& BD BACTEC™ MGIT™ 960 PZA Kit
For the Antimycobacterial Susceptibility Testing of Mycobacterium tuberculosis
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INTENDED USE

The BD BACTEC™ MGIT™ 960 PZA Kit is a rapid qualitative procedure for susceptibility testing of Mycobacterium tuberculosis,
from culture, to pyrazinamide (PZA). The BD BACTEC MGIT 960 PZA Kit is used with the BD BACTEC MGIT System.

SUMMARY AND EXPLANATION

Antimycobacterial susceptibility testing is valuable in the proper treatment of patients with tuberculosis. The treatment of tuberculosis
is commonly through a multiple drug regimen that includes the antimycobacterial drug pyrazinamide. It is important that the
antimycobacterial drugs prescribed show appropriate activity against Mycobacterium tuberculosis, i.e., susceptibility of the isolate to
the drug.

Multidrug resistant Mycobacterium tuberculosis (MDR-TB) has recently become a serious public health problem.! Resistance to any
of the primary drugs, including pyrazinamide, makes the disease more difficult and expensive to treat. The rapid detection of these
resistant isolates is critical to effective patient management.

Two methods have been widely used for antimycobacterial susceptibility testing. The first method, known as the Method of
Proportion,2 uses Middlebrook and Cohn 7H10 Agar. It compares colony counts on drug-containing and drug-free media. The testing
for pyrazinamide requires some modification from the general methods because the drug is active in vitro only at lower pH values.3
A modification to the method of proportion method was developed using a 7H10 agar medium at pH 5.5, with a drug concentration
of 25-50 pug/mL.4 A limitation of the method is that at a pH of 5.5, many isolates of M. tuberculosis either fail to grow or grow poorly.
Agar-based methods such as the agar proportion method have not proven to be satisfactory for PZA susceptibility testing because
of the failure of many isolates to grow when the agar has been acidified for the PZA test.

The second method, known as the BD BACTEC 460TB radiometric susceptibility method,® is based on the production of radioactive
14C-labeled carbon dioxide by the growing mycobacteria, manifested by a Growth Index increase in the system. A modification

to the BD BACTEC 460TB susceptibility method was developed using a modified 7H12 radiometric medium, BD BACTEC PZA
Test Medium, with a reduced pH of 6.0.6 At this pH, PZA activity against mycobacteria can be determined without inhibiting the
growth of most M. tuberculosis isolates. The BD BACTEC 460TB PZA susceptibility test uses a pyrazinamide drug concentration

of 100 pg/mL. Susceptibility testing in the BD BACTEC 460TB System has proven to be satisfactory and is presently considered

the reference method for PZA susceptibility testing. The Clinical and Laboratory Standards Institute (CLSI) recommends the

BD BACTEC 460TB method for PZA susceptibility testing.2

Use of the BD BACTEC MGIT instrument in combination with the BD BACTEC MGIT 960 PZA kit is a non-radiometric method

of determining antimycobacterial susceptibility to PZA. The BD BACTEC MGIT 960 PZA Kit has been developed to allow
susceptibility testing at a pyrazinamide concentration of 100 pg/mL. This concentration correlates with the concentration used in the
BD BACTEC 460TB System.

PRINCIPLES OF THE PROCEDURE

BD BACTEC MGIT 960 PZA Medium is a tube containing a modified Middlebrook 7H9 Broth, which supports the growth and
detection of mycobacteria. The BD BACTEC MGIT 960 PZA Medium tube contains a fluorescent compound embedded in silicone
on the bottom of a 16 x 100 mm round-bottom tube. The fluorescent compound is sensitive to the presence of oxygen dissolved in
the broth. The initial concentration of dissolved oxygen quenches the emission from the compound, and little fluorescence can be
detected. Later, actively growing and respiring microorganisms consume the oxygen, which allows the compound to fluoresce.
The BD BACTEC MGIT 960 PZA Kit is a 4—21 day qualitative test. The test is based on growth of the M. tuberculosis isolate in

a drug-containing tube compared to a drug-free tube (Growth Control). The BD BACTEC MGIT instrument monitors tubes for
increased fluorescence. Analysis of fluorescence in the drug-containing tube compared to the fluorescence of the Growth Control
tube is used by the instrument to determine susceptibility results.

The BD BACTEC MGIT instrument automatically interprets these results and reports a susceptible or resistant result.

REAGENTS

The BD BACTEC MGIT 960 PZA Medium tube contains 110 pL of fluorescent indicator and 7 mL of PZA broth. The indicator
contains Tris 4,7 - diphenyl-1, 10 phenanthroline ruthenium chloride pentahydrate in a silicone rubber base. The tubes are capped
with a polypropylene cap.

Approximate Formula* Per L of Purified Water:

Modified MiddIebrook 7HO Droth........ ...t e e e e nees 59 ¢

CaSEIN PEPIONE ...ttt ettt h ettt b e bttt a e b e et ae e n et 125¢

BD BACTEC MGIT 960 PZA Kit contains two lyophilized vials of pyrazinamide and six vials of PZA Supplement.

Approximate Formula* Per Vial Lyophilized drug: Pyrazinamide ............cccocceeiiiiiiiiiiiesiccee e 20,000 g



BD BACTEC MGIT 960 PZA Supplement contains 15 mL of enrichment

Approximate Formula* Per L Purified Water:

Bovine albumin ... ...50.0 g Catalase...... ...0.03 g
Dextrose ......ccocevvieiiieniiiiiiciieeee ...20.0 g Ol IC ACI ... 01 g
Polyoxyethylene stearate (POES) ........cccccoevvrvinennnn. 1149

*Adjusted and/or supplemented as required to meet performance criteria.

Storage and reconstitution of reagents:

BD BACTEC MGIT 960 PZA Medium - On receipt, store at 2-25 °C. DO NOT FREEZE. Broth should appear clear and colorless.

Do not use if turbid. Minimize exposure to light. Tubes stored as labeled prior to use, may be inoculated up to the expiration date.
BD BACTEC MGIT 960 PZA Drug vials - On receipt, store the lyophilized drug vials at 2-8 °C. Once reconstituted, the antibiotic
solution may be frozen and stored at -20 °C or colder up to six months, not to exceed the original expiration date. Once thawed,

use immediately. Discard unused portions.

BD BACTEC MGIT 960 PZA Supplement - On receipt, store in the dark at 2-8 °C. Avoid freezing or overheating. Open and use prior
to the expiration date. Minimize exposure to light.

Directions For Use:

Reconstitute each BD BACTEC MGIT 960 PZA lyophilized drug vial with 2.5 mL of sterile distilled/deionized water to make a stock
solution of 8000 pg/mL.

POTENTIALLY INFECTIOUS TEST SPECIMEN: Pathogenic microorganisms, including hepatitis viruses and Human
Immunodeficiency Virus, may be present in clinical specimens. “Standard Precautions””-10 and institutional guidelines should be
followed in handling all items contaminated with blood and other body fluids.

WARNINGS AND PRECAUTIONS: FOR IN VITRO DIAGNOSTIC USE.

Working with M. tuberculosis growth in culture requires Biosafety Level (BSL) 3 practices, containment equipment and facilities.
Read and follow directions contained in all appropriate package inserts including the BD BBL™ MGIT 7 mL Mycobacteria Growth
Indicator Tube.

Prior to use, the user should examine the tubes and vials for evidence of contamination or damage. Discard any tubes or vials if
they appear unsuitable. Dropped tubes should be examined carefully. If damage is seen, the tube should be discarded.

In the event of tube breakage: 1) Close the instrument drawers; 2) Turn off the instrument; 3) Vacate the area immediately;
4) Consult your facility/CDC guidelines. An inoculated leaking or broken tube may produce an aerosol of mycobacteria; appropriate
handling should be observed.

Autoclave all inoculated MGIT tubes prior to disposal.

INOCULUM PREPARATION

All preparations detailed below must be from pure cultures of M. tuberculosis. The laboratory should confirm, by appropriate

identification techniques, that the isolate to be tested is a pure culture of M. tuberculosis.

Inoculum can be prepared from solid media or from a positive BD BACTEC MGIT 7 mL tube. In addition, cultures grown in liquid and

on solid media can be used to prepare a seed MGIT tube, which can then be used to prepare the inoculum. Each of these options is

described below.

Preparation of the Inoculum from Solid Media:

NOTE: It is important to prepare the inoculum according to the following instructions to obtain the appropriate organism concentration

for the susceptibility test.

1. Add 4 mL of BD BBL Middlebrook 7H9 Broth (or BD BBL MGIT broth) to a 16.5 x 128 mm sterile tube with cap containing
8-10 glass beads.

2. Scrape with a sterile loop as many colonies as possible from growth no more than fourteen days old, trying not to remove any
solid medium. Suspend the colonies in the Middlebrook 7H9 Broth.

3. \Vortex the suspension for 2—3 minutes to break up the larger clumps. The suspension should exceed a 1.0 McFarland standard
in turbidity.

4. Let the suspension sit for 20 minutes without disturbing.

5. Transfer the supernatant fluid to another 16.5 x 128 mm sterile tube with cap (avoid transferring any of the sediment) and let sit
for another 15 minutes.

6. Transfer the supernatant fluid (it should be smooth, free of any clumps) to a third 16.5 x 128 mm sterile tube. NOTE: The
organism suspension should be greater than a 0.5 McFarland standard at this step.

7. Adjust the suspension to a 0.5 McFarland standard by visual comparison to a 0.5 McFarland turbidity standard. Do not adjust
below a 0.5 McFarland standard.

8. Dilute 1 mL of the adjusted suspension in 4 mL of sterile saline (1:5 dilution). Use this as the AST inoculum and proceed to
“Inoculation Procedure for BD BACTEC MGIT 960 PZA Susceptibility Test.”



Preparation of the Inoculum from a Positive BD BACTEC MGIT 7 mL Tube:
1. The first day of an instrument positive BD BACTEC MGIT tube is considered Day 0.

2. For the preparation of the test inoculum, a positive 7 mL MGIT tube should be used the day after it first becomes positive on
the BD BACTEC MGIT instrument (Day 1), up to and including the fifth day (Day 5) after instrument positivity. A tube which has
been positive longer than five days should be subcultured to a fresh 7 mL MGIT tube containing BD BACTEC MGIT Growth
Supplement and tested on the BD BACTEC MGIT instrument until positive, and used from one to five days following positivity.
See “Preparation of a Seed MGIT Tube from Liquid Media.”

3. Ifthe tube is a Day 1 or Day 2 positive, no dilution is required. Use this as the AST inoculum and proceed to “Inoculation
Procedure for BD BACTEC MGIT 960 PZA Susceptibility Test.”

4. Ifthe tube is a Day 3, Day 4, or Day 5 positive, then dilute 1 mL of the positive broth in 4 mL of sterile saline (1:5 dilution).
Mix tube thoroughly. Use this as the AST inoculum and proceed to “Inoculation Procedure for BD BACTEC MGIT 960 PZA
Susceptibility Test.”

Preparation of a Seed MGIT Tube from Liquid Media

1. Mix the tube by inversion or vortexing.

2. Make a 1:100 dilution by adding 0.1 mL of the culture into 10 mL of BD BBL Middlebrook 7H9 Broth or BD BBL MGIT
Broth. Mix well.

3. Add 0.5 mL of this suspension into a 7 mL MGIT tube supplemented with 0.8 mL of BD BACTEC MGIT Growth Supplement.
Cap tightly and gently mix by inverting 2—3 times.
5. Enter the tube into a BD BACTEC MGIT instrument and test until positive.

NOTE: Time to positivity must be > 4 days for use as AST inoculum. If tube becomes positive in < 4 days, return to step 1 and
prepare a new seed tube.

6. This tube may now be used from one to five days following positivity. Proceed to “Preparation of the Inoculum from a Positive
BD BACTEC MGIT 7 mL Tube” above.

Preparation of a Seed MGIT Tube from Solid Media

1. Using a sterile loop, scrape growth from a slant and add to a 7 mL MGIT tube supplemented with 0.8 mL of BD BACTEC MGIT
Growth Supplement.

2. Cap tightly and gently mix by inverting 2-3 times.

3. Enter the tube into a BD BACTEC MGIT instrument and test until positive.
NOTE: Time to positivity must be > 4 days for use as AST inoculum. If tube becomes positive in < 4 days, return to step 1 and
prepare a new seed tube.

4. This tube may now be used from one to five days following positivity. Proceed to “Preparation of the Inoculum from a Positive
BD BACTEC MGIT 7 mL Tube” above.

PROCEDURE

Materials Provided: BD BACTEC MGIT 960 PZA Kit containing two vials each lyophilized drug and six vials of PZA Supplement
(approximately 50 tests per kit).

Materials Required But Not Provided: BD BACTEC MGIT 960 PZA Medium (25 tubes per carton), ancillary culture media,
reagents, quality control organisms and laboratory equipment as required for this procedure.

Inoculation Procedure for BD BACTEC MGIT 960 PZA Susceptibility Test:
Important considerations when preparing the PZA AST Set are the proper reconstitution of the lyophilized drug, use of pure culture
and the proper dilution of the organism for the Growth Control and PZA tube. It is important to add drug only to the corresponding
MGIT tube labeled “PZA.” Use only the BD BACTEC MGIT 960 PZA Supplement supplied with the kit and BD BACTEC MGIT
960 PZA Medium tubes when performing the PZA AST set.
1. Label two 7 mL BD BACTEC MGIT 960 PZA Medium tubes for each test isolate. Label one as GC (Growth Control),
one as PZA. Place the tubes in the correct sequence in the two tube AST set carrier (see BD BACTEC MGIT Instrument
User’s Manual).
2. Aseptically add 0.8 mL of BD BACTEC MGIT 960 PZA Supplement to each tube.

3. Using a micropipet, aseptically pipet 100 pL of the 8000 pg/mL BD BACTEC MGIT 960 PZA drug solution to the appropriately
labeled MGIT PZA tube. No PZA drug solution should be added to the appropriately labeled MGIT GC tube.

»

Drug Concentration of Drug Volume Added to MGIT Tubes Final Concentration in
after Reconstitution* for Test MGIT Tubes
BD BACTEC MGIT PZA 8000 pg/mL 100 pL 100 pg/mL*

*PZA must be reconstituted using 2.5 mL sterile/deionized water to achieve the concentration indicated.

4. Growth Control tube preparation and inoculation: Aseptically pipet 0.5 mL of the AST inoculum (see “INOCULUM
PREPARATION”) into 4.5 mL of sterile saline to prepare the 1:10 Growth Control suspension. Mix the Growth Control
suspension thoroughly. Inoculate 0.5 mL of the 1:10 Growth Control suspension into the MGIT tube labeled “GC.”

NOTE: It is important to use an appropriately prepared 1:10 dilution for the “GC” tube to ensure accurate AST results and avoid
PZA AST set errors.

5. Drug-containing tube inoculation: Aseptically pipet 0.5 mL of the AST inoculum (see “INOCULUM PREPARATION”) into the
MGIT tube labeled “PZA.”



6. Tightly recap the tubes. Mix tubes thoroughly by gentle inversion three to four times.

7. Enter the PZA set into the BD BACTEC MGIT instrument using the AST set entry feature (refer to the BD BACTEC MGIT
Instrument User’'s Manual). Ensure that the Growth Control tube is in the first left tube position. Select PZA as the drug in the
2 tube AST set carrier definition when performing the AST set entry.

8. Streak 0.1 mL of the organism suspension to a BD Trypticase™ Soy Agar with 5% Sheep Blood (TSA Il) plate. Enclose in a
plastic bag. Incubate at 35-37 °C.

9. Check the blood agar plate at 48 hours for bacterial contamination. If the blood agar plate shows no growth, then allow PZA
testing to proceed. If the blood agar plate shows growth, discard the PZA set (refer to the BD BACTEC MGIT Instrument User’s
Manual) and repeat testing with a pure culture of Mycobacterium tuberculosis.

User Quality Control: Upon receipt of a new shipment or lot number of BD BACTEC MGIT 960 PZA Kit vials or BD BACTEC MGIT
960 PZA Medium, it is recommended that the control organism shown below be tested. The control organism should be a pure
culture and the culture should be prepared according to “INOCULUM PREPARATION” instructions.

The quality control (QC) AST Set should be prepared according to the “Inoculation Procedure for BD BACTEC MGIT 960 PZA
Susceptiblity Test” instructions. Important considerations when preparing the QC AST Set are the proper reconstitution of the
lyophilized drug, use of pure culture and the proper dilution of the QC organism for the Growth Control and PZA tubes. It is important
to add drug only to the corresponding MGIT tube labeled “PZA.”

The same control organism should be run as batch QC once each week when susceptibility testing is performed. Observation of
the proper results, as shown below, within 4-20 days indicates that the BD BACTEC MGIT 960 PZA reagents are ready for use in
testing patient isolates.

If the proper results are not observed, do not report patient results. Repeat QC and any patient isolates affected by the initial QC

failure. If the repeat QC does not perform as expected, do not report patient results. Do not use the product until you have contacted
Technical Services at 1.800.638.8663 (United States Only).

Strains GC BD BACTEC MGIT PZA
M. tuberculosis ATCC® 27294 Positive Susceptible

During the external evaluation of the BD BACTEC MGIT 960 PZA Kit the average time to result for the control organism was seven
days with a range of four to eleven days. The most common causes of QC failures during the external evaluation were over-
inoculated PZA Sets and contaminated QC cultures.

RESULTS

The BD BACTEC MGIT instrument will monitor AST sets until a susceptible or resistant determination is made. Once the set testing
is completed, the results are reported by the BD BACTEC MGIT instrument (refer to the BD BACTEC MGIT Instrument User’s
Manual). The BD BACTEC MGIT instrument will report an AST Set result as an Error (“X”), no susceptibility interpretation, when
certain conditions occur that may affect the test results. Conditions that may result in an Error (“X”) result are described in Section
7—-Troubleshooting of the BD BACTEC MGIT Instrument User’s Manual.

It is important to include the test method, drug name and concentration when reporting results. The Pulmonary and/or Infectious
Disease specialist in TB control should be consulted concerning the appropriate therapeutic regimen and dosages.
Mono-resistance to pyrazinamide is uncommon, therefore in the event of unexpected resistant results, verify purity and identification
of the isolate tested as M. tuberculosis. Guidelines for mycobacterial purity checks can be found in the CLSI M24 standard.?

BD BACTEC MGIT 960 PZA result reporting

Drug (concentration) BD BACTEC MGIT Recommended Report Action
System result
Susceptible Isolate tested with BD BACTEC MGIT System | No action.
[PZA/100 pg/mL] and result is susceptible.
Resistant Isolate tested with BD BACTEC MGIT System | If isolate is mono-resistant to PZA, confirm

PZA (100 pg/mL) [PZA/100 pg/mL] and result is resistant. that isolate tested is a pure culture of

Mycobacterium tuberculosis.

Error “X” No report. Repeat test.

LIMITATIONS OF THE PROCEDURE

The BD BACTEC MGIT 960 PZA susceptibility test does not interpret the degree of susceptibility of the isolate being tested. Results
are reported as either susceptible or resistant.

The BD BACTEC MGIT 960 PZA susceptibility test can only be performed using a BD BACTEC MGIT instrument. The PZA Sets
cannot be read manually.

Use only pure cultures of M. tuberculosis. Cultures that are contaminated or that may contain multiple species of mycobacteria may
give erroneous results and should not be tested. Direct testing from clinical specimens is not recommended.

Suspensions made from solid media must be allowed to settle for the prescribed times prior to standardization. Inoculum
preparations made from solid media should be visually compared to a 0.5 McFarland turbidity standard; failure to do so may give
inaccurate results or cause an AST Set error.

Failure to use the 1:5 dilution of the organism suspension, when indicated, to inoculate the drug containing tubes may give
inaccurate results.



Failure to use a 1:10 dilution of the organism suspension for the inoculation of the Growth Control tube may give inaccurate results
or cause an AST Set error.

Failure to reconstitute the PZA drug with the appropriate volume of sterile distilled / deionized water may give inaccurate results.
Thorough mixing of inoculated tubes is important. Failure to mix the tubes adequately may lead to false resistant results.

Failure to load the tubes of the AST Set into the AST Set Carrier in the proper sequence may give inaccurate results. Failure to
select the appropriate set carrier drug definition may result in invalid or inaccurate results.

Failure to load the AST Set into the instrument correctly will result in an anonymous condition that must be resolved within eight
hours. If condition is not resolved within eight hours, the AST Set must be discarded and set up again.

Failure to use the BD BACTEC MGIT 960 PZA Supplement in the PZA AST set may give inaccurate results. DO NOT add

BD BACTEC MGIT 960 SIRE Supplement or BD BACTEC MGIT Growth Supplement to the PZA AST set.

Failure to use BD BACTEC MGIT 960 PZA Medium for the PZA AST set may give inaccurate results. DO NOT substitute

BD BBL MGIT 7 mL Mycobacteria Growth Indicator Tubes for BD BACTEC MGIT 960 PZA Medium.

EXPECTED VALUES

A total of 118 clinical isolates of M. tuberculosis were tested with the BD BACTEC MGIT 960 PZA susceptibility test at four
geographically diverse sites. The testing included both fresh clinical and subcultured isolates from both liquid and solid culture
sources. A total of 228 PZA susceptibility tests (liquid and solid) were performed.

During the external evaluation of the BD BACTEC MGIT 960 PZA Kit, there were nine PZA tests from clinical isolates that required
repeat testing due to contamination (six isolates) or overinoculation/procedural errors (three isolates).

The average time-to-result for the BD BACTEC MGIT 960 PZA susceptibility test is seven days with a range from four to seventeen
days. The data are shown in Figure 1 at end of insert.

PERFORMANCE CHARACTERISTICS
Analytical Studies

Liquid and Solid Media AST Inoculum Ranges:

Liquid media - The recommended procedure for preparing a PZA Set from a positive MGIT 7 mL tube uses a direct inoculum on
Day 1 and Day 2 post-positivity and a dilute (1:5) inoculum on Day 3 to Day 5 post-positivity. Internal studies show that inocula
prepared from a Day 1 to Day 5 positive MGIT 7 mL tube range between 2.0 x 104 to 7.5 x 106 CFU/mL.

Solid media - The recommended procedure for preparing a PZA Set from growth on solid media (up to 14 days after first visible
growth is seen) uses a 1:5 dilution of an organism suspension equivalent to a 0.5 McFarland Standard. Internal studies show that
inocula prepared from solid medium culture range between 2.1 x 105 to 3.9 x 106 CFU/mL.

Lot Reproducibility:

Lot reproducibility was evaluated using twenty-five M. tuberculosis strains (including three ATCC strains). Each strain was tested in
triplicate with the BD BACTEC MGIT 960 PZA susceptibility test. Each replicate represented a separate test condition differentiated
by lot of PZA drug, PZA supplement and PZA medium used (three lots each).

Observed results were compared to the expected results. The overall reproducibility for the BD BACTEC MGIT 960 PZA
susceptibility test is 96.8%.

CDC Challenge Panel Testing:

The performance of the BD BACTEC MGIT 960 PZA susceptibility test was evaluated using a panel of challenge strains
obtained from the Centers for Disease Control and Prevention (CDC), Atlanta, GA, USA. The panel consisted of nine strains
of M. tuberculosis with known susceptibility patterns (using BD BACTEC 460TB). The panel was tested in triplicate with the
BD BACTEC MGIT 960 PZA susceptibility test. The BD BACTEC MGIT 960 PZA results were compared to the CDC expected
results. The overall agreement with CDC expected results for the BD BACTEC MGIT 960 PZA susceptibility test is 98.7%.

Clinical Evaluation

The BD BACTEC MGIT 960 PZA susceptibility test was evaluated at four geographically diverse clinical sites composed of
regional reference centers and university hospital-based laboratories, including two ex-US sites. The BD BACTEC MGIT 960 PZA
susceptibility test was compared to the BD BACTEC 460TB PZA susceptibility test method.

Reproducibility Testing:
The reproducibility of the BD BACTEC MGIT 960 PZA susceptibility test was evaluated at the clinical sites using a panel of five

qualified strains. The BD BACTEC MGIT 960 PZA test results were compared to the expected results. The overall reproducibility for
the BD BACTEC MGIT 960 PZA susceptibility test is 94%.

CDC Challenge Panel Testing:

The performance of the BD BACTEC MGIT 960 PZA susceptibility test was evaluated at each of the four clinical sites using a panel
of challenge strains obtained from the Centers for Disease Control and Prevention (CDC), Atlanta, GA, USA. The panel consisted of
nine strains of M. tuberculosis with known susceptibility patterns (using BD BACTEC 460TB). Of the thirty-six PZA results collected
with the BD BACTEC MGIT 960 PZA susceptibility test, thirty-three agreed with the CDC expected results. The calculated percent
agreement to the CDC expected results for the BD BACTEC MGIT 960 PZA susceptibility test is 91.7%.



Clinical Isolate Testing:

A total of 118 clinical isolates of M. tuberculosis were tested with the BD BACTEC MGIT 960 PZA susceptibility test and the

BD BACTEC 460TB PZA susceptibility test. This included testing of both fresh clinical and subcultured isolates from both liquid and
solid culture sources. This generated a total of 228 test results.

Table 1 presents the results from clinical isolate testing for PZA drug at 100 pg/mL from liquid source cultures, from solid source
cultures and both source cultures combined.

Table 1: Clinical Isolate Results — BD BACTEC MGIT 960 PZA susceptibility test compared to BD BACTEC 460TB

susceptibility test

BD BACTEC 460TB System BD BACTEC MGIT 960 System
Expected PZA Results Susceptible Results Resistant Results
Category Category
Source # Tests S R # agree agreement % # agree agreement %
(95% CI) (95% CI)
98.9% 95.7%
LIQUID 112 89 23 88 (93.9-100) 22 (78.1-99.9)
" 97.8% 87.0%
SOLID 113 90 23 88 (92.2-99.7) 20 (66.4-97.2)
" 98.3% 91.3%
ALL 225 179 46 176 (95.2-99.7) 42 (79.2-97.6)

*Three BD BACTEC 460TB borderline results are not included in this table.

All isolates with discordant BD BACTEC MGIT 960 PZA test results were tested using the BD BACTEC 460TB PZA susceptibility
test at two independent sites. Discordant results were those strains where the BD BACTEC MGIT 960 PZA test result differed
from the BD BACTEC 460TB PZA test result. Borderline results are not included in the performance calculations for the

BD BACTEC MGIT 960 PZA Kit.

Of the four discordant PZA susceptible (S-BACTEC MGIT 960, R-BACTEC 460TB) isolates tested, one had susceptible results from
both independent sites and the other three had resistant results from both independent sites. Of the three discordant PZA resistant
(R-BACTEC MGIT 960, S-BACTEC 460TB) isolates tested, all isolates had susceptible results from both independent sites.

Two of the three BD BACTEC 460TB borderline PZA results (S-BACTEC MGIT 960, B-BACTEC 460TB) had susceptible results from
both independent sites. One of the three BD BACTEC 460TB borderline PZA results (R-BACTEC MGIT 960, B-BACTEC 460TB) had
one independent site determine a susceptible result. The other independent site determined a borderline result.

AVAILABILITY

Cat. No. Description

245128 BD BACTEC™ MGIT™ 960 PZA Kit.

245115 BD BACTEC™ MGIT™ 960 PZA Medium, 25 tests.
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Figure 1: Distribution of BD BACTEC MGIT 960 PZA AST Time to Result
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Change History

Revision | Date | Change Summary
(04) 2019-09 Converted printed instructions for use to electronic format and added access
information to obtain the document from bd.com/e-labeling.
(05) 2019-10 Added Chart of Frequency Distribution of PZA Time in Protocol (TIP), inadvertently
not included in the previously undistributed version.

US Customers only: For symbol glossary, refer to bd.com/symbols-glossary
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Consult Instructions for Use / Hanpasete cnpaska B MHCTpykuuuTe 3a ynotpeba / Prostudujte pokyny k pouZziti / Se brugsanvisningen / Gebrauchsanweisung
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For IVD Performance evaluation only / Camo 3a oueHka ka4ecTBoTo Ha pabota Ha IVD / Pouze pro vyhodnoceni vykonu IVD / Kun til evaluering af IVD ydelse / Nur
fur IVD-Leistungsbewertungszwecke / Mévo yia agiloAdynon amédoong IVD / Sélo para la evaluacion del rendimiento en diagnéstico in vitro / Ainult IVD seadme
hindamiseks / Réservé a I'évaluation des performances IVD / Samo u znanstvene svrhe za In Vitro Dijagnostiku / Kizarélag in vitro diagnosztikahoz / Solo per
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Lower limit of temperature / JoneH numut Ha Temnepatyparta / Dolni hranice teploty / Nedre temperaturgraense / Temperaturuntergrenze / Katwrepo 6pio
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Control / KontponHo / Kontrola / Kontrol / Kontrolle / Maptupag / Kontroll / Contréle / Controllo / Baksinay / 71 E-& / Kontrolé / Kontrole / Controle / Controlo /
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Positive control / MonoxwuTteneH koHTpon / Pozitivni kontrola / Positiv kontrol / Positive Kontrolle / @gTikég paptupag / Control positivo / Positiivne kontroll / Controle
positif / Pozitivna kontrola / Pozitiv kontroll / Controllo positivo / O Gaksinay / %4 71 E & / Teigiama kontrolé / Pozitiva kontrole / Positieve controle / Kontrola
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Negative control / OtpuuateneH koHTpon / Negativni kontrola / Negativ kontrol / Negative Kontrolle / Apvntikég pédptupag / Control negativo / Negatiivne kontroll /
Contrdle négatif / Negativna kontrola / Negativ kontroll / Controllo negativo / HeratusTik 6akbinay / &4 71 =% / Neigiama kontrolé / Negativa kontrole / Negatieve
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Method of sterilization: ethylene oxide / MeToa Ha cTepunusauus: etuneHoB okeua / Zpusob sterilizace: etylenoxid / Steriliseringsmetode: ethylenoxid /
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Upper limit of temperature / FopeH numuT Ha Temnepatypara / Horni hranice teploty / @vre temperaturgraense / Temperaturobergrenze / Avitepo 6plo Beppokpaaiag
/ Limite superior de temperatura / Ulemine temperatuuripiir / Limite supérieure de température / Gornja dozvoljena temperatura / Felsé hémérsékleti hatar / Limite
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Keep dry / MNasete cyxo / Skladujte v suchém prostfedi / Opbevares tert / Trocklagern / @uAdgTe To oTeyvo / Mantener seco / Hoida kuivas / Conserver au sec /
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tert / Przechowywac w stanie suchym / Manter seco / A se feri de umezeala / He ponyckatb nonaganus snarv / Uchovavajte v suchu / Drzite na suvom mestu /
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toplote / Far ej utsattas for varme / Isidan uzak tutun / Bepertv sig aii Tenna / 1 it & #4J5

Cut / Cpexerte / Odstfihnéte / Klip / Schneiden / Koyrte / Cortar / Léigata / Découper / Rezi / Vagja ki / Tagliare / Kecitia / Z-2}u] 7] / Kirpti / Nogriezt / Knippen / Kutt
/ Odcigé / Cortar / Decupati / Otpesars / Odstrihnite / Iseéi / Klipp / Kesme / Pospisatu / 8

Collection date / lata Ha cbbupaHe / Datum odbéru / Opsamlingsdato / Entnahmedatum / Huepopnvia ouAoyrig / Fecha de recogida / Kogumiskuupéev / Date
de prélévement / Dani prikupljanja / Mintavétel datuma / Data di raccolta / YXuHaraH Tis6ekyHi / 55 &%} / Paémimo data / Savaksanas datums / Verzameldatum /
Dato prevetaking / Data pobrania / Data de colheita / Data colectarii / [lata c6opa / Datum odberu / Datum prikupljanja / Uppsamlingsdatum / Toplama tarihi / Jata
3abopy / K4 H i

L
V4
O ul/test / uL/tect / uL/Test / uL/e&étaon / ul/prueba / ulL/teszt / nl./€l 2~ = / mkn/tect / pLityrimas / pL/parbaude / pl/teste / mkn/anania / ML/ il

Keep away from light / Ma3ete ot ceetnuHa / Nevystavujte svétlu / Ma ikke udseettes for lys / Vor Licht schiitzen / KpatfioTe 10 pakpid atmé 1o gwg / Mantener
alejado de la luz / Hoida eemal valgusest / Conserver a I'abri de la lumiére / Drzati dalje od svjetla / Fény nem érheti / Tenere al riparo dalla luce / KapaHfbinanraH
xepae ycra / & v & oF ¢/ Laikyti atokiau nuo Silumos $Saltiniy / Sargat no gaismas / Niet blootstellen aan zonlicht / Ma ikke utsettes for lys / Przechowywac z
dala od zrédet $wiatta / Manter ao abrigo da luz / Feriti de lumina / XpanuTb B TemHoTe / Uchovavajte mimo dosahu svetla / Drzite dalje od svetlosti / Far ej utsattas

S

for ljus / Isiktan uzak tutun / BeperTu Big aii ceitna / i it 4 Y64k

X
S

e

Hydrogen gas generated / O6pasysaH e Bogopog ra3 / Moznost tniku plynného vodiku / Frembringer hydrogengas / Wasserstoffgas erzeugt / Anpioupyia agpiou
udpoydvou / Produccion de gas de hidrogeno / Vesinikgaasi tekitatud / Produit de I'hnydrogéne gazeux / Sadrzi hydrogen vodik / Hidrogén gazt fejleszt / Produzione
di gas idrogeno / Maatektec cyTeri naitna Gonasl / 524 7k~ A4 % / I3skiria vandenilio dujas / Rodas Gdenradis / Waterstofgas gegenereerd / Hydrogengass
generert / Powoduje powstawanie wodoru / Produgdo de gas de hidrogénio / Generare gaz de hidrogen / Beiaenenue sogopopa / Vyrobené pouzitim vodika /
Oslobada se vodonik / Genererad vatgas / Agiga gikan hidrojen gazi / Peakuis 3 BugineHHsam BoaHo / 237~ A4S

Patient ID number / U] Homep Ha nauuenTa / ID pacienta / Patientens ID-nummer / Patienten-1D / ApiBu6g avayvwpiong acBevolg / Nimero de ID del paciente /
Patsiendi ID / No d’identification du patient / Identifikacijski broj pacijenta / Beteg azonosité szama / Numero ID paziente / MauveHTTiH naeHTUdUKaumsnblk Hemipi /
32} ID W& / Paciento identifikavimo numeris / Pacienta ID numurs / Identificatienummer van de patiént / Pasientens ID-nummer / Numer ID pacjenta / Numero da
ID do doente / Numar ID pacient / neHTndukaumoHHbIn Homep naumenTa / Identifikacné Eislo pacienta / ID broj pacijenta / Patientnummer / Hasta kimlik numarasi /
|neHTudikaTop nauieHTa / i #FHFRiN S

==
H+

vorsichtig handhaben. / EUBpauaTo. XeipioTeite To ue Tpoooxr. / Fragil. Manipular con cuidado. / Orn, kasitsege ettevaatlikult. / Fragile. Manipuler avec précaution.
/ Lomljivo, rukujte paZljivo. / Térékeny! Ovatosan kezelendd. / Fragile, maneggiare con cura. / CbiHfbiww, abainan naingananbiibis. / =4 71% 7] 412 212 / Trapu,
elkités atsargiai. / Trausls; rikoties uzmanigi / Breekbaar, voorzichtig behandelen. / @mtalig, handter forsiktig. / Krucha zawartos$¢, przenosi¢ ostroznie. / Fragil,
Manuseie com Cuidado. / Fragil, manipulati cu atentie. / Xpynkoe! O6paLyatbcsi ¢ ocTopoxHocTbio. / Krehké, vyZaduje sa opatrna manipulacia. / Lomljivo - rukujte
pazljivo. / Brackligt. Hantera forsiktigt. / Kolay Kirilir, Dikkatli Tagiyin. / TeHgitHa, 3BepTatucs 3 obepesxHicTio / 5 fit, /Ny

RX Only This only applies to US: “Caution: Federal Law restricts this device to sale by or on the order of a licensed practitioner.” / S’applique uniquement aux Etats-Unis: “Caution: Federal
Law restricts this device to sale by or on the order of a licensed practitioner.” / Vale solo per gli Stati Uniti: “Caution: Federal Law restricts this device to sale by or on the order of a
licensed practitioner.” / Gilt nur fiir die USA: “Caution: Federal Law restricts this device to sale by or on the order of a licensed practitioner.” / Sélo se aplica a los EE.UU.: “Caution:
Federal Law restricts this device to sale by or on the order of a licensed practitioner.”

! Fragile, Handle with Care / Yynnuso, PaGoteTe ¢ HeobxoaumoTo BHUMaHKe. / Kfehké. Pfi manipulaci postupuijte opatrné. / Forsigtig, kan ga i stykker. / Zerbrechlich,

bd.com/e-labeling
KEY-CODE: L-005486]JAA

Europe, CH, GB, NO:  +800 135 79 135

International: +31 20 794 7071
AR +80013579 135 LT 880030728
AU +800 13579135 MT +3120796 5693
BR 0800591 1055 NZ +800 13579 135
CA +18558058539 RO 0800 895 084
CO +800 13579135 RU +800 13579 135
EE 0800 0100567 SG 8001013366
GR 00800161220157799 SK 0800 606 287
HR 0800 804 804 TR 00800 142 064 866
IL +80013579135 US +1855236 0910
IS 8008996 UY +800 13579 135
LI +3120796 5692 VN 12280207
“ Becton, Dickinson and Company [Ec [rRep| Benex Limited
7 Loveton Circle Pottery Road, Dun Laoghaire
Sparks, MD 21152 USA Co. Dublin, Ireland

ATCC® is a trademark of the American Type Culture Collection.

BD, the BD Logo, BACTEC, BBL, MGIT, and Trypticase and are trademarks of Becton, Dickinson and Company or its affiliates. All
other trademarks are the property of their respective owners. © 2019 BD. All rights reserved.
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