
P hysicians have been forced to weigh professional risk in se- 
lecting a treatment modality when treating patients for 
chronic pain for fear of civil, administrative, orworse, mim- 

inal liability. Urinary drug testing is becoming the cheapest in- 
suranceJor liability protection in clinical practice. The Federa- 
tion of State Medical Boards'(FSMI3) adopted a policy for pre- 
scribing conm1Ied substances stressing the critical importance 
in documenting, evaluating, and monitoring controlled sub- 
stances in the management of pain patients. This is consistent 
with the guideline set forth by federal agencies including the 
Drug Enforcement Agency (DEA). Part of this policy - dealing 
with the implementation of monitoring drug compliance - is 
the regular use of UDT. 

Clinically, the benefits of uDT are multiple. These indude re- 
ducing the risk for toxicity in patients vulnerable to adverse drug 
effects, avoidance of mcdico-legal problems, detecting patient 
non-compliance, reducing the risk of therapeutic failure, and 
avoiding or detecting drug-drug interaction. Additionally, UDT 
enhances the physician's ability to use drugs effectively and min- 
imizes treatment costs. 

Unfortunately, physicians have utilized UDTas a means of dis- 
charging patients from their practice. Urine drug testing should 
not be primarily used as a tool for protecting the doctor's li- 
cense or the pain clinic, but to enhance patient care. It has to 
be emphasized that the use of UDT is never intended to be puni- 
tive. It is a disservice to the medical profession for a patient to 
be discharged on the basis of a positive UDT. The presence of 
illicit substance in the urine indicates that the patient has a prob- 
lem and therefore needs help and guidance from the clinician. 
Instead of discharging the patient from the practice, the patient- 
should be offered help in the form of consultation and treat- 
ment with an addiction medicine specialist, psychiatrist or clin- 

ical psychologist specializing'in the management of addiction, 
as well as enrollment in a recovery program. The patient should 
be managed by other means since there are a multitude of op- 
tions available to mat chronic pain without necessarily using 
chronic opioid therapy. 

The use of long term opioid therapy for chronic pain is now 
accepted as standard medical practice in patients with moder- 
ate to severe pain who failed to,,r~spond to more conservative 
therapy. Unfortunately, patient self-reporting of drug compli- 
ance is frequently unreliable and it becomes necessary to use 
"external" sources of information on patient drug use includ- 
ing pharmacy profiling, review of medical records, interview 
with family members, the use of some form of prescription mon- 
itoring program, and - more accurately - detecting the pres- 
ence of drugs in the patient's system using a variety of speci- 
men such as saliva, blood, hair, and urine. 

Urine is the standard body fluid tested for drug screening be; 
cause it is readily available, it is easily collected, and it is easily 
handled by laboratory and office personnel. Urinary drug test- 
ing has been preferred over serum sampling because the peri- 
od of detection of a particular drug in the urine is increased, 
while drugs and their corresponding metabolites may only be 
detectable in the serum for a short period of time. Urinary drug 
testing(UI3T) is also less expensive and non-invasive compared 
to serum testing. 

It has to be emphasized that the result of urine toxicology 
for the purpose of detecting patients who may be diverdng, 
supplementing or abusing the prescribed drugs and ocher i t  
licit substances are protected by the physician-patient conf- 
dentidicy rule and the result of the test cannot be disseminat- 
ed to other interested parties without the expressed consent of 
the patient. 
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Urine Drug Testing Methodology 
There are two types of drug testing used in clinical practice. The 
first type is an immunoassay test. This test is approved by the 
United States Food and Drug Administration and is based on 
the principle of competitive binding. A known amount of anti- 
body and an enzyme labeled drug or metabolite are added to 
the urine specimen. The drug or metabolite in the sample com- 
petes with the labeled drugor metabolite to bind antibody, fom- 
ing an antigen-andbody complex. The amount of enzyme-la- 
beled antigen that binds with rhe antibody i s  inversely propor- 
tional, to the amount of drug or metabolite in the urine sample. 
T h e  main advantage of immunoassay is allawing simultaneous 
and rapid testing of drugs in the urine. Immunoassays that are 
commonly used indude radioimmunoassay, fluorescence polar- 
ization immunoassay, enyrne mediated imunoassay, and kinet- 
ic interacdon of mimpartides in solution. 

The most sensitive and reliable of all immunoassay techniques 
in testing for abused drug is the Fluomacence Polarization Im- 
munoassay (FPIA). It has a lower level of qumification com- 
pared co the federally regulated concentration. Interference and 
tampering of specimens have found FPIA to be quite resistance 
to normal adulterating and tampering substances. The test de- 
tects the "Federal Eve" drugs or drug classes that are tested in 
federal employees and federally reguIated industries. T h e  
drugklass detected include marijuana, cocaine, opiates, phen- 
cyclidine (PCP), and arnphethamineslmetharnphetarnines. Ad- 
ditionally, it detects other substances such as benzodiazepines 
and barbiturates. However, there i s  no reliable relationship be- 
tween the urine drug concentration and the doses taken of the 
prrsrribed drugs. Table 1 shows the comparative cutoff con- 
centration between the standard (federally mandated) level and 
that of the Flourescence polarization immunoassay (FPIA). 

Unfortunately, this test has a high false positive results bc- 
cause of structuraI similarities between a variety of drugs. Pa- 
tients eating poppyseed-containing food such as cakes, bagels, 
rolls, Danish pastry, strudels, and rnflins can have a false pos- 
itive test for opioid because poppyseed contains a small amount 
of morphine. Syrnpathomirnetic arnines, such as ephedrine and 
pseudoephedrine as well as certain diet pills, can produce a false 
positive test for amphetamine, A false positive result for mari- 
juana can be caused by dmnabinol- and hemp-containing food. 
The primary metabolite of cocaine is benzoylecgonine. Both co- 
caine and its metabolite have a low cross-reactivity with other 
substances. A positive FPIA is highly predictive of cocaine use. 

Immunoassays vary in the range of compounds detected - 
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some detecting specific drugs, while others detect only classes 
of drugs. Urine drug concentration and the assay's cutoff con- 
centration also affect the sensitivity of the test. Higher drug con- 
centration will produce a positive result but any concentration 
below cutoff is reported as negative. T h i s  test has a very low sen- 
sitivity for semisynthetic and synthetic opioids such as hy- 
drocodone, oxycodone, fentanyl. Methadone and buprenor- 
phine. Thus a negative immunoassay test for these substances 
does not exclude the use of these opioids. T h e  use of im- 
munoassay test alone in clinical practice is rarely sufficient since 
it does not consistently identify specific drug or metabolite but 
rather identifies a particular dmg class. This test should be used 
as an initial screening tool, but a confirmatory test must be done 
when monitoring a patient cornpiiance to drug therapy. 

The confirmatory urinary dmg test is laboratory-based and 
employs the principles of gas chromatography and mass spec- 
trometry ( G W S ) ,  or high performance liquid chromatography 
(HPLC). Gas chromatographylmass spectrometry (GCMS) is con- 
sidered to be the "gold standard" of u r i n q  drug testing. The 
test is used to confirm the presence of a prescribed drug and to 
identify drugs not included in the screening test. The test is ca- 
pable of detecting drugs and metabolites that may show a neg- 
ative result during screening such as the synthetic and semi- 
synthetic opioids. 

Similar to the irnmunoassay, the only substance that can cause 
a false positive opioid result in GUMS is poppyseed, Codeine 
and heroin are metabolized to morphine and can produce a 
false positive test. Uemethylation of hydrocodone produces hy- 
drornorphone, thus a false positive result for the metabolite may 
be obtained following hydrocadone use. There is no cross-mc- 
tion of GCMS testing for cocaine and any of the ester and amide 
local anesthetics. Secondary smoking or passive exposure to 
marijuana does not result in a positive test. 

The abiliry to detect a speafic drug concentration in theurine 
is determined by the time and duration the patient takes the 
drug, its pharmacokinetic praperties, dose and route of ad- 
ministration, urine volume, and pH. Heroin is difficult to de- 
tect because it has a half life af 5 to 50 minutes while its metabo- 
lite, 6-acerylmorphine, has a half life of 45 minutes. Cannabi- 
noids in the urine can be detected up to 80 days after cessation 
if the patient is a heavy and consistent user. A patient can be a 
rapid metabolizer and the urine drug test can be negative de- 
spite adherence and 1 ug use. Table 2 shows the detec. 
tion time of drugs in 
Urinary drug testing IS an mportant tool that a pain clinician 
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l a t r a d d i c t i o n  

see if it is false. This is the notion of faisifiability. This brief test 
by the Weaver scenario shows how a theory of an addiction is 
proven to be false. 

Falsifiability requires that before a theory can be considered 
true, it has to be tested to show where it might be false. In med- 
icine this should be central to every diagnostic process. 
When a pain patient displays behaviors consistent with an ad- 

diction, the physician is obligated to try to prove that a possi- 
bk  diagnosis of an addiction is wrong. In other words, the physi- 
cian has to reframe the hypothesis and challenge it to a test to 
see if he is correct, and one way to do this is to explore the mo- 
tivations for the patient's behaviors. In an ideal world, testing 
the motivations would occur if the patient is allowed unfettered 
access to pain medications. If only the amount needed to con- 
trol the pain is used despite the ready availability of additional 
medications, and the drug seeking behaviors characteristic of a 
conventional addiction disappear, then the addiction hypothe- 
sis is wrong. Of course this is not a realistic test - patients can 
not initially be given unlimited access to medications. But there 
must be the development of a doctor-patient rapport and trust 
such that both doctor and patient feel comfortable discussing 
it. Then the doaor should systemically increase the strength of 
any inadequate treatment cool - including medication doses 
- until the iatrogenic problem resolves. This testing and diag- 
nostic approach also applies to other clinical situations in which 
a patient clandestinely seeks to supplement an inadequate prin- 
cipal treatment. 

Iatrogenic Addidion 
Gilson and Joranson, Drayw, Henderson and Reidenberg, Will- 
weberdmmpf, Zenz and Strumpf, and Boureau, et al, have all 
used the term "iatrogenic addiction" to capture this same no- 
tion of pseudoaddiction. In 1985, Portnow described medical- 
ly induced drug addiction that "usually arises as a complication 
of a medical disorder that is accompanied by pain.. ." There is 
also the sense that an "iatrogenic addiction" applies when a 
physician inappropriately supplies addicting substances to a pa- 
tient for non-therapeutic purposes. While the terms "iatrad- 
diction" and "iatrogenic addiction" appear to have common at- 
mibutes, the patient's behaviors and motivations relative to these 
terms might be completely opposite to each other. A diagnoses 
of one or the other can produce critical differences in how a pa- 
tient is managed. The situation is further complicated when a 
patient having substance abuse problems needs narcotics for le- 
gitimate pain control. 

Conclusion 
When inadequate or inappropriate treatment is a central miti- 
gator in the sequence of events leading to the behaviors dis- 
cussed above, it is this author's assertion that the term 'iatrad- 
diction' should be used to reflect the patient's behavioral choic- 
es and replace the terms 'pseudoaddiction' and 'iatrogenic ad- 
diction'. This is especially so with chronic pain patients because 
iatraddiction, as a term, more accurately takes advantage of the 
etiology of the behavior and has a &ter explanatory power 
with regards to such patients' actions. 1 
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can use for proper documentation of adherence to a treatment 
plan, diagnosis of drug abuse and addiction, uncovering traf- 
ficking and diversion, and as a requirement for initiation and con- 
tinuation of long term opioid therapy. The use ofurine drug test- 
ing may decrease the risk of drug misuse. When and how often 
to test a patient depends primarily on the clinical judgment of 
the pain specialist. Patients who refuse to undergo urinary drug 
screening are not candidates for chropic opioid therapy. 

To improve the reliability of urinary drug testing, it is prefer- 
abIe to have the specimen collected at the clinic or in the hospi- 
tal. Observation of the urine characteristics including color, tem- 
perature, ph, specific gravity, and urinary creatinine should be 
done. Some centers add color agents to the toilet to prevent urine 
dilution and hot water is m a i l a b l e  to p w e n t  urine tampering. 

Conclusion 
The routine use of urinary drug testing is becoming more com- 
mon in the management of chronic pain. The use of an initial 
drug screen followed by the confirmatory test is a two step 
process used to improve patient care, monitor compliance, and 
detect drug misuse. Immunoassay - p e r a b l y  flourescence 
polarization irnmunoassay - is the screening test of choice, fol- 
lowed by gas chromatographylmass spectrometry as the 'gold 
standard' for drug confirmation. T h e  clinician must be aware 
of the pitfalls andlimitation of each test and its proper inter- 
pretation. Clinical decision making basing on the result of the 
drug screen should take into consideration other pertinent clin- 
ical information. Drug testing should never be used as a puni- 
tive measure but rather to enhance patient c a .  Rain manage- 
ment practices are encouraged to use this technology, however, 
fhrther data are needed to determine the impact of urinary drug 
testing in chronic pain management. W 
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