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Urine Testing 

Urine screening for the benzodiazepines is 
accomplished by the same method as the 
other drug of abuse screens, which is called 
EIA (ELISA or EMIT) or an enzyme immu-
noassay.  In this method of testing, antibod-
ies are created in an animal source for the 
group of drugs being analyzed. When the 
drug is present it attaches to the antibody, the 
enzyme becomes active, then reacts and  
turns a color.  The intensity of this color is 
then read and interpreted as to how much 
drug is present in the sample.  
 
Benzodiazepines undergo complex metaboli-
zation as illustrated in Fig 1.  With the benzo-
diazepines, most screening kits 
detect oxazepam and/or nordi-
azepam, which are the more 
frequent metabolites of several 
of the more commonly abused 
benzodiazepines that include 
Valium, Restoril and Librium.  
The even more commonly 
abused drugs of Ativan, 
Klonopin and Xanax do not 
have those metabolites and the 
screening tests can produce false 
negatives.  Beck5 stated “Clearly, 
the EMIT technique does not 
work reliably for lorazepam, 
flunitrazepam, and nitrazepam,” 
which, for the most part, still 
holds true today.  This is ex-
tremely important to consider 
when interpreting your clinical 
test results especially when ben-
zodiazepine use is still suspected 
despite a negative screen.  In this 
scenario, it is important to ask 
for further testing which may 
include a confirmation test.  A 
way to avoid these false negative 
on the screen is to add specific 
indiv idual immunologica l 

screens for lorazepam, clonazepam and alpra-
zolam to your selection of tests. 
 
It might be concerning that the antibodies in 
screening test kits may not bind to all mem-
bers of the class of drugs you want to detect.  
What is even more of a concern is when clin-
ical staff are unaware of this issue and as-
sumes the client is negative when they may 
not be.  Opiate screens are likewise a prob-
lem in this same manner.  This underscores 
the clinician’s responsibility to be familiar 
with their laboratory, their testing methods 
and the limitations of the screens they order. 
 

Criticism 

In 2011-12 more than 16 million prescrip-
tions for these medications were written in 

general practice in England at a cost of over 
£60m ($100m; €73m) per annum.  Benzodi-
azepines currently account for 62% and Z 
drugs (zaleplon, zolpidem, and zopiclone) 
32% of total prescriptions for hypnotics and 
anxiolytics in primary care in England.4   Pre-
viously, (in 1994) David Blunkett MP (then 
Shadow Secretary of State for Health, later 
Home Secretary) had called the widespread 
prescription of the drug "a national scandal". 
In the USA between 2002 and 2009, “of 3.1 
billion primary care visits represented by the 
survey, 12.6% involved benzodiazepine or 
opioid prescriptions. The benzodiazepine 
prescription rates increased by 12.5% per 
year with co-prescription (of opiates) increas-
ing by 12.0% per year.”6 Professor M.H. Lad-
er, of the Maudsley Hospital, London, has 
stated: "It is more difficult to withdraw peo-
ple from benzodiazepines than it is from 

heroin." Chrystal Heather Ash-
ton DM, FRCP, Emeritus Pro-
fessor of Clinical Psychophar-
macology at the University of 
Newcastle upon Tyne, England, 
said, "it is a tragedy that in the 
21st century millions of people 
worldwide are still suffering 
from the adverse effects of ben-
zodiazepines." Outpatient ben-
zodiazepine detoxification in 
moderate to severe addiction 
almost always fails.  The treat-
ment venue of choice is a con-
trolled medical detoxification in 
a structured setting. 

 
Legal status 
Flunitrazepam (Rohypnol®) is a 
Schedule I agent, and not com-
mercially available in the United 
States.  The remaining benzodi-
azepines are listed in Schedule 
IV controlled substances. 
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