deterrent ER Morphine?

m Purdue has a successful track record developing abuse
deterrent opioids, collecting and disseminating meaningful
abuse deterrent data and obtaining timely FDA approval.

m An abuse deterrent ER Morphine would become part of
Purdue’s portfolio of abuse deterrent products — OxyContin,
Targin, ER hydrocodone and IR oxycodone.

m The MS Contin NDA — owned by Purdue — should enable
Purdue to more readily disrupt the market.

m 50% of ER morphine prescriptions are written “MS Contin”.

m Rhodes 37.4+% (Q1 2013) market share in ER morphine
enables an early and substantial entry of an abuse deterrent
ER morphine into the generic segment.

3
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ER Morphine BID Market - 2012

\} ** Based on Rhodes 2012 pricing.

6.2 million 100-tablet bottles - 210% compounded growth
over last three years

99.5% generic

Suppliers include Mallinckrodt 42%, Rhodes 30%*, Par 15%,
Mylan 8% and MS Contin brand 0.5%

Generics sales price is approximately 5% of brand WAC**

Sales - all competitors - at generic prices are estimated at
S113 million**

Gross margin is likely in the 45% range, so gross margin — all
competitors — is approximately S51 million

At brand net pricing, this would be a $2.7 billion market

Nearly 50% of prescriptions are written “MS Contin” —so the
brand name has significant recognition —an untapped value.

* Rhodes Q1 2013 market share is 37.4%.

4
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ER Morphine BID Market - 2012

m ER Morphine OAD Market 2012

L

Kadian, Avinza and Kadian generics have, in total, annual
sales of S300 million.

m Embeda

L

L

L

OAD morphine with sequestered Naltrexone
Developed by Alpharma and King and now owned by Pfizer

Sequestered Naltrexone is released when the product is
crushed — giving the product abuse deterrent properties

Sold as a brand with peak sales in 2010 of $67 million

Withdrawn in 2011 due to stability requirements not being
met

No sales in 2012 — return to market date not announced

5
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ER Morphine Abuse

ER morphine is less abused than Oxy IR, hydrocodone-APAP or OxyContin — but is
still substantially abused.

ER morphine abuse did not increase in the years after introduction of
reformulated OxyContin. Opana ER and oxycodone IR appear to be the primary
replacement.

With the introduction of the TR Opana and expected Purdue / Rhodes of TR
oxycodone — abuse of non-TR ER morphine is likely to increase.

Approximately 50% of people who abuse ER morphine do so via injecting and 29%
by snorting, both modes that would likely be made much more difficult in a TR
platform.

ER morphine could reduce patient errors and accidental exposures in children.

Conclusion:

An abuse-deterrent formulation of ER morphine appears to be an important
opportunity because ER morphine is quite widely prescribed, its use is increasing,
the rate of abuse is about average within the opioid class, and ER morphine is
abused by injecting and snorting.
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Abuse Deterrent Technology - Options

Options:
1.  Rhodes gastric release — concept stage — not yet developed.
2. Purdue internal development — concept stage — not yet developed.

3. PEO hard tablet — OxyContin-like formulation:
Requires license to Grunenthal IP. Concept proven with OxyContin. Morphine
ER formulation in development in Cranbury. Likely good abuse deterrence.

4. Grunenthal melt-extrusion INTAC TR technology:

Nucynta and Opana like formulation. Would require license to Grunenthal IP,
new manufacturing technology and $18M capital. Complex situation with IP
ownership. Likely good abuse deterrence.

Recommendation:

#3 as it is a proven technology, no new capital, lower COG than #4,
simplified manufacturing and scale-up, Purdue would control the
development and control over IP.
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Commercial Opportunity

m The ER morphine BID market is high volume and very low
margin.

m The investment required to develop an abuse deterrent

product is supported by an expectation that the new offering
will disrupt the market as follows:

o The old MS Contin NDA would be withdrawn

o The new product would be named MS Contin, have its own NDA, its
own National Drug Code number, have no generic equivalents and
benefit, at least partially, from 50% of ER morphine scripts written “MS
Contin”. Rebating and patient copay assistance would be likely.

o The FDA could require all old formula generics products to leave the
market in favor of the abuse deterrent formulation.
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Commercial Opportunity

Market Disruption Scenario — Purdue/Rhodes* combined:

ill 20% of scripts
ontin for 3 years

ate: then return to
et share and rebate

eneric price 394

% to 10% of WAC

ot Sales
0ss Margin

e the potential benef
le technology license

ese, see full P&L.
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L
€ 5.5 million

$28.4 million

52.0 million

5% <$150 MM sales
7.5% 25150 MM sales

2016
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Summary:

m Abuse deterrent MS Contin represents a significant
commercial opportunity.

m The Grunenthal patent technology may enable
Purdue/Rhodes to be first to market.

m Purdue (with the NDA) and Rhodes (with 37.4% generic
market share) are in a unique position to develop this
opportunity.

Recommendation:

®m License Grunenthal patents, develop and launch an abuse
deterrent ER morphine.

11
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Backup

m Term Sheet Key Terms

m ER Morp
m ER Morp
m ER Morp

nine Market
nine Market Projection

nine Pricing

m Regulatory Strategy

m Protection/IP

m Scenario

P&L’s

m Development Budget
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TERM SHEET SUMMARY
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Proposed Grunenthal ER Morphine BID Term Sheet

m Products —
o MS Contin and related AG and ANDAs

m Purdue Territory —
o Worldwide except EU, Latin America, and Australia
o Brazil, Mexico, Columbia, Australia Option (expires 6 mos. After U.S. NDA approval)

m Term — Later of: (A) Last-to-Expire Patent or (B) 10 Years from 1st Commercial
Sales

m Right to Sublicense 3rd Party Distributors

m Purdue Responsible for NDA

m Purdue to Use Commercially Reasonable Efforts to Develop and Commercialize

m Development & Regulatory Costs — $28.4 million, Purdue to fund

m Manufacturing —
o Purdue to manufacture for Grunenthal’s sale outside of Territory, if possible

m Grunenthal has a right to refer to Purdue’s NDA outside of the Territory

o Purdue receives a 5% royalty on Grunenthal’s gross margin outside of the Purdue /
Rhodes Territory

14
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Proposed Grunenthal ER Morphine BID Term Sheet
(cont’d)

m Payments by Purdue—
o Up-front - € 5,500,000

a 1st NDA approval in all dosages - $2,000,00

o Royalties -

B MS Contin New and Rhodes MS Contin -
L 5% of annual Net Sales < $150,000,000
L 7.5% of annual Net Sales > $150,000,000

B Authorized Generics sold by 3d parties —
W 2.5% of annual Net Sales < $150,000,000
W 3.75% of annual Net Sales > $150,000,000

B Royalty Rate Reductions

J 20/30/40/50% reduction based upon IMS share of 3d party unauthorized generic
if (A) all orange-Book listed patents have expired or (B) the unauthorized generic
(i) is a tamper resistant AB rated generic and (ii) was on the market for > 6 mos.

15
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IER Morphine Market

1X Per Day Morphine

Manufacturer {Product}
ACTAVIS
KADIAN 669,201 569,677 535,403 217,986 | $266,623] $264,758| $265,964 $102,107 393,448 338,892 309,629 110,786
MORPHINE SULF {Generic Kadian} 6,866 183,522 $10,327 $72,522 14,820 113,576
Actavis subtotal 669,201 569,677 542,269 401,508 | 5266,623| $264,758| 5276291 $174,629 393,448 338,892 324,449 224,362
PFIZER
AVINZA 545,856 387,391 297,807 233,887 | $166,945| 5134,886| 5115,367 $89,192 227,537 164,080 131,217 92,988
EMBEDA 14,461 149,938 36,054 5 $11,169 568,164 $17,509 $2 18,392 107,862 26,371 2
Pfizer Subtotal 560,317 537,329 333,861 233,892 | 5178,114| $203,050| 5132,876 589,194 245,929 271,942 157,588 92,990
WATSON LABS
MORPHINE SULF {Generic Kadian) 3,473 74,598 5,395 $43,826 7,455 63,906
Watson Subtotal - - 3,473 74,598 S0 S0 55,395 $43,826 - - 7,455 63,906
Total 1x Per Day Morphine 1,229,518 1,107,006 879,603 709,998 | $444,737| $467,808| $414,562 $307,649 639,377 610,834 489,492 381,258

2X Per Day Morphine

Manufacturer
AUORTHO LLC
ABG LABORATORIES 9 1
AMERICAN HLTH PKG 22 652 $97 $551 - - 2,028 11,319
BLENHEIM PHARMACAL 1
BRYANT RANCH PREPK 1
DHS INC 1
DISPENSING SOLUTIO 17 3
ENDO GENERIC PROD 1,343,100 1,243,901 1,164,268 533,998 $54,001 $45,388 $44,179 $12,504 1,201,825 1,076,004 1,157,652 304,902
ETHEX CORP 102,165 5,411 1,582 296 $815 $26 $3 $0 23,810 1,161 68 12
LIBERTY PHARM 20 5
MALLINCKRODT 1,358,869 1,524,116 2,316,601 3,512,872 $49,804 $49,082 $54,026 $72,789 1,374,209 1,618,383 1,897,184 2,417,335
MYLAN 13,171 588,709 $4,147 $25,108 - - 43,150 482,987
NUCARE PHARM 1 2
PALMETTO PHARMA 6 1
PAR PHARM (Watson) 1,745,940 2,329,932 614,780 15,944 848,491 $57,060 514,411 $89 1,513,532 1,844,787 437,826 832
PD-RX PHARM 1 3
PHARMA PAC 8 20
PHYS TOTAL CARE 10 4 1 2
PURDUE PHARMA (MS-Contin} 37,891 28,331 23,283 20,179 $19,933 $16,440 $15,243 $12,959 53,499 39,280 33,607 25,429
QUALITY CARE PHARM 18 18 26 11
RHODES PHARM 1,678,860 1,851,079 $43,401 $55,836 - - 1,538,130 1,648,817
STAT RX USA 3 [3
TEVA PHARMACEUTICA 26 2 2
VIBRANTA 34 7
XANODYNE PHARMA {Oramorph-SR} 17,922 11,011 4,726 230 $6,301 $3,759 $1,211 $3 103,687 54,271 10,532 19
2x Per Day Morphine Total 4,606,028 5,142,745 5,817,335 6,524,025 | $179,345| $171,755| $176,718 $179,839 4,270,562 4,633,886 5,120,176 4,891,653
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ER Morphine BID Market Projection

Bottles (000s)

Assumptions:
2012 Actual: 5,336,348 100-ct bottles
Growth: 2% p.a.

533

2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022
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Purdue and Rhodes 2012 Pricing

Purdue Rhodes

Brand Generics

Bottles of 100s (avg) Net Net
MSERBID  15mg $ 1460 $ 8.4
MSERBID  30mg $ 2773 $ 13.8
MSERBID  60mg $ 5412 $ 19.9
MSERBID  100mg $ 8012 $ 34.6
MSERBID  200mg $ 14674 64.0
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Regulatory Strategy

m File abuse deterrent ER morphine as a new NDA.

m Launch the new NDA as a replacement for and
with the MS Contin name (same strategy as
OxyContin).

m Seek abuse deterrent labeling — likely delaying
new generic competition.

m Encourage FDA to remove non-abuse deterrent
products from the market.

19
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Potential Protection/IP for Proposed ER
Morphine Bid Abuse Deterrent Product

Hard Tablet (OxyContin 3 Years from NDA Until March 2, 2019
like) PEO Formula Approval (New Dosage (McGinity,
Form) U.S.P.N.6,488,963)

20

CONFIDENTIAL TREATMENT REQUESTED PURDUE-COR-00014488
NOT FOR CIRCULATION/COMMITTEE MEMBERS AND STAFF ONLY



Disruption Scenario

P & L’ s Brand used to fill 20% of scripts written MS Contin for 3 years with 40% rebate; return to original market
share and rebate. Authorized Generic price increase from 5% to 10% of in year 3 WAC

PROFIT AND LOSS STATEMENT 2013 2014 2015 2016 2017| 2018 2019 2020
Net Sales
Purdue brand net sales, $000s 11,235 11,803 12,402 191,883 201578 211,806 15,108 15,871
Purdue/Rhodes generic net sales, $000s 32,427 33,073 33,739 34412 35,098 105903 108,014 110,167
Total Net Sales $ 43662 $ 44876 $ 46141 $ 226294 $236676 $317,709 $123,121 $ 126,038
Cost of Goods
Purdue brand $000s 219 224 228 5711 5,825 5,943 247 252
Purdue/Rhodes generic $000s 17,725 18,079 18,443 18,810 19,185 28,135 28,696 29,268
Total Cost of Goods $ 17945 $ 18302 $ 18671 $ 24522 $ 25010 § 34078 § 28943 $ 29,520
Gross Margin
Purdue brand $000s 11,016 11,579 12,173 186,171 195,753 205,863 14,861 15,619
Purdue/Rhodes generic $000s 14,702 14,995 15,297 15,601 15912 77,768 79,318 80,899
Net sales royalty from 3rd-party generic 10.0% of net sales, $000s 3177 3,240 3,305
Total Gross Margin $ 25717 $ 26574 §$ 27470 $ 201,773 $211,666 $286,808 $ 97419 $ 99,823
Gross margin as % of net sales 58.9% 59.2% 59.5% 89.2% 89.4% 90.3% 79.1% 79.2%
Total Operating Expenses (before financial deal terms) $ 4267 $ 9786 $ 12569 $ 16,023 $ 11013 $ 14659 $ 5903 $ 5772
GRT Financial Deal Terms
Total Milestones (P&L) $ 489 $ 489 $ 489 $ 623 $§ 623§ 623 § 623 $ 623
Total Royalties $ - $ . $ - $ 13222 $ 14001 $ 21667 $ 7776 $ 7954
Operating Profits before Taxes $000s $ 20962 $ 16299 §$ 14412 $ 171905 $186,030 $249860 $ 83117 §$ 85474
21
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Development Budget

Non-Clinical * 7,787 182

1,350,000

Total Outsourced Costs $23,687,182

*Data Source = Formulation & development of a tamper-resistant bic-equivalent MS Contin budget estimate

22
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I ER Morphine Abuse

Brand ER Morphine Routes of Abuse and Numbers of Abusers by Specific
Routes in the ASI-MV NAVIPPRO System of Substance Abuse Treatment Centers

Distribution of routes of administration reported by individuals within the ASI-MV network who
reported past 30-day abuse of OxyContin and comparators (10/1/2011 - 9/30/2012)

i Original
OxyContin OxyContin Single-entity Hydrocodone IR & .
oxymorphone Morphine ER

{original} oxycodone IR combination ER*

{reformulated)
{n=870)

(n=1,732) {n=1,660) {n=1,951) {(n = 6,092)

1.1 164 2.7

Note that categories for route of administration in the above table are not mutually exclusive and do not sum to 100%.
*Percentages for the routes of administration categories for original extended release oxymorphone are presented as the
guarterly average for the baseline period.
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TAB 5

CPAM: 381979.3
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