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2. During my tenure as chief of the Division of Pain Medicine at the 

University of Washington (“UW”), the first multidisciplinary pain center in the United 

States, I successfully expanded pain medicine services into four hospitals, providing in-

patient, perioperative and out-patient specialty care for over 14,000 patients per year 

suffering from acute-, post surgical-, chronic cancer- and non-cancer-pain among adult, 

pediatric, geriatric and veteran populations.  I have also designed and expanded post-

graduate fellowship programs, created new pre-graduate and non-medical training, 

supervised, and provided hundreds of hours of continuing medical and graduate 

education to the community at large.  I have received numerous grants, collaborated with 

philanthropy and joint ventures with industry, and overseen the inauguration of the UW 

Center for Pain Research on Impact Measurement and Effectiveness (“CPRIME”).  

3. I have been awarded the American Pain Society (“APS”) Center of 

Excellence; the World Institute of Pain (“WIP”) Excellence in Pain Practice Award for 

best comprehensive pain program; the Puget Sound Community Healthcare Champion; 

the Honorable Mention for Innovation Health Care of the Association of American 

Medical Colleges (“AAMC”); and the National Institutes of Health Center of Excellence 

in Pain Education (“CoEPE”).  I have also planned the first military-veteran-civilian 

Cooperative Research and Development Agreement (“CRADA”) in Pain Medicine, and 

in 2012 received the University of Washington President’s medal for leadership and 

service.  

4. In recent years, every fifteen minutes an American dies from an opioid 

overdose, and every hour a child is born to a mother using painkillers.  In light of that 

national epidemic, I have worked to address the ongoing over-reliance on prescription 
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painkillers in Washington State and elsewhere in the United States.   I have been troubled 

by the existence of incentives that promote practices which result in poor patient 

outcomes, the insufficient attention paid to non-opioid alternatives, and the lack of any 

discussion about patient empowerment as part of health reform.  I worked closely with 

Washington State’s government on a legislative remedy to encourage the use of the same 

collaborative, coordinated policies we developed at UW.  I was one of the architects of 

Washington’s landmark legislation (HB 28761) that reduced statewide prescription drug-

related deaths by 35 percent.  Since then, I have been working to replicate the success of 

Washington State in other states, to coauthor a bipartisan federal law and to collaborate 

with the Clinton Health Matters Initiative (“CHMI”) at the Clinton Foundation. 

5. Currently, I am the Director of Medical Affairs at the Center for Lawful 

Access and Abuse Deterrence (“CLAAD”), a Washington, D.C.-based non-profit 

organization dedicated to gathering information and research on prescription drug abuse, 

misuse and diversion; coordinating grassroots activities among interested organizations; 

and making policy recommendations on prescription drugs with the goal of improving 

public health. 

6. I also serve as subject matter expert for the Defense Veterans Center for 

Integrative Pain Management (“DVCIPM”) at the Henry M. Jackson Foundation for the 

Advancement of Military Medicine, assisting in developing and executing the joint 

defense-veterans pain strategy, as mandated by Congress in the National Defense 

Authorization Act (“NDAA”) of 2010.  I am an Affiliate Professor of Science, 

Technology, Education and Health Studies at UW.  I hold a master’s degree in bioethics 

                                                
1 An Act Relating to pain management, Wash. Sess. Laws 2010, enacted March 26, 2010. 
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and heart surgery), and approximately 10 percent of these patients will suffer from 

severe, disabling, chronic post-surgical pain.8 

ALL CHRONIC PAIN WAS AT ONE POINT ACUTE 

12. Inadequate acute pain control – for example, in the surgical setting – can 

lead to the development of chronic pain.  The sudden onset of pain causes the activation 

of peripheral nerve endings and pain receptors (nociceptors) that propagate electrical 

impulses through nerve fibers into the spinal cord.  The electrical current in these spinal 

cord neurons causes a release of chemicals (neuro-transmitters) that control the sensory 

transmission to the brain and either inhibit (reduce) or excite (increase) the painful 

stimulus.9  Repetitive stimulation without opposing or diminishing pain may cause this 

modulating system (“the gate control”) to become maladaptive and bring about the 

development of abnormal ”neuropathic” pain sensations (peripheral and central 

sensitization).10  

13. Once the modulation of pain has been diminished or lost (dis-inhibited), 

neural impulses continue to activate multiple areas in the brain, resulting in profound 

changes in brain structure causing depression, anxiety, anger, insomnia and difficulties in 

executing cognitive functions like memory, impulse control and logical thinking.11  These 

                                                
8 Kehlet H, Jensen TS, Woolf CJ. Persistent postsurgical pain: Risk factors and prevention, LANCET 2006at 1618-
1625. 
9 Randich A, Ness T. Modulation of spinal nociceptive processing. In: Bonica’s Management of Pain, Fishman SM 
(ed), 2010, 4th edition, Lippincott, Williams and Wilkins, Philadelphia, PA. 
10 These amplified and abnormal sensations include, but are not limited to:  

• Hyperalgesia- increased sensitivity to a pain 
• Allodynia- a painful response to a non-painful stimulus (like touch) 
• Spontaneous pain- a painful sensation without any stimulus 
• Persistent pain- continuous pain sensation, even after the painful stimulus stopped  
• Phantom pain- pain in a body part that has been removed (limb, tooth) 

11 A. Vania Apkarian,et al., Chronic Back Pain Is Associated with Decreased Prefrontal and Thalamic Gray Matter 
Density,  J. OF NEUROSCIENCE, at 10410-10415 (2004). 
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negative effects of inadequate acute pain relief cause delayed healing, impaired 

functional recovery and sleep, reduced quality of life and increased hospital stays and 

hospital readmissions.12 

LOCAL ANESTHETICS, NOT OPIOIDS, BLOCK PAIN 

14. Since acute pain is a complex, multi-step, multi-target phenomenon, it is 

not surprising that multimodal analgesia (i.e., the synchronous use of two or more agents 

with different mechanisms of actions) is superior to monomodal therapy and has been 

recommended as a practice guideline by the American Society of Anesthesiologists for 

acute pain.13   Multimodal analgesia can include the use of the systemic non-steroidal 

anti-inflammatory drugs (“NSAIDS”) (e.g., Advil); acetaminophen (e.g., Tylenol); 

opioids (e.g., Vicodin); anticonvulsants (e.g., gabapentin) and local anesthetics (e.g., 

bupivacaine delivered by an indwelling epidural or peripheral catheter, or wound 

infiltration).  Regardless of the technique employed, the principles of multimodal 

analgesia are to attenuate the surgical stress, enable early mobilization, allow early 

nutrition and instill in the patient a sense of control over pain in order to promote “fast 

track recovery.”14 

15. The use of local anesthetics such as bupivacaine, which confer superior 

pain relief and provide the physiological benefits of stress attenuation by abolishing (not 

just attenuating) pain through neural blockade are central to the success of multimodal 

analgesia.  

                                                
12 B.H. McCarberg, et al., The impact of pain on quality of life and unmet needs of pain management, AM. J. THER. 
at 12-320 (2008). 
13 Am. Soc’y of Anesthesiologists Task Force on Acute Pain Mgmt., Practice guidelines for acute pain management 
in the perioperative setting, ANESTHESIOLOGY at 248-273 (2012). 
14 H. Kehlet & D.W. Wilmore, Multimodal strategies to improve surgical outcome, AM. J. SURGERY at 630-641 
(2002). 
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relatively large particles (24 to 31 micrometers), is well tolerated and is cleared by 

normal metabolic pathways without provoking any immune response.  

 

 

 

 

 

 

(Figure 3: Prolonged action of liposomal bupivacaine. Source: Lonner JH22) 

THE CONSEQUENCES OF OPIOID OVER-RELIANCE  

20. It has become a dictate among healthcare professionals and patients alike 

that opioids are the mainstay of moderate-to-severe pain control, more so for acute post-

surgical pain.  This idea is not entirely without merit.  Opioids are indeed powerful and 

often effective analgesics.  However, upon closer examination and understanding of the 

mechanism of action of opioids, it is not difficult to understand the dangers associated 

with opioid use, as well as the limitations of such use in many patients, especially with 

prolonged high doses.23 

21. Opioids exert their analgesic effect by inhibiting pain transmission in the 

spinal cord that attenuates (but does not abolish) pain transmission, and more importantly 

activates mu opioid receptors in the brain,24 profoundly influencing mood, emotion and 

                                                
22 Jess H. Lonner, et al.,. Potential Utility of Liposome Bupivacaine in Orthopedic Surgery, AM. J. ORTHOPEDICS at 
111-117 (2015).  
23 Susan Okie, Perspective, “A Flood of Opioids, a Rising Tide of Deaths,” NEW ENG. J. MED. at 1981-1985 (Nov. 
18, 2010). 
24 Opioids activate up to seventeen classes of receptors (kappa, delta, epsilon, iota, lambda, zeta to name a few), as 
well as opioid receptor like receptors (ORL1) involved in the development of tolerance.  There is a cascade of 
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behavior.25  Not surprisingly, the acute administration of opioids, even for a few days 

after surgery, causes a multitude of troubling and at times life-threatening side effects that 

impede recovery.  These side effects include:  nausea and vomiting; constipation; urinary 

retention; hypotension; hives and bronchospasm, but more dangerously, sedation and 

respiratory depression that necessitate continual patient monitoring on the ward by staff 

and not infrequently emergency-rescue antidote treatments to avoid sudden death.26  

22. One of the advantages of using postoperative opioids is that they can be 

given to patients who cannot take anything by mouth.  Opioids can be administered as 

subcutaneous, intramuscular or intravenous injections, by a transcutaneous patch, a trans-

mucosal lollipop or as an epidural or intrathecal infusion given by anesthesiologists.  

23. However, opioids are not an adequate treatment for many patients, 

especially when used repeatedly.  The main problem of recurring administration of 

opioids is that they have active metabolites, some even more potent than the parent drug, 

causing neurotoxic and neuro-excitatory effects.27  Therefore elderly, and frail patients in 

particular, as well as individuals with kidney, liver, heart and lung diseases, or already on 

chronic opioid treatment are all very poor candidates for opioids and would benefit from 

an alternative analgesic. 

24. Other significant sources for opioid-related morbidity and mortality are 

drug-drug interactions.  There are multiple mechanisms for clinically significant drug 

interactions with opioids, especially with drugs that are often prescribed to patients going 

                                                                                                                                                       
intracellular events by which opioids attenuate pain signaling: G protein activation causing receptor 
phosphorylation, arresting recruitment and internalization, MAPK signaling and G protein recycling. 
25 Mark R. Hutchinson, et al., Exploring the Neuroimmunopharmacology of Opioids: An Integrative Review of 
Mechanisms of Central Immune Signaling and Their Implications for Opioid Analgesia, PHARMACOLOGICAL REVS. 
at 772-810 (2011). 
26 R. Benyamin, et al., Opioid complications and side effects, PAIN PHYSICIAN at S105-120 (2008). 
27 Joern Lotsch, Opioid Metabolites, J. Pain and Symptom Mgmt. at S10-24 (2005). 
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hospitalization has reignited the interest in – and requirement for – providing effective 

multimodal care.39 

30. But having liposomal bupivacaine available is not enough.  It is important 

to educate providers, and surgeons in particular, about the fundamental difference 

between attenuating pain (with opioids) and abolishing pain stimuli (with local 

anesthetics, such as liposomal bupivacaine).  Professionals need to know the causes and 

effects of acute pain, the risk of it becoming chronic and maladaptive if not relieved, and 

the huge risks associated with long-term use of analgesics, in particular opioids.40  The 

reliance on single non-opioid analgesics like NSAIDS and acetaminophen are often not 

enough and fraught with their own host of side effects,41 especially among the aged and 

ill.42  And as mentioned earlier, the use of opioids alone is usually poorly tolerated, 

contraindicated in many,43 and harbors the risks of lifetime use after 90 days.44  Ensuring 

that different general and subspecialty surgeons and physicians have access to ample 

information about how liposomal bupivacaine (EXPAREL) can be used in different 

surgical procedures would better enable them to offer more appropriate choices for their 

patients, rather than just rely on opioids as the mainstay for pain control.  

31. Finally, the development of—and better educating and informing 

physicians about—liposomal encapsulated bupivacaine is timely and necessary.  It aligns 

                                                
39 Paul F. White, et al., Special Article, The Role of the Anesthesiologist in Fast-Track Surgery: From Multimodal 
Analgesia to Perioperative Medical Care, Anesth. Anal. at 1380-1396 (2007). 
40 Patti Kastanias. et al., What Do Adult Surgical Patients Really Want to Know About Pain and Pain Management?, 
PAIN MGMT. NURSING, at 10(1):22-31 (2009). 
41 The FDA has recently added a warning of an increased risk of heart attacks and strokes associated with prolonged 
use of NSAIDS, even with over-the-counter preparations. 
42 Henrik Kehlet, Editorial Views, Postoperative Opioid Sparing to Hasten Recovery: What are the issues? 
ANESTHESIOLOGY.  at 1982-1985 (2005). 
43 Opioids are not recommended in patients with lung, liver and kidney diseases and doses must be significantly 
reduced in elderly and frail individuals, due to the presence of active metabolites that increase the risk of toxicity.  
44 Bradley C. Martin, et al., Long-term Chronic Opioid Therapy Discontinuation Rates from the TROUP Study, J. 
GEN. INTERNAL MED. at 1450-1457 (2001). 
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