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DANNEMILLER

Simply the Finest in Contimring Medical Education®

Kimber Titus
Operations Coordinator
Medical Affairs
Cephalon, Inc.

41 Moores Road
Frazier, PA 19355

Subject: Support of Pain.com and the Breakthrough Pain Category from October 2006 -
September 2007. Grant number 401.

In October 2006, Cephalon, Inc. awarded an educational grant to Dannemiller in the amount of
$64,000 for the support of the website Pain.com and the Breakthrough Pain category. During
the twelve month duration of this grant, Pain.com issued 33,629 educational certificates. The
Breakthrough Pain CME activity issued 860 certificates. By the end of the grant period, the
website logged 1,393,263 visitor sessions.

The awarded amount of $64,000 was used in its entirety during the approved time period to
support not only webhosting, maintenance, and content development on Pain.com, but also the
Breakthrough Pain directory. Each month, an e-letter highlighting the Breakthrough Pain
category was sent to more than 34,000 registered users. Articles in the e-letter focused on the
most recent Breakthrough Pain modules (educational activities) published on the site. The grant
also provided for four expert interviews with clinicians who specialize in treating breakthrough
pain, and these interviews were read by 6,977 users. Cephalon was acknowledged as the
supporter of the Breakthrough Pain directory and educational activities.

With the help of this educational grant Pain.com continues to grow, not only with new and
innovative educational content, but also by more registered healthcare professionals joining the
site. The site currently has 54,600 members.

Dannemiller thanks Cephalon for its support of Pain.com and the Breakthrough Pain category
and looks forward to strengthening our relationship for the benefit of clinicians and their
patients.

Attached, please find:

Evaluation data

Outcomes data

Metrics report

Detailed budget reconciliation
Expert interviews
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Breakthrough Pain 2007

Pain.com (24) (ID 281)

DMEF/Cephalon AMA, CBRN 1.00 Credit

Release Date: March 2007 Expiration Date: 12/31/2008

197 15 152 15 114 1 5 12 444 1 976
20% 2% 16% 2% 12% 2% 1% 1% 45% 0%

1. The program objectives were fully met.

i 45% - Strongly Agree
£10% - Disagree

§4% - Agree
0% - Strongly Disagree

2. The quality of the educational process (method of presentation and information provided) was
satisfactory and appropriate.

B 43% - Strangly Agree
[J 1% - Disagree

55% - Agree
21 0% - Strongly Disagree

3. The educational activity has enhanced my professional effectiveness in treating patients.
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B 40% - Strongly Agree 56% - Agree 1% - Disagree
{1 0% - Strongly Disagree B 2% - Not Applicable

4. The educational activity will result in a change in my practice behavior.

B8 35% - Strongly Agree 55% - Agree 6% - Disagree
[ 0% - Strongty Disagree B 5% - Not Applicable

5. The information presented was without promotional or commercial bias.

i 45% - Strongly Agree 53% - Agree
[J 1% - Disagree [J0% - Strongly Disagree
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6. I learned new information during this program.

B 47% - Strongly Agree B8 52% - Agree
1% - Disagree % - Strongly Disagree

7. What new information did you learn during this program?

We truely know very little about pain and the individua! response from our patients.

Nanotechnology is on the rise.

the use of ketamine in chronic pain

different delivery methods available

INTERESTING TOPIC

The use of ketamine for pain control and that it can be taken intranasally. I also wasn't aware of OTFC.

treatment of breakthrough pain for chronic pain

very informative

Temporary information for a person’s memory if they do not directly deal with these patients day after day.

THAT PAIN IS REAL AND TOLERANCE TO PAIN VARIES. WE NEED TO CONTINUE RESEARCH TO UNFOLD THE
MASSIVE AMOUNT OF INFORMATION, DRUGS,AND TECHNOLOGY OUT THERE TO HELP OUR PATIENTS.

role of intranasal ketamine in BTP

precise diffusion kinetics

many things, too large to name

My personal anesthesia practice does not include pain management, not even epidurals, This was a true learning
experience in that I had no knowledge of these treatments,
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regarding the use of Buccal fentany!

PTCA, where absorption of certain drugs occured.

Use of samarium. Kinetics of fentanyl oral

about buprenex

The effectiveness of drug resulted in cancer patients comfort.

CHANGE SOME OF MY IDEAS ON PAIN MAMAGEMENT

The entire content was new info to me as I am new to oncology field

nanotechnology

all of it

Radioisotopes as a means to reduce pain.

A faster method of alleviating BP

Use and effectiveness of OFTC; had niot heard of levo-bupivacaine and was interested in that information.

I hadn't realized the extensive amount of research that goes into these drugs

the safety of treating breakthrough pain with additional opicids

infusion

I learned that the initial dose of oral Transmucosal fentanyl citrate should be 200 ug.

New information

Re: labor and delivery medication during labor.

use of the meds

I am a fairly new RN, therefore a lot of this material was new to me. I am glad that I was able to read all of these
articles and find out the different studies on pain management.

Adequate use of pharmacology for treating BTP

Definition of differing methods of analgesia

more study based vs practice based

TEVA_OK_00521280
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The use of medications in btp

That the oral buccal tablets were so effective in the pain management

deeper understanding of opiods

ON SET TIME FOR ORAL FENTANYL.

pain is the perception of the patient, there are many different ways to elliviate pain rather than just a handful that
most physicians tend to follow

newer methods for chronic pain control and future methods

different methods of treating BTP

The effectiveness of the buccal route

new awareness about oravescent buccal fentanyl tabs

reevaluated my opinion about patients need for pain medication and appropriate options

about fentnyl

USe of Fentany!

treatment options

Fine tuning intrathecal anesthesia in labor can help to efiminate breakthrough pain

multiple facts re btp

New drug information, onset

that there was a way to refieve pain bone pain in cancer patients

btp

new info on pain mangement

pain control in cancer patieent

The different methods being tested to treat breakthrough pain

computer aided PCEA

precise drug interactions
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about buccal pain meds about automatic adjustments on epidural pain management based on pcea usage

tx of ca pain

The direction that treatment of BTP is heading.

OTFC more effective in neurogenic pain

The use of radioisotopes and OTFC

I was not aware of an OTFC.

Pain control in cancer patients

THe many different methods being used in pain control

More info on BTP

oral transmucosal fentanyl citrate dosing

Ilearned i fike articles compared to research info, i do no retain it as well.

new meds, alternative therapies

the use of short and long term use of narcotics

new modalities for pain relief

I learned that there was such a thing as intranasal ketamine.

better insight into alternatives for breakthrough pain

oral fentanyl effectiness

intrathecal drug therapy has slow onset

New understanding on pain therapy and treatment

How cancer patients respond to medications.

The use of different types meds that treat pain in a better way.

breakthrough pain Issues

various meds to treat pain
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about different pain control measures

new medications and ne w approaches to therapy

mechanism of action of radiostopes for bones met tx in prostate ca

case studies

how the analgesics work and their effect on breakthrough pain

goals and objectives for btp patients

nanotechnology

teamwork

New methods of administration of opiods.

drugs for cancer pain relief

why isotopes are thought to decrease pain

More on how to treat cancer pain!

The results of studies and what they can mean to the patient with continueing pain.

The onset of analgesia w/OTFC

Research being done to develop new methods of opioid administration,

new fast acting medications for breakthrough pain

Fentanyl for a BT pain

interesting comparisions of effectiveness of treatment modalities

nanotechnology

All of the studies were new information for me.

efficacy of analgesia

Different types of breakthrough pain

about levo-bupivicaine and one other drug

TEVA_OK_00521283

P-29943 _ 00010



®  dosing and effectiveness between fentany! and morphine was interesting
¥ panotechnology as applied to pain

¥ Neuropathic pain responded better to pain treatment than Nociceptic pain
B The use of bupomorphine and spinal anesthesia during labor

®  fentanyl oral labor dose

= recommended dosage for fentanyl

B pain relief patho and drugs

®  information regarding the usage of transmucosal meds

8 more about the oral release of fentanyl and the treatment of pain for bone cancer
8  learned about the meds that will help break thru pain

B Information on oral transmucosal meds

B  painis relieved in so many ways. For one who has the lowest of tolerance may need more than one who hs a high
tolerance rated at the same level. Pain is highly individualized as is the treatment for each person.

®  Transmucosal oral opioids

®  That almost no one suffering from chronic pain had the rellef they should have, and now there are so many ways to
relieve breakthrough pain, and we should strive to make sure all patients are pain free.

®  Radioisotopes were new to me

B New methodolegies for treating various types of breakthrough pain.
- Review of prior info.

B exposure to knowledge of specific meds

®  Practical clinical dosaging of OTFC

S new meds and dosing

8. What are your recommendations for topics of future presentations?

B A checklist of to include information for charting efficiently and effectively.

u More on advances in nanatechnology.
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post anesthesia related topics

WILL RECOMMEND TO MY FRIENDS AND COLLEAGUES

more emphasis on alternate pain aides

tough test

Feel that it was written too technically

would not change a thing!

More in pain management.

LOCAL INJECTIONS PRE OP IN ORS

pt addicted to pain medication

Not so darn boring to read.

I feel you already have everything covered

Pain control for pelvic floor dysfunction/interstitial cystitis

Prevention of spreading infection

sedative affect of opiods

pain managament in the occupational setting

TRY TO GEAR THE ARTICLES FOR NURSING CE, WITH NURSES IN MIND.

hospice

Use of opioids for chronic inflammatory join disease

cardiac meds

obstetric analgesia

continuation of offering

nature of metabolization of opioids and comparison of metabolites

Cancer types, symptom management

TEVA_OK_00521285
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"  medications used in surgery and anesthesia
" Emergency department management of breakthrough pain

" similiar clinical based

" pre-procedural medication evidence based practice which transmucosal medicine is best to use for outpatient setting
= CVD

®  more topics for anesthesia techs.

B Anything on continuous epidural during labor

®  studies regarding paclent controlled analgesia (PCA) use and PCA-pumps

®  addiction potential for chronic pain

#  drug seeking patients in pain

®  Treating beginning cancer pain.

" pain management with death and dying

®  insomnia treatments and their effectiveness

®  Please be more careful when typing up your summaries of these articles. Article #9 Sia et al, the summary states
that L5 mg of fentanyl were administered Intrathecally as well as a concentration of fentanyl 2 mg/ml as continuous
epidural. These are gross typoes when compared to the original article. The actual amounts reported are micrograms
(a factor of 1000)

" More information on dosing.

®  Fibromyalgia

o Neuropathic pain

B The future of nanotechnology in medicine
= proper documentation for pain meds

®  Management of Restless Leg Syndrome

¥ new research in pain management

®  Meta-analysis reviews of new BTP treatment methods.
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= Cervical radicular pain

B treating FMS pain......... effectively
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b T Eh

80 of 709 (11%) completed s.u wev§
1. I learned new information from attending/completing this activity.

B 36% - Strongly Agree B 58% - Agree
3 4%- Disagree H 1% - Strongly disagree

2. I treat patients in my current practice.

H68%- Yes
B 30%- No (f you select this choice, ptease skip to question 6.)
[3 2% - 1 am not currently practicing. (f you select this choice, please skip to question 6.}

54

3. I have incorporated the knowledge I gained from attending/completing this activity into my practice.
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B 28% - Strongty Agree

B 58% - Agree

12% - Disagree

2% - 1 did not leam new information. (if you select this choice, please skip to question 6)

4. If you answered "strongly agree" or "agree" to question 3, please tell us how you have incorporated
the knowledge you gained into your practice.

®  Have not seen patients that fit the profile.
® In the ever changing healthcare field, it is nice to have this resource to keep you up to date.

®  While sitting at my computer and turning 70 years old yesterday it is difficult to recall some specific
knowledge that I read a month ago. I will tell you this, T will be working and thinking about a specific
question and you answer will pop into my head. These classes are very beneficial.

®  better handling of breakthrough pain

*  surgery patients...treating fresh post-op pt w/pain and then break through pain

* Iworkin a pain clinic and we have many patients that need b/t pain meds. Any info given is very useful.
* Enjoyed all the new information on current treatments. Have been out of the hospital setting for 5 years.
*  better options for pain control for my terminatly il clients

* TO TRY TO DECREASE THE # OF BREAKTHROUGH PAINS MY PATIENTS HAVE

*  Relating the type of medications that are known to addictive more than the others.

*  working with athletes

® itry to look at patient expressions, comments, and vital signs more closely, i treat pain quickly so that
they will be comfortable

* I make sure I use the various descriptions of pain. I research their past pain history.
® By being more aware of pain levels.

* Information was general, and the administration at my current employer is not conducive to adding
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information into the practices.
" Iam a nurse educator, I incorporate new information I learn into my education for the staff
» j have changed some prescribing of medications due to the article
®  how to dose and different medications
*  adding knowladge to the knowledge bank

a1 understand the use of long acting meds and breakthrough meds.

5. If you answered “disagree"” or "strongly disagree" to question 3, please describe any barriers that
prevented you from implementing the practice changes you would like to make as a result of this
activity.

*  Nice Refresher course for things we don't use on an everyday bases.
e [ do not treat patients with chronic pain

6. I learned all that I hoped or expected to learn from this activity.

B 24% - Strongly Agree B 72% - Agree 4% - Disagree

7. If you answered “disagree" or "strongly disagree” to question 6, please tell us what you hoped or
expected to learn that you did not.

s Very informative modules. They cover the subject completely.

= jt's not that I didn't learn what I had hope, but I know that there is so much more to learn and who
knows what tomorrow brings.

= Very good articles and would like to study them again for my professional use.

" Some alternative treatments to controlling low back pain or headaches.

TEVA_OK_00521290
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8. I would recommend this activity to a colleague.

B 44% - Strongty Agree B 55% - Agree B 1%- Disagree

9. Which format for CME programs do you prefer? (Please select up to three.)

B 1%- cD-ROM

2%- DVD

[1 80% - Internet-based self-administered program
B3 5% - Joumnal publication

B 5% - Localiregional live event

I8 6% - Print material

10. Please provide us with suggested topics for future CME activities that would address your
professional practice knowledge gaps. (The ACCME defines a practice gap as one between what the
professional is doing or accomplishing compared to what "is achievable on the basis of current
professional knowledge.")

®  Pain management in peds and obstetrics.

*  Maybe, more specific to the CRNA practice in the future and the ever changing role of the CRNAs.
= 1 am a certified anesthesia tech and would like more topics on anesthesia.

®  pain management for General Surgery and surgical subspecialties

®  pediatric or school nursing

" surgeries and patient expectation with quicker recuperating methods and practices

Confidential
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®  paln management gaps from pacu to nursing unit, how to manage.

®  Fibromyalgia

Confidential TEVA_OK_00521292

P-29943 _ 00019



[enuspyUOD

€6212500 MO VAIL

Cephalon Pain com Metrics Report Oct07 xls: On-LINE EM

For On-Line Program
Pragram Program Means of Total Cost |, . - Cost per Projected Actual Cost per Target
E Prov. ! ¥ :
CME Rrov-ior MEC Start Date  |End Date | Frogram Title Distribution |of Tactle  |ts/Sessions® | 0 Certifications |Certifications |Certificatien |Audience
b ®E Physicins, RN5,
I 500 33,629 0.5847 (CHNAs
0cl-06 Pain.com online 20,000 1,393,263 0.0144] 225 X X Pharmacsis,
D Mermorlal i n
Oct-06/ |Broakihrough pain paga anline 30,000} 141,157 0.2125] 0| o
Memorial n
Memonal ation Expert Interview ~ Lynn Wabster MO onting 2,050 3508 0:
Oannemiller Memorial . erl Inlaiview - Gerald Aronoff MO onling 1,767 5659 Q
Dannamiller Memol n i Interview - Charles Argoff MO onfins 2,360 4237, 0;
i m n | Expert Inlsrview - Perry Fine MD onling 818 2210 ) .0000]
Mamor alion 10cl BTP CME activily online 6,883 1257 500 60| 11.6279|Physicians, RNs.
{Exwort Intoniows shown are the las! fow (4) interviews posiod on the BTP Direclory 3
Average Sesslon Length for Pain.com - 15:53
[Avaraga Session Laogth for Braakthrough P: caclory - 11:10 & PO R " SR— SRS s i safe -
Leng(h for BTP CIE Nodule - 12:18. |
it CME Modus from January 1 , 2008 Uwuugh February 28, 2007 - 612 I
in CME Modla from March 1, 2007 hrough Juna 30, 2007 - 235 rough Qct 31, 2007 - 443 I |
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{2006-2007

Budget Fees

Reconciliation

Notes

www.Pain.com

$ 20,000.00

Site Management Fee

$ 5,000.00

Management of system, programming,
communications and client services, reporting

Ongoing research, writing, editing, data entry, quality

Content Development $ 4,000.00 |control, purchase of original articles, abstracting
Needs assessments, identification of objectives from
identified educational gaps, objectives, certification for
CE and ACPE, provision of online certificates,
registration, participant transcripts, evaluations and

Accreditation $ 3,500.00 |outcomes studies

Hosting/Maintenance $ 4,000.00 {Server maintenance, backup, security
Commercial supporter logo placement on home-page
and throughout the site on all non-CME pages. Link
from Cephalon logo to commercial site identified by
Cephalon. Cephalon logo prominently provided in
monthly eletter to all registered users with information

Acknowledgement of Commercial and link directly to the Breakthrough Pain Directory

Support $ 3,500.00 |every other month

Total for Pain.com site

support $ 20,000.00

Breakthrough Pain $ 40,000.00
Management of system, programming,

Management Fee $ 5,000.00 |communications and client services, reporting
Research, writing, editing, formatting, data entry,
quality control, purchase of articles, abstracting, final
editing, maintenance of major categories and

Content Development $ 6,000.00 |directories

P-29943 _ 00021
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Accreditation

$ 12,500.00

NEEds as5essmernts, TenuTcation ol ODJECtVES Tromt |

identified educational gaps, objectives, certification for
CE and ACPE, provision of online certificates,
registration, participant transcripts, evaluations and

Hosting/Maintenance

$ 4,000.00

Server maintenance, backup, security

Acknowledgement of Commercial

Cephalon logo placed on the BTP Direcotry banner on

Support $ 12,500.00 |homepage and on BTP Directory homepage
Total for BTP $ 40,000.00

Expert Interviews $ 4,000.00 | $ 4,000.00 |4 expert interviews honorarium

Total Grant Amount $ 64,000.00 | $ 64,000.00

P-29943 _ 00022
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print page
email page

Home : Bicaithisugh Pain @ Broakihrough Pain Resources @ Expe Interviews

Breakthrough Pain

Pain.com routinely Interviews pain specialists of a varlely of topics so that our healthcare professionals can receive up-to-date Infarmation on medicatians, theraples,
pracedures, and other medical news, Plsass note that the opinions expressed in these interviews are specific to the interviewees.

Opioid Risk Tool (ORT)
Interview with Lynn R. Webster, MD, FACPM, FASAM

Dr. Webster recently published in Pain Medicine journal preliminary results showing the Opiold Risk Tool {ORT) exhibited a high degree of sensitivity and specificity for
determining which opicid-treated individuals are at risk for abetrant behavier.
Pain.com: Please explain what the ORT is and why & is needed.

Dr. Webster: The OAT is a five-question clinical interview or patient questionnaire to assass patients who may be at risk for opioid-related aberrant bshaviors (Figurs 1).
Itis administered to patients whose chionic pain is to be treated with opioids at the first clinical visit bafore freatment starts. Jis aim is to pradict the risk that behaviors wil
ba exhibited once treatment is initiated.

The need is driven by the recent riss in prescription opiold abuse. According to the 2003 National Survey on Drug Use and Health, new nonmedical users of pain
relievers more than quadrupled during the 10-year period of the 1980s. Many of these first-time users are young people. Subsfance abuse is a leading cause of preventabls illness and
deathin the United States, and opicid analgesics are among the most irequently abused prescriptions. To keep opioids availabls to treat pain, as we must, doctors who treat pain are
called on 1o help prevent abuss and addietion, foo.

Paln.com: How is the ORT administered. and how does it work?

Or:Webster: itis self adminislered by the patient in the office ar waiting room and requires less than 5 minates to complete: Patients are asked to identify their age; history of - -
preadolescent sexual abuse; family and personal histories of alcohol, fllegal drug or prescription drug abuse; and presence of certain mental diseases. These are the risk factors for

abuse. The probability of opioid abuse increases with the number of positive responses.

Each risk tactor is attributed a point value compared to other risk faclors, and responses are weighted ditferently based on gender. Based on the total score, the patient is placed in one of

threa risk categories: Low risk with a score of 0 10 3 points total indicates individuals are unlikely to abuse: moderate risk with a total score of 4 to 7 paints indicates individuals who are just

as likely as not to abuse; and high risk with a total score of 8 of greater indicates individuals likely to abuse opicids.

Pain.com: Please talk a little about tha risk factors contained in the questionnaire. Why are these considered the factors most predictive of abuse?

Dr. Webster: Many individual risk factors are linked to aberrant behaviors that might indicate abuse or addiction. These key factors were determined and substantiated through an
investigation of the medical i re and my p | experience as a practicing pain and addiction specialist,

A family history of substance abuse can create both genstic and environmental risk factors for daveloping substance abuse or addiction. Numerous studies and clinical observation have
shown that a personal history of substance abuse is a strong predictor of potential drug misuse.

Age Is included as a risk factor because of the documented early onset of mental disorders and higher risk of drug abuse in young adults. Women who experience preadolescent sexual
abuse have baen shown to ba at particular risk for mental disorders, (i.e., depression, anxiety and panic disorders and substance abuse disorders).

Mental disease is signi k {ated with sub abuse or addiction. One significant study showed that baving a lifetime mental disorder can intrease the risk of drug-abuse
disorders by four times that oi what is typically found In the general poputation. All of these studies are referenced in the Pain Medicine anticle.

Pain.com: Can you describa how the patient categories would be utilized and why this is necessary?

Dr. Webstar: It is important to say, straight oft, that in no way is this intended as a means to deny high-tisk patients treatment for their pain. Rather, the purpose is to match the degree of
clinical monitoring to the degree of risk based on the initial it Monitoring includa a number of interventions from routine 1o intense. Al patients must undsrstand and
agree to certain f W tets: that all igesics will be obtainad from one physician and one pt y, that only enough drugs ta last from visit ta visit will ba prescribed, and
that the patient will ba responsibla if the drug supply is used before the next visit. The higher the risk, the more controls are put in place. For exampla, high-risk patients may need more

urine drug screens, including some that are upannounced, shorer petiods between visits and refills, counts of leflover medications and so farth.

Involving the patient's family is often essential and can help corroborale patient self report. Referral to an addiction specialist may be indicated # the patient has a history of addiction, and
refarrals to mental-health professionals can help hiatri thidities. If violations of the opioid agresment persist, i may be necessaty to disconfinue opicid therapy.

Dacumentation of every patisnt interaction is important to support the treatment plans recommended.

http://www.pain.com/sections/categories of pain/breakthrough/resources/expert_interviews... 7/6/2009
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Paln.com: What statistical measures were used to judge the validity of the ORT?

Dr. Webster: To validate the ORT, the total scere along with one or mare obseived aberrant behaviors, over the course of the study period, were used to compute the concordance index
(¢ statistic) for each of the palients in the study sample. The ¢ statistic is a measure of the predictive ability or diagnostic discrimination of the model and simultanecusly assesses both
sensitivity and epecificity, The ORT displayed excelent discriminatien for both the male (c = 0.82) and famale (¢ = 0.85) prognostic models.

The papsr published in Pain Medicine documents the results of & preliminary study showing the instrument was predictive in the sefting in which it was administered. In the study, 185 new
patients being treated with opicids for chronic pain look the ORT during their initial visits and then were monitored for 12 months. Of the low-iisk patients, 17 out of 18 (94.43} did not
display an aberrant behavior, Of the high-risk patients, 40 out of 44 {90.9%) did display an aberrant behavier {Figure 2.

Paln.com: What are the strengths and weaknessas of the ORT, and how doas it compare fo cther clinical measures of substance abuse?

Dr. Webster: I the sample tested, the ORT demonsirated vakidity and accuracy in predicfing wha is at high risk and low risk for opioid-related, abeniant behavior, It was less predictive for
patients in tha middle, moderate-risk category. This is the gray area. People in this category may abuse if they are expased to enough stress with pain itself being a top stressor.

The advantagss of a ool like the ORT lie in its opioid spacificity and the fact that it is brief, easy to admini nonconf ional and pradictive. The majority of now-available
tools dis current sub abuse rather than help predict it, are not specific to the use of opioids. tend to be long and cumbersome and are impractical for the average
physician to use,

The ORT is part of new generation of tools that address the needs of opioid-trsated pain patients. Other assessments having tha same aim inchude the and Opioid A
for Patients with Pain (SOAPP) and The Prescription Drug Use Questionnaire (PDUQ). Al of these tools need further studies in a variety of pain setfings to determine their wider
apphcability and to see if their resulls are consistent,

It would help the patient and the clinician to be abls to tallor the monitoring of patients according to their sisk profiles. Patiants who are at high risk could ba identitied before oploid therapy
stars and diracted fo appropriate frsatment of the disarders that make them high risk. The goal Is less abuse and bstier ciinical outcomes,

Sign up for our
Email Newsletie

Twrﬁ;?-lj.b.&ate;
» @1nurse2be Thanks for the topic suggestion of RSD. We're doing a two-part learning activity on CRPS in September, so stay tuned! 12
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Pain.com routinely interviews paln specialists on a variety of topics so that our healthcara professionals can receive up-to-date information on medications, tharaples,
p 88, and other medical news. Please note that the opinions expressed in these interviews are specific to the interviewees.

Persistent Pain in Older Patients
inferview with Perry G. Fine, MD

Dr. Parry Fine complated medical school in 1981 at the Medlical Gollege of Virginia in Richmend. He served an internship in 1982 at the Gommunity Hospital of Sonama
County in California and comptsted his residency in 1984 at the University of Utah Medical Center. In addition, Dr. Fina completed a feliowship in 1985 al the Smythe
Pain Clinic at the University of Toronto in Canada.

Dr. Fine is a Professor in the Department of Anesthesiology in the School ot Medicine at the University of Utah, where he serves on the facuity in the Pain Research
Canter and is an attending physician in the Pain Management Center. He leaches the first and second year medical school courses in Social Medicine and the fourth
year medical schoal course in Medical Ethics. Dr. Fine serves as Senior Fellow for Medical Leadsrship for the National Hospice and Palliative Care Organization, where
he has served on the Board of Directors, and chaired both the Ethics Commities and Research Committes,

Dr. Fine was a founding member, and served on the Board of Directors, VistaCare Hospice Foundation (including as Chair), for ten years. He surrently hokls several Board of Directors
positions, including: VistaCare, Inc., a national leader in hospice care. based in S dale, Arizona: the American Academy of Pain Medicine (Treasurer); the Sociaty for Arts in
Healthcare. He is a consultant to the Center for Advanced lliness Coordinated Care, based in Albany, NY, devaloping and educationally supporting seff ining madels of pre-hospice
palliafive care in community settings, as an integratt p of disease g and advanced illness coordinated care. He has served as the Chair of the National Inifative on
Pain Control since 2003, an educational end of GME offerings in pain g 1t that has engaged several hundred theusand physicians during this time.

Or. Fine is widely published i the fields of pain management and end of lite care, He serves on the editorial boards of several peer review medical journals. As a medical avocation. he
has worked as a team physician for the University of Utah football team for the last 16 years, and was a medical officer for the 2002 Winter Olympics in Salt Lake City. He was awarded
The Josefina Magno Distinguished Haspice Physician Award by the American Academy of Hospice and Palliative Medicine in 2007,

Pain.com: How common is parsistent pain in older patients?

Dr. Fine: The prevalence of parsistent pain in older persons has been reported to be between 20 and 50% in community dwelling-adults, and up to 84% of nursing home patients report
daily pain. Despite the high Incidence of pain in older petsons. studies have revealed that older patiants are less likely to be adequately traated for pain compared with yotinger individuals.

Paln.com: What are the consequances of persistent pain in the geriatric age group?

Dr. Fine: Poor pain control in older persons has been shown to contribute to an overall diminished quality of life and impaired physical functoning. It also has been associated with
impaired cognition and mood and sfeap disorders, impaired ambulation and gait disturb . Poorly controlled pain is associated with decreased self-rated overall health assessments
which have been shown to be an indepentont predictor of ag hed life expectancy. Needless to say, the ink b persi pain, independent of its cause, and the risk of
premature mostality to persistent pain as a public health issue needs to be taken seriously and addressed accordingly.

Pain.com: What are the comrmon pain-producing conditians that affect older patients?

Dr. Fine: Similar to younger adult populations. low back pain is a teading cause of pain and debility in older patients, with combinations of neciceptive and neuropathic pain acising from
deganerative changes in spinal structures, including intervetsbral discs and facet joints with resuhtant spondylosis, neuraforaminal encroachment and spinal canal stenosis. Osteoartiitis
and osleoporosis are very comman with advanced age, and older individuals are at risk for developing polymyalgia theumatica. peripheral neuropathies, post-stroke central pain.
pastherpetic and trigeminal neuralgia, as well as vascular diseases with concomitent ischemic pain. Therefore, hecause pain-praducing conditions are increasingly commen with aging, &
brief screening assessmant for pain should be considared a routine part of geriatric care.

Paln.com: How can physicians and other healthcare professianals determine if patients are in pain ¥ they are unable 1o seff-repont dus to cognitive impairment from a d ing illnass
such as Alzheimer’s Disease or other causes? Link to PAINAD is http:iwvew.coh.org/prc/Reviews 260{%20Tools%20f0r 20Pain%: 20Assessment/PAINAD him Link to DOLOPLUS-2is
hitp:/iwvesy doloplus comiversiongbubechells:intro ifrn

Dr. Fine: Pain assessment in patisnts who are niot able to provide a verbal report themselves is an important issus in this patient population. Caregivers and clinicians must obse.rve ]
behaviors as “proxies” for verbal self-report. Changes in usual activity, facial sxpressions, vocalizations, lack of inlerest in previously pleasurable events such as eating or grooming, stiff
or rigid body postures or guarding, restlessness and spontaneaus movements, and so forth, reprasent the types of behavioral indicators that suggest pain may be present.
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Pain.com: What are the affects of aging on drug disposition?

Dr. Fine: Reduced muscle mass, decreases in serum proteins, and decreased renal clearance ars the most common changes that account for alterations in pharmacokinetics, such as
volume of distribution and clearance. Drugs such as the opioids that are highly protein bound may lead 1o sesmingly more potent effects due to more free drug available to cross the
blood-brain barrier. Drugs with active metabolites, such as morphine, that depend upon renal dearance must be used with much greater caution in older patients with predictably elevated
creatinine clearance,

Pain.com: Whatiis new and differsnt within the last year or two with regard to pharmacelogic agents used to treat pain that may have applicability to older patients in particular?

Dr. Fine: With the withdrawal of two of the threa previously avaiiable GOX-2 inhibitors from the analgesic formuary, and the most recent FDA advisary group recammendation not o
approve etoricoxib for astecarthitis due to concerns about cardiac and cerebrovascular risks, s well as the new waming labels for over-the-counter NSAIDs, clinicians are faced with the
challenge of reduced treatmenl options for their older patients with chronic pain. There has been the addition of a low-dose tansdarmal fentanyl patch, that releases 12 meg fentany! per
hour, which may be of benefit to older patients with continuous moderate-to-severe pain from a variety of causes, including cancer, Osteoartwilis (OA) or degenerative joint or spine
disease and painful neuropathies not respensive to other reatment modalities. Sirmflarly, tramadol is now available in an extended release formulation for around- the-Clock coverage of
conbnuous pain. Oxymorphone has recentty been approved for oral administration and is avatiable both as immediate releass and extended release formulatians, adding to the expanding
poiea of opioids available for the treatmerd of moderata o greatst pain. One other opioid preparation. the fentanyl buccal tablet. is & rapid-onset agent approved by the FDA for
the heatment of cancer-refated breakthrough pain in opioid lolerant patients.
Inn the realm of neuropathic pain, duloxstine, a mixed norepinephrine and serotonin re-uptake inhibitor and pregabalin, an anti-convulsant drug, have been approved for the freatment of
paintul diabetic peripheral neurcpathy. These drugs may be less likely 1o producs less adverse effects and be better folerated in older patients than the tricyclic antidepressants, due to
less anticholinergic effects. Although not quite as new. itis worth reminding readsts that the idocaine 5% patch is approved for the reatment of post-herpetic neuralgia, but clinical trials
have also shown afficacy in a variaty of other localized pain states. Since it is exiremely safe. its use should be considered as a stand-alone agent or adjunctio syslemio therapies.

tastly, [ would like to add that there has been an increased usage of methadone for the treatment of chronic pain conditions, probably due to ' d heightened efficacy
compared with other opioid analgssics coupled with its refatively low cost. Howsver, thete has also been an ing tise in mathad related and mortality in adults being
treated for persistent pain. It noads to bs emphasized that methadone has a highly variable efimination half-life, making dose accumulation a very real p | problem, As well,

methadone has baen shown to have a dose-dependent sffect on the cardiac QT interval, which can lead to ventricular arhythmias. Although it can be a very valuable agent, all due
caukon needs 1o be exarcised in prescribing, titrating and monitoring its use, and those without ampls experience shoukd consult with clinicians who are highly experiensed with this agent
in order to minimize risks in their patients,

Paln.com: Other than the conceins you have raised abaul methadone, how does opioid therapy in eldesly patients differ from younger adults?

Dr. Fine: R mustbe t 1 that ph jynamic and ph kinetic alterations occur with aging. Most commonly, drug sensitivity is increased leading to more potential
gnifive, balance and bowel-related side effects in the cider patient. Although not inevitable, a more slow and cautious approach ta initiating therapy, dose titration, and opioid rotation are
required. Similarly, drug absorplion, distribution, matabolism and clearancs are likely to be altered, due to progressive ch: in body tissus pasition, cardiac function and

consequent tissus parfusion, bowel motility, hepatic and raral function. and protein binding capaity. Al told, this requires mare awareness of each individual's physiologic state. potential
for drug-drug and drug-disease interactions, and fikely consequences of metabolite-related adverse effects, For example, morphine’s metabolites, morphine-3 and morphine-6
glucuronide, depend upon renal excration. In clder patients with raduced inine of these potentially toxic metabelites may a late and lead to i dation or CNS
irritability, depending upon the relative ratios of these metabolites. An alternative opisid might be preferred in patients with incipient renal insufficiency. Also, since opioid-related howel
dysfunction is 50 common, and older patients are especially vulnerable, institufing a bowsl regimen that includes a mofility agent such as senna or bisacodyl Is advised when initiating
opicid therapy. It may wall be that in the future there will be peripherally-acting opioid antagonists that will counteract opioid-agonist bowe! dysfunction, but unti then, the mere
conventional prophylactic approaches need to ba remembsted and reinforced continually.

Other than this, when opioids are indicated for the control of moderate or greater intensity pain, assessment and subsequent treatment for both components of persistent pain, continuous
and breakthrough pain, is required in order ta optimize funclional autcomes, A risk assessment and management plan should be part and parcel of routine care in order ta ensure that
therapeutic intent is realized, while loxicity, untoward side effects, misusa, abuss and purposeful or unintended diversion are minimized and rapidly detected. Since older patients, and
especially those with cognitive impairment, may be dependent on caregivers, the risk management plan must take this into account. Treatment goals such as reduced pain intensity,
reduced pain behaviors, improved funclional capacities, improved sfeep and mood. ar improved social interactions should be documented in order to justify ongoing phanmacalogic
thetapy.

Pain.com: Is breakthrough pain more or less of a problem in older patients?
Dr. Fine: This is a rathar new area of inquiry, but surveys to date suggest that breakthrough pain is very cormon in alf patisnta with advancad cancer. Patients with a variety of non-

cancer chionic pain disordars appesr to have mereasingly frequent episodes of breakthrough pain as their chronic condition progresses to end-stage. Since breakihrough pain srades
quality of life, this is an important compenent of persistent pain to assess and treat, especially when comfort is a chief objective in end-of-life care.

Pain.com: Ae there any additional or concluding comments you would fike to share?

Dr. Fine: Additienal treatment chalfenges in the provision of effective pharmacological pain manag for older patients include an increased risk of drug-drug and drug-disease

interactions due to the commonality of multiple iditias and medications in this populatien. Phar kinatic and ph ic diff in older persons can contribute to

increased sensitivity fo adverse drug reactions and noncompliance due to concetns about adverse drug reactions and fears of addiction, side effects, or dependence with opicids. With

this segment of our population growing quite rapidly, it Is increasingly incumbent upon clinicians who are invelved in adult medicine 1o continually update thelr core knawledge.

assessment and management skills in this clinical avea. This discussion is a good beginning and on behalf of this vulnerable group of patients, | am grateful for the readers’ intorestin .

pursuing this area of inquiry.
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Breakthrough Pain

Pain.com routinely intervisws pain speclalists on a varisty of topics so that our healthcare professionals can receive up-to-date information on medications, theraples,
pr , and other news. Pleass note that the opinions expresssd (n these interviews are specific to the interviewees,

Use of opioids in chrenic pain.
Interview with Charles E. Argofi, MD

harles E. Argott, MD, is diractor of the North Shore University Hospital, Gohn Pain Management Center, located on Long Island, New York, and is an
fassistant professar of neurology at New York University School of Medicine, Naw York, New York.

01 Argoft is a member of the American Academy of Neurology, American Association for the Study of Headache, the International Association for the Study of
Paln, the National Headache Foundafion, and the American Pain Society. His cinical and ressarch interests include the evaluation and treatment of pain, and
eadache and stroke rehabilitation,

fHe has contributed to articles in peer-reviewed publications and has bsen the author or coauthor of book chapiers on metabolic and neurologic diseases. A

3 Bigraduate of Northwestern University Madical School, Chicago, lllinois, he completed a residency in neurology at the State University of New York at Stony
Brook Medical School and a fellowship in develop and metabolic neuralogy at the Nationaf Institute of Neurological Disorders and Stroke of the National institutes of Health,
Bethesda, Maryland.

Paln.com: WHAT IS BREAKTHROUGH PAIN AND HOW DOES IT RELATE TO CHRONIC PAIN?

Or. Argoft: Chronic pain consista of two components: stable, persistent. bassling pain and a transient exacerbation of pain, or breakthrough pain (Portenoy, Hagen 1990: Fine, Busch
1998). Although the duration of bassline pain varies among patients and pain types, it typically lasts months or years (Portenoy 2006¢). Breakthrough pain, found in patients with chronic
bassline pain who are undergoing analgesic drug therapy on most days, is transitory pain that lasts seconds to hours, is more severe than the background pain, and has a negative eftect
on function or quality of life (Consensus definition 2008). Both components of chronic pain—baseline persi and breaktf Jh pain— nsed to be independently assassed and treatsd.

Pair.com: HOW DO QPIOIDS WORK?

Dr. Argoff: Sevaral major classes of opioid receptars in both the peripheral and central nervous system hava been identified. These include the mu opioid receptor (typical agonist-
morphine), the kappa receptor (typical agonist- butorphanol) and the delta opioid receptor. Endogenous opioids such as endorphins, enkephalins and dynorphins as well as exogenous
opioids have mutiple sites of action including within the peripheral nerve. the dorsal hom of the spinal cord as well as at higher levels of the cantral nervous system. Multiple sublypes of
thesa apioid receptors exist and these polymorphisms may be imporiant in ultimately understanding why some patients respond botter ta opioids than others as well as why some patients
respond beler to padicular opioids and not others.

Paln.com: IS THERE ANY EVIDENCE THAT OPIOIDS ARE EFFECTIVE IN GHRONIC PAIN?

Dr. Argott: Numerous randomized centrolled studies have been completed which demonstrate that compared to placebo the studied opioid offered greater pain relief for patients with
oateoarihritis, post-herpetic neuralgia, painful diabetic neuropathy, chronic low back pain, and cancer related pain. A non-controlied study has suggested that a subset of patients with
chronic headache may respond favorably long term when treated with opiolds. The important point made by this study was that only a relatively small subset of patients (less than 25%)
continued to do well on opiaids for the three-year period. Most of the other reported studies were of & much shorter duration. While opioids have been shown to provide analgesic bensfits,
which are superior 10 placebo treated patients, there are insufficient data to predict how durable this response whi be for a given patient. The opioid medications, which were studied
included codeine. oxycodone, morphine, tentanyl. methadone, and levorphanet among others.

Paln.com: WHO SHOULD BE TREATED WITH QPIOIDS?

Dr. Argoff: Patients with chronic pain who continue to suffer despite treatment with non-pharmacotherpeutic approaches, or a reasonable number of trials of non- opioid analgesics
including neuromodulating agents as well as patients whose unique situation would contraindicate their use ot other analgasics may be cansidered candidates for a TRIAL of opioid
therapy. The kay at this point is to emphasize the word, TRIAL. while many psople may ultimately benefit from and tolerate treatment with an opioid, many others do not and the pationt to
be treated must hear emphaticatly from the treating health care provider that the use of opioids will be continued only if the patient experiences meaningful pain relief with acceptable side
effests and without any other issues occurring that would contraindicats their continued use (such as misusa or abuss of the medication). Opioids, of course, are used in acute painful
states including acute exacerbations of chronic pain when the severity of the pain warrants rapid relief.

Paln.com: WHAT TYPE OF ASSESSMENT 1S REQUIRED BEFORE INMITIATING OPIOID THERAPY?

Dr. Argoff: The treatment provider must be able to document the pain syndrome that is being treated with apioid therapy. This may require further dlagnostic testing in some instances,
Do not confuse WNL for within normal limits as this often may mean we never looked! The specific characteristics of the pain, provecative as well as palliaive factors and the variabilty of

the pain must be noted. Various 1t tools ara jlable 1o help to d the intensity of the pain (numaerical pain intensity scale) as welf as the interferance of the pain on the
patient's activiies {brief pain inventary). The resuits of prior freatments and their resulls, the patiant's history of addiction {if any) and psychosocial history needs to be explored and
documented as well. A number of tools including SOAPP (S and Opioid A for Patlent s with Pain} are now available ta help predict the fikelihood that a given patient will

use opicids long term without any aberrant behaviors. These should be considered during the inkial evaluation, not after a problem has arisen. Unless the treatment provider is
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appropriately trained to do so, patients who may be considered otherwise as appropsiate candidates far opioid therapy but wha have a history of substance abuse or significant
psychdsocial issuss may be referred i6 a specialized pain treatment facility which may have more experience with and may be more comfortable with treating such patients. Any relavant
family history of substatice abuse or addictions should be noted and the treatment provider should document that upon considering the banefits and risks of an opioid trial that the benaefits
appear to outweigh the fisks. The rationale for opioid therapy must be clearly documerted. This assessment is subject however to ongoing reassessment of the patient and the need and
appropriateness of continuing opicid therapy.

Pain.com: WHAT OTHER TYPES OF TREATMENT MIGHT BE CONSIDERED CONCURRENTLY WiTH OPIOID THERAPY?

Dr. Argoft: The use of opioids in the management of chronic pain should be considered as one tool in the overall managament of the patient. Appropriate use of ather medicafions,
interventional pain management, physical rehabilitation alternative medical approaches and behavioral pain managemen: slategies must be considered and implemanted to the fullest
extent possible.

Pain.com: WHAT IS A TRIAL OF OPIOID THERAPY?

Or. Argoff: A trial of oploid therapy involves the documentation of realistic treatment goals. These may includs sufficlent paln reduction. improvement in function and possibly if retevant
return to work. The patisnt must be informed of the potential benetits and risks of apinid therapy and any othar relevant information you deem to be important related to their use of
opioids. This can be accomplished in part by having the patiant review and sign a treatment agreement prior to the initiation of the trial. Your policy regarding refills and medication dose
adjustments as well as your poficies regarding emergency issues can be discussed in such an agreement. Side effecls must be discussed as well as the need for regular follow up for
ongeing assessment and reassessment off this therapy. Guidelines for continuing treatment as well as for discontinuing treatment, eg. often called, “exit strategy," needs to be discussed
viith the patient af the initiation of the opicid treatment trial. Patients need to be aware that it may be necessary to titrate the epicid doss to the desired analgesic effect, and that no
phammacologic agent is likely to completely relieve chronic pain. An exit strategy. eg. failure of the therapy and discontinuation of such may oceur if thera is a lack of significant pain
reduction, lack of functional improvement, intoterable side effects or patient non-compliance with the treatment.

Pain.com: WHAT QPIOID SHOULD YOU USE?

Dr. Argoff: Mumerous short-acling and longer-acting opioids are currently avaitable. The treatment previder's choice of a particular opioid may be based upon the patient's past
experiencas, the patient's dlagnosis and curren! evidence regarding treatment of such with specific aploids (if available) as well as the treatment provider's own personal experience with
and comfort with the various agents currently avaitable. Most pain specialists would advocale the use of a lenger acting opioid for patients with chronic pain (around-the clock). Short
acting opioids may be used to help tivate to an effective dose of a lang acting agenl as well as for breakthrough pain. Not all longer acting agents are equal with respsct to their duration of
action. For I ded refease oxycodone has a release mechanism which atlows for approximatety 40% of the dose to ba immediately refeased and only 60% of it released over
a more extended petiod of ima (12 hours); sontrast that with the fentanyl patch which may provide analgesia to a patient for up ta?2 hours, One must be familiar with the various agents
and thelr relative strengths and imitations before prescribing. Certain opioids such s methadone have unique pharmacokinefic issues andfor drug-drug interactions, which the prescriber
must ba aware of when prescribing thesel

Pain.cam: WHAT SHOULD BE CONSIDERED AT PATIENT REASSESSMENT?

Dr. Argoff: Patient reassessment involves noting the p or ab of analgesia, noting functional improvement or lack of such, noting the presence or absenca of adverss effacts
(art treating them) as wiell as nofing the presence or absence of aberrant drug-taking behaviors. If there is insufficient pain relief, then the opioid dose can be increased or tha opioid itsalf
rotated to a different one due to incomplete cross-tolerance among various opioids. Adverse etfects must ba aggressively managed. The treatment provider must be aware of tho

difference among physical dependence, tolerance, pseudotolarance, addiction and pseudoaddiction when screening the patient for aberrant behaviors.

Urine diug testing must be considered as wall, Uttimately, the reatment provider needs to determine at the end of the reassessment visit whether the vpicid therapy should be continued
or if an exit strategy should be implemented.
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Pain.com routinely Interviews pain speciailsts on a varisty of topics sa that our healthcare professionals can recaive up-to-date Information on medications, theraples,
pr 4 1 and other medical news. Please note that the opinions expressed In thesa interviews are specific to the Interviewees.

Advances in the Management of Breakthrough Pain
Interview with Gerald M. Aronoff, M.D.

Gerald M. Aronoff, M.D. is Board Ceniified by the American Board of Pain Medicine and in Psychiatry by the American Board of Psychiatry and Neurology. He has been practicing in the
field of pain medicine for more than 25 years and is ane of the founding members of the Amarican Acadamy of Pain Medicine. Throughout his career, Dr. Aronoff has emphasized the
importancs of interdisciplinary pain manag with the goal of functional restoration. Dr. Aroneff is a graduate of the New Jarsey Collage of Madicine and did his residency training at
the Harvard Medicat Schoof's. Malean Hospital. He did fellowship training at the Boston University Schoal of Medicine and spent ihe first parl of his carser as Medical Director of the
Boston Pain Centet before relocaling to Charlotte, North Carolina to become the Medical Director of the Presbyterian Center for Pain Medicine. From 2001 to 2005. he was Chairman of
the Department of Pain Medicine at Presbyterian Hospital and Presbyterian Orthopedic Hospital in Charlotte, North Caroina, He continues in the hull-ime practice of pain medicine and is
involved in patient care as well as clinical research on the pharmacological managemert of chronic pain as well as preventing disability from chronic pain. He is the author of The
Evatuation and Treatment of Chronic Pain (3rd Ed, 1999} and his most recent book is The Handbook on The Ph. logical M: of Chronic Pain (2005). Dr. Aronoff is currently
Adjunct Associate Professor, Department of Psychiatry, Duke University School of Medicine. Dr, Aronaff is the Consultant Editar for the Pain.com category, Breakthrough Pain

Pain.com: Good morning Dr. Arenoff, and welcome ta the continuing series of sxpert interviews on breakthrough pain, You wrote the 1st Edition of your text Evaluation and Traatmant of
Chroni¢ Pain in 1985, and you did not advocate ihe use of maintenance epicids for the treatment of non-cancer pain except In rare circumstances. | urderstand that your position on this

topic has changed dramatically ever the years. Gould you pleass discuss why your pasition changed and lell us about your current views on the use of opicids for severe non-cancer pain
management?

Or. Aronioff: Much of my career has been spent working in the conlext of a multidisciplinary pain managemsnt center (MPC). In the 1970s and 1980s, one of the vulcome measures for a
successful MPC was the percentage of patients “successfully” tapered from opioids during the treatment program and maintained off of opioids during follow-up. Studies from MPCs often
provided conflicting data. Much of this was uncentrolled data, anecdotal and inadequate to reach any definitive conclusions. For example, patients were queried about their opioid use.
Mast often, this involved shont-acting opioids with an analgesic haif-ife of 3 to 4 hr. Yt often they ware being prescribed every 6 to 8 hr. Pafients were asked whether they had sustained
benefit, significant functional improvement or a greater ability to cope with pain. Generally the responses were not affirmative, and it was concluded thal opicids were ineffective for chronic
pain. | now suggest that tha conclusions were unfounded and misleading. They often reflected inadequata or inappropriate opioid prescribing without enough attantion to

Pt dynamics or ph ki - As many of the patients responded to an MPG tr pproach, this further reinforced the canciusion that epioids should not be used in
chranic pain. In retrospect, | can say that many of these patients had not done well prior to their admission ia the MPC when they were on opicids and, therefore, justification of the
medlication taper was not difficult, But with 2006 knowledge &nd hindsight, | suspsct thal many of us inadvertently did a disservice o a gteup of patients who wers “detoxifiad® or lreated
for "drug dependence.” These patients might have benefited from lang-term opoid treatment, but we d ically refused to p ibe opioids. Some of the patients lost to fellow up might
have changed physicians and were traated more aggressively slsewhere for ongoing pain. Over the years, | have been grateful to multiple colleagues who urged me 1o revisit this issue.
Much has been learned about opioid uss in chronic non-cancer pain, especially from clinical studies and treatment of cancer pain. Insights from the cancar paputation include the
following: - Unrelieved pain is iated with i d morbidity and psychosacial distrass. - Effective analgesia can reverse these and improve quality of life. - Management problems
related to tol or physical dependency are rare. - Addiction is rare without a prior histary of substance abuse. Multiple studies over the last 20 years, suggest that these same
findings apply to the non-cancer pain population. We now knaw that in appropriately selacted non-cancar pain patients, opicids have a low morbidity (often less than NSAIDs), and a Jow
addiction potential. Altheugh toletance may occur in some cases. geneally patients become tolerant ta bathersome side effects (other than constipation) more so than to analgesic
effasts. In 1987, the Amsrican Academy of Pain Medicine (AAPM) and the American Pain Society (APS) issued a joint consensus statement (figure 1)
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Paln.cam: In view of these comments, why do some medical practitioners still feel uncomfortable treating non-cancer pain more aggressively, since many studies suggest that the
problem is often quite disabling.

Dr. Aronoff: It has become clear that chronic non-cancer pain is a major public health problem causing enarmous suffering as wall as being a major economic drain on saciety as a result
of direct and indirect medical costs and associated (ost productivity. The three most prevalent. lignant di iated with significant pain include back pain with a prevalence
of more than 50 million, arthritis 43 million and chranic headache with more than 40 million sufferers in the United Statss alone. Estimates indicate that on any given day in America, up to
30% of our population can be suffering from chronic pain. When the physician considers the use of opioids in chronic pain patients with moderate-to-severe pain, the use of sustained-
acting (or lang-acting) opioid praparations has improved the fikelihood of getting good analgesia for around-the-clock pain. The side-effect profile of these madications Is significantly lower
than repeated dosing with short-acting opicids. Chronic pain is generally subdivided into persistent (e.g., around-the-clock) pain and breakthrough pain. Most pain practitioners think of
parsistent pain as the baseline pain that chronic pain patients experlence. As noted above, when this pain is severe il is generally managed with the uss of sustained-action, time-released
opioids, at imes in conjunciion with paripherally acting non-opioid analgesies and adjuvant analgesics. In 1850, Portenoy and Hagen (1) described breakthrough pain in cancer patients as
aflare up or acute exacerbation of modarale-to-severe pain in otherwise controfled baseline pain. They distinguished breakthrough pain from poorly controlled persistent pain. as well as
from acute spisodic pain. Breakthrough paln is further subdivided inlo incident pain, assaciated with movement or activities {that may be predictable, or unpredictable such as pain refated
to coughing of sneezing. ar bladder spasms); idiepathic or sponianeous pain, not having a definable patiern; and end-of-dose failure that occurs becauss the analgesic action of the
around-the-clock medication is inadequate to contain the pain until the next scheduled dase. End-of-dase failure generally is not considered actual breakthrough pain and often is best
managed by an adjustment in tha dose ot around-the-clock medication. Multiple surveys and studies have documented that more than half of chronic cancer pain patients experience
significant breakthrough pain (2), with some studies indicating a prevatence of breakthrough: pain as high as 8%% (3). It is generally of rapid onset, brief and in > 40 % of cancer patients

bagins In less than 4 minutes (2). It is now well established that uncontrollad breakthrough pain often predicts a poar patient ouicome iated with patieat dissatisfaction with
decreased levels of function and increased Jevels of anxiety and dt ion. Unrelieved breakihrough pain i the ic burden placed on patients and the healthcare system
of i d hospitalizations and more medical and emergency room visits (4). Most patients who have persistent pain and breakthrough pain ars able to acknowisdge thal thers

are mulliple factors infiuencing their pain. and these range from the disease itself to their activity level or other physical and psychological faclors. Ciinicians are advised ta lake a very
dstailed history in an atterpt to define the factors that influsnce tha baseline parsistent pain, as well as the episades of breakthrough pain. There is no justification for withholding
treatment for patisnts with severe, non-cancer breakthrough pain if they meet the criteria for treatment, Despite concerns regarding scrutiny fram regulatary agencies, pain management
within the guidelines of the various ragulatory agenties is appropriate and should be viewed at the standard of care.

Pain.cam: Conventional management of breaktiwough pain invoives the use of immediate release opioids or short-acting opioids and most physicians have developed a certain level of
comfort prescribing thesa. Why is there a need for new agents fo manage breakthrough pain?

Dr. Aronoff: [n a recent article. Prevalence and Characteristics of Breakthrough Pain in Opioid Treated Patients with Chronic Non-Cancer Pmn. Porteroy et al. (5} survayed 228 patients
with diverse types of chronic non-cancer pain all of whom had controlled baseline pain. They nated that 74% exy i savere lo iating breakt h pain, (s ding the
prevalence of 64% and 51% in some cancer surveys) although they found that the median number of episodes per day was less (2 for the non-cancer pain group versus 4-6 for the cancer
population). They also found that in the non-cancer pain population, the time to peak pain intensity was 10 minutes or less and the median duration was one hour. Although oral agents
are most commonly used to treat breakthrough pain, Gl absorption prevents rapid absorption for most agents and therefore is often inadequate for rapid-ansel breakthrough pain. Other
possibifities include rectal and transdermal routes, as weli as multiple invasive techniques such as ir ular, stbcl intri us. epidural, and spinal. lnvasive techniques
such as IV administration and patiant-controlled analgesia (PCA) provide rapid onset of action but are expensive and require technical expertise.

Pain.com: In a 2005 article, you and several colleagues discuss some of the advantages of using oral transmucosal fentanyi citrate (OTFC, Actiq®) for rapid onsat breaktivough pain.
Can you discuss some of your conclusions with our readers?

Dr. Aronoff: Oral ransmucasal fentanyl OTFG (Actiq) was develaped to provide rapid-onset and relatvely short duration of action via a convenient and roninvasive delivery system (8-
9). ltis FDA approved for tha treatment of breakthrough pain in opicid tolerant cancer patients, but because it is so well tolerated, increasingly has been used for severe rapid-onset
breaktivough pain in patients, Ad ges of the oral osal route relate to the physiology of the oral mucasa and pharmacology of fentanyl. The aral mucosa is highty
permeable, well vascutarized, and lipophilic allowing for rapid drug delivery through the mucosa into tha bloodstream. The oral cavity bas a relatively uniform temperature and a farge
surface area, further aptimizing this delivery route. The phammacod ics of OTFC are comparable to intr: iministration of hydrophilic opioids such as morphine (10,11) but

b access is not r y, OTFC has the advantages of convenience in terms of portability and ease-of-use that are similar to pills and fiquids. Many drugs are not
suitable for oral trar I administration, Overall, lipophilic drugs are better absorbed in hydrophific drugs Marphine, hydrocod and done are poorly absotbed across the
oral mucosa due ta theit low fipid solubility and extensive ionizatien at the pH of tha mouth, Each OTFG unit consists of a fentanyl-containing lozange aﬂached to a handle. As the lozenge
dissolves during the OTFC admnmstrauon approximately 25% of the tolal fentanyl dosa is rapidly absorbed across the oral mucosa and bacome sy it ilable. The i

75% of the total dose is swallowed, and approximately one-third of that amount {25% of the total dose) escapaes hepatic and i inal first pass metabofism and is absorbed mare slowly
in the intestine, The rapki oral transmucosal absorption of fentanyl combined with fast drffusmn acrass the blood-brain barrier cortributes to s swift onset of effect. n our study (12), we
noted that the most serious adverss effecls associated with all opicids are respiratory dep , circulatary depression, hyp and shock. These are extremely rare in
appropriately salected patients who take their medication as directed. Patients who ars regularly iving opioid gesic drugs are typically less susceptible ta the serious advarse
effacts then opioid-naive patients. in parficular, caution should be used when litrating OTFC in palients with medical conditions that predispase them to respiratory depression. We
specifically indicated that patients at highest risk for adverse side sffects include:  The elderly - Patients with significant pulmonary disease + Patiants who indicate that even low doses of
most ications cause iderable adverse side efiects. We advised increased caution in the titration of these higher risk individuals. We corwluded that the unique pharmacodynamic
properties ot OTFC comhbined with its non-invasive delivery form offered over current medications then available for the treatment of rapid onset breakthrough pain and that in
appiopriately selected patients, OTFG was sala and effective.

Paln.com: | undersiand that there is a next-generation fentany! product that has recently been FDA-approved for cancer breakthrough pain. Can you discuss this and its advantages over
exisling breakthrough pain medication.

Dr. Aranoff: The newest transmucosal delivery system ulilizes OraVescent® technology that refies on an sffervescent reaction to improva the efficiency of the buccal fentanyl absorption.
The effervescent reaction causes the production and dissipation of carbon dioxide, causing a dynamic shiftin pH as the tzblel dissolves. The initial low pH favars dissolution of fentanyl
citrate in saliva. The subsequent increase in pH favors the buccal absorption of non-ionized fentanyl across the buccal mucosa and increases the permeation of fentany into and through
the buccal mucosa. Pharmacokinetic dala suggest that the effervesconce reaction employed in the fentanyl effervescent buccal tablet {FET, Fentorai®) increasas the totaf amount of
tantanyl absorbed, Increases peak blood concentration, and decreases the fime it tekes to achieve peak blood concentration when compared with buccal delivery systems without
effervescence {13, 14) Ressarch data is compelling al indicating that the rate and extent of fantanyl absorption is greater with FBT Fentora when compared to non-sffervescent fentanyl
formulations. (Fig 2) as a resuk of the effervescant reaction.
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Perhaps the most inportant clinical advantage in the use of the fantany] eftervescant buccal tablet is the significant i in fentanyl bioavailability. The enhanced bicavailahility via the
oral transmucosal route allows for more of the fertanyl to be rapidly absorbed into the systeric circulation and CNS (48% vs 22% for OTFC), and less absorbed via GI metabolism. The
absclute bioavailability for FBT Fentora® is about 65% (vs 47% for OTFC). This has f ble mplications for the signifi population of chronic pain patients with rapid onset

breakthrough pain. In my clinical experience, many such patients limit thelr activity level and are far more sedentary than they need to be because of a fear of breakthrough pain. As noted
above in this article, although same of breakthrough pain is prediciable, frequently itis not and comes on very rapidly without warning. Some patients are fearful that if they are out alone,
or with family o friends, they will have an episode of breakthrough pain severs enough that they will need to be taken 1o an emergency room of be taken home. This fear contributes to
many patients remaining homebound. For them, the reassurance of getiing more rapid analgesia allows them to increase their functional daily activities and helps them improve their
quality-of-life. FBT's Fentora® clinical indication is similar to that of OTFC Actiq® that is, the managsment of breakthrough pain in patients with cancer who ars opioid iolerant. This degree
of tolerance is described as patients who are taking + At least 60 mg of oral morphine a day - At least 25 pg ransdermal fentanyl per hour - At least 30 mg of axycodone a day * At least 8
mg oral Hydro marphine a day - An equianalgesic dose of another opioid for 2 week or longer. Guidelines from Cephalon, Inc. (package insert) indicate that Fentorad FBT should not be
used in opioid non-tolerant patisnts. Multi-center cancer pain studies (15) document the clinical efficacy and safety of using FBT Fentora® for rapid onset chronic breakthrough pain and
conclude that most patients (91%) found an effective dose of FBT Fentora® or were managed at the 800 pg dose with a low incidence of reatment-relaied adverse side effects and
without any reports of respiratory depression,

Psin.com: You emphasized earfier that FBT Fentora® is FDA-approved only for breakthrough pain in cancer patients who are opioid toletant. You also indicated that OTFC Actiq®: had a
similar indication. We understand from the clinical exparience with OTFC Actiqy® that many of the pain physicians who use OTFC Actig® do so in patients who have moderate to severs
non-cancer breakthrough pain. Gan you comment on this and the implications for FBT Fentora®?

Dr. Aronoft: | believe that my clinical experiencs is similar to many of my pain medicine colleagues in that much of what we do in pharmacological management with chronic pain pationts
is "off labal* for non-FOA-appraved indications. Common examples include the use of tricyclic antidepressants for neuropathic pain. This class of medication is FOA-approved for the
management of depression and is not FDA approved for any specific pain process. However, it has been used over the last 30 years for the management of many types of neuropathic
painand other pain states betause it has been found to be clinically effective. Other examples of common aff label prescribing include the use of gabapentin (Neurontin®) and many other
antiepileptics drugs for many types of neurapathic pain. Untif recan years. gabapentin was not FDA approved for any pain condition. Pricr fo its approval fof postherpetic neuralgla, in
recent years, It became FDA-approved fof ‘petic neuralgia gabapentin For ysars it had been uses off label because it was found 10 be safe and clinieally effective. Pregabalin
(Lydca®) has mare recently bsen developed released as an ant-epileptic drug thal is FDA-appraved for postherpetic neuralgia and for painful diabetic neuropathy. Howsever, many studies
are emerging to suggest clinical etficacy In other neuropathic and non-neuropathic pain conditions justifying, in my opinion off label usage. The Lidoderm 5% Patch® is FDA-approved far
postherpetic neuralgia and in recent years has been used off label successfully in many neuropathic and nociceptive pain conditions. These are justa few of the many examples of
apptopriate off abel prescribing in the field of pain medicine. Physicians wha fimit their pharmacological choices lo only FDA-approved clinical indications are putting themselves and their
patients at a serious disadvantags by not considering treatment optiens supported by evidence basad medicine and good dlinical studfies lo suppart off labsl usage. Having sald that, |
strongly believe that as a physician it is my responsibility io inform my patients when | am using a medication off label. 1 discuss with them the FDA-approved indications and alsa share
with themn my befief that there is adequate clinical evidence to support irying the proposed medication to assist them in their pain management. | document this discussion in my progress
note. | have had a great deal of experience using OTFC Actig® for rapid onset breakthrough pain in patients as well as cancer patients. Available data suggests that the
overwhelming use of OTFC Actiq® is off label for non-cancer breakthrough pain. Clinical reporls support its efficacy and safety in appropniate carefully selected patients. A recent open-
label multicenter study of fentanyl effervescent buccal tablets in opicid folerant patients with chronic non-cancer pain and breakthrough pain (16) evaluated patient's preferance regarding
usa of FBT FEBT® compared with pravious supplemental opiolds after approximately 4 weeks of usa. Tha primary pain condition teated most oftan was dhronic low back pain (65%) and
the pathophysiology of the breakihrough pain was predominantly nociceptive (40%), mixed (37%5) and predominantly neuropathic {22%). The most commaon previous supplemsnial opicids
prior ta entering the study were oxycodone (23%}, hydrocodone/APAR (22%), and cxycodone/APAP {14%). The study concluded that: - The majority of patients (91%) with chronic non-
cancer pain conditions were sbls to identify an effective dose of FBT FEBT to adequately real their breakthrough pain. - The sesults of the interim analysis suggested that a majority of
patients wilh chronic non-cancer pain and breakthrough pain prefer FBY FEBT (100 pg to 800 pg} over previous supplemental opicids

Paln.com: Dr, Aronoff, do you have any concluding comments you would like to share with our readers?

Dr. Aronoff: In my book, Handbook on the Pharmacological Management of Chronic Pain. | emphasize what [ believe to be basic principles in the managernent of all chronic pain
patients. These Include a treatment approach that addresses the patient's: - Pain - Suffering {smotional distress) - Functional activity level (ADL) - Quality-of-lifs Chronic pain is woefully
undsr treated and as | noted above, is now recognized as being a major public health probiem, Those of us involved in treating this population need to recognize that ctinically effactive
pharmaca(herapeuhcs may play a major role in the care of many patients who might otherwise be incapacitated by their pain. Patients should be full luated with a compi i
history and physical ination. Every treatment offered 1o a patient should be selected only after consideration of the risks and potential beneiits of the treatment. | strongly believe that
pharmacotherapy is but one aspect of a mors comprehensive freatment approach that many patients requira. However, sffetfive treatment of breakthrough pain episodes may improve
physical and emotional web-bsing, as well as vocational and ional functionality for many patisnts, Additionally, it may decrease patient's reliance upon and usa of the healthcare
system, particularly the smergency room. The rapld onset of analgesia from the latest effervescent fentanyl buccal tablets acts as oral from new formulations of fantanyl may act as oral
PCA and glves oulpatients the same type of contral that parenteral PCA gives hospital pafients.
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