TML Rapid Test Panel (Urine)
Package Insert

| rapict tes! for Ihe qualizative detection of Tramadoi in human urine
or medical and cther professional in vitro diagnostic use anly.
[INTENDED USE]
he TML Rapic Test Panet (Urine) is a rapid chromatographic immunoassay for the qualitative detection
f Tramado! in human urine at a cut-off concentration of 100 ng/mL. It is a prescrption assay intended for
se by healthcare professionals including these at point of care sites. This test will detecl other related
ompounds, clease refer to the Analytical Specificity table in this package Insert.
his assay provides only a qualitative, preliminary analytical lest resull. A more specific alternale
nermical method mus! be used in order fo obtain a confirmed analylical result Gas
hromalography/mass spectrometry (GC/MS] is the prelerec confirmatory methad  Clinical
ansideralion and professicnal judgment should be applied to any drug of abuse test resull. particularly
/hen preliminary positive resulls are used.
[SUMMARY]
‘ramadol(TML} is & Guasi-narcotic anainesic used in the treatment of moderate i0 severe pain. tisa
ynihetic analag of codeine, but has a iow bincing affinity o the |-opioid receptors. Large doses of
-amadol can develop lolerance and physiological dependency and lead lo ils abuse Tramadol is
xlensively metabolized alter oral administration. Approximately 30% of the dose is excreled in the urine
s unchanged drug. whereas 60% is excreled as metabeites. The major pathways appear o be N- and
3- demethyiation, gluccronidation or sulfation in the liver.
‘he TML Rapid Test Panel {Urine} is a rapid urine-screening test Ihat can be performed without the use
f an instrument. The test utlizes the antibody to selectively detect elevated levels of Tramadal in urine.
"he TML Rapic Tes| Panel (Urine) yields a positive result when Tramadol in ufine exceeds 100 ng/miL. At
«resent. the Substance Abuse and Mental Heallh Services Adminisiration (SAMHSA) does not have a
scommended screening cutof! for Tramadol positive specimens
[PRINCIPLE]
he TML Rapid Tesl Panel (Urine} is an immunoassay based on the principle of competitive birding.
Jrugs which may be present in the urine specimen compete agamnst the drug conjugate for binding sites
in the antibody.
Juring testing, a urine specimen migrates upwarc by capillary acticn. Tramadol. If present in the urine
pecimen below 100 ng/mL, will nat salurate the binding sites cf antibody-coated particles i the test, The
intibody-coated paticles will then be captured by immabilized Tramadol conjugate and a visible colored
ne will show Lz in the test line region. The celared line will not form in the test line region if the Tramadol
avel exceeds 100 ng/mlL because il will saturate all the binding sites of anti-Tramadal! antibodies.
\ drug-positive ufine specimen will not genarate a colored line in the test line region because of drug
.ompeiition, while a drug-negative urine specimen or a specimen containing a drug concenlration less
han the cui-off will gererate a line in the test line region,
‘0 serve as a procedural contrel, 8 colored line will aiways appear at the cantrol line region. indicating
hat proper volume of specimen has been added and membrane wicking has accurres
[REAGENTS]
“he tesl cortains mouse manoclonal anti-Tramadol antibody-coupled particies and Tramadel-protein
:onjugate. A goat antibody is employed in the control line systermn.
[PRECAUTIONS ]

for medical and other professional in wilro diagnostic use only. Do not use aher the exprration daie

The lest should remain in the sealed pouch until use

All specimens should be considered potentially hazardous and handled in the same manner as an

infectious agen!

The used test should be discarded according te local reguiations.
[ STORAGE AND STABILITY]
3tore as packaged ai room temperature or refrigeratec {2-30°C). The test is stabie through the expiration
jate printed on the sealed pouch o label of the closed canister. The test musi remain in the sealed
souch or closed canister untif use. DO NOT FREEZE. Do not use beyond the expirabon date.
[ SPECIMEN COLLECTION AND PREPARATION]

Urine Assay
The urine specimen must be collected in a clean and dry container. Urine collected at any wme of ine day
nay be used. Urine specimens exhibiling visible particles should be centrifuged, filtered. or allowed 1o
sefile to obtain a clear specimen for testing
Specimen Storage

Jrine specimens may be siored al 2-8°C for up lo 48 hours grior ta assay. For prolonged storage,
;pecimens may be frozen and stored below -20°C. Frozen specimens should be thawed and mixed
sefore testing
[MATERIALS]

Materials Provided
= Package inserl

Materials Required But Not Provided
+ Specimen collection conlainer = Timer
[DIRECTIONS FOR USE]
llow the test, urine specimen, and/or controls to reach rcom temperature (15-30°C}) prior to
esting.
|. Remove the lest panei from the sealed pouch and use it within one hour
!. Remove the cap,
1. With the arrow pointing loward the urine specimen, immerse the lest panel vertically in the utine
specimen for al least 10 to 15 seconds. Immersa the strip to at least the level of the wavy lines,
but do not touch the plagtic device.
Replace the cap and place the test panel on a non-absorbent {lat surface.
3. Start ine timer and wail for the colered line{s) to appear.
The result should be read al 5 minutes. Resulls may be stable up to 1 hour after test inihation
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[INTERPRETATION OF RESULTS]
({Please refer o the illustration abave)

NEGATIVE: *Two lines appear Ore colered fine should be in the contral line regicn (C). and anather
apparent cclored line should be in the test line region {T) This negative result indicates thal the Tramadol
cancenlralion is below the delectable cul-off level {13C ng/mL ),
*NOTE: Tha shade of calor in the lest line region (T) may vary, bul il shoulc be censidered negative
whenever there is even a faint colored line
POSITIVE: One colored line appears in the control line region (C). No line appears in the lest line
regior (T). This positive result indicales that the Tramadol cancer n exceeds the d ble cut-off
lave! {100 ngfmL)
INVALID: Contral line fails to appear. nsufficient specimen volume or incorrect procedural tecnniques
are the most likely reasons for control line failure. Review the procedure and repeat the test with a new
test. !f the problem persists, discontinue using the lest kit immediately and contact your lacal Zistributor
[QUALITY CONTROL]
A procedural controf is included in the test. A coicred line appearing in the centrol line regien (C) is
considered an internal procedural control, It confirms sufficient specimen volume, adequate membrange
wicking and correct procedural technigue.
Cenirel standards are not supplied with inis kit; however, il is recommended Ihat positive and negative
controls be tested as goed laboratory testing practice to confirm the test procedure and to verify proper
lest performance,

[LIMITATIONS]

The TML Rapid Test Pane! (Urine) provides only a qualitative, preliminary analylical resull. A

secondary analylical method must be used ‘o cliain a confirmed resull. Gas chromategraphy/mass

spectrometry (GC/MS) is the preferred confirmalary method 33
. It is possible that technical or procedural errors, o8 well as other interfering substances in the urine
spacimen may cause eroneous resuits.
Aduherants, such as bleach andior alum, in Urine specimens may produce erroneous resulls
regardless of Ine analytical method uses. If adullaration is suscected the tast chould he repeated with
another urine specimen.
A positive result indicates presence of the drug or ils melabolites but does not incicate level of
intoxication, administration route or concentration n urine.
A negative result may nct necessarily indicate drug 'rer urine. Negative resuils can be obtained when
drug is present but below the cut-off level of the tes!
Test does not distinguish between drugs of abuse and cerain medications.

[EXPECTED VALUES]
This negative resull indicates thal the Tramadol soncenlration is beiow the detectable level of 10Gng/ml
Positive result means the concentration of Tramads! is abave the level of 100ng/ml. The TML Rapid Test
Panel has a sensitivity of 100ng/ml

[PERFCRMANCE CHARACTERISTICS]
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Accuracy
A comparisan was conducted using the TML Rapid Test Panel {Urine) and GC/MS at 100 ng/imlL cutoff
The fellowing resulls were tabulated:

Method GC/MS Total
Results Posilive Negalive Results
TML Rapid Test Panel Positive B2 12 G4
Negative i1 145 158
Tolal Results 93 157 250
% Agreement with GLIMS I 88.2% 92.4% 90.5%

Analytical Sensitivity
A drug-free urine poc! was spiked with Tramadol at the following concentrations; 0 ng/mL, 50 ng/mL, 75
ng/mL, 100 ng/mlL, 125 ng/mL, 150 ng/mL and 300 ng/mL. The result demonsirates >99% accuracy al
50% above and 50% belcw the cut-off concentration of 100 ng/mL. The data are summarized below:

Tramadol Concentration Percent of n Visual Result
{ngimL) Cut-aff Negative Positive

Q 0% 30 30 0

50 -50% 30 30 0

13 -25% 30 27 3
100 Cut-off 30 15 15
125 +25% 30 4 26
150 +50% 30 0 30
300 ax 30 0 30

Analytical Specificity
The following table lists compeunds that are positively detected in urine by the TML Rapic Test Panel
{Urine} at 5 minules

Concentration Cancentration
Compound (ngimL} Compound {ng/mL}
n-Desmethyi-cis-tramadal 200 o-Desmethyl-cls-tramadol 10,000
Cis-tramado! 100 Pnencyclidine 100.000

Procyclidine 100.000  &,1-0-Desmethyl venlafaxine 50.000

Precision
A study was conducied at 3 hospitals by lavpersans using 3 different lois of product 1o demonsirate the
within ruri, between run and between cperator precision. An identicai panel of coded specimens
containing na Tramadol, 25% Tramadol above and below the cul-off, and 50% Tramadol above and
below the 100 ng/mL cui-off were providec to each site. The foliowing resulis were 1abulated:

Tramado! Concentration n Site A Site B | Site C
{ng/mL} per Site - + - + [ - +
4 0 10 1] 10 g | 10 7
50 10 10 Q i0 4] 10 1]
75 10 9 1 9 i 8 2
125 10 11 9 1 3 2 8
150 i0 [ o {10 G 0 [} 0

Effact of Urinary Specific Gravity
Fifteen urine specimens of normal, high, and low specific gravity ranges were spiked with 50 ngimL and
150 ng/mL of Tramadol. The TML Rapid Test Panel {Urina} was tested in duglicate using the fifleen neat
and spiked urine specimens. The results demonstrate that varying ranges of urinary specific gravity daes
nat affect the lest results

Effect of the Urinary pH
The pH of an aliquoted negative urine pool was adjusted to a pH range of 5 1 § in 1 pH unit increments
and spiked with Tramadol to 50 ng/mL and 150 ng/mL. The spiked, pH-adjusted urine was tesled with the
TML Rapid Test Panel (Urine) in duplicate. The results demonstrate that varying ranges cf pH does not
interfere with the performance of the test,
Cross-Reactivity

A study was canducled to determine the cross-reactivily of the est with compounds in either drug-free
urine ar Tramadol positive urine. The laliowing compounds shaw no cross-reactivity when tested with the
TML Rapid Test Panel {Urine} at a concentration of 100 ug/mL.

Non Cross-Reacting Compounds

4-Acetaminophenal Acelone Acetophenetidin N-Acetyiprocainamce
Acetytsalicylic acid Albumin Amitriptyline Amabartutal
Amoxapine Amaxicillin Ampicilin Ascarbic acid
Aminopyrine Apamorphing Aspartame Alropine

Benzilic acid Benzoic acid Benzphetamirie Bilirubin
Brempheniraming Buspirone Caffeine Cannabidiol
Cannabinal Cimetidine Chloralhycrate Chiaramphernicol
Chiordiazepoxide Chicraguine Chloratriazide (+} -Chlorphenirarmine
(#!-}+Cniorpheniramine Chiorpromazine Chlarprothixene Cholesterol
Clomipramine Clomidine Codeine Cortisone

i-) Cotinine Creatining Cyclobarbital Cyclobenzapnine

o] I (-} D drine R {-Deprenyl Dextromatharphan
Diazepam Diclofenac Diflunisal Cigoxin
4.Dimethylamincantipyrine Diphenhydramine Dicyclomine 5.5-Diphenyihydanton
Gisopyramide Daoxylamine Ecgonine Ecganing Meihylester
EQDP EMCP Ephedrine I-Ephedrine

(-} -¥-Ephednne [1R,25](-) Ephedrine 1-Epinephring {*#Epinaphring
Erythromycin B-Eslradiol Estrone-3-sulfale Ethanol (Eihyl alcohoi)
Ethyl-p-amincbenzoale Elodolac Famprofazene Fenfluramine
Fenoprofen Fentanyl Fluoxeting Furosemiae

Genusic acic &-Glucnse Guaacw Giyceryt Elnar Hydrechlorotniazide
Hemoglobin Hydralazine Hydromorphane Hydrocodene
Hydrocortisone 3-Hydroxytyramine {Dopamine)  o-Hydroxyhippunc acid  p-Hydroxymethamp
Imipramine Hydroxyzine Ibuprafen Iscxsupnine
|promiazide (-} Isoproterenol Keloprofen Kanamytin

Ketamine Lidocaine Labetalol Levarphanol
Loperamide Lithium Carbonate Meperidine Methamohetamine
Maprobamate Lindane [Hexachlarosyciohexane) Methylohanidate Mepheniermine
|-Mgthamphetamine Maprotiline Morphine sulfale Nalexane
Methoxyphenamine Methadone Napraxen Nallrexone
Methyprylon Metoprolot Niacinamide Nitedipine

Nalidixic acid f;;a:;;ﬁ‘;ﬁ?::” Nimesulice 1-Cctopamine
a-Naphthaleneacetic acid  Morphine-3-B-0 Glucurenide Cxazepam COrphenadring
Nerathindrone Nalorphina Oxelinic acid Oxycodone
d-Nerpropoxyphene Norcodene Pemoline Pentabarbital

Oxalic acic. Normorphine Pherelzine Perphenazine
Oxymorphone Nescapine Phenitamine Fhenobartital
Periciliin-G Oxymelazoline I-Phenyiephrng Promazine
Frednisolcne Papaverine dil-Proprangiol Promethazine
Prednisone Penlazocine d-Pseudoapheadrine Quinacrne
|-Propoxyphene Phenothiazine Ranifidine Saiicylic acit
Riboflavin Phentermine Secobarbital Sodium Chioride
Sulindac Procaine Sustiva [Efavirenz] Temazepam
Tetracyching Cuimdine Tetrahydrocartexcione  Thiamine
Talbutamide Quinine Thebaine Theophyliine
Trimethobenzamide Serotomn (5-Hydroxyiyramine)}  |-Thyroxine Trazadone
Trimipramine Suifamothazine Tryptamine Triflucperazine
dil-Tyrosine Tetrahydrozoline dl-Tryptaphan Trimethoorim
Zomapirac Telrahydrocortisane, 3-acetate  Verapamil Tyramine

Uric acid Trans-2-phenylcyciopropylamine  Thiondazine Tnamierene
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