


EXHIBIT 2 

1. 

AFFIDAVIT OF JAMES E. O’BR-IEN, Ph.D., M.D. 

I, James E. O’Brien, having been duly sworn, depose and say: 

I am over eighteen years of age and believe in the obligations of an oath. 

2. I have a B.S. in Pharmacy and an MS. and Ph.D. in Pharmacology from the 

University of Connecticut, and obtained an M.D. from the University of Vermont. Upon 

completion of my internship and residency requirements in internal medicine at St. 

Francis Hospital in Hartford, Connecticut, I remained with the hospital as Director of the 

Intensive Care unit and as Clinical Pharmacologist. In addition to my work at St. Francis 

Hospital, I was also a member of the faculty at the University of Connecticut Medical 

School for over 17 years, where I was an Associate Professor with appointments in 

medicine, surgery, psychiatry and toxicology. I have served on numerous boards and 

commissions, including the Pharmacy Commission for the State of Connecticut where I 

was the board’s chairman for 12 years. I am currently a toxicologist with the University 

of Connecticut Poison Control Center, and still consult on various drug-related issues 

with the United States Drug Enforcement Administration and the United States 

Attorney’s Office for the District of Connecticut. (See attached Curriculum Vifae). 

3. I have been asked by the Office of the Connecticut Attorney General to give my 

opinion, based on my education, training and experience as both a pharmacologist, 

pharmacist and a physician, as to the pharmacologic effects of OxyContin when an 

increase in the patient’s total daily dose of oxycodone is accompanied by a decrease in 



the time interval between doses from the manufacturer’s recommended q12h guideline to 

q8h or more frequently. 

4. The labeling for OxyContin specifically states that patients who experience 

breakthrough pain may require rescue medication or dosage adjustment. Rescue 

medications, if needed, should be prescribed in an immediate-release dosage form. 

Often, rescue medication is prescribed in 5mg or 1Omg dosages. When the rescue 

medication does not adequately control a patient’s pain between doses of OxyContin, the 

labeling recommends that the total daily dose of oxycodone should be increased by 

increasing the OxyContin q12h dose, not by increasing the dosing frequency. 

5. It is my opinion that increasing the dosing frequency of OxyContin from q12h to 

q8h or more frequently, coincident with an increase in the total daily dose of oxycodone, 

will lead to a stepwise progression in the patient’s plasma levels due to a greater 

accumulation of the drug in a relatively short time. This increase in oxycodone plasma 

concentration will significantly raise the potential for a patient to incur an increase in the 

frequency and severity of side efl3ects and, possibly, adverse events. The risk for 

developing side effects and adverse events is greatest within the time it takes for the drug 

to reach steady-state, which is normally within the first few days after dose adjustment. 

6. I base my opinion on the fact that OxyContin’s AcroContin delivery system is 

constructed for a biphasic absorption pattern. Essentially this means that oxycodone is 

absorbed into the bloodstream in two phases. In the first phase, the drug’s delivery 

system results in an initial absorption of approximately one-third of the total dose of 

oxycodone within the first two hours of administration. This initial phase is followed by 

a second prolonged phase, where approximately two-thirds of the remaining oxycodone 



is slowly diffused through an acrylic matrix into the bloodstream. The prolonged phase 

of oxycodone absorption occurs over a 1 O-l 2 hour period. 

7. Because of OxyContin’s biphasic construction, in those instances when the total 

daily dose of oxycodone is increased and the frequency of drug administration is 

shortened to intervals of less than 12 hours, the subsequent one-third dose of oxycodone 

contained and absorbed during the initial phase will be superimposed on the dose of 

oxycodone still remaining in the patient’s system from the prior dose’s prolonged phase. 

This results in an increased accumulation of oxycodone and its less active metabolites in 

the plasma. The higher concentrations occur for the reason that not all of the drug from 

the first dose is eliminated prior to introduction of the second dose, and will lead to 

higher drug concentrations over at least the next several doses. The onset of 

accumulation is hastened by the drug’s delivery system, since almost 40% of the drug is 

absorbed within the first one to two hours. This level of accumulation is beyond the level 

one would expect to see if a physician prescribed an immediate-release rescue dose rather 

than an additional dose of OxyContin. These risks are further magnified in OxyContin’s 

higher strengths, the 40mg, 80mg and 160mg tablets. 

8. On average, according to OxyContin’s labeling, steady-state plasma concentration 

- - the point at which the amount of the drug eliminated during each dosing interval is 

equal to the amount of the dose - - will take place within approximately 24-36 hours of 

titration and dosing frequency adjustment. Time to steady-state is based on OxyContin’s 

stated elimination half-life of 4.5 hours. For the average patient population using 

OxyContin, this will be the window when the potential for additional side effects and 

adverse events will most likely be expected to occur if the total daily dose of oxycodone 
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is increased in concert with a decrease in the time interval between administrations. If, 

however, the elimination half-life of OxyContin is actually closer to 10 hours rather than 

4.5 hours, it will take longer for the patient to reach steady-state. If this were true, then 

the plateau concentration of the drug will be greater due to a continued accumulation 

from more frequent doses and the longer time it takes for one to eliminate the drug from 

their body. Further, although the drug’s labeling indicates it is appropriate to adjust the 

dosage after one to two days, if the time to steady state is actually longer, the better 

practice would be to wait at least two or more days before making each dosage 

adjustment. This is so since the true therapeutic effect of a drug cannot be observed, and 

thus evaluated, until the drug has achieved its maximal response, which occurs only after 

maximum drug concentrations are reached. Adjusting the dosage again, prior to the 

preceding dosage adjustment reaching steady-state, may result in consecutively higher 

plasma concentrations of oxycodone then is warranted for proper pain relief, and will add 

to the potential for developing drug induced complications. 

9. While average time to steady-state is an important factor in prescribing drugs for 

chronic conditions, there are essential variations in kinetics among different patients, 

either due to patient population or disease, that prescribers of OxyContin must take into 

account. For certain patient populations, many of which are prescribed this drug, the 

time to steady-state after dose titration and dosing frequency adjustment may be even 

longer. This is particularly true for those patients whose ability to eliminate the drug is 

compromised, leading to longer elimination half-lives. The longer it takes to achieve 

steady-state plasma concentration, the greater the prospect for a rapid and continued 

accumulation of oxycodone from the increased dosing frequency, leading to a heightened 
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potential for toxic concentrations. Among those patient populations most at risk are the 

elderly, those with respiratory disease, and/or renal, hepatic, or endocrine impairments, 

making them more susceptible to increased occurrence of side effects or adverse events 

such as central nervous system depression, orthostatic hypotension, hypoxia, and/or 

respiratory arrest when an increase in total daily oxycodone dosage is coupled with a 

decrease in the time interval between administrations. 

10. Also of concern with the above-described prescribing practice is the problem of 

physical and psychological dependence. Although this is always an issue when 

prescribing opioids, this concern is amplified when an increase in the total daily dose of 

oxycodone, combined with more frequent dosing, is used in conjunction with 

OxyContin’s biphasic delivery system. When oxycodone daily dosage is increased and 

the frequency of administration occurs in dosing intervals less than q12h, the absorption 

within a relatively short time of almost 40% of the drug will lead to a quick and marked 

increase in oxycodone plasma levels that will raise the likelihood of increased euphoria 

which will add to the specter of the potential for abuse and psychologicai dependence to 

the drug. 

11. While the prospect for the occurrence of euphoria is certainly present during the 

first few days after titration, it is my opinion that long-term use of OxyContin at dosing 

frequencies of q8h or more frequently will enhance the chances of developing an 

iatrogenic-based psychological dependence and addiction to the drug as well. I reach this 

conclusion for several reasons. First, the frequency of administration of a drug, 

especially one as potent as OxyContin, is always a factor in a patient developing an 

addiction. Therefore, when a drug is taken on a more frequent and sustained basis it can 
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produce compulsive drug use. Second, under q12h administration the initial absorption 

phase of oxycodone delivery causes onset of drug effect within 42 minutes to an hour. 

The superimposing of a significant OxyContin dose on an already existing level will not 

only rapidly raise the peak concentration but will also intensify the euphoric effects and, 

thus, the potential for developing addiction. Finally, an increase in total daily oxycodone 

dose, combined with a more frequent administration of OxyContin will result in higher 

and more frequent peaks in oxycodone plasma concentration, which will invariably lead 

to greater drug effect and, consequently, greater gratification from drug use. 

12. Assuming that prescribers are increasing a patient’s total daily dose of oxycodone 

by adding one or more doses rather than increasing the q12h dose, it is my opinion that 

there is a marked need to better inform prescribers on the pharmacokinetics of 

OxyContin, and increase awareness of theserious adverse events that may occur when 

titration is effectuated by prescribing the drug for administration more frequent than 

ql2h. I suspect that many q8h, q6h and q4h OxyContin prescriptions are inadvertently 

written as a substitute for immediate-release preparations to treat breakthrough pain. 

Obviously, because of the greater potential for side effects and adverse events that may 

result from this prescribing practice, more specific information relating to the issues 

involved in prescribing OxyContin in dosing intervaIs less than q12h should be 

disseminated to healthcare professionals as expeditiously as possible. 

13. The logical place for more specific information related to the greater risks of 

prescribing OxyContin in dosing intervals less than q12h should be the drug’s labeling 

and advertising. However, revisions to a drug’s labeling require Food and Drug 

Administration approval, which can be time-consuming. Thus, it is my opinion as a 
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pharmacologist, pharmacist and physician, and in light of the potentially serious nature of 

this problem, that in addition to the manufacturer initiating steps to revise OxyContin’s 

labeling, there is a clear need for the immediate issuance of a “‘Drug Warning” or “Dear 

Healthcare Professional” letter explaining OxyContin’s pharmacokinetics, the 

dissimilarity of the drug’s AcroContin delivery system from other controlled-release 

opiates, and the risks involved in prescribing this drug in dosing frequencies more often 

than every 12 hours. 

STATE OF CONNECTICUT 1 . ss: &t +& 4. 
COUNTY OF ca i 

Sworn and subscribed before me in &,c %?& c dl , Connecticut, on 
this 6 m day of December, 2003. 

DJh.A !..a G-b-- 
Notary Public 
My commission expires: !5/+CI 
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