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Introduction

= Background and Statistics

= Reqgulatory Control

= Methods of Diversion

= Internet Diversion

= Commonly Diverted Pharmaceuticals
= Steroids/hGH

= Dietary Supplements

= Salvia Divinorum




-
¥ ..Inu.q.-l
1|__|__ oL
.._-.-__..-._-..-

W R i o T el o e e

(R ™ %

The 1960's

Seconal

Marijuana

Dexedrine
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Meprobamate



The 1970’s
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T’s and Blues , 4’s and Doors
(Talwin and Pyrabenzamine) T h e 1 9 8 O S Tylenol w/Codeine and
Doriden

ORTHO-MCNEIL PHARMACEUTICAL

No. 3 300 mg/30 mg

No. 4 300 mg/60 mg

Tylenol® w/Codeine
(acetaminophen/codeine
phosphate tablets)

o §

Hydromorphone
Cocaine




The 1990’s

Oxycodone

160 Mg

Methamphetamine

LoXyCodone HCL)




2000

Hydrocodone

PHARMACIA & UPJOHN P. 2294
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29* 025 mg 55*0.5mg 90* 1 mg

-I 94* 2 mg
. . . . ‘ Photo rrnfnatr;z);ts\ﬁ:g;ﬁ:g::inllemmnca {g}
r
. . . “ Alprazolam

n
Flunitrazapam

(Rohypnol)




Scope and Extent of Problem
2004 2007

0.3 million = 0.35 million Sedatives
~ T
i lieEE Stimulants

1.6 million | 1.8 million @ Anti-Anxiety Medication

1.2 rrlllion)

4.4 million ' 5.2 million Narcotic Pain Relievers

Source: 2004 and 2007 National Survey on Drug Use and Health



Teens and Their Attitudes

Partnership for a Drug Free
America Study

= 1In 5 teens report abusing
RX medications to get high

= 2 in 5 teens believe that
Rx meds are “much safer”
than illegal drugs

= 31% teens believe there’s
“nothing wrong” with using
Rx meds without a
prescription “once in a
while”

= Nearly 3 in 10 teens
believe Rx pain relievers
are not addictive




Regulatory Control



Controlled Substances Act
of 1970

Established a “closed system” of distribution
Five “schedules” of controlled substances

Created the Compliance Program (1971) to monitor the
legitimate manufacture and distribution of controlled
substances

Clearly differentiated controlled substances from other
“legend” drugs handled under the FDCA

Authorized DEA to register dispensers, practitioners and
pharmacies

CSA/Regulations address creation, signhature, retention of
prescription/records



Prescription Requirements

Schedule Il | Schedule Il | Schedule IV | Schedule V
Written Yes Yes Yes Yes
Oral Emergency Yes Yes Yes
Only*
Facsimile Yes** Yes Yes Yes
Refills No Yes# Yes# Yes#
Partial Fills VST Yes Yes Yes

*  Must be reduced in writing, and followed by sign, hard copy of the prescription.

** A signed, hard copy of the prescription must be presented before the medication is dispensed.

*** 72 hour time limitation.

# With medical authorization, up to 5 in 6 months.




Prescription Drug Monitoring Programs



39 States with Legislation Enabling a Prescription Monitoring Program
29 Operational — 9 Enacted Legislation Only
{as of June 2008)

Electronic

-

- COVERED = EN:

1 C

2 ARF Electronic CI-W 2008

3 S Electronic C TI-TV Jredy 2005 2007

4 CA Single copy serialized, C I-1W 2005 January 2007 (1939)
Electronic

= CO Electronic O II-W 2005 July 2007

O Cr* Electronic CIT-W 2008 2007

7 HI1 Electronic C I-W 2002 July 1999 (1992 —II

onlv)

8 1 Electronic C II-V 2001 Oct 1997

] I Electronic C II-W 19099 April 2000/ Jan 2008

10 I Electronic C II-W 2004 January 2005

11 | Electronic C I-1IW 2008 2006

12 Y Electronic C II-W 1998 January 1999

13 KS* Electronic C I1-TV 2008

14 LA™ Electronic C =N 2008 20006

15 ME Electronic COIl-1v 2003 July 2004

16 MLA Electronic C Il 1992 Aopril 2002

17 MAI Electronic C II-W 2002 January 2003

18 % Electronic O II-W 2005 May 2006

19 AT *F Electronic C II-111 Japm 2009 2007

20 It Electronic C I-v 1995 January 1997

21 N Electronic C II-1 2008

22 AN | Electronic CIE-1W 20004 Julw 2005

23 NH Single copy. serialized/ C 11, Benzos 1998 Julw 1982
Electronic (state issued)

2 MNC Electronic C II-W 2005 July 2007

25 MND Electronic C II-W 2005 September 2007

26 OH Electronic C I1-V 2005 May 2006

27 Ok Electronic O II-W 1990 Julw 2006

28 P Electronic CIT 1972 Late 2002

29 RI Electronic C T1-111 1997 Julv 1997

30 sSC Electronic C II-1v 2006 2008

31 T Electronic C II-1W 2002 December 2006

32 TX Single copy. scrialized/ CII 1997 July 1982
Electronic (state issued) LI-W Sepi 2008

33 T Electronic CII-W 1995 January 1997

34 WTF Electronic C II-TV 2008 2006

35 WA Electronic CII-1IY 2002 June 2006




Benefits

= The PDMP database allows investigators to obtain
pharmacy data from multiple locations without having to
visit each and every pharmacy.

= Deter and identify illegal activity such as prescription
forgery, |nd|scr|m|nate prescribing and "doctor
shopping.”

= Patient specific drug Information upon request of the
patient’s physician or pharmacist.

= Notification of physicians when their patients are seeing
multiple prescribers for the same class of drugs.

= Assists healthcare professionals in managing patient
care.



PMP as an Investigative Tool

Date filled Patient name | Drug name | Patient
address
03/10//2008 “A” APAP/Hydrocod NY, NY
one Barbituate
03/10/2008 “B” APAP/Hydrocod | Cherryhill, NJ
one Barbituate
03/10/2008 7 APAP/Hydrocod | Edmond, WA
one Barbituate
03/12/2008 )% APAP/Hydrocod | Walladlade MI
one Barbituate
03/13/200 A APAP/Hydrocod | Roanoke, VA
one Barbituate
03/13/2008 e APAP/Hydrocod Hurst, TX
one Barbituate
03/13/2008 “G” APAP/Hydrocod Pompano
one Barbituate Beach, FL

Prescriber
Info.

Auburndale,
FL

Auburndale,
FL

Auburndale,
FL

Auburndale,
FL

Auburndale,
FL

Auburndale,
FL

Auburndale,
FL




21 CFR 1306.04

= To be effective, a prescription for a
controlled substance must be issued

= for a legitimate medical purpose by an
iIndividual practitioner

= Who Is acting in the usual course of his
professional practice
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i ) Methods of Diversion

- Ztitioners / = Pharmacy / Other Theft

Pharmacists = Armed robbery
= lllegal distribution = Burglary (Night Break-ins)
= Self abuse = In-Transit Loss (Hijacking)

= Trading drugs for sex = Smurfing

= Employee pilferage " Pat'e”tS
= Hospitals = Drug rings

= Practitioners’ offices = Doctor-shopping
s Nursing homes s Forged / fraudulent /

= Retail pharmacies altered prescriptions
= Manufacturing / = Internet availability

distribution facilities




Internet Diversion



Rogue Internet Pharmacy




Checks and Balances

Pharmacist Patient




Ordering from a Rogue Site
(Historically)
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Buy Hydrocodone Online. Buy Hydrocodone Online Hydrocodone relieves pain.
Acetaminophen is a less potent pain reliever that increases .
vty freeswehs comMwdrocodones - 22k - Cached - Similar pages

Buy cheap hydrocodone Apap and YWatson online - Yicodin - Cheap ...
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Hydrocodone $20 MNow

Free FedEx Shipping on All Orders
Low Price Guarantee. LIS Pharmacy
Wity IS ARNEMacysenices. com

Hydrocodone $20 Overnight
mMedical Consultations & Free
Cwernight FedEx Ship an All Orders!
vty FefillRegquest.com

Buying Hydrocodone

Discussion forum about online
pharmacies. Learn before you buy.
FxPharmacyF ordm.com

Marcotic Pain Drugs

Hydrocodone, Vicodin, Lortah,
Ceycanting Percocet, Codeine.
witty BXplaIningmedicine.com

Save - Hydrocodone

Before you get your prescriptions
filled, read aur free anline guide.
vy infobert.com

FPain Felief Solutions
Howw | relieved

hack pain naturally
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Lnhigsed Hydrocodone [nfo

A Simple, easy to understand guide
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Hydrocodone At PrescriptionAmerica.com

Buy Hydrocodone at PrescriptionAmerica.caom. Qrdering is easy, confidential, and secure. Qrder your anline medications from a licensed
LS. pharmacist. Free Consultations. Order Today.
Ittp:iwww.prescriptionamerica.com/

Hydrocodone - COD ONLY -99% Approval Guaranteed
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Online Pharmacy Consultations
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Problems with Online Consultations

= According to AMA, this method of providing patients with
prescription medication falls well below the accepted
standard of medical care

s Forms ask for minimal information

= No mechanism to determine if questions answered
correctly or truthfully

= No explanation of risk associated with drug
= No medical assessment at all
= No follow up

e i
e

5[’\'[1 Prescription Needed & No Questions Asked . ==

Percodan Oxycodone Morphine Codeine e

Valium Darvon Hydrocodone Vicodin




Components necessary for Domestic
Rogue Internet Operation

Web Broker / Facilitator (optional)
Practitioner
Pharmacy

All members of scheme are
complicit thereby eliminating all
checks and balances

» Source of Supply

V' V. W W




V e Consumer
' \ @ Doctor
@ Internet Pharmacy

“— Domestic ‘Rx’ Flow © v com

1. Consumer in Montana @Website Server
orders hydrocodone 6. Pharmacy in lowa © shipper
approved by

on the Internet fills order and ships to
Vh‘ Physician in
NY

I C Consumer via Shipper
Sy New Jersey
=ICT

ND \MN
and returned
NV

4. Order is

SP to Web
-
Dr. Company

«\ DE

VA_XB. Approved\
order
hen sent by
Web
Company
to an

affiliated
Pharmacy.

</

2. Request goes
through Website
Serverin

WC BRIV Company
(located in Miami, FL)
adds request to queue

San Antonio, TX for Physician approval




How Regulatory/Criminal Enforcement and
Legislation Changed the Landscape



Cut off the Supply

Seek administrative action against
DEA registrants found to be
contributing to the illegal distribution
of controlled substances over the
Internet

m Orders To Show Cause

= Immediate Suspensions




The Dirty Dozen

PHARMACIES CLOSED IN 2007 Total 2006
following Baywatch / Lightning Strike Dosage Units

15,596,380

9,082,010

9,081,976

4,733,290

4,220,840

4,564,480

1,988,600

1,656,450

S (o IR e DAl s | RER RIS

2,731,420

=
=

1,962,620

=
e

793,350

|
N>

1,051,500

TOTAL DOSAGE UNITS 57,462,916




Man u faCtU rers Flow of Controlled Substags
DEA Registrants who are authorized to 00000000000 000C >
ROg ue I nte ' et P h alfm acy produce and distribute controlled substancgs. =
(1330 firms including all manufacturers yp'gmnmelmiati%eflon
S C h e m e and wholesale distributors)

Manufacturers
[Re-packagers/Re-labelers]
DEA Registrants who are authorized to
package bulk dosage units into consumer-use
size packagers and distribute to pharmacies.

Wholesale Distributors
DEA Registrants who are authorized to
distribute controlled substances.

2. RIP sends
order to

practitioner

h 4

Rogue Internet

Pharmacies (RIP) P B < Brick and Mortar Pharmacies
Website Operators who rac,tltlon ers DEA Registrants who are authorized to
Sell controlled substances DEA Registered doctors, dispense controlled substances to individual customers.
over the Internet. nurse practitioners, etc... (64,000 registered pharmacies)
These entities are who are authorized to
not registered with iSsue prescriptions ']
el iy for controlled substances. 3. Practitioner 4. Pharmacy sends
e et te e (900,000 Practitioners) sends controlled
by prescription to Substances
pharmacy directly to customer

or through RIP

1. Cust [
ol 4 e .| Customers

% the Internet coec*®’




Actions Taken

> Immediate Suspensions / Order to Show Cause
> AmerisourceBergen Corp

Orlando, FL

> McKesson Corp $13,250,000 civil penalty
Tampa, FL

> Cardinal Corp $34,000,000 civil penalty
Lakeland, FL,; Stafford, TX; Swedesboro, NJ; and
Auburn, WA

> Bellco Drug Corp, Long Island, NY
> Southwood, Lake Forest, CA

> Voluntary Surrender
> Richie Pharmacal, Glasgow, KY



Current Legislation

= Internet Legislation

mE R

S-980
H.R. 6353

yan Haight Online Consumer Protection Act

(signed by the President October 15, 2008)

Requires online pharmacies to obtain special DEA
registration

Requires identifying information to be posted on
the web site

Defines terms such as “online pharmacy” and
“telemedicine”

Expands the definition of a valid prescription to
Include at least one in-person medical evaluation of
the patient

Penalty enhancements
Reporting requirements regarding Rx sales



Ryan Haight Online Pharmacy
Consumer Protection Act

= New DEA registration requirements for all Internet
pharmacies

= Reporting requirements
= Number of prescriptions
s Dosage unit totals

= Disclosure requirement on home page
= Name, address, phone, & E-maill of all pharmacies
= Name & license # of pharmacists in charge
= Name, address, phone, degree of all physicians

= Statutory implementation 180 days from signing
(April 13, 2009)
L



Adaptation

> From guestionnaires - to asking for
medical records

»>From the doctor sending the Rx to the
rogue pharmacy - to sending it to the
“patient”

> From doctors located in other states -
to sending “patients” to doctors within
the same state

»Selling non-controlled, legend drugs of
abuse




Commonly Abused Prescription
Controlled Substances



Hydrocodone, APAP ..

> Brand Names: Vicodin®, Lortab®, Lorcet®

> “Cocktall” used by drug abusers
> Hydrocodone
> Soma / carisoprodol
> Alprazolam / Xanax®

» Vicodin / hydrocodone second only to
marijuana as the ‘drug of choice’ for teens

> *In 2004 U.S. consumed 99% of world’s
supply of hydrocodone yet the U.S. makes up
only 4.5% of the world’s population

*SOURCE: JAMA, January 17, 2007 — Vol 297, No 3, Opioid Prescriptions Soar



Hydrocodone Growth vs.
Population Growth 1990-2007

> Between 1990 and 2007

> 21% growth in population

»>Between 1990 and 2007

> Increase In the distribution
of hydrocodone

*Source: ARCOS (Date Prepared: 04/02/2008)



Top Five Prescription Drugs
Sold in the U.S. (2005-2007)

Note: Percentage change from the number of prescriptions sold in the previous years.

130,000,000
+6.9%

(By Number of Prescriptions Sold)

110,000,000
@)
S 18
90,000,000+ S o
=)
1o | o
© =
3 |
70,000,000+ = .
o
50,000,000- o S
g -
— o IR o
= < E o S
30,000,000+ N S o =1 S
© o 8 §
Lo 0 —
e} ~ i
1o <
10,000,000 -
Hydrocodone/APAP Lipitor Lisinopril Amoxicillin Hydrochlorothiazide
(GENNEIEED) (Cholesterol) (Blood pressure) (Antibiotic) (Diuretic)
Source: Drug Topics *In 2007 Levothyroxine was #5
Revised September 19, 2008 0 2005 m 2006 m 2007




Hydrocodone Distribution*
CY2000-2008 U.S. Average

Projected

GRAMS PER 100K POPULATION

* Includes sales to Retail Registrants, i.e. pharmacies, hospitals, practitioners, teaching institutions, and mid level practitioners

01/01/2008-06/30/2008



NFLIS National Data — 2006 & 2007
Narcotic Analgesics

Hydrocodone 26,017 38.85 Hydrocodone 30,504  39.66%
%
Oxycodone 19,923 29.75 Oxycodone 24029  31.24%
Methadone 7,023 %3.49 Methadone 7.496 9.75%
Morphine 3,887 8%B196 Morphine 4,202 5.46%
Codeine 2,597 3.88% Codeine 2,674 3.48%
Propoxyphene 1,488 2.22% Propoxyphene 1,306 1.70%
Hydromorphon 1,303 1.95% Hydromorphone 1.559 2.03%
Bihydrocodeine 1,290 1.93% Dihydrocodeine 957 1.24%
Fentanyl 1,270 1.90%6 Fentanyl 732 0.95%
Buprenorphine 1,113 1.66% Buprenorphine 2,094 2.72%

*Percentage of all narcotic analgesics exhibits analyzed
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Benzodiazepines

B First benzodiazepine, chlordiazepoxide was
approved for use in the early 1960’s

B Benzodiazepines, as a class, are one of the
most widely prescribed drugs in the world

B They are approved in the U.S. to treat anxiety,
Insomnia, and seizures (Sch IV depressant under
the CSA)

B Adverse effects Include: amnesia, restlessness,
delirium, aggression, depression, hallucinations,
and paranoia



NFLIS National Data — 2006-2007
Benzodiazepines

2006 2007
Alprazolam 25,617 62.85%  Alprazolam 29,353 65.83%
Clonazepam 6,755 16.56%  Clonazepam 7,014 15.73%
Diazepam 6,314 15.48%  Diazepam 6,179 13.86%
Lorazepam 1,574 3.86% Lorazepam 1,573 3.53%
Temazepam 326 0.80%6 Temazepam 295 0.66%
Chlordiazepoxide 100 0.25%b Chlordiazepoxide 88 0.20%6
Triazolam 10 0.12% Triazolam 57 0.13%0
Flunitrazepam 35 0.09% Flunitrazepam 23 0.05%0
Midazolam 12 0.03% Midazolam 10 0.02%o



Alprazolam Xanax® (£-bars)

= Drug abusers often prefer alprazolam
due to its rapid onset and longer
duration of action

= Alprazolam was ranked third in the
number of prescriptions for controlled
substances in 2003, 2004, 2005 and
2006*

= For all sales of generic o
pharmaceuticals, alprazolam was v
ranked 7th**

c-lv PHARMACIA & UPJOHN P. 2294

Source IMS Health
** Source Verispan VONA

Xanax (Alprazolam)
Photo from the Physicians Desk Reference {}



Statistical Data

B From 2001 to 2006, the number of
seizures for alprazolam increased from
17,926 to 29,143 (62% Iincrease)

B From 1995 to 2002, Emergency
Department visits involving

benzodiazepines increased 41% and from
2004 to 2005 they increased 19.4%




State and Local Seizure Data

—e— Alprazolam

—#— Chlordiazepoxide
Clonazepam
Diazepam

—*— Flunitazepam

—O— Lorazepam

—+— Midazolam

—=—Temazepam
Triazolam




Prescription Data

O ALPRAZOLAM
B LORAZEPAM
O CLONAZEPAM
O DIAZEPAM

B TEMAZEPAM
O CHLORDIAZEPOXIDE
B TRIAZOLAM
O MIDAZOLAM







OXYCODONE PRODUCTS

= OxyContin
= Tylox

Percocet

Percodan



NFLIS National Data — 2006 & 2007
Narcotic Analgesics

Hydrocodone 26,017 38.85 Hydrocodone 30,504  39.66%
%
Oxycodone 19,923 29.75 Oxycodone 24029  31.24%
Methadone 7,023 %3.49 Methadone 7.496 9.75%
Morphine 3,887 8%B196 Morphine 4,202 5.46%
Codeine 2,597 3.88% Codeine 2,674 3.48%
Propoxyphene 1,488 2.22% Propoxyphene 1,306 1.70%
Hydromorphon 1,303 1.95% Hydromorphone 1.559 2.03%
Bihydrocodeine 1,290 1.93% Dihydrocodeine 957 1.24%
Fentanyl 1,270 1.90%6 Fentanyl 732 0.95%
Buprenorphine 1,113 1.66% Buprenorphine 2,094 2.72%

*Percentage of all narcotic analgesics exhibits analyzed



Total prescriptions (expressed in thousands) and average number of dosage
units per prescription (shown in parentheses) for oxycodone products. (NPA
Plus™, from 2002 thru 2007, data extracted March 2008)

Drug Product 2002 | 2003 2004 2005 | 2006 2007

Type
Oxycodone | All Products | 29,387 | 32,523 | 34,790 | 37,895 | 42,292 | 45,878
Combination | 19,873 | 22,022 | 24,011 | 26,547 | 29,366 | 31,404
oral solid | (45.9) | (48.5) | (50.9) | (53) | (54.5) | (56.6)

products
Single entity | 7,112 7,561 7,294 7,153 7,599 SHONAS
extended- | (69.8) | (70.64) | (72) | (72.77) | (73) | (73.5)

release oral

solid

products
Single entity | 2,114 2,642 3,165 3,841 4,948 5,997
immediate- | (96) | (97.90) | (100.3) | (100.1) | (99.4) | (102.6)

release oral

solid

products

(exclude

liquids)




Oxycodone

Projected
GRAMS PER 100K POPULATION

O [ I O H E] O

* Includes sales to Retail Registrants, i.e. pharmacies, hospitals, practitioners, teaching institutions, and mid level practitioners

Source: ARCOS
Date Prepared: 09/09/08




Number of Cases

NFLIS Cases by Drug

30,000

25,000

20,000
0 2002
02003

PPy @ 2004
W 2005
0 2006

10,000 W 2007
0 2008*

5,000
_imati 10
A weaas 1 N0
Tramadol Hydromorphone Carisoprodol Oxycodone Alprazolam Hydrocodone
Drugs

*January- September 2008



METHADONE




One Pill can Kill
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“Death and morbidity associated with
methadone treatment has increased
dramatically in recent years, largely in the
population prescribed this drug for pain
control rather than addiction maintenance.”
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Rlsmg methadone deaths

Our view: Baltimare public health afficials are trying to find out lfhﬂﬂmgnt for chrondc pain
sufferers accounts for increase in methadone overdoses
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HE JUMNE LETTEH FROM THE BALTTS GHE HESMNIH DK
parfmnent aleried phoysicans, curses and ether pomdders kg
8 gipnificant increase in marthadone-releted swerdosse

.!Eh.i. The leiter (tom D1, Lauwra Hermera, a depuby cioy
kcalth commissioner, mised the pos=sibility that the over-
oaes i by presceiptions forpain. 1t was a3 vtinnery re-
Tninder that health ¢are providers should cdweate their pa-
tenta ahout the proper wse of meshadone and the lothal

ritks of EkKng vxira doses,

Lir. Herrera was righ' W be comeerresd: Methadone over dose deatha
of dity residents bBave fisen fwim soven in 1945 to 7 in 2007, To 2007,
the last your for which statietirs s Available, theoe wis o 23 procent
inerease ik sucl deslbs over e jerevious yegr The cliy deatis coin-
vide with & sinilarly distuchiog Avelodd incoresse in imethadeosne- re
latedd dealhs madiomatly bedvesty WS aoul 2005, Bul preoering thatl fhe
s ol methacone as a 1:l=1r.r| celieweT cansed) (e drabls o' easy - -
o v Brechs oo dmauty ph yulciins poesCrile melhadene to roliose
chranic pin fron cancer ar L, Ior example.

Mreecribing methadooe hies beegm an acopred omm of treatmentfor
chrunic pain foc sume Soe, accemdig by pnin specialists at Johns Rop-
Eins Hospital and the Goiversity of baryisnd Medical Center Ty
add that they have secn no methadone-related deaths arnong their
pabcnts. rthadune nsed for pain treatment is prescribed in pibl
form; its rish siemns Fom the drug's polency and ds lingering prozence
in the boddy once its pain-ralievireg funeton bes ceawad . An cxies dice
could sl dowmn a patdents breathnp, resulting io cotna or dealhe

'In iden iy the extent of the problem and the patients most at rak,
the oty Heahh Nepartment has revicwsd data frmn the medical ex-
amincrsoffice. I alsghac asked Ehe guasi-puablic city apency Fhat aver-
res rog weamnent in Balvimgsre wcsuss chech methedone oaw rdose
wiciimes against il s pativmt rosters. Thot's 8 cotical aspe ot of the ceviows
because it rooald wocores muisieze, abuse or diversion of methedonoe
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frim drug reamment centers. O it conld tend oredence o e prevailk
g viewr that moze oraning is reqlmndfur rrivate physklaus who pos
arrike methadene for pain

At beagt 24 slates have preacTiption monitoring poogroms thal
would edendfy indiseritmna be prearibing, dector-sheppinp and ocher
aleias. A task force entahlished this year in Maryland in soodying 't
nnsdihility of estahdishing 3 similar rackimg syatem for metbhadone
and mther contoolled awbstamces,

Untl then, v, Hereera and e colleapucs at the Health Dropraxt -
mcet hivwe maved cxpeditiowsly amd fchriphtly 10 unrasvel this moes-
tery The results of theic ndirgs an:H:lE ey tomderstanding anel e
versing this disturking trend.
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- EAST COUNTY COURTS

Woman is sentenced in teen's death
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Charge is filed |
in drug death

WADISCH — A BMadison aan was charged Thursday
with firat-degree reckiess homicide in a Janwary drug
diamcn, acoayding Lo a erirminal asmplaint bied 'in D
Congy Girenit Court .
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INDICATIONS

= Pain Treatment

= Narcotic Addiction Treatment/Maintenance



Dosage Forms

= Tablets 5 mg/ 10 mg
= Diskettes 40 mg
= Liquid



Methadone - Pharmacology

s Methadone belongs to pharmacological class called
“Opioids”

s Opioids (e.g., hydrocodone, oxycodone, morphine,
hydromorphone, fentanyl) are among the most
potent analgesic drugs and are widely used

s Opioids are used in the management of acute and
cancer-related pain, and chronic non-cancer pain

m Opioid analgesics affect number of systems — CNS,
cardiovascular, Gl tract, Immunological etc.




Methadone — Analgesia

= Actions on CNS — Relieves pain
» Equivalent to morphine in effectiveness

= |ts elimination IS slower than Its duration
(4-8 hours) of action

= Patient may feel the need to repeat dose
at intervals shorter than body can handle

= Repeated dosing leads to accumulation in
the body that may cause serious toxicity




Methadone Use In Pain
Management

B 5 and 10 mg methadone tablets - approved for use In
pain management

B 40 mg diskettes — not approved for analgesic use

B FDA alert — Physicians should avoid prescribing 40
mg diskette for pain

B ARCOS data indicates that 40 mg diskettes are being
Increasingly prescribed for pain management

B This is a cause for concern because a 40 to 50 mg
methadone can be lethal in opioid-naive individual




Methadone - Toxicity

= Respiratory depression
» Major hazard (Similar to other opioid analgesics)

» Respiratory depression typically occurs later and
persist longer than its peak analgesic effects

* Drug Interactions

* CNS depressants (Alcohol, other opioids or CNS
depressants)

* CYP3A4 inhibitors (some antifungal agents,
macrolide antibiotics, and SSRIs)



Methadone Deaths— Two Major
Mechanisms

= Toxicity on heart

* QT Interval prolongation and Torsades de
Pointes (TdP) — Shared by , but not by
other opioids

= May lead to ventricular fibrillation and death
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Methadone Mortality Assessments
by SAMHSA- Findings

B SAMHSA convened two meetings (2003 and 2007) to assess the factors
behind increase in methadone related deaths

B Accumulation to toxic levels of methadone during the start of opioid
treatment or pain management due to overestimation of tolerance and
methadone’s long, often variable, half-life.

B Misuse of diverted methadone by individuals with little or no opioid
tolerance.

B Synergistic effects of methadone combined with other CNS depressants
(i.e., alcohol, benzodiazepines or other opioids).

B Increasing use of methadone in pain management may be an important
contributing factor



Who is Prescribing Methadone?

5 and 10 mqg tablets 40 mqg diskettes Rx

RX Top Prescribers:
Top Prescribers: e Family Practitioners
- Anesthesiologists  Anesthesiologists
- Family Practitioners e Internists
- Internists e Osteopaths
- Osteopaths - Physical Med. & Rehab
- Physical Med. &  Nurse Practitioners
Rehab

e General Practitioners

Source: IMS Health, National
Prescription Audit, November 2006

Neurologists
- Nurse Practitioners




METHADONE
POISONING/DEATH
DATA



NFLIS National Data — 2006 & 2007
Narcotic Analgesics

Hydrocodone 26,017 38.85 Hydrocodone 30,504  39.66%
%
Oxycodone 19,923 29.75 Oxycodone 24029  31.24%
Methadone 7,023 %3.49 Methadone 7.496 9.75%
Morphine 3,887 8%B196 Morphine 4,202 5.46%
Codeine 2,597 3.88% Codeine 2,674 3.48%
Propoxyphene 1,488 2.22% Propoxyphene 1,306 1.70%
Hydromorphon 1,303 1.95% Hydromorphone 1.559 2.03%
Bihydrocodeine 1,290 1.93% Dihydrocodeine 957 1.24%
Fentanyl 1,270 1.90%6 Fentanyl 732 0.95%
Buprenorphine 1,113 1.66% Buprenorphine 2,094 2.72%

*Percentage of all narcotic analgesics exhibits analyzed



% Increase In Poisoning Deaths
In the U.S. Since 1999
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Total Prescriptions — Selected
Opiolid analgesics

€7 Source: IMS Health
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Note: In 2006, there were about 33-fold more hydrocodone
prescriptions,11-fold more oxycodone prescriptions compared to
methadone prescriptions



Deaths/100,000 Prescriptions In
Florida

Source: FDLE and NPA Plus™
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Methadone
Distribution
Data



Methadone Distribution
by Business Activity

GRAMS PER 100K POPULATION

Source: DEA ARCOS
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Distribution of 5 and 10 mg Tablets
- TOP 5 STATES (2006)

GRAMS PER 100K POPULATION

Source: DEA ARCOS

OR WA NV ME AL U.S. OR WA NV ME AL U.S.
Includes NTP’s Excludes NTP’s




Purchases® of 40 mg Diskettes
by Business Activity - 2006

Source: DEA ARCOS

810 Hospitals
45,329 grams (1.40%)

58 Practitioners
44,285 grams
(1.37%)

51.8 %

First Half 2007
(01/01/07- 06/30/07)

[

424 NTP’'s
1,470,566 grams

96.3%

* Based on total gram amount




Methadone Hydrochloride
40 mg Advisory

= As of January 1, 2008, manufacturers of methadone
hydrochloride tablets 40 mg (dispersible) have
voluntarily agreed to restrict distribution.

= The 5mg and 10 mg formt

treatment of

authorized registrants, inc

nain will cont

lations Indicatec

for the

nue to be available to all

uding retail pharmacies.




Other Controlled Substances
Stimulants

= Phentermine
= Phendimetrazine
= Methylphenidate (CII)

= Amphetamine ALKS
(CII)



Non-Controlled Substances

= Analgesic:
= Tramadol (Ultram®, Ultracet®)
= Controlled Substance in OK, AR, KY

= Muscle Relaxant:

= Carisoprodol (Soma®)
= Controlled in 18 States







Anabolic Steroids,
Dietary Supplements and hGH




Steroid Use is all about
appearance, not performance




WHY 7?7?77

= To Gain an Edge on the Competition....



Anabolic Steroids In the USA

s Schedule Il of the
Controlled Substances
Act

m 59 Steroids under
control in U.S.




Anabolic Steroids

s “Performance
enhancing” drugs

= Synthetic testosterone

= Available as injectables,
tablets, capsules, gels,
and creams




Anabolic Steroids

= Build tissue up (“anabolic”) by increasing protein
synthesis and nitrogen retention (e.g., stimulate
healing In burn victims). Treat some forms of

anemia.

= Synthetic variations on the testosterone
molecule, these are “androgens” and thus have
masculinizing effects (“androgenic”) as well as
anabolic.

= More properly called “anabolic-androgenic
steroids” (or AAS).




Chemistry & Pharmacology

= Promote growth of
skeletal and cardiac
muscle; Increase bone
density; Increase red
blood cells

= Indicated for treating
specific types of
anemia, some breast
cancers, osteoporosis,
endometriosis

= Endocrine
dysfunction/hypogonadi
sm/growth retardation




lllicit Use

B Only a small number of
anabolic steroids are
approved for human or
veterinary use

M [llicit steroids are sold at
gyms, competitions and
through malil
order/Internet operations

B Steroids are also diverted
from pharmacies,
physicians or synthesized
INn clandestine
laboratories




Synthesis of Testosterone

cholesterol

l P450ssc

pregnenclone 7

8-DH
PJSﬂiV \f‘%ﬁ-!s omerase

17- OH pregnenclione progesterone
3 5—DH
17,20 desmolase fME-jsomerase P450ct7¥

dehydroepiandro- 17-0H progesterone
sterone (DHEA)
I 5DH

e 17,20 desmolase

)
d-androstene -3,17- diol d-androstene -3,17- dione

I8 DH reductase
MgAtSaisomerase

aromatase l -
testosterone = astradiol

lﬁﬂ.’ - Freduciase

dihydrotestosterone

17- Keto- aromatase

estrone
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Injectable Steroids

= Absorbed directly into the blood stream,
avolding a first pass through the liver.

= Intramuscular, not intravenous.

= Most injectable steroids undergo a process
called esterification to slow their release
INto circulation.




One Cycle — Approximately 12 Weeks

Esquire Magazine, April 2008 —
“Look at Me! I’'m a Big Strong
Boy” by Craig Davidson

35 Pound Increase in Body Weight

Single Workout Bench Press Increase of 30 Pounds

Esquire Magazine, April 2008 — “Look at Me! I'm a Big Strong Boy” by Craig Davidson
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Steroid Abuse

DURABOLIN DIANABOL Tabs. @

Common Steroids Abused




Commonly Abused Steroids

= Oral Steroids

(methandrostenolone)

Anadrol
(oxymetholone)
Oxandrin
(oxandrolone)
Dianabol

Winstrol
(stanozolol)

= Injectable Steroids
e Deca-Durabolin
(nandrolone decanoate)

e Durabolin
(nandrolone phenproionate)
e Depo-Testosterone

(testosterone cypionate)
e Equipoise
(boldenone undecylenate)
e Tetrahydrogestrinone
(THG)



Patterns of Steroid Abuse

= Cycling: alternating periods of anabolic steroid
use (on cycle) with periods of either no use or
the use of low doses of anabolic steroids.

= Stacking: concurrent use of two or more
steroids together.

= Stacking the Pyramid or Pyramiding:
Increase In the dose/type early in the cycle and
tapering the dose In the latter part of the cycle.



Steroid Abuse

STRIDE Data

Oxandrolone

stanazolol

testosterone | . - ,
0 100 200 300

Number of Federal Cases

Number of Federal Cases Involving the most frequently encountered
steroids. 2007 STRIDE Data.




TRAFFICKING TRENDS

Source Areas/Countries: Mexico, Eastern Europe, China
(Precursors), and Australia.

Mexico the most significant manufacturer of steroids seized
In the United States.

U.S. customers were purchasing from Mexican pharmacies.

Purchasers then smuggle back across border, or mail from
Mexico.

“Operation Gear Grinder” targeted 8 Mexican veterinary
steroid manufacturers whose products were illegally via the
Internet.



TRENDS (Cont.)

Shift to bulk purchase- lllegal clandestine steroid manufacturing
laboratories have become more abundant than they have in the
past.

Operation Raw Deal

Online auction sites (e.g. eBay, Yahoo and similar sites) are
cooperating with law enforcement, but distributors have altered
the methods of describing their products to avoid the filters these
companies use to find illegal/illicit products.

Internet sales from foreign-based web sites to include
Prohormones and Steroid precursors

Prescription Mills



Operation Raw Deal

11.4 million steroid dosage units were seized




Operation Raw Deal

= Raw material obtained from
China and other countries

" Internet message boards
and chat rooms provided
iInfo on how to convert raw
material

= Promote and sell conversion
kits




Operation Raw Deal

= Two-year international
Investigation

m U.S., Mexico, Canada,
China, Belgium,
Australia, Germany,
Denmark, Sweden, and
Thailand J

s Anabolic steroids, HGH,
Insulin growth factor

m 124 arrests, and 56
U.S. steroid labs seized




COUNTERFEITS OR
"BUNK” STEROIDS

= Significant guantities of counterfeit
steroids available on the black market.
Based on seizure statistics, this number
could be 15% or higher.

= Some of the injectable bunk steroids
analyzed have contained olive oil and
sesame oll.




Human Growth Hormone (hGH)

= Also known as somatotropin

= It Is synthesized and secreted by cells of the
anterior pituitary.

= Gigantism, acromegaly, hypothyroidism, cardiac
disease, myopathies, arthritis, diabetes,
Impotence, osteoporosis.

= Most lllicit hGH obtained from foreign
sources/Internet-Jintropin

= Injection™**




hGH

= Considered a Partitioning Agent
= Not Anabolic

= Regulates body composition, glucose and
lipid metabolism, skeletal muscle and bone
growth.



Human Growth Hormone

The 1990 law inserted growth hormone into
21 U.S.C. § 333, the Steroid Trafficking
Act.

Technically, not a controlled substance

(federal). But, ... federal law criminalizes whoever
knowingly distributes, or possesses with intent to
distribute, human growth hormone for any use in
humans other than the treatment of a disease or other
recognized medical condition. 21 USC 333(e)

DEA has authority to investigate.



Human Growth Hormone
U.S. Products

= Genotropin
= Humatrope
= Norditropin
= Nutropin

= Salzen




Growth Hormone Releasers

= Also called “hGH Releasers,” “hGH
Precursors,” “hGH Secretagogues”

= They do not contain hGH, they will read
“hGHr” — a compilation of amino acids.



Dietary Supplements



DRUGS

Must be proven
safe before
approved for
market

SUPPLEMENTS

Must be proven
harmful before
removed from
market




Dietary Supplements

= Definition of products that can be sold as dietary
supplements:

» A product (other than tobacco) intended to supplement
the diet. The product contains one or more of the
following: vitamin; mineral; herb or other botanic; amino
acid; dietary substance for use by humans; or a
concentrate, metabolite, constituent, extract or
combination of these ingredients.

» The product must also be intended for ingestion and
cannot be advertised for use as a food.



Designer Steroids



Anabolic Steroid Control Act of 2004

On April 25, 2008, DEA Published a Notice of
Proposed Rulemaking to place in Schedule
11 the following substances:

> Androsta-1,4-diene-3,17-dione (Boldione)
> Desoxymethyltestosterone
> 19-nor-4,9(10)-androstadienedione

These drugs are chemically and
pharmacologically similar to testosterone;
are not progestins, estrogens or
corticosteroids and are not DHEA



Salvia Divinorum
And
Salvinorin A




Salvia Divinorum

b h

Related to the mint family L ) c
(Labiatae or Lamiaceae). " 83 J
Hundreds of species. ~R |

: v ff_..} -——y
Perennial herb. \‘
Indigenous to the State of Oaxaca ‘
In Mexico. >
One of several "vision-inducing" £ " ».
plants employed by the Mazatec o
Indians living in the mountains A
and uplands valleys of T -
northeastern Oaxaca in Mexico. s A




Other Names

Salvia
Mexican Mint
Magic Mint
Diviner's Sage
Ska Pastora

Ska Maria Pastora

Sage of the Seers

Leaves of the Shepherdess




Characteristic Features of Salvia
Divinorum Plant

Grows to well over one - £} .
meter in height. £ N\,

Has large (6 inches) ovate L ,‘ — '
green leaves finely " B L
dentated along the b |
margin.

Has hollow square stems.

Has blossoms with white
corollas and purple
calyces.




Salvia Divinorum As Sold Over the Internet

Internet sites advertise Salvia
as a legal alternative to other
controlled hallucinogens.

Sold as:
- Seeds
* Fresh Leaves
e Dried Leaves
* Whole Plants
« Cuttings
e Extracts (5x,10x,15x,20x)




Exhibits of Salvia Found to Contain
Salvinorin A

Salvia from Rochester, Minnesota. Salvia from Dade County, Florida

Images were obtained from Microgram




Salvia Divinorum Use In the U.S.

Quid method - chewing fresh
leave and retaining the leaf mass
and juice in the cheek (like
chewing tobacco).

Smoking of dried leaves.
(Preferred mode of administration
by users in the U.S.)

There are anecdotal reports of
abuse, but no data from standard
drug abuse databases (e.g.,
DAWN and Poison Control) within
the U.S. to accurately estimate the
extent of abuse




Effects

m Psychoactive effects (when they occur) start in about 15
to 30 seconds after smoking, 4-10 minutes after chewing
and holding in cheek of mouth and 20-30 minutes after
oral ingestion. These effects may include:

- Visual hallucinations with bright lights, vivid colors
with distortion of real images and seeing images that
are not there.

- Out of body experience like that of ketamine (CIII).

s Physical Effects include lack of coordination, dizziness
and slurred speech.




Salvinorin A

Substance thought to be responsible  H.cco..
for the psychoactive effects of salvia. :
Has a unique chemical structure unlike H3COC g
other hallucinogens.

Only recently have analytical technigues been
developed to evaluate this chemical in humans.

Present in dry leaves at concentrations of about 1-4
mg per gram of dry leaf

In human studies -

= Smoking of dried leaves or up to 2.6 mg Salvinorin A,
produced psychoactive effects in about 30 seconds,
peaking at about 10 minutes and lasting 15-30 minutes




Salvinorin A
How may it exert psychoactive effects?

s Does not bind at receptors normally associated with the
psychoactive effects of currently controlled substances
Including dopamine, serotonin, benzodiazepine, or
cannabinoid receptors.

m Does bind with high affinity to opioid kappa receptors.

m Kappa receptor activation is known to be associated with
hallucinations and other dysphoric (unpleasant) effects.



Regulatory Controls

Salvinorin A is not currently controlled under the Controlled
Substances Act in the United States.

Bill in 2002 - "Hallucinogen Control Act of 2002" -

Proposed to place Salvinorin A and Sa/via Divinorum into
Schedule I. It was not reintroduced in 2003.

A number of U.S. states have taken legal action

Salvinorin Divinorum is controlled in Finland, Denmark,
Australia and Italy. In Norway it is not controlled but listed as
a psychoactive drug.



Web sites

LL5. DERARTIVENT OF JUSTICE

PRIVACY POLICY CONTACT US WHAT'S NEW HOT ITEMS SITEMAP SEARCH

DIVERSION PROGRAMS

APPLICATIONS & OH-LINE FORMS
ARCO
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CONTROLLED SUBSTANCE
SCHEDULES

IMPORT AHD EXPORT

HFLIS

QUOTAS

REGISTRATION SUPPORT
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LINKS
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www.DEAdIiversion.usdoj.gov or

WELCOME TO THE
DIVERSION CONTROL PROGRAM

Registration Number
Toll Free: 1-800-882-9539

Renewal

New Registration
Applications

DEA
FORM 104
ONLINE
REPORT
THEFT OR
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CONTROLLED
SUBSTANCES

RATION FEE EFFECTIVE NOVEMBER 1, 2:

On-Line
Sales of Ephedrine &
Pseudoephedrine
Prdoducts

COMBAT

TH ACT
2005

Combat
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Epidemic Act 2005

www.dea.gov

For Additional
Information




Thank You!




