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Urine Drug Testing (UDT) Rationale

UDT helps clinicians to:
• Monitor and support decisions about medication therapy, 

particularly controlled substances
• Identify recent use of prescription medications, 

non-prescribed medications, and illicit substances
• Detect medications that may result in drug-drug interactions
• Advocate for and communicate with patients about individual 

treatment plans
• Identify possible illicit drug use, medication misuse, or 

diversion

UDT provides objective information to support 
improved clinical decision making.
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Types of Testing
Presumptive

Immunoassay Screen
Definitive

Mass Spectrometry 
In-office Point-of-Care (POC), or 
Laboratory Qualitative

Laboratory Quantitative 
(GC-MS or LC-MS/MS)

Minutes (POC) or days (Lab) Hours to days

Drug classes and some select 
meds/substances

Specific medications, substances, 
and metabolites

Guidance for preliminary 
treatment decisions Definitive quantitative results

Higher cutoff levels and 
cross-reactivity common; 
more false positives and 
false negatives

Lower cutoff levels. 
False positive and false negative 
results are rare

The clinician must choose testing method based on the needs dictated by the patient’s history, presentation, community factors and 
treatment plan goals. The clinician’s rationale for test and the analytes ordered must be documented in the patient’s medical record.
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False Negative vs. False Positive
Most Common with Presumptive/Immunoassay-based Tests

False Negative: The test fails to 
detect the presence of the drug or 
metabolites1 

False Positive: The test incorrectly 
detects the presence of the drug when 
none is present1 

Primary Reasons Include:
• Higher cutoffs compared to mass 

spec.
• IAs unable to effectively identify 

some substances (e.g., lorazepam)

Primary Reason: 
• Cross-reactivity

Potential Adverse Impact on Patient:
• Undetected illicit use
• Accused of drug diversion
• Not receive ongoing meds
• Drug interactions

Potential Adverse Impact on Patient: 
• Discharged from practice
• Not having access to care
• Legal decisions – lose family, 

return to jail

1.  Center for Substance Abuse Treatment. (2012).Clinical drug testing in primary care. Technical Assistance Publication (TAP) Series, 32. DHHS Publication No. (SMA) 12-4668. 
Rockville, MD: Substance Abuse and Mental Health Services Administration. Available: http://www.kap.samhsa.gov/products/manuals/pdfs/TAP32.pdf

http://www.kap.samhsa.gov/products/manuals/pdfs/TAP32.pdf
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% Difference vs. LC-MS/MS
Fewer False 
Negatives

More False 
Negatives

Comparison of 
Two Common UDT Methods

• 218,927 specimens; 23 analytes
• Laboratory IA screen with reflex of positives to quantitation (only IA positives are 

sent for more definitive testing)
• Direct definitive testing/quantitative approach

Kirsh K et al. An Analysis of Laboratory Immunoassay Screen with Reflex of Positives to Quantification Versus Definitive Laboratory Quantitation 
Methodologies for Medication Monitoring. Poster presented at International Conference on Opioids, June 2014, Boston, MA. 

-25%

-10%

-34%

-19% -4%
-41%

-5%
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-12% -20%

-22%

• Specimens (N = 4,808,331) collected between 1/1/19 – 4/19/22
• LC-MS/MS Threshold (ng/ml): Fentanyl (1), Norfentanyl (8), Cocaine (50), Methamphetamine (100)
• IA Threshold (ng/ml): Fentanyl (2), Cocaine (150), Methamphetamine (500)
• Note: Fentanyl positive specimens include those positive for fentanyl and/or norfentanyl

% Difference vs. LC-MS/MS

Comparison of 
Two Common UDT Methods
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Figure 1: National Fentanyl Overdose Mortality

LIVES
SPARED

EVERY
DAY

1. CDCWONDER. Centers for Disease Control and Prevention. Accessed December 2, 2024. https://wonder.cdc.gov/
2. Millennium Health, LLC. Millennium Health Signals Report®, Volume 8. Lay of the Land – Encouraging Signs and Persistent Challenges Dot the Terrain of America’s Evolving Drug Use Epidemic. Published February, 2026. Available at: https://www.millenniumhealth.com/signalsreport/
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Figure 1: National Fentanyl Overdose Mortality
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Figure 2: Regional Fentanyl-Related Overdose Mortality

1. CDCWONDER. Centers for Disease Control and Prevention. Accessed December 2, 2024. https://wonder.cdc.gov/
2. Millennium Health, LLC. Millennium Health Signals Report®, Volume 8. Lay of the Land – Encouraging Signs and Persistent Challenges Dot the Terrain of America’s Evolving Drug Use Epidemic. Published February, 2026. Available at: https://www.millenniumhealth.com/signalsreport/
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Figure 3: Co-Involvement of Stimulants and Other Opioids 
in Fentanyl Overdose Deaths

1. CDCWONDER. Centers for Disease Control and Prevention. Accessed December 2, 2024. https://wonder.cdc.gov/
2. Millennium Health, LLC. Millennium Health Signals Report®, Volume 8. Lay of the Land – Encouraging Signs and Persistent Challenges Dot the Terrain of America’s Evolving Drug Use Epidemic. Published February, 2026. Available at: https://www.millenniumhealth.com/signalsreport/
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General Methodology
 Retrospective, cross-sectional analysis of de-identified, 

aggregated urine drug testing results derived from 
testing with liquid chromatography-tandem mass 
spectrometry (LC-MS/MS)

 More than 1.69M urine specimens (>530K unique 
patients) collected from patients ≥18 years of age in 
multiple healthcare specialties between January 1, 2016 
and November 30, 2025

 All specimens associated with a SUD diagnosis code 
(ICD-10: F11, F13, F14, F15, F16, F18, F19)

 All results consistent with illicit/non-prescribed use (i.e., 
no reported prescription for any drug studied)

 No more than one specimen per patient within a 30-day 
period

1. Millennium Health, LLC. Millennium Health Signals Report®, Volume 8. Lay of the Land – Encouraging Signs and Persistent Challenges Dot the Terrain of America’s Evolving Drug Use Epidemic. Published February, 2026. Available at: https://www.millenniumhealth.com/signalsreport/
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Figure 4: National Fentanyl Detection and Associated 
Polysubstance Use

1. Millennium Health, LLC. Millennium Health Signals Report®, Volume 8. Lay of the Land – Encouraging Signs and Persistent Challenges Dot the 
Terrain of America’s Evolving Drug Use Epidemic. Published February, 2026. Available at: https://www.millenniumhealth.com/signalsreport/
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Fentanyl Supply Shock & Overdose Deaths

Overdose death rates 
and the purity of 
fentanyl powder 

analyzed by the DEA 
fell by ~50% from 

May 2023 – December 
2024 

Discussions of 
“fentanyl drought” 
on Reddit spiked in 

December 2023 and 
August-October 

2024
1. Vangelov K, Humphreys K, Caulkins JP, Pollack H, Pardo B, Reuter P. Did the illicit fentanyl trade experience a supply shock?. Science. 2026;391(6781):134-136. doi:10.1126/science.aea6130
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Figure 4: National Fentanyl Detection and Associated 
Polysubstance Use
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Methamphetamine Detection 
in the Absence of Fentanyl

Cocaine Detection 
in the Absence of Fentanyl

Figure 9: Percent Change in Detection Rates for Illicit 
Stimulants in the Absence of Fentanyl, 2024-2025

1. Millennium Health, LLC. Millennium Health Signals Report®, Volume 8. Lay of the Land – Encouraging Signs and Persistent Challenges Dot the Terrain of America’s Evolving Drug Use Epidemic. Published February, 2026. Available at: https://www.millenniumhealth.com/signalsreport/
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Effective Interventions Desperately Needed…

FDA-Approved Medications

Opioid Use Disorder
Buprenorphine

Methadone
Naltrexone

Opioid Overdose
Naloxone

Nalmefene

Stimulant Use Disorders
TBD

Stimulant Overdose
TBD

1. Clinical Guideline Committee (CGC) Members ; ASAM Team ; AAAP Team ; IRETA Team . The ASAM/AAAP Clinical Practice Guideline on the Management of Stimulant Use Disorder. J Addict Med. 2024;18(1S Suppl 1):1-56. doi:10.1097/ADM.0000000000001299

Off-Label Use1

Antidepressants

Anticonvulsants

Opioid Antagonists

Rx Stimulants
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Common Behavioral Interventions…

1. InformedHealth.org [Internet]. Cologne, Germany: Institute for Quality and Efficiency in Health Care (IQWiG); 2006-. In brief: Cognitive behavioral therapy (CBT) [Updated 2025 Aug 21]. Available from: https://www.ncbi.nlm.nih.gov/books/NBK279297/
2. Miller, W.R.  & Rollnick, S. (2013) Motivational Interviewing: Helping people to change (3rd Edition). Guilford Press.
3. Meyers RJ, Roozen HG, Smith JE. The community reinforcement approach: an update of the evidence. Alcohol Res Health. 2011;33(4):380-388.
4. Rawson RA, Erath TG, Chalk M, et al. Contingency Management for Stimulant Use Disorder: Progress, Challenges, and Recommendations. J Ambul Care Manage. 2023;46(2):152-159. doi:10.1097/JAC.0000000000000450

Motivational Interviewing 

Therapeutic Communication Style 
Focused on the 

“Language of Change”

MI
Cognitive Behavioral 

Therapy

Common Form of Talk Therapy 
Focused on Changing Patterns of 
Thinking and Unhelpful Behavior 

CBT
Community Reinforcement 

Approach 

Comprehensive Intervention
Focused on Shifting 

Reinforcement Away From Drug 
Use Toward Healthy Behaviors

CRA
Contingency Management

Reinforcement-Based Behavioral 
Intervention that Provides 
Incentives for Reaching 

Treatment Goals

CM
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Overdose vs. Overamping…

34
1. California Department of Public Health. Signs of a drug-related overdose. Updated September 29, 2025. Available at https://www.cdph.ca.gov/Programs/CCDPHP/sapb/Pages/Signs-of-overdose.aspx
2. Treatment for Stimulant Use Disorders: Updated 2021 [Internet]. Rockville (MD): Substance Abuse and Mental Health Services Administration (US); 1999. (Treatment Improvement Protocol (TIP) Series, No. 33.) Chapter 3—Medical Aspects of Stimulant Use Disorders. Available from: https://www.ncbi.nlm.nih.gov/books/NBK576550/

Physiological/CNS Effect

Depression Activation

Miosis (“pinpoint” pupils) Mydriasis (dilated pupils)

Decreased Respiration Rate Increased Respiration Rate

Decreased Heart Rate Increased Heart Rate

Hypotension Hypertension

Decreased Body Temperature Increased Body Temperature

Loss of Muscle Tone Motor Disturbances

Loss of Consciousness Psychiatric Disturbances

Opioid Overdose Overamping
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Overdose vs. Overamping…

Opioid Overdose Symptoms
• Constricted “pinpoint” pupils 
• Slow, irregular, weak or stopped 

breathing
• Snoring, gurgling, choking sounds
• Slow, irregular, and/or weak 

heartbeat
• Low blood pressure
• Discolored (blue, purple) lips, 

fingernails, toenails
• Pale, cold clammy skin
• Change in mental status
• Loss of consciousness 

(unresponsive to voice or touch)
• Loss of muscle tone (limp body)

1. California Department of Public Health. Signs of a drug-related overdose. Updated September 29, 2025. Available at https://www.cdph.ca.gov/Programs/CCDPHP/sapb/Pages/Signs-of-overdose.aspx
35
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Overdose vs. Overamping…
Overamping Symptoms

• Dizziness, headache
• Vomiting, cramps, excessive 

sweating
• Dilated pupils 
• Elevated body temperature 
• High blood pressure 
• Elevated and/or irregular heartbeat
• Chest pain, heart palpitations
• Uncontrolled movements (e.g., 

tremor, tics, flailing)
• Rapid, irregular breathing
• Change in mental status, confusion
• Anxiety, panic, paranoia, delusions, 

hallucinations, acute psychosis
• Agitation, aggressive behavior
• Convulsions, seizure
• Heart attack, stroke

1. California Department of Public Health. Signs of a drug-related overdose. Updated September 29, 2025. Available at https://www.cdph.ca.gov/Programs/CCDPHP/sapb/Pages/Signs-of-overdose.aspx
2. Treatment for Stimulant Use Disorders: Updated 2021 [Internet]. Rockville (MD): Substance Abuse and Mental Health Services Administration (US); 1999. (Treatment Improvement Protocol (TIP) Series, No. 33.) Chapter 3—Medical Aspects of Stimulant Use Disorders. Available from: https://www.ncbi.nlm.nih.gov/books/NBK576550/
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1. Xu JQ, Murphy SL, Kochanek KD, Arias E. Mortality in the United States, 2024. NCHS Data Brief. 2026 Jan;(548):1−14. DOI: https://dx.doi.org/10.15620/cdc/174641
2. Garnett MF, Miniño AM. Drug overdose deaths in the United States, 2023–2024. NCHS Data Brief. 2026 Jan;(549):1─13. DOI: https://dx.doi.org/10.15620/cdc/174639.
3. Tanz LJ, Miller KD, Dinwiddie AT, et al. Drug Overdose Deaths Involving Stimulants - United States, January 2018-June 2024. MMWR Morb Mortal Wkly Rep. 2025;74(32):491-499. Published 2025 Aug 28. doi:10.15585/mmwr.mm7432a1
4. Weeks JD, Elgaddal N. Chronic obstructive pulmonary disease in adults age 18 and older: United States, 2023. NCHS Data Brief. 2025 May;(529):1–9. DOI: https://dx.doi.org/10.15620/cdc/174596
5. QuickStats: Percentage of Adults Aged ≥18 Years with Diagnosed Heart Disease, by Urbanization Level and Age Group — National Health Interview Survey, United States, 2020. MMWR Morb Mortal Wkly Rep 2022;71:778. DOI: http://dx.doi.org/10.15585/mmwr.mm7123a4
6. Imoisili OE, Chung A, Tong X, Hayes DK, Loustalot F. Prevalence of Stroke — Behavioral Risk Factor Surveillance System, United States, 2011–2022. MMWR Morb Mortal Wkly Rep 2024;73:449–455. DOI: http://dx.doi.org/10.15585/mmwr.mm7320a1
7. National Cancer Institute. Age and Cancer Risk. Updated May 2, 2025. Accessed February 5, 2026. Available at: https://www.cancer.gov/about-cancer/causes-prevention/risk/age

Most Common Age at Death 
(Stimulant Overdose, Without Opioids)

Heart Disease

Cancer
Stroke

COPD

Fatal Overdose

Most Common Age at Death 
(Fentanyl Overdose)

Thinking Longer-Term…
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Medical Necessity
Criteria to establish medical necessity must be based on patient-specific elements 
identified during the clinical assessment and documented in the patient’s medical record 
by the provider. 

Documenting Medical Necessity 
 Orders must be individualized
 Tests ordered and reasons for testing must be documented in the patient’s medical 

record 
 Risk assessment and stage of treatment should match testing frequency

Documenting How the Test Results Were Used 
 Review of results and use in the treatment plan 
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