


Breakthrough Pain Page 1 of 4

Advertiszment
A Intonsive Revicw of the
Bpocialty of Pain Medicing:

SEl T e

Professionals Cor s PainR ces About

print page
email page

Hame : Breakthiough Puin : Brogkinzough Pain Resourcea: Expert Interviews

Breakthrough Pain

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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