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INTENDED USE

The BD Onclarity™ HPV Assay is a qualitative in vitro test for the detection of Human Papillomavirus in cervical specimens
collected by a clinician using an endocervical brush/spatula combination or broom and placed in a BD SurePath™ vial. The

test utilizes amplification of target DNA by Polymerase Chain Reaction (PCR) and nucleic acid hybridization for the detection of

14 high-risk (HR) HPV types in a single analysis. The test specifically identifies types 16, 18 and 45 while concurrently detecting the
other HR HPV types that include 31, 33, 35, 39, 51, 52, 56, 58, 59, 66 and 68.

The BD Onclarity HPV Assay is indicated:

(&) In women 21 years and older with ASC-US (atypical squamous cells of undetermined significance) cervical cytology test results,
the BD Onclarity HPV Assay can be used to determine the need for referral to colposcopy.

(b) In women 21 years and older with ASC-US cervical cytology test results, the BD Onclarity HPV assay can be used to detect
high-risk HPV genotypes 16, 18 and 45. This information together with physician’s assessment of screening history, other risk
factors, and professional guidelines, may be used to guide patient management. The results of this test are not intended to
prevent women from proceeding to colposcopy.

(c) In women 30 years and older, the BD Onclarity HPV Assay can be used together with cervical cytology to adjunctively screen
to detect high risk HPV types. This information, together with the physician’s assessment of screening history, other factors, and
professional guidelines, may be used to guide patient management.

(d) In women 30 years and older, the BD Onclarity HPV Assay can be used to detect high-risk HPV genotypes 16, 18 and 45. This
information, together with the physician’s assessment of screening history, other factors, and professional guidelines, may be
used to guide patient management.

(e) In women 25 years and older, the BD Onclarity HPV Assay can be used as a first-line primary cervical cancer screening test
to detect high risk HPV, including 16 and 18. Women who test negative for the high risk HPV types by the BD Onclarity HPV
Assay should be followed up in accordance with the physician’s assessment of screening and medical history, other risk factors,
and professional guidelines. Women who test positive for HPV genotypes 16 and/or 18 by the BD Onclarity HPV Assay should
be referred to colposcopy. Women who test high risk HPV positive and 16 and 18 negative by the BD Onclarity HPV Assay
(12 other HR HPV Positive) should be evaluated by cervical cytology to determine the need for referral to colposcopy.

WARNING
The BD Onclarity HPV Assay is NOT intended:
* For use in determining the need for treatment (i.e. excisional or ablative treatment of the cervix) in the absence of high-grade
cervical dysplasia. Patients who are HPV 16, 18 and 45 positive should be monitored for the development of high-grade
cervical dysplasia according to current practice guidelines.

e For women who have undergone hysterectomy.

* For use with samples other than those collected by a clinician using an endocervical brush/spatula combination or broom
and placed in the BD SurePath Preservative Fluid Collection Vial.

HPV-negative cancers of the cervix do occur in rare circumstances.'2 Also, no cancer screening test is 100% sensitive. Use of this
device for primary cervical cancer screening should be undertaken after carefully considering the performance characteristics put
forth in this label, as well as recommendations of professional guidelines.

The use of this test has not been evaluated for the management of women with prior ablative or excisional therapy, or who
are pregnant.

SUMMARY AND EXPLANATION OF THE TEST

There are more than 100 different genotypes of human papillomavirus (HPV), of which 14 are considered high-risk for cervical
cancer and its precursor lesions. It is one of the most common sexually transmitted viruses in the world: nearly all sexually active
men and women will get HPV at some point in their lives.3 According to the World Health Organization (WHO), cervical cancer is the
fourth largest contributor to female cancer mortality worldwide, claiming an estimated 270,000 lives annually.? It is estimated that in
2017 there were 12,820 cases of cervical cancer and 4,210 deaths in the United States, which correspond, respectively, to an age-
adjusted rate of 7.4 and 2.3 per 100,000 women, annually.5 In many cases, HPV infections are transient, and the body will clear the
virus on its own.

HPV is a double-stranded DNA virus with a circular genome of approximately 8,000 base pairs and encodes 8 open reading frames
(ORFs). Its ORFs are divided into early and late genes involved in replication (i.e. E1 and E2) and packaging (i.e. L1 and L2) with
the remaining genes (E6, E7, E5, and E4) playing roles in driving cell cycle entry, immune evasion, and virus release.®

A persistent infection of one of the fourteen sexually transmitted HPV genotypes considered high risk (genotypes 16, 18, 31, 33,

35, 39, 45, 51, 52, 56, 58, 59, 66 and 68) can lead to the development of cervical cancer and its precursor lesions.” Of the fourteen
high-risk HPV genotypes, 16 and 18 cause 60-70% of cervical cancer worldwide.8 Although HPV 45 is not one of the most prevalent
genotypes in cervical cancers overall, it is disproportionately responsible for aggressive forms of adenocarcinoma, where, together
with HPV genotypes 16 and 18, it can account for up to 94% of all cases.8?

The identification of the HPV virus’ relationship to cervical cancer disease has resulted in a rich volume of scientific activity in this
field. These activities range from the development of therapeutic vaccines designed to prevent infection with HPV viruses to in vitro
diagnostic tests for use as aids in cervical cancer screening and clinical patient management. Today, Pap tests can inform a clinician
if there are changes to the cervical cells. If those cells are abnormal, an HPV test may be done to determine if those cervical
changes are due to a high risk strain of HPV which can lead to cervical cancer. Not all molecular assays can distinguish among the
different types of HPV. The BD Onclarity HPV Assay detects HPV types 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 66, 68 and
allows simultaneous, discrete identification of the high-risk types 16, 18, and 45.



PRINCIPLES OF THE PROCEDURE

The BD Onclarity HPV Assay is based on two major processing steps: 1) automated specimen preparation to homogenize the
matrix, lyse cells, and extract cellular DNA; and 2) PCR amplification of target DNA sequences using primers and fluorescently-
labeled detector probes for both HPV and human beta globin. The human beta globin serves as an internal control of the entire
test by concurrently assessing specimen processing, extraction, and amplification. The BD Onclarity HPV Assay uses HPV target
regions for primers and probes (E6/E7 oncogenes) that provide robust detection of HPV genotypes reducing the potential risk for
lack of detection due to nucleic acid deletions and/or mutations.10.11

The automated specimen preparation for the BD Onclarity HPV Assay is completed by the BD Pre-Warm Heater and the

BD Viper™ LT System. Cervical specimens collected in BD SurePath Collection Vials are extracted using BD FOX™ Extraction
to release cellular DNA. The purified cellular DNA solution from each extracted specimen is transferred into PCR tubes containing
reagents which are then sealed to prevent contamination.

The BD Onclarity HPV Assay reagents are dried in three individual PCR tubes that are capable of detecting 14 high risk HPV
genotypes and a specimen-derived internal control consisting of a fragment of DNA from the human beta globin gene. These
genotypes are reported either individually (16, 18, 45) or as a genotype group (31, 51, 52, 33/58, 59/56/66, and 35/39/68). Each
of the three PCR tubes contains specific oligonucleotide sets to detect HPV genotype DNA and an oligonucleotide set to detect a
region of the human beta globin gene.

The BD Onclarity HPV Assay uses real-time PCR technology.12 The detection of the target DNA is accomplished using TagMan®
DNA probes that include a fluorescent dye at the 5' end and a quenching molecule at the 3' end of the oligonucleotide. The

BD Onclarity HPV Assay utilizes fifteen probes labeled with one of four fluorescent dyes. Each dye is paired with one of two Black
Hole Quencher molecules (BHQ® Dye). Fluorescent detection of amplification occurs in four separate optical channels on the

BD Viper LT System.

REAGENTS

BD Onclarity HPV Assay Reagent Pack (192 tests)
Cat # 441990

Quantity

Components per kit

Ingredients Safety and Warnings

HPV Assay G1 PCR tubes 2 x 96 tests Tris Buffer Magnesium Acetate Glycerol N/A
Trehalose

< 0.75% Upstream and downstream HPV primers

< 0.06% Upstream and downstream beta-globin primers
< 0.37% Fluorescent-labeled HPV probes

< 0.12% Fluorescent-labeled beta-globin probes

< 1.97% Hot Gold Star polymerase (microbial)

HPV Assay G2 PCR tubes 2 x 96 tests Tris Buffer Magnesium Acetate Glycerol N/A
Trehalose

< 1.00% Upstream and downstream HPV primers

< 0.06% Upstream and downstream beta-globin primers
< 0.62% Fluorescent-labeled HPV probes

< 0.12% Fluorescent-labeled beta-globin probes

< 1.97% Hot Gold Star polymerase (microbial)

HPV Assay G3 PCR tubes 2 x 96 tests Tris Buffer Magnesium Acetate Glycerol N/A
Trehalose

< 1.00% Upstream and downstream HPV primers

< 0.06% Upstream and downstream beta-globin primers
< 0.50% Fluorescent-labeled HPV probes

< 0.12% Fluorescent-labeled beta-globin probes

< 1.97% Hot Gold Star polymerase (microbial)




Control Set for the BD Onclarity HPV Assay (24 sets)

Cat #444088

Components qu;'nliliiy Ingredients Safety and Warnings
HPV Positive Control 24 x0.05 mL | <1.178% Nonspecific DNA (biological) N/A
< 0.077% Non-infectious plasmid DNA (microbial)
containing HPV-16, 18, 56 sequences
< 0.013% Non-infectious plasmid DNA (microbial)
containing human beta-globin sequence
HPV Negative 24 x0.05 mL | <1.182% Nonspecific DNA (biological) N/A
Control
BD Onclarity HPV Liquid Based Cytology Specimen (LBC) Diluent (400 tubes)
Cat # 443837
Components qu;n;'iiy Ingredients Safety and Warnings
Liquid Based Cytology 400 x 1.7 mL | <0.9% Detergent

Specimen (LBC) Diluent

< 0.05% Proclin

<4.0% Tris HCI

< 5.0% Tris Base

< 1.5% Sodium Chloride

WARNING

H315+H320 Causes skin and eye irritation.

H335 May cause respiratory irritation.

P261 Avoid breathing dust/fume/gas/mist/
vapors/spray.

P280 Wear protective gloves/protective clothing/eye
protection/face protection.

P264 Wash thoroughly after handling.

P271 Use only outdoors or in a well-ventilated area.
P305+P351+P338 IF IN EYES: Rinse cautiously

with water for several minutes. Remove contact
lenses, if present and easy to do. Continue rinsing.
P304+P340 IF INHALED: Remove person to fresh
air and keep comfortable for breathing.
P332+P313 If skin irritation occurs: Get medical
advice/attention.

P337+P313 If eye irritation persists: Get medical
advice/attention.

P302+P352 IF ON SKIN: Wash with plenty of soap
and water.

P403+P233 Store in a well-ventilated place. Keep
container tightly closed.

P501 Dispose of contents/container in accordance
with local/regional/national/international regulations.

The BD Onclarity HPV LBC Diluent Tube should be
stored upright at 2-25 °C.

BD FOX PCR Extraction Tubes (384 tubes)

Cat # 444089
Components Q:;nlziy Ingredients Safety and Warnings
PCR Extraction Tubes 48 x 8 Iron Oxide in dissolvable film | N/A




BD Viper PCR Extraction Reagent Trough with Piercing Tool (96 tests)

Cat# 444087
Components Q;earnlzli;y Ingredients Safety and Warnings
PCR Extraction 96 tests Sodium Phosphate, Monobasic

Reagent Trough with
Piercing Tool

Proclin 300

< 0.109% Detergent

< 22.0% Sulfuric Acid

< 38.0% Potassium Hydroxide
< 0.3% Tris Base

<2.9% Tris HCI

DANGER

H302 Harmful if swallowed.

H314 Causes severe skin burns and eye damage.
H318 Causes serious eye damage.

H350 May cause cancer.

P260 Do not breathe dust/fume/gas/mist/
vapors/spray.

P270 Do not eat, drink or smoke when using
this product.

P280 Wear protective gloves/protective clothing/
eye protection/face protection.

P264 Wash thoroughly after handling.

P201 Obtain special instructions before use.
P202 Do not handle until all safety precautions
have been read and understood.

P301+P312 IF SWALLOWED: Call a POISON
CENTER or doctor/physician if you feel unwell.
P305+P351+P338 IF IN EYES: Rinse cautiously
with water for several minutes. Remove contact
lenses, if present and easy to do. Continue
rinsing.

P310 Immediately call a POISON CENTER or
doctor/physician.

P303+P361+P353 IF ON SKIN (or hair): Take off
immediately all contaminated clothing. Rinse skin
with water/shower.

P304+P340 IF INHALED: Remove person to
fresh air and keep comfortable for breathing.
P308+P313 IF exposed or concerned: Get
medical advice/attention.

P301+P330+P331 IF SWALLOWED: rinse
mouth. Do NOT induce vomiting.

P321 Specific treatment (see on this label).
P363 Wash contaminated clothing before reuse.
P405 Store locked up.

P501 Dispose of contents/container in
accordance with local/regional/national/
international regulations.




WARNINGS AND PRECAUTIONS

1. For In Vitro Diagnostic Use.

2. For warnings, precautions and cleaning procedures related to automated instrumentation, consult the BD Viper LT System
User’s Manual.

3. Pathogenic microorganisms, including hepatitis viruses and Human Immunodeficiency Virus, may be present in clinical
specimens. “Standard Precautions”'3-16 and institutional guidelines should be followed in handling all items contaminated
with blood and other body fluids. For additional specific warnings, cautions and notes specific to the BD Viper LT, consult the
BD Viper LT System User’s Manual.

Specimen:

4. The BD Onclarity HPV Assay has been validated for use with cervical specimens collected using either an endocervical broom
or a brush/spatula combination with the BD SurePath Preservative Fluid Collection Vial (as described in the BD SurePath
Preservative Fluid Collection Vial product insert). An aliquot is removed prior to or after processing for the BD SurePath Liquid-
based Pap test and must be diluted in the BD Onclarity HPV LBC Diluent tube prior to testing with the BD Onclarity HPV
Assay on the BD Viper LT System.

5. Optimal performance of the BD Onclarity HPV Assay requires proper specimen collection, handling and testing within the
expiration dating of the BD Onclarity HPV LBC Diluenttube

6. Take care to avoid cross-contamination during the specimen handling steps. Ensure that specimen containers do not contact
one another, and discard used materials without passing over open containers. If gloves come in contact with specimen, change
gloves to avoid contamination.

7. Under- or over-dispensing of LBC specimen into the BD Onclarity HPV LBC Diluent tube may affect assay performance. Over
filling the tubes may also result in liquid overflow on the BD Viper LT deck, and could cause contamination.

8. Use only polypropylene aerosol-resistant pipette tips to transfer specimens to the BD Onclarity HPV LBC Diluent tubes.

Assay/Reagent:

9. Use only sample and control tubes with pierceable caps on the BD Viper LT System. Do not remove pierceable caps prior
to running the instrument. Be sure to replace any punctured pierceable caps with new pierceable caps prior to running the
instrument.

10. Reagent pouches containing unused PCR tubes MUST be carefully resealed after opening. Verify that desiccant is present prior
to resealing the reagent pouches.

11. Do not use reagents after their expiration dates.

12. The Positive and Negative Controls are intended to monitor for substantial system failure and ensures reagent functionality.
Quality control requirements must be performed in conformance with local, state and/or federal regulations or accreditation
requirements and you laboratory’s standard Quality Control procedures.

13. Although dedicated work areas are not required because the BD Viper LT design reduces the possibility of amplicon
contamination in the testing environment, other precautions for controlling contamination, particularly to avoid contamination of
specimens during manipulation, are necessary.

14. CHANGE GLOVES if they come in contact with specimen or appear to be wet, to avoid contaminating other specimens. Change
gloves before leaving work area and upon entry into work area.

15. Safety Data Sheets (SDS) are available at www.bd.com or by contacting BD Technical Service and Support.

16. Contact BD Technical Service and Support in the event of an unusual situation, such as a spill into the BD Viper LT System or

DNA contamination that cannot be removed by cleaning.

STORAGE AND HANDLING REQUIREMENTS

A.

moow

Do not freeze reagents.

The BD Onclarity HPV LBC Diluent Tube should be stored upright at 2—25 °C until the indicated expiration date.
The BD Onclarity HPV Assay Reagent Pack should be stored at 2—8 °C until the indicated expiration date.

All other reagents may be stored at 2-33 °C until the indicated expiration date.

Once a PCR tube pouch is opened, the PCR tubes are stable for 4 weeks at 2—8 °C, if properly sealed or until the expiration
date, whichever comes first.



REAGENTS AND MATERIALS PROVIDED

Contents Quantity
ggt ;)Lrl\::llgggy HPV Assay Reagent Pack 192 Tests
gggrﬂigg;or the BD Onclarity HPV Assay 24 Sets
g;ﬂﬂ%ﬁ? HPV Liquid Based Cytology Specimen (LBC) Diluent 200 Tubes
CB:;:Z)LEE(;ZQR Extraction Tubes 384 Tubes
CB:Et;/Llpﬁ'OI;(?ZR Extraction Reagent Trough with Piercing Tool 96 Tests
CB:aDt;;/I4F:161r3>5(1—R Neutralization Pouch 12 Pouches
ggm\tllzlr;ezrg\é\gaste Liners 100 Liners
(B:Et;/xezrglé; PCR Accessory Kit 80 Pieces
Eft:;:iitilgs(éaps for the BD Viper XTR System (Black) 400 Caps
(B:gm\t/ﬁezrglé; PCR Tube/Tray Kit 20 Pieces
T
BD Key Card

Cat# 443747 1000 Each

Cat# 443748 500

Cat# 443430 100

MATERIALS REQUIRED BUT NOT PROVIDED
* Vortex Mixer
* Nitrile gloves
» Displacement pipettes and polypropylene aerosol-resistant tips capable of delivering 0.5 £ 0.05 mL
e 0.5% or 1.0% (v/v) sodium hypochlorite
* 3% (v/v) hydrogen peroxide
* Isopropyl alcohol
e Molecular biology-grade nuclease free water

SPECIMEN COLLECTION AND TRANSPORT

PRECAUTION: Handle all specimens as if they are capable of transmitting infectious agents.

A. Specimen Collection

Cervical specimens collected in a BD SurePath Preservative Fluid Collection Vial using an endocervical brush/spatula or broom

device (LBC Specimen) have been validated for use with the BD Onclarity HPV Assay. Follow the manufacturer’s instructions for

collecting cervical specimens.

Specimen Transfer to BD Onclarity HPV LBC Diluent Tubes

NOTE: See the BD Onclarity HPV LBC Diluent tube Package Insert for additional information.

A 0.5 mL aliquot of the LBC specimen must be manually transferred from the original LBC vial to the BD Onclarity HPV LBC Diluent

Tube. Wear gloves when handling the BD Onclarity HPV LBC Diluent Tube and the LBC specimen vial. If gloves come in contact

with the specimen, immediately change them to prevent contamination of other specimens and handle one specimen at a time for

processing

BD SurePath Specimen Transfer Prior to or After Processing for the BD SurePath test

1. Label a BD Onclarity HPV LBC Diluent Tube with patient identification information.

2. Remove the cap from the BD Onclarity HPV LBC Diluent Tube.

3. In order to ensure a homogenous mixture, vortex the BD SurePath specimen vial for 10-20 s.

4. Quickly transfer 0.5 mL from the specimen vial using an aerosol-resistant tip to the BD Onclarity HPV LBC Diluent Tube within
one minute of vortexing.

5. Discard pipette tip.



NOTE: A separate pipette tip must be used for each specimen.

6. Tighten the cap on the BD Onclarity HPV LBC Diluent Tube securely.

7. Invert the BD Onclarity HPV LBC Diluent Tube 3—4 times to ensure that the specimen and diluent are well mixed.
B. Specimen Transport

Once collected, cervical specimens can be transported in their original vials at 2—30 °C. Specimen transport should comply with
applicable country, federal, state, and local regulations for the transport of etiological agents.

C. Specimen Storage

For use in the BD Onclarity HPV Assay, cervical specimens collected in a BD SurePath Preservative Fluid Collection Vial may be
stored at 2-30 °C for up to 30 days, at 2—8 °C for 180 days, or at -20 °C for 180 days prior to transfer to BD Onclarity HPV LBC
Diluent tube. See BD SurePath Preservative Fluid Collection Vial labeling for storage requirements prior to cytology processing.

After transfer to a BD Onclarity HPV LBC Diluent tube, the diluted specimen can be stored at 2—30 °C for up to 15 days, or up to
90 days when stored at -20 °C.

QUALITY CONTROL

One BD Onclarity HPV Positive and one BD Onclarity HPV Negative Control must be included in each assay run and for each new
reagent kit lot number. Controls must be positioned according to the BD Viper LT System User’s Manual. The HPV Positive Control
will monitor for substantial reagent failure. The BD Onclarity HPV Negative Control monitors for reagent and/or environmental
contamination. Additional controls may be tested according to guidelines or requirements of local, state, and/or federal regulations or
accrediting organizations.

General QC Information for the BD Viper LT System:

The location of the PCR tubes is shown in a color-coded plate layout screen on the LCD Monitor. The plus symbol (+) within the
tube indicates the positive QC sample. The minus symbol (-) within the tube indicates the negative QC sample. A QC pair must be
logged in for each reagent kit lot number. If QC pairs have not been properly logged in, a message box appears that prevents saving
the rack and proceeding with the run until complete. Additional (optional) QC tubes for testing may be logged in if desired. These
tubes are tested as regular samples and do not affect the Pass/Fail status of the run. Refer to the BD Viper LT System User’s
Manual HPV Addendum for instructions.

NOTE: BD Onclarity HPV Controls must be manually hydrated prior to loading them into the BD Viper LT Specimen Rack.

INSTRUCTIONS FOR USE

QUALITY CONTROL PREPARATION

1. Uncap a BD Onclarity HPV Negative Control and a BD Onclarity HPV LBC Diluent tube.

Pour the entire contents of the BD Onclarity HPV LBC Diluent tube into the BD Onclarity HPV Negative Control.

Re-cap the rehydrated BD Onclarity HPV Negative Control. Re-cap and discard the empty BD Onclarity HPV LBC Diluent tube.
Uncap a BD Onclarity HPV Positive Control and a BD Onclarity HPV LBC Diluent tube.

Pour the entire contents of the BD Onclarity HPV LBC Diluent tube into the BD Onclarity HPV Positive Control.

Re-cap the rehydrated BD Onclarity HPV Positive Control. Re-cap and discard the empty BD Onclarity HPV LBC Diluent tube.

Using the Tube Layout Report, place the rehydrated BD Onclarity HPV Positive and Negative Controls into the appropriate
positions in the BD Viper LT Specimen Rack.

8. Controls are ready to be pre-warmed with the specimens. Once hydrated, controls may be stored at 2—30 °C for up to 24 h prior
to pre-warming.
PROCESSING PROCEDURE FOR ALL SPECIMENS

NOTE: If previously prepared specimens are frozen, make sure they are thawed completely at room temperature and mixed by
inversion prior to proceeding.

1. Using the Tube Layout Report, place the specimens in order in the BD Viper LT Specimen Rack and lock into place.
2. Specimens are ready to be pre-warmed.
3. Change gloves prior to proceeding to avoid contamination.

PRE-WARM PROCEDURE

NOTE: The pre-warm procedure must be applied to all specimens to ensure that the specimen matrix is homogeneous prior

to loading on the BD Viper LT System. Failure to pre-warm specimens may have an adverse impact on performance of the

BD Onclarity HPV Assay and/or BD Viper LT System.

1. Insert the BD Viper LT Specimen Rack into the BD Pre-Warm Heater and select the BD Onclarity HPV Assay pre-warm
protocol on the BD Viper LT Instrument.

2. The BD Pre-warm heater will automatically pre-warm the specimens and controls according to the BD Onclarity HPV Assay
pre-warm protocol.

3. After the BD Onclarity HPV Assay pre-warm protocol is complete, remove the rack from the heater and load into the BD Viper
LT instrument.

4. After pre-warming, specimens may be stored for up to 7 days at 2-30 °C without additional pre- warming prior to testing on the
BD Viper LT System.

5. After pre-warming, controls may be stored for up to 24 hours at 2-30 °C without additional pre-warming prior to testing on the
BD Viper LT System.
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Test Procedure

NOTE: Refer to the BD Viper LT Instrument User’s Manual for detailed instructions for operating and maintaining the components of
the system.

1. The BD Onclarity HPV Assay may be used to run 1 to 30 specimens plus one Positive Control and one Negative Control.

2. Perform the system startup and maintenance procedures by following the instructions in the appropriate BD Viper LT User’s
Manual.

Access the Rack Login Display to log in the rack barcode and select the test type to be run.
Log in the Positive and Negative Control tubes in the first two positions (A1 and B1) as well as the HPV LBC Diluent tubes.
Log in specimen tubes by typing in or scanning each accession nhumber/barcode in the Specimen Login window.

Log in Extraction tube QC information by tapping the “extraction lot” button and load extraction tubes where indicated on the
Extraction Tube Lot Login display.

Tap the plate layout button to view the Plate Layout Display
8. Load the PCR tubes into PCR Plate as shown on the display. PCR tubes are color-coded as follows:
a. Blue=G1
b. Green=G2
c. Orange=G3
NOTE: Use empty PCR tubes to completely fill the PCR Plates if less than a full plate of tubes is required/logged in.
9. SurePath LBC samples and Positive and Negative Control tubes must be prewarmed prior to extraction on the Viper LT.
10. To prepare the BD Viper LT instrument for specimen processing and testing, follow the steps outlined in the Viper LT
User’s Manual.
11. After specimens have been logged in, pre-warmed, and the BD Viper LT instrument has been prepared, then the run can be
initiated by tapping the “start run” button on the Main status display.
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INTERPRETATION OF TEST RESULTS

The BD Onclarity HPV Assay uses the real-time polymerase chain reaction to detect the presence of Human Papillomavirus

(HPV) in clinical specimens. All calculations are performed automatically by the BD Viper LT software. The presence or absence of
clinically relevant HPV DNA is determined by the PCR cycle (Ct) at which the signal crosses a pre-established threshold. The assay
will extract, amplify and detect a fragment of the human beta globin gene as an internal control to assess specimen processing,
extraction, amplification, and to indicate the presence of PCR inhibitors. If the HPV-specific signal is greater than a cycle threshold,
the internal control is utilized by the algorithm in the interpretation of the result. If the HPV-specific signal is less than or equal to a
cycle threshold, the internal control is ignored by the algorithm.

For HPV specimens, an “HR” result (the combination of all genotypes) appears on the Tube Results Report. A positive symbol in this
column indicates that the HPV assay detected one or more genotypes for unmasking. The “GT” column is used to report results for
genotypes that are not available in your region.

These results cannot be unmasked.

Specific genotypes and combined genotypes appear in columns. If the results for a genotype have been unmasked, those results
are reported as explained below. If any genotype results have not been configured for automatic unmasking, those results are
masked by a “key” icon.

The instrument can be configured to unmask/report specific genotypes when the run is complete. See the BD Viper LT System
User’s Manual HPV Addendum for instructions on authorizing automatic genotype reporting.

If assay control results are not as expected, patient results are not reported. See the Quality Control section for expected control
values. Reported results are determined as follows.

Table 1: Interpretation of High Risk HPV Genotype HPV Test Results for the BD Onclarity HPV Assay

HHl;g/hR'zlssukl ¢ Interpretation Result Report
HR P4 | Positive for High Risk HPV types HPV HR Positive HPV DNA detected by PCR.
HR e Negative for High Risk HPV types HPV HR Negative HPV DNA not detected by PCR.

Internal Control Failure. Repeat test from
>< HPV DNA, if present, is not detectable | Internal Control Failure initial specimen tube or obtain another
specimen for testing.

Extraction Transfer Failure. Repeat test
}?f HPV DNA, if present, is not detectable | Extraction Transfer Failure from initial specimen tube or obtain another
specimen for testing.

Liquid Level Failure. Repeat test from initial
)ﬂ( HPV DNA, if present, is not detectable. | Liquid Level Failure specimen tube or obtain another specimen
for testing.

Error. Repeat test from initial specimen

-’o HPV DNA, if present, is not detectable. | Error tube or obtain another specimen for testing.




Table 2: Interpretation of Specific HPV Genotype Test Results for the BD Onclarity HPV Assay

HPV Genotype Result

Interpretation

Result

16 Qe

Positive for HPV type 16

HPV type 16 Positive

16 G

Negative for HPV type 16

HPV type 16 Negative

18 QPe

Positive for HPV type 18

HPV type 18 Positive

18 @@

Negative for HPV type 18

HPV type 18 Negative

15 Pe

Positive for HPV type 45

HPV type 45 Positive

45 G

Negative for HPV type 45

HPV type 45 Negative

cTPe

Positive HPV Genotype result(s) for HPV 31,
33, 35, 39, 51, 52, 56, 58, 59, 66, and/or 68

Positive HPV Genotype result(s) other than HPV
16, 18, or 45

cT @

Negative HPV Genotype result(s) for HPV 31,
33, 35, 39, 51, 52, 56, 58, 59, 66, and/or 68

Negative HPV Genotype result(s) masked

-

HPV genotype result is available for
unmasking

Genotype result is masked

HPV genotype result is not available for
unmasking

HPV Negative result, Internal Control failure,
Liquid Level failure or Extraction Transfer failure

See the BD Viper LT System User’'s Manual HPV Addendum for additional information on results reporting.

Interpretation of Quality Control Results

If assay control results are not as expected, patient results are not reported. If either of the controls does not provide the expected
result, repeat the entire run using a new set of controls. If either of the controls is consistently invalid, contact BD Technical Service
and Support for technical assistance.

Table 3: Interpretation of Quality Control Results

Control Type Tube Result Report Symbol QC Disposition
BD Onclarity HPV Positive OK QC Pass
Control
BD Onclarity HPV Positive :
Coyntrol @ QC Failure
BD Onclarity HPV Positive )
Coyntrol }E( QC Failure
BD Onclarity HPV Positive ;
Coyntrol >ﬂ< QC Failure
BD Onclarity HPV Negative OK QC Pass
Control
BD Onclarity HPV Negative .
C())/ntrol i @ QC Failure
BD Onclarity HPV Negative ’
Cé’mrol 9 Bt QC Failure
BD Onclarity HPV Negative .
C())/ntrol k K QC Failure

Refer to the Interpretation of Test Results for a description of Tube Result Report symbols.

Monitoring for the Presence of DNA Contamination

At least monthly, the following test procedure should be performed to monitor the work area and equipment surfaces for the
presence of DNA contamination. Environmental monitoring is essential to detect contamination prior to the development of a
problem.

1. For each area to be tested, use a clean collection swab from the BD ProbeTec Chlamydia trachomatis/Neisseria gonorrhoeae
(CT/GC) Amplified DNA Assay Endocervical Specimen Collection and DRY TRANSPORT Kit.

2. Pour off some molecular biology grade nuclease-free water into a small clean container.
Dip the swab into the molecular biology grade nuclease-free water and wipe the first area using a broad sweeping motion.

4. Remove the cap of a BD Onclarity HPV LBC Diluent tube and insert the swab into the Diluent. Mix by swirling the swab in the
BD Onclarity HPV Diluent for 5-10 s.

5. Express the swab along the inside of the tube so that liquid runs back into the bottom of the tube.
6. Remove the swab carefully from the BD Onclarity HPV LBC Diluent tube to avoid splashing. Discard the swab.
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7. Tightly recap the BD Onclarity HPV LBC Diluent tube with the black pierceable cap.
8. Repeat for each desired area.

9. After all swabs have been collected and expressed, process them according to the Pre-warming Procedure and then follow the
Test Procedure.

Consult the BD Viper LT System User’s Manual for more information on Environmental Monitoring and Cleaning Procedures. If a
contamination event does not resolve, contact BD Technical Service and Support for additional information.

PROCEDURAL LIMITATIONS

1. The BD Onclarity HPV Assay detects DNA of the high-risk types 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 66 and 68. This
test does not detect DNA of HPV low-risk types (e.g. 6, 11, 42, 43, 44) since there is no clinical utility for testing of low-risk HPV
types for cervical cancer screening.1?

2. The BD Onclarity HPV Assay is not recommended for evaluation of suspected sexual abuse.

3. Optimal performance of the test requires adequate specimen collection, transport, storage and processing. Follow the
procedures in this Package insert and the BD Viper LT System User’s Manual.

4. Anegative test result does not exclude the possibility of infection because test results may be affected by improper specimen
collection, technical error, specimen mix-up, or the number of organisms in the specimen which may be below the sensitivity of
the test.

5. The BD Onclarity HPV Assay provides qualitative results.

6. Use of the BD Onclarity HPV Assay is limited to personnel who have been trained in the assay procedure and the
BD Viper LT System.

7. The BD Onclarity HPV Assay has only been validated for use with cervical specimens collected by a clinician using an
endocervical brush/spatula combination or broom and placed in a BD SurePath Preservative Fluid Collection Vial. In the clinical
study, the Cytobrush® Plus GT Gentle Touch and Pap Perfect® Plastic Spatula (CooperSurgical, Inc.) and Rovers® Cervex-
Brush® (Rovers Medical Devices B.V.) were used. BD SurePath cell pellets obtained after processing on the BD PrepStain™
Slide Processor have not been evaluated with the BD Onclarity HPV Assay.

8. Cervical Specimens often show visibly detectable levels of blood as a pink or light brown coloration. If concentrations exceed
4% (v/v) in SurePath Preservative fluid prior to dilution in the BD Onclarity HPV Diluent tube, there is a likelihood of obtaining a
false-negative HPV result.

9. False negatives may occur for specimens containing > 8% (v/v) mucin, >7% (w/v) Zovirax® (Acyclovir) Cream, and > 8% (w/v)
clindamycin vaginal cream.

10. The effects of other potential variables such as vaginal discharge, use of tampons, douching, etc. and specimen collection
variables have not been evaluated.

11. The BD Onclarity HPV Assay was not evaluated in women with acetic acid, iodine, spermicide, douche, or anti-fungal
medications applied to the cervical area within 24 hours of specimen collection.

12. Detection of high-risk HPV is dependent on the number of copies present in the specimen and may be affected by specimen
collection methods, patient factors, stage of infection and the presence of interfering substances.

13. Prevalence of HPV infection in a population may affect performance. Positive predictive values decrease when testing
populations with low prevalence or individuals with no risk of infection.

14. A negative high-risk HPV result does not exclude the possibility of future cytologic High-grade squamous intraepithelial lesion
(HSIL) or underlying CIN2-3 or cancer, but indicates a low likelihood of CIN2-3 or cancer.

15. Infection with HPV is not an indicator of cytologic HSIL or underlying high-grade CIN, nor does it imply that CIN2-3 or cancer will
develop. Most women infected with one or more high-risk HPV types do not develop CIN2-3 or cancer.

16. Human beta globin amplification and detection is included in the BD Onclarity HPV Assay to differentiate HPV negative
specimens from those that do not exhibit HPV signal due to insufficient cell mass in the specimen. An HPV negative specimen
must have a valid beta globin signal within a pre- defined range to generate a negative result on the BD Viper LT System. The
beta globin control does not differentiate between targeted (cervical) and non-targeted nucleated cell types.

17. Residual post-cytology specimens evaluated in the BD Onclarity HPV Assay were processed on the BD PrepMate™ system.

EXPECTED RESULTS

A total of 33,858 women were enrolled in the study across 31 collection sites, and cervical samples were tested at 4 testing sites
in the US. Of these, 33,634 (99.3%) women were eligible to participate in the study. Eligible women were > 21 years, provided
informed consent, satisfied study inclusion/exclusion criteria, had not enrolled in a cervical disease diagnostic trial since 2007, and
had not withdrawn authorization before undergoing study procedures.

The median age of the eligible women was 37, with 28.0% of women in age group 21-29 years, 28.3 % in age group 30-39, and
43.7% of women in age group 2 40 years. A total of 90.6% of women had NILM cytology, and 5.8% of women had ASC-US cytology,
3.3% of women had >ASC-US cytology, and only 0.2% of women had unsatisfactory cytology.

The percent of final non-reportable BD Onclarity assay results was 0.24% (79/33,570). Not included in this calculation are
specimens that did not yield a result (64/33,634) due to specimen labeling, processing and volume issues.

A total of 1,960 ASC-US women = 21 years were enrolled in the study of which 1,953 were evaluable; evaluable women had an
ASC-US cytology result and valid results from the BD Onclarity HPV Assay.

A total of 22,383 NILM women = 30 years were enrolled in the study of which 22,284 were evaluable; evaluable women had a NILM
cytology result and valid results from the BD Onclarity HPV Assay.
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A total of 29,633 women = 25 years were enrolled in the study of which 29,513 were evaluable; evaluable women had valid cytology
and BD Onclarity HPV Assay results.

Table 4 shows HPV positivity of the BD Onclarity HPV Assay by testing site and study population. HPV prevalence was 39.1% in
the ASC-US (= 21 years) population, 7.9% in the NILM (= 30 years) population and 12.7% in the Primary Screening (= 25 years)
population.

Table 4: Summary of HPV Positivity of the BD Onclarity HPV Assay by Testing Sites and Study Population

BD Onclarity HPV HR Positivity Rate
Testing Site (zAzi(;:aSrs) @ S%I;Q/Iars) PHT: rzysii;;erir)"ng
1 39.5% (234/592) 9.3% (644/6,921) 14.2% (1,306/9,167)
2 36.7% (126/343) 7.4% (369/4,962) 12.0% (757/6,300)
3 33.3% (259/778) 7.1% (372/5,219) 12.7% (941/7,434)
4 60.0% (144/240) 7.3% (376/5,182) 11.3% (744/6,612)
Total 39.1% (763/1,953) 7.9% (1,761/22,284) 12.7% (3,748/29,513)

Table 5 shows HPV prevalence by the BD Onclarity HPV Assay by age and study population. HPV prevalence decreased with age
in each study population.

Table 5: Summary of HPV Positivity of the BD Onclarity HPV Assay by Age and Study Population

BD Onclarity HPV HR Positivity Rate
Age Group ASC-US NILM Screening
(2 21 years) (= 30 years) (2 25 years)
21-29 54.6% (398/729) N/A 22.4% (1,216/5,432)
30-39 39.2% (204/521) 10.3% (889/8,663) 13.8% (1,310/9,477)
240 22.9% (161/703) 6.4% (872/13,621) 8.4% (1,222/14,604)
Total 39.1% (763/1,953) 7.4% (1,761/22,284) 12.7% (3,748/29,513)

The BD Onclarity HPV Assay results, stratified into three groups by age is outlined in Table 6 for the ASC-US population
(=21 years), in Table 7 for the NILM population (= 30 years) and in Table 8 for the Screening population (= 25 years).

In all populations, the other 11 HPV HR positive results were more frequent than HPV16, HPV18 and HPV45 positive results in
general and within age groups. HPV prevalence for each category decreases with age in all three populations.

NOTE: In Tables 6-8, women with mixed genotype HPV infections were counted for each of their positive HPV genotypes.

Table 6: BD Onclarity HPV Assay Result by Age Group for ASC-US (2 21 years) Population

BD Onclarity HPV Assay Result

Age Group

HPV16+

HPV18+

HPVA45+

11 Other HPV HR +

HPV -

21-29

10.6% (77/729)

3.4% (25/729)

3.2% (23/729)

45.8% (334/729)

45.4% (331/729)

30-39

7.7% (40/521)

2.5% (13/521)

2.1% (11/521)

31.1% (162/521)

60.8% (317/521)

240

3.8% (27/703)

1.4% (10/703)

1.8% (13/703)

18.9% (133/703)

77.1% (542/703)

Total

7.4% (144/1,953)

2.5% (48/1,953)

2.4% (47/1,953)

32.2% (629/1,953)

60.9% (1,190/1,953)

Table 7: BD Onclarity HPV Assay Result by Age Group for NILM (= 30 years) Population

BD Onclarity HPV Assay Result

Age Group

HPV16+

HPV18+

HPV45+

11 Other HPV HR +

HPV -

30-39

2.0% (173/8,663)

0.5% (45/8,663)

0.8% (68/8,663)

7.7% (671/8,663)

89.7% (7,774/8,663)

240

1.2% (157/13,621)

0.4% (53/13,621)

0.4% (56/13,621)

4.9% (671/13,621)

93.6% (12,749/13,621)

Total

1.5% (330/22,284)

0.4% (98/22,284)

0.6% (124/22,284)

6.0% (1,342/22,284)

92.1% (20,523/22,284)

Table 8: BD Onclarity HPV Assay Result by Age Group for Screening (2 25 years) Population

Age Group HPV16+ HPV18+ 12 Other HPV HR + HPV -
25-29 4.5% (246/5,432) 1.2% (63/5,432) 18.9% (1,025/5,432) 77.6% (4,216/5,432)
30-39 2.9% (274/9,477) 0.8% (78/9,477) 11.2% (1,063/9,477) 86.2% (8,167/9,477)

> 40 1.5% (223/14,604) 0.6% (84/14,604) 6.9% (1,010/14,604) 91.6% (13 382/14,604)
Total 2.5% (743/29,513) 0.8% (225/29,513) 10.5% (3,098/29,513) 87.3% (25,765/29,513)
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PERFORMANCE CHARACTERISTICS
Clinical Performance

Baseline Phase

A multicenter, prospective study was conducted to evaluate the performance of the BD Onclarity HPV Assay as a triage test

to stratify women with ASC-US cytology results for referral to colposcopy, as an adjunctive test to cervical cytology to guide
management decisions, and also as a primary cervical cancer screening test. The study consisted of a Baseline Phase and a 3
year Follow-up Phase. In the Baseline Phase, women 221 years old undergoing routine cervical cancer screening were invited to
participate in the study. In total, 33,858 women were enrolled from August 2013 to June 2015 at 31 clinical sites in the Baseline
Phase. Following written informed consent, demographic information and gynecologic histories were obtained. Two cervical
specimens were collected from each woman and preserved in liquid based cytology (LBC) media. Cytology testing was performed
on the first vial collected, at three different laboratories, and results were classified according to the 2001 Bethesda System criteria.
HPV testing with the BD Onclarity HPV Assay was performed at one of four laboratories, from a pre-cytology aliquot of the first vial
collected and performance results are shown below.

The second cervical specimen collected was tested with the BD Onclarity HPV assay and an FDA-approved HPV test, according to
the manufacturer’s instructions.

Those women = 21 years old with > ASC-US cytology and women 2 25 years old with unsatisfactory cytology were invited to
undergo colposcopy. In addition, all women = 25 years old with a positive high-risk HPV test result (positive by the BD Onclarity
HPV Assay and/or the FDA-approved HPV test), as well as a randomly selected subset of women (approximately 5%) with NILM
(negative for intraepithelial lesions or malignancy) cytology and negative high-risk HPV DNA (by both the BD Onclarity HPV
assay and the FDA-approved HPV DNA test), were invited to proceed to colposcopy. In order to avoid observation bias, both study
participants and colposcopists were blinded to all HPV tests and cytology results until after the colposcopy was completed.

Colposcopy was conducted according to a standardized protocol in which biopsies were obtained on all visible lesions or acetowhite
areas; endocervical curettage was performed in all patients, and a single random cervical biopsy at the squamocolumnar junction
was obtained if no lesions or acetowhite areas were visible. All biopsies were examined by a Central Pathology Review Panel (CPR)
consisting of three expert pathologists. Discordant results were adjudicated according to a pre-defined protocol. For all analyses,
the clinical performance of the BD Onclarity HPV Assay was measured against CPR histopathology results using both conventional
H&E staining and H&E with p-16 assisted immunohistochemical staining, in alignment with the consensus recommendations

of The 2012 Lower Anogenital Squamous Terminology Standardization Project for HPV- Associated Lesions (LAST).18 Clinical
performance for the BD Onclarity HPV Assay is expressed using p-16- assisted H&E for purposes of consistency, especially in the
histopathologic category of CIN2. Overall, there are no statistically significant differences in clinical performance of the BD Onclarity
HPV Assay with both histology reference methods for each of the three intended use populations.

Follow-Up Phase

All women who were biopsied at baseline and not treated and approximately 10% of NILM women (= 25 years) with HPV HR
negative results and no baseline biopsy or treatment were invited to participate in a 3 year longitudinal study. Approximately 8,900
women were eligible for the follow-up study. All women invited into this 3 year longitudinal study undergo annual visits for cervical
sampling for cytology and HPV DNA testing with the BD Onclarity HPV Assay. All women with = ASC-US are invited to proceed to
colposcopy. Colposcopy and biopsies are performed in a standardized manner as described above. All cervical tissue is examined
by the Central Pathology Review Panel. An exit colposcopy with biopsy and endocervical curettage (ECC) is collected from all
women in Year 3. All women, regardless of histology result, will be followed through the duration of the study with the exception of
those who receive treatment procedures; they will exit the study.

STUDY DESIGN TO DEMONSTRATE CLINICAL SENSITIVITY AND SPECIFICITY FOR SCREENING PATIENTS WITH ASC-US
CYTOLOGY RESULTS TO DETERMINE THE NEED FOR REFERRAL TO COLPOSCOPY

Those women = 21 years old with ASC-US cytology, regardless of HPV results, were invited to undergo colposcopy. Both study
participants and colposcopists were blinded to all HPV tests and cytology results until after the colposcopy was completed.
Colposcopy was conducted according to a standardized protocol and all biopsies were read by the CPR, as described above. The
clinical performance of the BD Onclarity HPV Assay was measured against histology results of = CIN2 and = CIN3 by CPR.

STUDY DESIGN TO DEMONSTRATE CLINICAL PERFORMANCE OF THE BD ONCLARITY HPV ASSAY AS AN ADJUNCT TO
CERVICAL CYTOLOGY IN WOMEN 2 30 YEARS

All women = 30 years old with NILM cytology and a positive result for HR HPV DNA (BD Onclarity HPV Assay and/or the FDA
approved HPV test), as well as a randomly selected subset of women (approximately 5%) with NILM cytology/negative HR HPV
DNA (BD Onclarity HPV Assay and the FDA approved HPV test), were invited to proceed to colposcopy. The analyses were
performed for histology results of = CIN2 and = CIN3 by CPR.

STUDY DESIGN TO DEMONSTRATE CLINICAL PERFORMANCE OF THE BD ONCLARITY HPV ASSAY AS A FIRST-LINE
PRIMARY TEST FOR CERVICAL CANCER SCREENING

Women 225 years with =2 ASC-US cytology and/or a positive result for HR HPV DNA (BD Onclarity HPV Assay and/or the FDA
approved HPV test) were invited to proceed to colposcopy in the baseline phase. All women who were invited to colposcopy in the
baseline phase and a portion (approximately 10%) of women = 25 years with NILM cytology and HR HPV negative results, who did
not have baseline biopsy and were not treated are eligible to participate in a 3 year longitudinal study for the BD Onclarity HPV
assay. All women with follow-up cytology = ASC-US are invited to proceed to colposcopy; colposcopy and biopsies are performed in
a standardized manner as describe above. All cervical biopsies are examined by the CPR. Exit colposcopy with biopsy and ECC are
performed on all women. The objectives of the follow-up phase of the study are to determine the 3-year risk (cumulative incidence
rates, CIRs) of developing = CIN2 and =CIN3 in different study sub-populations defined by baseline HPV status and cytology.
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Baseline data were evaluated for all evaluable women 25 years and older. The clinical performance of the primary screening
indication for the BD Onclarity HPV Assay was measured against histology results of = CIN2 and = CIN3 by CPR and compared to
the performance of cytology alone.

PERFORMANCE CHARACTERISTICS IN THE ASC-US POPULATION (= 21 YEARS)

A total of 1,960 ASC-US women = 21 years were enrolled in the study of which 1,953 were evaluable. Evaluable women had

an ASC-US cytology result and valid results from the BD Onclarity HPV Assay. Of the 1,953 evaluable ASC-US women, 1,607
completed the colposcopy procedure with a valid CPR result. The results of the BD Onclarity HPV Assay reported as (HPV HR)
Positive or (HPV HR) Negative together with the CPR diagnosis are presented in Table 9. Of the 1,607 ASC-US women with a valid
CPR panel diagnosis and BD Onclarity HPV result, 105 women were 2CIN2 (prevalence of 6.5%), and 35 women were >CIN3
(prevalence of 2.2%).

Table 9: Results of the BD Onclarity HPV Assay and Central Pathology Review Panel Diagnosis in the ASC-US Population

Central Pathology Review Panel Diagnosis
BD Onclarity HPV Assay Result NEG CIN1 CIN2 2 CIN3 U”knos";’;‘tl?s'sease Total
Positive 423 116 58 32 134 763
Negative 888 75 12 3 212 1,190
Invalid/Missing? 6 0 0 0 1 7
Total 1,317 191 70 35 347 1,960
NOTE:
2 |Invalid/Missing results include mislabeled specimens, instrument errors and non-reportable results
b 341 women did not return or were no longer eligible for a colposcopy procedure. Three women had unsatisfactory histology
results and three women had biopsy specimen collection errors.

The performance of the BD Onclarity HPV Assay in detecting high-grade cervical disease (2CIN2 and =CIN3) is presented in
Table 10. The sensitivity and the specificity of the test for detecting =CIN2 histology were 85.7% (90/105) and 64.1% (963/1,502),
respectively. The positive likelihood ratio (PLR) was estimated as 2.4, which indicates a positive BD Onclarity HPV Assay result is
2.4 times more likely in women with 2CIN2 than in women with < CIN2. The negative likelihood ratio (NLR) was estimated as 0.2,
which indicates that a negative BD Onclarity HPV Assay result is 5 (1/0.2) times more likely in women with < CIN2 than in women
with 2CIN2.

The sensitivity and specificity of the BD Onclarity HPV Assay for detecting 2CIN3 histology were 91.4% (32/35) and 62.0%
(975/1,572), respectively.

Table 10: Performance of the BD Onclarity HPV Assay in the ASC-US Population (2 21 years)

2CIN2 | >CIN3
Performance - - -
Central Pathology Review Panel Diagnosis
85.7 91.4
Sensitivity (%) b
(95% CI) 90/1052 32/35
(77.8,91.1) (77.6, 97.0)
64.1 62.0
Specificity (%)
(95% CI) 963/1,502 975/1,572
(61.7, 66.5) (59.6, 64.4)
14.3 5.1
PPV (%)
(95% CI) 90/629 32/629
(13.0, 15.5) (4.3,5.6)
98.5 99.7
NPV (%)
(95% CI) 963/978 975/978
(97.6, 99.0) (99.2, 99.9)
PLR 2.39 2.41
(95% ClI) (2.13, 2.63) (2.03, 2.64)
NLR 0.22 0.14
(95% ClI) (0.14, 0.35) (0.05, 0.36)
. 6.5 2.2
Disease Prevalence (%)
105/1,607 35/1,607

212 of the 15 BD HPV Assay negative, 2CIN2 subjects were also negative by the FDA approved HPV test. Three of the subjects were positive by the
FDA approved HPV test and were identified as low risk HPV types 67 and/or 82 by a sequencing method.

b2 of the 3 BD HPV Assay negative 2CIN3 subjects were also negative by the FDA approved HPV test. One subject was positive by the FDA approved
HPV test and was identified as low risk HPV type 67 by a sequencing method.
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The performance of the BD Onclarity HPV Assay in detecting high-grade cervical disease (=CIN2 and =CIN3) and the performance
of the FDA approved HPV test is presented in Table 11. The sensitivity for detecting 2CIN2 histology was 85.7% (90/105) for the
BD Onclarity HPV Assay and 82.9% (87/105) for the FDA approved HPV test. The specificity for detecting =2CIN2 histology was
64.1% (959/1,496) for the BD Onclarity HPV Assay and 61.4% (919/1,496) for the FDA approved HPV test.

The sensitivity for detecting 2CIN3 histology was 91.4% (32/35) for the BD Onclarity HPV Assay and 85.7% (30/35) for the FDA
approved HPV test. The specificity for detecting 2CIN3 histology was 62.0% (971/1,566) for the BD Onclarity HPV Assay and
59.5% (932/1,566) for the FDA approved HPV test.

Table 11: Comparison of the Performance of the BD Onclarity HPV Assay and an FDA Approved HPV Test in the ASC-US
Population (221 years)

) BD Onclarity HPV Assay FDA Approved HPV Test
Performance Metrics - -
Estimate | 95% ClI Estimate | 95% CI
2CIN2; Prevalence 6.6% (105/1,601)
Sensitivity (%) 85.7 (90/105) (77.8,91.1) 82.9 (87/105) (74.5, 88.9)
Specificity (%) 64.1 (959/1,496) (61.6, 66.5) 61.4 (919/1,496) (58.9, 63.9)
PPV (%) 14.4 (90/627) (13.0, 15.6) 13.1 (87/664) (11.8, 14.3)
NPV (%) 98.5 (959/974) (97.6, 99.0) 98.1 (919/937) (97.2,98.7)
PLR 2.39 (2.13, 2.63) 2.15 (1.90 2.37)
NLR 0.22 (0.14, 0.35) 0.28 (0.18, 0.42)
2CIN3; Prevalence 2.2% (35/1,601)
Sensitivity (%) 91.4 (32/35) (77.6, 97.0) 85.7 (30/35) (70.6, 93.7)
Specificity (%) 62.0 (971/1,566) (59.6, 64.4) 59.5 (932/1,566) (57.1,61.9)
PPV (%) 5.1 (32/627) (4.3, 5.6) 4.5 (30/664) (3.7,5.0)
NPV (%) 99.7 (971/974) (99.2, 99.9) 99.5 (932/937) (98.9, 99.8)
PLR 2.41 (2.03, 2.64) 2.12 (1.73, 2.37)
NLR 0.14 (0.05, 0.36) 0.24 (0.11, 0.49)

NOTE: This table is a paired analysis of specimens with a valid BD Onclarity HPV assay and FDA approved HPV test result. Six women (<CIN2) with
a BD Onclarity result but no FDA approved HPV test result were excluded from this analysis.

The performance of the BD Onclarity HPV Assay and the FDA approved HPV test for detecting 2CIN2 and =CIN3 evaluated by
age group is presented in Table 12. The sensitivity of the BD Onclarity HPV Assay and the FDA approved HPV test ranged from
68.8-93.6% for 2CIN2. The specificity of the BD Onclarity HPV Assay ranged from 49.5-78.2% and from 45.9-76.3% for the FDA
approved HPV test.

The sensitivity of the BD Onclarity HPV Assay for detecting =CIN3 histology ranged from 85.7-92.9% and from 71.4—92.9% for the
FDA approved HPV test. The specificity of the BD Onclarity HPV Assay ranged from 47.0-77.0% and from 43.7-75.6% for the FDA
approved HPV test.
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Table 12: Performance of the BD Onclarity HPV Assay and an FDA Approved HPV Test by Age Group in the ASC-US
(221 years) Population

FDA Approved FDA Approved FDA Approved
Performance BD HPV HP\;)'?est BD HPV HP\;)'?est BD HPV HP\??’est
Metrics 21-29 Years 30-39 Years 240 Years
>CIN2
- 936 915 833 78.6 68.8 68.8
Serz;g;; 'tcyl)(%) 44147 43/47 (35/42) (33/42) (11/16) (11/16)
(82.8, 97.8) (80.1, 96.6) (69.4, 91.7) (64.1, 88.3) (44.4, 85.8) (44.4, 85.8)
- 495 45.9 63.2 60.7 78.2 76.3
Sp‘?g'sf;/‘;'g)(%) 260/525 241/525 (254/402) (244/402) (445/569) (434/569)
(45.3, 53.8) (41.7, 50.2) (58.4, 67.8) (55.8, 65.3) (74.6, 81.4) (72.6, 79.6)
14.2 13.1 19.1 17.3 8.1 75
g';;((’é’l)) 44/309 (43/327) (35/183) (33/191) (11/135) (11/146)
(12.6, 15.6) (11.5, 14.4) (16.0, 21.9) (14.2, 20.0) (5.3, 10.6) (4.9,9.7)
98.9 98.4 973 96.4 98.9 98.9
gz:g(ffg (260/263) (241/245) (254/261) (244/253) (445/450) (434/439)
(97.0, 99.6) (96.2, 99.4) (95.2, 98.6) (94.1, 98.0) (98.0, 99.5) (98.0, 99.5)
PLR 1.85 1.69 2.26 2.00 3.15 2.90
(95% CI) (1.61, 2.06) (1.46, 1.88) (1.82, 2.69) (1.59, 2.39) (1.99, 4.20) (1.83, 3.84)
NLR 0.13 0.19 0.26 0.35 0.40 0.41
(95% CI) (0.04, 0.35) (0.07, 0.44) (0.13, 0.49) (0.19, 0.60) (0.18, 0.71) (0.19, 0.73)
>CIN3
___ 92.9 92.9 92.9 85.7 85.7 714
Se’g'st;/‘; 'g’l)(%) (13/14) (13/14) (13/14) (12/14) 6/7) (5/7)
(68.5, 98.7) (68.5, 98.7) (68.5, 98.7) (60.1, 96.0) (48.7, 97.4) (35.9, 91.8)
___ 47.0 437 60.5 58.4 777 75.6
Sp?gg;'g)(%) (262/558) (244/558) (260/430) (251/430) (449/578) (437/578)
(42.8,51.1) (39.7, 47.9) (55.8, 65.0) (53.7, 62.9) (74.1, 80.9) (71.9, 78.9)
42 4.0 71 6.3 44 3.4
(F;Z},Z)(‘)C/"I)) (13/309) (13/327) (13/183) (12/191) (6/135) (5/146)
(3.1,4.7) (2.9, 4.4) (5.3,8.1) (4.4,7.4) (2.5, 5.5) (1.7,4.6)
99.6 99.6 99.6 99.2 99.8 995
g:&,(g% (262/263) (244/245) (260/261) (251/253) (449/450) (437/439)
(98.3, 99.9) (98.2, 99.9) (98.3, 99.9) (97.8,99.8) | (99.2,100.0) | (99.0,99.9)
PLR 175 1.65 235 2.06 3.84 293
(95% Cl) (1.28, 1.96) (1.21, 1.84) (1.71,2.72) (1.42, 2.45) (2.15, 4.80) (1.45, 3.99)
NLR 0.15 0.16 012 0.24 0.18 0.38
(95% Cl) (0.03, 0.67) (0.03, 0.72) (0.02, 0.52) (0.07, 0.69) (0.03, 0.66) (0.11, 0.85)
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ASC-US (221 Years) Population-Likelihood Ratios and Risk Estimates

Table 13 presents all possible BD Onclarity HPV assay results in the ASC-US evaluable population together with CPR
panel diagnosis.

Table 13: Summary of BD Onclarity HPV Assay Results and Adjudicated Histology Diagnosis in the ASC-US population
(221 years)

BD Onclarity HPV Assay Central Pathology Review Panel Diagnosis

Genotyping Results NEG CIN1 CIN2 2 CIN3 Undetermined Total
HPV16 Pos(,)tl-::;\rmH 8P|:/°|§£)SHPV45 Neg, 1 2 0 0 1 4
HPV16 Pos,O:-rI]IZ\rll| 8P|\=/°|\T,e:;PV45 Neg, 1 0 0 0 1 2
HPV16 Pos(,)i-tl]li’e\rl‘:_| SPF\\I/eIg(,);-IPV45 Pos, 0 1 0 0 0 1
HPV16 Pos(,):-}l:;\rll| SP(\l/el\?égll-lPV% Pos, 1 0 0 0 0 1
HPV16 Pos,olt-:]IZ\rlLSPI;l/eg(,):lPV45 Neg, 29 s 4 5 13 59
HPV16 Posc,)tk:]Z\r/Lspr{l/e’\gl;é:PV45 Neg, 31 5 11 13 17 77
HPV16 Neg,o:-rI]F(;\rll| 8PI\='/0|§.(,);-IPV45 Neg, 5 5 3 0 2 15
HPV16 Negéz-rI]F;\rl‘ll_| Spt’/o'ié:PV% Neg, 17 3 2 1 4 27
HPV16 Negc,)tl-:ll'-;\rl‘:_| 8Pl\‘l/elgésHPV45 Pos, 9 6 1 1 1 18
HPV16 Negé:-rI:;\rll| BPtl/e'\?é;PVﬁ Pos, 18 4 1 0 4 27
HPV16 Negé;IZ\r/Lspr;l/egéglPV% Neg, 311 82 36 12 91 532
HPV16 Neg(,)tl-:]I:\rlLSPl\\l/e’\gl;é:PV45 Neg, 888 75 12 3 212 1,190

Total 1,311 191 70 35 3462 1,953

2 NOTE: 340 women did not return or were no longer eligible for a colposcopy procedure. Three women had unsatisfactory histology results and three
women had biopsy specimen collection errors.
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Likelihood ratios (LRs) for the BD Onclarity HPV Assay (HPV HR 16 positive/18 positive/45 positive, 11 other HPV HR positives,
and HR HPV negatives) are presented in Table 14 for the ASC-US (= 21 Years) population.

The BD Onclarity HPV result is categorized hierarchically based on genotype positivity in the order of HPV 16, HPV 18, HPV 45,
11 Other HPV HR, and HPV negative. Women with multiple genotypes detected were categorized in the earliest genotype listed
(e.g. women positive for HPV 16 and HPV 18 were categorized as HPV 16).

Likelihood of HPV HR positive results to be associated with 2CIN2 or 2CIN3 was 2.39 and 2.41 respectively, indicating an overall
increase of probability of disease.

For >CIN2 histology, a positive HPV 16 result had the highest positive LR of 5.98, indicating that a positive result is 5.98 times more
likely to come from a subject with disease (=CIN2) than without. The LR of a HPV HR negative result was 0.22, indicating that the
negative result was approximately 4.55 times more likely to come from a subject without disease (<CIN2), than with disease. Similar
likelihood ratios were observed for disease =CIN3.

Table 14: Likelihood Ratios by BD Onclarity HPV Assay Result in the ASC-US Population (221 years)

. Likelihood Ratio (95% CI)
BD Onclarity HPV Assay Test Results
2 CIN2 vs. < CIN2 2 CIN3 vs. < CIN3
" 2.39 241
HPVHR Positive (2.13, 2.63) (2.03, 2.64)
" 5.98 8.60
HPV 16 Positive (4.15, 8.42) (5.69, 12.08)
» 2.86 1.28
HPV 18 Positive (1.24, 6.45) (0.22, 6.74)
" 116 115
HPV 45 Positive (0.38, 3.42) (0.20, 6.03)
HPV 16 and/or HPV 18 and/or HPV 45 4.12 5.35
Positive (3.07, 5.38) (3.72,7.07)
" 1.75 1.26
11 Other HPV HR Positive (1.38-2.15) (0.76-1.88)
_ 0.22 0.14
HPVHR Negative (0.14, 0.35) (0.05, 0.36)

ASC-US (221 Years) Population-Absolute and Relative Risk Estimates

Risk of disease is the probability of having disease given a HPV test outcome. The risk of disease among women with positive HPV
HR results was 14.3% (=CIN2) and 5.1% (=CIN3) in the ASC-US (221) population. The risk of disease was significantly increased
for the test results of HPV16 positive/HPV 18 positive/HPV45 positive and 11 Other HPV HR positive and significantly decreased for
an HPV HR negative result.

Table 15: Absolute Risk of Disease by BD Onclarity HPV Assay Result in the ASC-US Population (221 years)

. Absolute Risk of Disease (%) (95% ClI)
BD Onclarity HPV Assay Test Results
2CIN2 2CIN3
14.3 5.1
HPV HR Positive 90/629 32/629
(13.0, 15.5) (4.3,5.6)
29.5 16.1
HPV 16 Positive 33/112 18/112
(22.5, 37.0) (11.2,21.2)
16.7 2.8
HPV 18 Positive 6/36 1/36
(7.9, 31.1) (0.5, 13.0)
7.5 2.5
HPV 45 Positive 3/40 1/40
(2.6, 19.3) (0.4, 11.8)
22.3 10.6
HPV 16 and/or HPV 18 and/or HPV 45 Positive 42/188 20/188
(17.7, 27.3) (7.7, 13.6)
10.9 2.7
11 Other HPV HR Positive 48/441 12/441
(8.8, 13.1) (1.7, 4.0)
15 0.3
HPV HR Negative 15/978 3/978
(1.0,2.4) (0.1,0.8)
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The relative risk of disease given one reported BD Onclarity HPV Assay result compared to another result is summarized in

Table 16. The relative risks for women with HPV positive results vs HPV negative results were 9.33 (=CIN2) and 16.59 (=CIN3).
Positive results for HPV 16, 18, or 45 had the highest relative risk increase when compared to a negative result. Women who have a
positive result for any combination of the differentiated genotypes reported by the BD Onclarity HPV Assay have a 14.57 (=CIN2) or
34.68 (=CIN3) higher risk of disease, relative to a HPV negative result.

Table 16: Relative Risk of Disease by BD Onclarity HPV Assay Result in the ASC-US Population (221 years)

BD Onclarity HPV Assay Relative Risk of Disease (95% ClI)
Test Results > CIN2 > CIN3
" . 9.33 16.59
HPV HR Positive vs. HPV HR Negative (5.49, 15.88) (5.42, 50.86)
- . 14.57 34.68
HPV 16/18/45 Positive vs. HPV HR Negative (8.30, 25.52) (11.09, 108.53)
HPV 16/18/45 Positive vs. 11 Other HPV HR Positive 2.05 3.91
‘ (1.41, 2.98) (1.98,7.73)
. ) 7.10 8.87
11 Other HPV HR Positive vs. HPV HR Negative (4.05, 12.45) (2.70, 29.14)

The relative risk of disease was calculated between women with different BD Onclarity HPV Assay results for different age groups.
Similar patterns of increased risk were observed as presented in Table 17. The greatest increase in risk of 2CIN2 is observed in
the 21-29 ASC-US population (21.32) for an HPV 16, 18 and 45 positive result compared to a HPV negative result. For 2CIN3,

the greatest increase in risk is observed for the 240 population (43.05) given a HPV 16, 18 and 45 positive result compared to a
negative HPV result.

Table 17: Relative Risk of Disease by BD Onclarity HPV Assay Result by Age in ASC-US Population (221 years)

) Relative Risk of Disease (95% CI)
Age (years) BD Onclarity HPV Assay Test Results
2CIN2 2CIN3
- ) 12.54 11.11
HPV HR Positive vs. HPV HR Negative (4.20, 37.85) (1.89, 66.16)
. . 21.32 24.37
HPV 16/18/45 Positive vs. HPV HR Negative (6.96, 65.83) (4.01, 148.82)
2129 2.34 4.10
HPV 16/18/45 Positive vs. 11 Other HPV HR Positive (1.37, 3.96) (1.44, 11.61)
- ) 9.11 5.94
11 Other HPV HR Positive vs. HPV HR Negative (2.97, 28.26) (0.93, 38.22)
- . 7.13 18.54
HPV HR Positive vs. HPV HR Negative (3.32, 15.45) (3.15, 110.21)
- . 10.11 35.39
HPV 16/18/45 Positive vs. HPV HR Negative (4.44, 22.90) (5.84, 215.31)
30-39 1.77 3.36
HPV 16/18/45 Positive vs. 11 Other HPV HR Positive (0.98, 3.14) (1.20,9.39)
- ) 5.71 10.52
11 Other HPV HR Positive vs. HPV HR Negative (2.53, 12.95) (1.65, 67.52)
- . 7.31 19.94
HPV Positive vs. HPV HR Negative (2.69, 19.82) (3.18, 125.42)
- . 10.76 43.05
HPV 16/18/45 Positive vs. HPV HR Negative (3.40, 33.10) (6.54, 281.50)
240 1.87 4.48
HPV 16/18/45 Positive vs. 11 Other HPV HR Positive (0.63,5.42) (0.99, 20.27)
. . 5.77 9.62
11 Other HPV HR Positive vs. HPV HR Negative (1.89, 17.40) (1.27,72.82)

NILM (230 YEARS) POPULATION

A total of 22,383 NILM women = 30 years were enrolled in the study. Women with a NILM cytology result and an HPV positive
result (1,991) and a random subset of women (1,228) with negative HPV results (from both the BD Onclarity HPV Assay and
FDA-approved HPV test) were assigned to colposcopy for a histological diagnosis. Of the 3,219 women identified for colposcopy,
2,591 completed the procedure with a valid CPR and BD Onclarity HPV result. In order to account for the different rates of selection
in the HPV positive and HPV negative groups, verification bias adjusted (VBA) performance estimates were calculated. Adjustment
was made by calculating the likely number of diseased cases that would have been found if all women had colposcopy.
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The results of the BD Onclarity HPV Assay in the NILM (=30 years) population reported as HPV HR Positive or HPV HR Negative
together with the CPR panel diagnosis are summarized in Table 18.

Table 18: BD Onclarity HPV Assay Result and CPR panel diagnosis in the NILM Population (230 years)

Central Pathology Review Panel Diagnosis .
BD Onclaritv APV Unknown Disease Total
nclarity NEG CIN1 CIN2 2 CIN3 Status
Assay Test Results
Positive 1,198 93 27 43 400 1,761
Negative 1,184 36 7 3 19,293 20,523
Invalid/Missing? 5 1 93 99
Total 2,387 130 34 46 19,786b 22,383

2 Invalid/Missing results include mislabeled specimens, instrument errors and non-reportable results
b 19,164 women were not identified for colposcopy. 609 women did not return or were no longer eligible for a colposcopy procedure. Six women had

unsatisfactory histology results and seven women had biopsy specimen collection errors.

NILM (230 years) Population-Performance Evaluation
The performance of the BD Onclarity HPV Assay in detecting high grade cervical disease is presented in Table 19. The unadjusted
estimates of sensitivity and specificity for detection of 2CIN2 histology are 87.5% (78.5, 93.1) and 48.6% (46.6, 50.5), respectively.
The positive likelihood ratio for the detection of 2CIN2 was 5.86 (adjusted estimates), indicating a strong probability that a positive
result is truly positive. The negative likelihood ratio for the detection of 2CIN2 was 0.26 (crude estimates) and 0.60 (adjusted
estimates), indicating a strong likelihood that a negative result was associated with the absence of disease.
Verification bias adjusted (VBA) sensitivity and specificity for 2CIN2 are 44.4% (27.2, 76.2) and 92.4% (92.1, 92.8), respectively.
Unadjusted estimates of sensitivity and specificity for the detection of 2CIN3 are 93.5% (82.5, 97.8) and 48.2% (46.3, 50.2),
respectively. The positive likelihood ratio for the detection of 2CIN3 was 9.02 (adjusted estimates) indicating that an HPV positive
result is nearly 9 times more likely to occur in a subject with >CIN3 histology than in a subject with <CIN3. Negative likelihood ratio
was 0.3 (adjusted estimates), indicating a strong likelihood that a negative result was associated with the absence of disease.

VBA sensitivity and specificity for the detection of 2CIN3 are 69.3% (42.0, 100.0) and 92.3% (92.0, 92.7), respectively.

Table 19: Performance of the BD Onclarity HPV Assay in the NILM Population (230 years)

Central Pathology Review Panel Diagnosis

Performance 2 CIN2 2 CIN3
. . Adjusted Estimate . . Adjusted Estimate
Unadjusted Estimate (%, 95%Cl) Unadjusted Estimate (%, 95%Cl)
87.5 44.4 93.5 69.3
Sensitivity (%)
(95% Cl) 70/80 43/46
(78.5,93.1) (27.7,76.2) (82.5,97.8) (42.0, 100.0)
48.6 92.4 48.2 92.3
Specificity (%)
(95% Cl) 1,220/2,511 1,227/2,545
(46.6, 50.5) (92.1,92.8) (46.3, 50.2) (92.0,92.7)
5.1 5.1 3.2 3.0
PPV (%)
(95% Cl) 70/1,361 43/1,361
(4.6,5.5) (3.9,6.3) (2.8,3.4) (2.1, 3.9)
99.2 99.5 99.8 99.9
NPV (%)
(95% Cl) 1,220/1,230 1,227/1,230
(98.6, 99.5) (99.0, 99.9) (99.3, 99.9) (99.7, 100.0)
PLR 1.70 5.86 1.81 9.02
(95% CI) (1.52, 1.83) (3.63, 10.11) (1.59, 1.92) (5.48, 13.21)
NLR 0.26 0.60 0.14 0.33
(95% CI) (0.14, 0.44) (0.26, 0.78) (0.05, 0.36) (0, 0.63)
) 3.1 0.9 1.8 0.3
Disease Prevalence (%)
80/2,591 (0.5,1.4) 46/2,591 (0.2,0.6)
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The performance of the BD Onclarity HPV Assay as well as the FDA approved HPV test for detecting =CIN2 and =CIN3 is

presented in Table 20.

Table 20: Performance of the BD Onclarity HPV Assay and an FDA Approved HPV Assay in the NILM Population

(230 years)
Central Pathology Review Panel Diagnosis
Unadjusted Estimates Adjusted Estimates
Performance
FDA Approved FDA Approved
BD HPV HPVp'FI)'est BD HPV HPVp'?est
2CIN2; unadjusted prevalence 3.1%, adjusted prevalence 0.9%
o 87.5 82.5 44.1 40.3
Sensitivity (%) 70/80 66/80
(95% ClI) (78.5, 93.1) (72.7, 89.3) (27.7,77.8) (25.2, 69.0)
o 48.6 52.3 92.4 93.4
Spegg('yc'g (%) 1,220/2,508 1,312/2,508
(95% C1) (46.7, 50.6) (50.4, 54.3) (92.1,92.8) (93.1,93.8)
PPV (%) 5.2 5.2 5.0 5.3
(95% Cl) 70/1,358 66/1,262
(4.6, 5.5) (4.6,5.7) (3.9,6.1) (4.1, 6.5)
NPV (%) 99.2 98.9 99.5 99.4
(95% CI) 1,220/1,230 1,312/1,326
(98.6, 99.5) (98.4,99.4) (98.9, 99.9) (98.9, 99.8)
PLR 1.70 1.73 5.82 6.14
(95% ClI) (1.52, 1.84) (1.52, 1.90) (3.65, 10.19) (3.83, 10.59)
NLR 0.26 0.33 0.61 0.64
(95% ClI) (0.14, 0.44) (0.20, 0.52) (0.24,0.78) (0.33, 0.80)
2CIN3; unadjusted prevalence 1.8%, adjusted prevalence 0.3%
L 93.5 87.0 69.5 63.3
Sensitivity (%) 43/46 20/46
(95% € (82.5, 97.8) (74.3,93.9) (42.8, 100.0) (38.7,94.9)
o 48.3 51.9 92.3 93.3
Spegg;"g’l (%) 1,227/2,542 1,320/2,542
(95% Cl) (46.3, 50.2) (50.0, 53.9) (92.0,92.7) (93.0, 93.7)
PPV (%) 3.2 3.2 3.0 32
(95% Cl) 43/1,358 40/1,262
(2.8,3.4) (2.7, 3.5) (2.2, 4.0) (2.3,4.2)
NPV (%) 99.8 99.5 99.9 99.9
(95% CI) 1,227/1,230 1,320/1,326
(99.3, 99.9) (99.1, 99.8) (99.7, 100.0) (99.7, 100.0)
PLR 1.81 181 9.05 9.49
(95% ClI) (1.59, 1.92) (1.54, 1.98) (5.52, 13.19) (5.82, 14.42)
NLR 0.14 0.25 0.33 0.39
(95% ClI) (0.05, 0.36) (0.12, 0.49) (0, 0.62) (0.06, 0.66)

NOTE: This table is a paired analysis of specimens with a valid BD Onclarity HPV assay and FDA approved HPV test result. Three women with

BD Onclarity results but without FDA approved test results were not included in the analysis.
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NILM (230 years) Population-Likelihood Ratios and Risk Estimates

Table 21 presents all possible BD Onclarity HPV assay results in the NILM =30 years evaluable population together with the CPR
panel diagnosis.

Table 21: BD Onclarity HPV Assay Results and CPR panel diagnosis in the NILM Population (230 years)

BD Onclarity HPV Assay Genotyping Result Central Pathology Review Panel Diagn.osis
NEG CIN1 CIN2 2CIN3 Undetermined Total
HPV16 Pos, HPV18 Pos, HPV45 Pos, Other HPV Pos 0 0 0 0 1 1
HPV16 Pos, HPV18 Pos, HPV45 Neg, Other HPV Pos 0 0 0 0 1 1
HPV16 Pos, HPV18 Pos, HPV45 Neg, Other HPV Neg 1 2 0 0 0 3
HPV16 Pos, HPV18 Neg, HPV45 Pos, Other HPV Pos 1 0 0 0 1 2
HPV16 Pos, HPV18 Neg, HPV45 Pos, Other HPV Neg 3 0 0 0 0 3
HPV16 Pos, HPV18 Neg, HPV45 Neg, Other HPV Pos 45 2 1 4 8 60
HPV16 Pos, HPV18 Neg, HPV45 Neg, Other HPV Neg 103 5 3 14 135 260
HPV16 Neg, HPV18 Pos, HPV45 Pos, Other HPV Pos 0 0 0 0 1 1
HPV16 Neg, HPV18 Pos, HPV45 Pos, Other HPV Neg 2 0 0 0 0 2
HPV16 Neg, HPV18 Pos, HPV45 Neg, Other HPV Pos 17 0 0 1 6 24
HPV16 Neg, HPV18 Pos, HPV45 Neg, Other HPV Neg 51 5 1 1 8 66
HPV16 Neg, HPV18 Neg, HPV45 Pos, Other HPV Pos 24 1 1 0 4 30
HPV16 Neg, HPV18 Neg, HPV45 Pos, Other HPV Neg 65 1 0 1 18 85
HPV16 Neg, HPV18 Neg, HPV45 Neg, Other HPV Pos 886 77 21 22 217 1,223
HPV16 Neg, HPV18 Neg, HPV45 Neg, Other HPV Neg 1,184 36 7 3 19,293 20,523
Total 2,382 129 34 46 19,6932 22,284

2 Note: 19,073 women were not identified for colposcopy. 607 women did not return or were no longer eligible for a colposcopy procedure. Six women
had unsatisfactory histology results and seven women had biopsy specimen collection errors.

Unadjusted and adjusted estimates of likelihood ratio along with 95% Cls for HPV HR 16,18 and 45 positive, 11 other HR and HPV
HR negative for the NILM (= 30 years) population is presented in Table 22.

The BD Onclarity HPV Assay result is categorized hierarchically based on genotype positivity in the order of HPV 16, HPV 18, HPV
45, 11 Other HPV HR, and HPV negative. Women with multiple genotypes detected were categorized in the earliest genotype listed
(e.g. Women positive for HPV 16 and HPV 18 were categorized as HPV 16).

Likelihood of HPV HR positive results to be associated with 2CIN2 was 5.86 by VBA estimates. For 2CIN2 histology, a positive HPV
16 result had the highest positive LR of 11.27, indicating that a positive result is 11 times more likely to come from a subject with
disease (2CIN2) than without. The LR of a HPV HR negative result was 0.60 for 2CIN2, indicating that the negative result was more
likely to come from a subject without disease than with disease. Larger positive likelihood ratios and smaller negative likelihood
ratios were observed for 2CIN3.

Table 22: Likelihood Ratio by BD Onclarity HPV Assay Result in the NILM Population (230 years)

Central Pathology Review Panel Diagnosis
Unadjusted Adjusted Unadjusted Adjusted
HPV HR Positive (1 .512.,710.83) (3.6:§ﬁ%.1 1) (1 ,5;,811.92) (5.4:,2?3.21)
HPV 16 Positive (2.82.,26?.12) (5.912?'2217 08) (3.9%,02.52) (11 12 c},gss)
HPV 18 Positive ©. 412.,2??.58) (0,41.‘11_190) (0.43,44?.97) (0,72.?64)
HPV 45 Positive (0_1%"6:_43) (0,2.728) (0_12.,6;)_17) (0,31.;28)
HPV 16/18/45 Positive (1 ,si',5§,49) (4,4;23,46) (2.4?;,44?.66) (8.1];1.2952.88)
11 Other HPV HR Positive (1.111.,4?.69) (3,()‘(‘).,9;51) (0.813.,214.61) (3.55,.1%.98)
HPV HR Negative (0.1?1.,2344) (0.2%,6(()).78) (0.005.,1(‘)1.36) (0?'0%23)
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NILM (230 years) Population-Absolute Risk and Relative Risk Estimates

Estimates of absolute risk of 2CIN2 and =CIN3 for the BD Onclarity HPV Assay are presented in Table 23. The estimates were
calculated with and without adjusting for verification bias; verification bias adjustment mainly affects the risks for HPV negative
women because only a fraction of the HPV negative women were assigned to colposcopy. The adjusted risks of 2CIN2 and =CIN3
were 6.8% and 4.9% for a NILM subject with a HPV 16/18/45 positive result. The adjusted risks of 2CIN2 and =CIN3 were 0.5% and
0.1%, respectively, for a NILM subject with a HPV HR negative result.

Table 23: Absolute Risk of Disease by BD Onclarity HPV Assay Result in the NILM Population (230 years)

BD Onclarity HPV Assay Central Pathology Review Panel Diagnosis
Test Results 2CIN2 (%) 2CIN3 (%)
(%, 95% CI) Unadjusted Adjusted Unadjusted Adjusted
5.1 5.1 3.2 3.0
HPV HR Positive 70/1,361 43/1,361
(4.6, 5.5) (3.9, 6.3) (2.8,3.4) (2.1, 3.9)
12.0 9.3 9.8 6.9
HPV 16 Positive 22/184 18/184
(8.3, 16.3) (5.5, 13.7) (6.7, 13.3) (3.9,9.9)
3.8 3.9 2.6 2.6
HPV 18 Positive 3/78 2/78
(1.3,10.2) (0.0, 8.4) (0.7,8.2) (0.0, 6.4)
2.2 2.2 1.1 1.1
HPV 45 Positive 2/93 1/93
(0.6, 7.2) (0.0,5.4) (0.2,5.4) (0.0, 3.4)
7.6 6.8 5.9 4.9
HPV 16/18/45 Positive 27/355 21/355
(5.5, 10.0) (4.4,9.7) (4.2,7.8) (3.0, 6.9)
4.3 4.3 2.2 2.2
11 Other HPV HR Positive 43/1,006 22/1,006
(3.4,5.1) (3.1,5.5) (1.6, 2.8) (1.4,3.2)
0.8 0.5 0.2 0.1
HPV HR Negative 10/1,230 3/1,230
(0.5,1.4) (0.1,1.0) (0.1,0.7) (0.0, 0.3)

The relative risk of disease given one reported BD Onclarity HPV Assay result compared to another result is summarized in
Table 24. The adjusted relative risks for women with HPV positive results vs HPV negative results were 9.3 (=CIN2) or 26.4 (=CIN3).
Positive results for HPV 16, 18, or 45 had the highest relative risk increase when compared to a negative result. Women who have a

positive result for any combination of the differentiated genotypes reported by the BD Onclarity HPV Assay have a 12.56 (=CIN2) or
42.78 (=CIN3) larger risk of disease, relative to a HPV negative result.

Table 24: Relative Risk of Disease by BD Onclarity HPV Assay Result in the NILM Population (230 Years)

BD Onclarity HPV Assay Central Pathology Review Panel Diagnosis
Test Results Unadjusted Estimates Adjusted Estimates
(%, 95% ClI) >CIN2 2CIN3 2CIN2 >CIN3
HPV HR Positive vs. HPV 6.33 12.95 9.31 26.36
HR Negative (3.32, 12.09) (4.28, 39.33) (4.50, 38.03) (8.51, Inf)
HPV 16/18/45 Positive vs. HPV 9.35 24.25 12.56 42.78
HR Negative (4.64, 18.86) (7.76, 75.94) (5.62, 49.57) (13.16, Inf)
HPV 16/18/45 Positive vs. 11 Other 178 2.70 159 2.24
HPV HR Positive (1.12, 2.82) (1.52, 4.81) (0.97, 2.57) (1.22, 4.05)
11 Other HPV HR Positive vs. 5.26 8.97 7.88 19.14
HPV HR Negative (2.69, 10.29) (2.87, 28.07) (3.81, 32.06) (5.83, Inf)
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AGREEMENT WITH A COMPOSITE COMPARATOR FOR THE ASC-US (2 21 YEARS) AND NILM (230 YEARS) POPULATION

A random subset of cervical samples from women 221 years who had ASC-US cytology results (n=1,120) and a stratified random
sample of women = 30 years with NILM cytology results (n=1,118) were analyzed by a composite comparator. The composite
comparator determined the presence or absence of HPV using the FDA- approved HPV test and bi-directional sequencing.

The BD Onclarity HPV Assay was evaluated by estimating the positive percent agreement (PPA) and the negative percent
agreement (NPA) compared with the composite comparator (Table 25) or genotype specific HPV DNA sequencing results alone
(Tables 26, 27, and 28). The composite comparator result was indeterminate if results were discordant between the HPV DNA
sequencing result and the FDA approved HPV test result, or if the result from the FDA approved test was indeterminate, or if the
HPV DNA sequencing result was invalid. The indeterminate and invalid results are presented in the table but not included in the
calculation of percent agreement.

Table 25: Percent Agreement of the BD Onclarity HPV Assay vs the Composite Comparator

Composite Comparator Results
_ BD Onclarity - _ _ Unadjusted |Unadjusted | Adjusted | Adjusted
Population HPV Assay Positive | Negative |Indeterminate| Total PPA (%) NPA (%) PPA (%) | NPA (%)
(95% Cl) (95% Cl) | (95% CI) | (95% ClI)
Positive 417 9 25 451 97.4 985
ngielﬁs Negative 11 578 80 660 | 417/428 | 578/587 N/A
Total 428 587 105 1,120 | (95.5,98.6) | (97.1,99.2)
Positive 448 46 182 676 92.2 87.4 92.0 99.4
23y '\'('(';"ars Negative 38 320 84 422 | 448/a86 | 320/366
Total 486 366 266 1,118 | (89.4,94.3) | (83.6,90.4) |(89.8,94.0) | (99.3,99.6)

In the HPV Sequencing Result Tables 26-29, the “Negative” BD Onclarity HPV Results are further divided into “Negative, Virus Not
Detected” and “Negative, Virus Detected.”

Table 26: Percent Agreement of the BD Onclarity HPV Assay Result vs the HPV Sequencing Result (HPV 16)

HPV 16 Sequencing Results

BD Onclarity HPV Assay Positive . ) . PPA NPA
Positive Negative Invalid Total (%) (%)
(95% ClI) (95% ClI)
Positive 78 11 0 89
Negative 1 1,030 0 1,031 98.7 98.9
2'2185-:;?8 Negative, Virus Not Detected 1 1,028 0 1,029 78179 1,030/1,041
Negative, Virus Detected 0 2 0 2 (93.2,99.8) | (98.1,99.4)
Total 79 1,041 0 1,120
HPV 16 Sequencing Results Percent Agreement
Unadjusted Adjusted
BD Onclarity HPV Assay Pos. | Neg. [Invalid| Total PPA NPA PPA NPA
(%) (%) (%) (%)
(95% ClI) (95% ClI) (95% ClI) (95% ClI)
Positive 72 17 0 89
NILM 230 Negative 3 1,026 0 1,029 96.0 98.4 86.5 99.6
Year_s Negative, Virus Not Detected 1 1,023 0 1,024 72/75 1,026/1,043
Negative, Virus Detected 2 3 0 5 (88.9, 98.6) | (97.4,99.0) | (59.4, 97.3) | (99.5, 99.8)
Total 75 | 1,043 0 1,118
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Table 27: Percent Agreement of the BD Onclarity HPV Assay Result vs the HPV Sequencing Result (HPV18)

HPV 18 Sequencing Results
BD Onclarity HPV Assay o . ) PPA NPA
Positive Negative Invalid Total (%) (%)
(95% ClI) (95% ClI)
Positive 22 2 0 24
Negative 3 1,093 0 1,096 88.0 99.8
ASC-US [y sative, Virus Not Detected 1 1,089 0 1,090 22125 | 1,093/1,095
221 Years
Negative, Virus Detected 2 4 0 6 (70.0, 95.8) | (99.3, 99.9)
Total 25 1,095 0 1,120
HPV 18 Sequencing Results Percent Agreement
Unadjusted Adjusted
BD Onclarity HPV Assa
y y Pos. | Neg. |Invalid| Total PPA NPA PPA NPA
(%) (%) (%) (%)
(95% ClI) (95% ClI) (95% Cl) (95% ClI)
Positive 34 5 0 39
NILM Negative 9 1,070 0 1,079 79.1 99.5 61.9 99.9
>30 Years Negative, Virus Not Detected| 3 1,062 0 1,065 34/43 1,070/1,075
- Negative, Virus Detected 6 8 0 14 | (64.8,88.6) | (98.9,99.8) | (30.4, 81.7) [(99.9, 100.0)
Total 43 1,075 0 1,118
Table 28: Percent Agreement of the BD Onclarity HPV Assay Result vs the HPV Sequencing Result (HPV45)
HPV 45 Sequencing Results
BD Onclarity HPV Assay o ) ) PPA NPA
Positive Negative Invalid Total (%) (%)
(95% ClI) (95% ClI)
Positive 23 0 0 23
Negative 1,090 0 1,097 76.7 100.0
>§1S(Y:_eua§s Negative, Virus Not Detected 1,087 0 1,087 23/30 1,090/1,090
Negative, Virus Detected 7 3 0 10 (59.1, 88.2) |(99.6, 100.0)
Total 30 1,090 0 1,120
HPV 45 Sequencing Results Percent Agreement
Unadjusted Adjusted
BD Onclarity HPV Assa
Y Y Pos. | Neg. |Invalid| Total PPA NPA PPA NPA
(%) (%) (%) (%)
(95% ClI) (95% ClI) (95% ClI) (95% ClI)
Positive 51 2 0 53
NILM Negative 6 1,059 0 1,065 89.5 99.8 72.2 100.0
>30 Years Negative, Virus Not Detected 2 1,056 0 1,058 51/57 1,059/1,061
- Negative, Virus Detected 4 3 0 7 (78.9,95.1) | (99.3,99.9) | (39.3, 89.6) ((99.9, 100.0)
Total 57 |1,061 0 1,118
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Table 29: Percent Agreement of the BD Onclarity HPV Assay Result vs the HPV Sequencing Result (11 Other HPV HR)

11 Other HPV HR Sequencing Results

BD Onclarity HPV Assay » ] ) PPA NPA
Positive Negative Invalid Total (%) (%)
(95% Cl) (95% Cl)
Positive 371 9 0 380
Negative 46 694 0 740 89.0 98.7
>’;1S$elﬁs Negative, Virus not Detected 21 666 0 687 371417 | 694/703
Negative, Virus Detected 25 28 0 53 (85.6,91.6) | (97.6,99.3)
Total 417 703 0 1,120
11 Other HPV HR
j Percent Agreement
Sequencing Results
BD Onclarity HPV Assay Unadjusted Adjusted
Pos. | Neg. [Invalid| Total PPA NPA PPA NPA
(%) (%) (%) (%)
(95% Cl) (95% Cl) (95% Cl) (95% Cl)
Positive 507 38 0 545
NILM 230 Negative 64 509 0 573 88.8 93.1 61.6 99.6
Year-s Negative, Virus Not Detected| 23 478 0 501 507/571 509/547
Negative, Virus Detected 41 31 0 72 | (85.9,91.1) | (90.6,94.9) | (50.4,72.7) | (99.5,99.7)
Total 571 547 0 1,118

PRIMARY SCREENING POPULATION (2 25 YEARS)
A total of 29,633 women = 25 years were enrolled in the study of which 29,513 were evaluable. Evaluable women had valid cytology
and BD Onclarity HPV Assay results.
The median age of enrolled women in the primary screening population was 39 years with 18% of women 25-29, 32% of women
30-39, and 50% of women 240 years old. Approximately 79% of women were white and 18% were Black or African American.

A total of 5,534 women 225 years completed the colposcopy procedure with a valid CPR and BD Onclarity HPV result. The number
of women with adjudicated histology results for each combination of BD Onclarity HPV and cytology results is shown in Table 30.
A correction of verification bias was applied due to the different rate of disease adjudication in each category, in particular the NILM
HPV negative category. Cases of disease were imputed for the women without histology results from the women with histology
diagnoses in different categories defined by HPV results, cytology result, and age.

Table 30:Number of Subjects in Primary Screening Population (225) with Adjudicated Histology Results

BD Onclarity . Cytology
Subjects Total
HPV Result ) >ASC-US ASC-US NILM
Total 199 140 609 948
HPV 16/18 Pos Total With
Adjudicated Histology 164 116 382 662
Total 434 420 1,946 2,800
12 Other HPV Total With
HR Pos otal Vil
Adjudicated Histology 360 358 1,596 2314
Total 223 1,060 24,482 25,765
HPV HR Neg Total With
Adjudicated Histology 180 881 1497 2,558
Total 856 1,620 27,037 29,513
Total Total With
Adjudicated Histology 704 1,355 3.475 5,534
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Screening Algorithms

The use of the BD Onclarity HPV Assay as a first line screening method was evaluated by comparing the Primary Screening
algorithm with the Cytology algorithm, shown in Figures 1 and 2.

Figure 1: Primary Screening Algorithm

HPV-  fe———————P» ROUtine screening
Viper LT HPV
HPV Test j61e [ > (COLPOSCOPY)

Follow up
NILM /
HPV+
12 Others —> Cytology
>ASCUS |—3(COLPOSCOPY )
Figure 2: Cytology Algorithm
NILM e ROUtine screening
Cytology
2ASCUS |—>(COLPOSCOPY)

The performance of the Primary Screening algorithm with HPV 16 and 18 genotyping with reflex to cytology, and the Cytology
algorithm (cytology alone) was evaluated and compared in the primary screening population by estimating the sensitivity, specificity,
PPV, NPV, PLR, and NLR for the identification of 2CIN2 and 2CIN3.
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Results are presented in Table 31. As compared to cytology alone, the primary screening algorithm improves disease detection,
while also reducing the number of colposcopies: 15.0% increase in 2CIN3 sensitivity, 2.3% reduction in colposcopy rates (27.2%

relative reduction).

Table 31: Performance Comparison of the Primary Screening Algorithm and Cytology Algorithm

2CIN2; Prevalence (Adjusted) = 1.9%

2CIN3; Prevalence (Adjusted) = 0.8%

Performance Primary Cytology Primary Cytology
Metrics Screening Screening Difference Screening Screening Difference
Algorithm Algorithm Algorithm Algorithm
Sensitivity (%) 53.72 47.42 6.302 64.24 49.20 15.052
(95% ClI) (44.18, 65.52) (39.31, 57.77) (2.39, 10.51) (50.59, 79.65) (38.31, 62.64) (9.12, 22.26)
Specificity (%) 94.80 92.36 2.452 94.39 91.96 2.432
(95% ClI) (94.53, 95.06) (92.03, 92.67) (2.17,2.74) (94.11, 94.66) (91.63, 92.27) (2.15, 2.72)
PPV (%) 16.48 10.59 5.892 8.98 5.00 3.972
(95% ClI) (14.58, 18.48) (9.34, 12.00) (4.67,7.16) (7.70, 10.49) (4.09, 5.98) (3.14, 4.88)
NPV (%) 99.08 98.92 0.152 99.68 99.53 0.152
(95% ClI) (98.66, 99.41) (98.53, 99.27) (0.07, 0.24) (99.44, 99.85) (99.28, 99.71) (0.09, 0.20)
PLR 10.34 6.20 4,132 11.46 6.12 5.342
(95% ClI) (8.36, 12.76) (5.06, 7.62) (3.18, 5.50) (8.99, 14.22) (4.74,7.82) (4.00, 7.09)
NLR 0.49 0.57 -0.082 0.38 0.55 -0.172
(95% ClI) (0.36, 0.59) (0.46, 0.66) (-0.12, -0.04) (0.22, 0.52) (0.41, 0.67) (-0.25, -0.11)
Colposcopy Rate 6.11 8.39 -2.282 6.11 8.39 -2.282
(95% ClI) (5.83, 6.38) (8.08, 8.72) (-2.58, -2.00) (5.83, 6.38) (8.08, 8.72) (-2.58, -2.00)

2Indicates statistically significant difference at the 0.05 level

The performance of the Primary Screening algorithm with HPV 16 and 18 genotyping with reflex to cytology, was also compared to an

algorithm corresponding to the 2012 American Society for Colposcopy and Cervical Pathology guidelines.1? In this algorithm, women
25-29 years old with a >ASCUS cytology result or with an ASCUS and HR HPV positive result are directed to colposcopy. Women
30 years and older with a >ASCUS cytology result or with an ASCUS and HR HPV positive result as well as those with a NILM

cytology result and HPV 16 and/or 18 positive result are sent to colposcopy. Results comparing the Primary Screening algorithm to
the ASCUS triage/co-testing algorithm are presented in Table 32. As compared to the ASCUS triage/co-testing algorithm, the Primary
Screening algorithm improves disease detection (6.5% increase in 2CIN3 sensitivity), with a similar rate of colposcopy.

Table 32: Performance Comparison of the Primary Screening Algorithm and ASCUS Triage/Co-testing Algorithm

2CIN2; Prevalence (Adjusted) = 1.9%

2CIN3; Prevalence (Adjusted) = 0.8%

Performance Primary ASCUS Triage Primary ASCUS Triage
Metrics Screening /Co-Testing Difference Screening /Co-Testing Difference
Algorithm Algorithm Algorithm Algorithm
Sensitivity (%) 53.72 50.33 3.382 64.24 57.72 6.532
(95% ClI) (44.18, 65.52) (41.32,61.17) (1.00, 6.00) (50.59, 79.65) (45.19, 72.41) (3.06, 10.93)
Specificity (%) 94.80 94.61 0.192 94.39 94.21 0.182
(95% ClI) (94.53, 95.06) (94.34, 94.88) (0.05, 0.32) (94.11, 94.66) (93.94, 94.49) (0.05, 0.30)
PPV (%) 16.48 15.13 1.352 8.98 7.90 1.072
(95% ClI) (14.58, 18.48) (13.39, 17.07) (0.58, 2.13) (7.70, 10.49) (6.63, 9.39) (0.56, 1.61)
NPV (%) 99.08 99.01 0.072 99.68 99.62 0.062
(95% ClI) (98.66, 99.41) (98.61, 99.34) (0.02, 0.12) (99.44, 99.85) (99.38, 99.80) (0.03, 0.09)
PLR 10.34 9.34 1.002 11.46 9.97 1.492
(95% ClI) (8.36, 12.76) (7.59, 11.49) (0.42, 1.62) (8.99, 14.22) (7.84, 12.61) (0.79, 2.37)
NLR 0.49 0.52 -0.042 0.38 0.45 -0.072
(95% ClI) (0.36, 0.59) (0.41, 0.62) (-0.06, -0.01) (0.22, 0.52) (0.29, 0.58) (-0.12, -0.03)
Colposcopy Rate 6.11 6.23 -0.13 6.11 6.23 -0.13
(95% ClI) (5.83, 6.38) (5.94, 6.53) (-0.24, 0.02) (5.83, 6.38) (5.94, 6.53) (-0.24, 0.02)

a |ndicates statistically significant difference at the 0.05 level

The BD Onclarity HPV Assay performance for the Primary Screening algorithm, Cytology Screening algorithm, and ASCUS
Triage/Co-testing algorithm is shown below by age group for 2CIN3.
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Table 33: Performance of the BD Onclarity HPV Assay by Age Group in the Primary Screening Algorithm, Cytology

Screening Algorithm, and ASCUS Triage/Co-testing Algorithm (2CIN3)

Primary Cytology ASCUS Triage Primary Cytology ASCUS Triage
Performance ) ; } . h .
Metrics for >CIN3 Scree_nlng Scree_nlng Co—Te_stmg Scree_nlng Scree_nlng /Co—Te_stlng
Algorithm Algorithm Algorithm Algorithm Algorithm Algorithm
Subgroup 25-29 Years 30-39 Years
Sensitivity (%) 60.42 41.76 40.40 60.95 47.36 60.95
(95% Cl) (37.66, 87.52) (24.38, 65.31) (23.23, 62.78) (40.74, 81.29) (30.52, 66.09) (40.74, 81.29)
Specificity (%) 89.62 87.98 91.72 93.97 91.89 93.15
(95% ClI) (88.81, 90.38) (87.13, 88.79) (91.02, 92.45) (93.50, 94.41) (91.36, 92.42) (92.68, 93.62)
PPV (%) 8.77 5.43 7.46 11.03 6.68 9.85
(95% ClI) (6.29, 11.43) (3.56, 7.49) (4.89, 10.55) (8.44, 13.62) (5.01, 8.26) (7.62, 12.20)
NPV (%) 99.28 98.92 98.94 99.49 99.30 99.49
(95% ClI) (98.32, 99.83) (97.98, 99.55) (98.02, 99.53) (98.94, 99.81) (98.74, 99.66) (98.93, 99.81)
PLR 5.82 3.48 4.88 10.10 5.84 8.90
(95% ClI) (3.49, 8.68) (1.99, 5.56) (2.78, 7.80) (6.81, 13.76) (3.77, 8.24) (5.99, 12.07)
NLR 0.44 0.66 0.65 0.42 0.57 0.42
(95% ClI) (0.14, 0.70) (0.39, 0.86) (0.41,0.84) (0.20, 0.63) (0.37,0.75) (0.20, 0.64)
Colposcopy Rate 11.19 12.50 8.80 6.70 8.59 7.50
(95% ClI) (10.38, 11.98) (11.65, 13.33) (8.06, 9.54) (6.23, 7.15) (8.05, 9.15) (7.02, 7.99)
Subgroup 40-49 Years 250 Years
Sensitivity (%) 77.98 66.72 81.63 82.40 65.74 82.40
(95% ClI) (60.40, 92.63) (47.02, 86.30) (64.32,95.61) | (58.14, 100.00) | (32.98,91.01) | (58.14, 100.00)
Specificity (%) 95.72 92.44 95.03 97.12 94.50 96.58
(95% ClI) (95.28, 96.18) (91.84, 93.03) (94.54, 95.53) (96.76, 97.50) (94.00, 95.02) (96.20, 96.99)
PPV (%) 7.39 3.73 6.72 5.14 221 4.36
(95% ClI) (4.20, 10.90) (1.99, 5.52) (3.93,9.83) (2.25, 8.38) (0.76, 3.65) (1.87,7.16)
NPV (%) 99.90 99.84 99.92 99.97 99.93 99.97
(95% ClI) (99.81, 99.97) (99.73, 99.95) (99.83,99.98) | (99.91, 100.00) | (99.85,99.98) | (99.91, 100.00)
PLR 18.21 8.83 16.42 28.62 11.95 24.08
(95% ClI) (13.74, 22.56) (6.19, 11.54) (12.89, 19.82) (19.36, 37.40) (6.08, 17.11) (16.25, 31.24)
NLR 0.23 0.36 0.19 0.18 0.36 0.18
(95% ClI) (0.08, 0.41) (0.15, 0.57) (0.05, 0.37) (0.00, 0.43) (0.10, 0.71) (0.00, 0.44)
Colposcopy Rate 4.60 7.82 5.31 3.03 5.61 3.57
(95% ClI) (4.11, 5.06) (7.21, 8.45) (4.79, 5.83) (2.64, 3.39) (5.09, 6.11) (3.15, 3.96)
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Baseline Risks of High Grade Cervical Disease for the Primary Screening Algorithm (2 25 years)

Women positive for HPV16 and/or 18 (3.21%) and women who are 12 other HPV positive with 2ASC-US cytology (2.89%) are
referred to immediate colposcopy by the Primary Screening Algorithm. The high =CIN2 risk estimates of these two groups (19.35%
and 13.30%) justify the referral to colposcopy. The =CIN2 risk level for women positive for 12 other HPV with NILM cytology was
4.76%, while the =CIN2 risk level for women with negative HPV was 0.63%.

Table 34: Baseline Risk of Disease for Categories in the Primary Screening Algorithm (2 25 years)

Subgroup ':Velzﬁergtsauglte >CIN3 Risk (95% Cl) >CIN2 Risk (95% Cl)

HPV HR POS 12.70 (4,6%,35.13) (9-315(,).1410-46)

HPV 16/18 3.21 (10_35?,'2154_54) (16.;79,22.32)

HPV 16+ 2.52 (11 _513,'21(;_21) (18.(?;,.5245.18)

HPV 18+ 0.69 (2_257',15_82) (7_1%)%'14 5.27)

HPV 12 Other HPV HR + and 2ASC-US 2.89 (3_750"35’.15) (10.;;'?;%.78)
HPV 12 Other HPV HR + and NILM 6.59 (1_217"9;_65) (3_72',72_73)
HPV HR NEG (adjusted) 87.30 (0'0%"28. 45) (0.2%’613'07)

Baseline Risks of High Grade Cervical Disease by Age Group for the Primary Screening Algorithm (2 25 years)

The risks of 2CIN2 and =CIN3 by age group for the Primary Screening Algorithm are presented in Table 35. The risk of 2CIN2
ranges from 6.25-23.16% for women positive for HPV 16/18 and women positive for 12 other HPV and 2ASC-US cytology. The risk
of 2CIN3 ranges from 0.02—0.60% for women with a negative HPV result.

Table 35: Baseline Risk of Disease for Categories in the Primary Screening Algorithm by Age Group

Central Pathology Review Panel Diagnosis

Central Pathology Review Panel Diagnosis

Subgroup 25-29 years 30-39 years
% with Result 2CIN2 Risk 2CIN3 Risk % with Result 2CIN2 Risk 2CIN3 Risk
b Wi esu (95% Cl) (95% ClI) o wi esu (95% CI) (95% ClI)
HPV HR 2239 11.44 5.19 13.82 13.32 6.93
+
’ (9.50, 13.45) (3.79, 6.67) ' (11.33, 15.26) (5.48, 8.25)
22.91 13.41 23.16 14.79
HPV 16/18 5.52 3.64
(17.49, 28.71) (9.19, 18.16) (17.84,28.69) | (10.82, 18.79)
12 Other HPV 10.58 4.26 18.20 6.55
SASC-US 5.67 3.06
= (6.85, 14.28) (1.95, 6.93) (13.52, 22.83) (3.49,9.73)
6.23 1.60 6.19 3.08
12 Other HPV NILM 11.19 7.12
(4.25, 8.32) (0.61, 2.88) (4.31, 8.06) (1.74, 4.49)
hrHPV NEG (Adjusted) 77.61 072 060 86.18 07t 029
r uste . .
: (0.09, 1.81) (0.03, 1.68) (0.16, 1.46) (0.01, 0.85)
Subarou Central Pathology Review Panel Diagnosis Central Pathology Review Panel Diagnosis
group 40-49 years 250 years
7.99 4.33 3.68 2.47
HPV HR+ 9.72 6.98
(5.80, 10.21) (2.76,6.17) (1.98, 5.63) (1.10, 3.96)
15.50 9.47 6.25 5.26
HPV 16/18 2.39 1.75
(9.73, 21.18) (4.55, 14.49) (2.17,11.34) (1.74,9.81)
12 Other HPV 9ol 11.76 5.16 108 8.88 4.99
2ASC-US ' (6.75, 17.41) (1.62, 9.56) ‘ (2.90, 15.57) | (1.08, 10.40)
2.84 1.57 0.85 0.42
12 Other HPV NILM 5.12 3.95
(1.07, 4.96) (0.32, 3.10) (0.00, 2.17) (0.00, 1.39)
hrHPV NEG (Adjusted) 90.28 045 0.02 93.02 067 002
r uste . .
: (0.07, 1.19) (0.00, 0.06) (0.02, 1.65) (0.00, 0.05)
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Benefit and Risk for Primary Screening (225 Years) Population per 10,000 women

The benefit (number of CIN2 or 2CIN3 cases detected) and risk (number of CIN2 or 2CIN3 cases missed and number of <CIN2 sent
to colposcopy) per 10,000 women in the Primary Screening algorithm, Cytology algorithm, and ASCUS triage/co-testing algorithm
was evaluated. The Primary Screening algorithm detected more disease cases (101) compared to the Cytology algorithm (89) and
the ASCUS triage/co-testing algorithm (94), with fewer colposcopies (611 vs 839 and 623). Fewer cases of high grade disease

were missed by the Primary Screening algorithm (87 vs 98 and 93) as well as fewer negative (<CIN2) women sent to colposcopy

(510 vs 750 and 529).

Table 36: Benefit and Risk of the Primary Screening Algorithm, Cytology Algorithm, and ASCUS Triage/Co-testing
Algorithm for the Primary Screening Population (per 10,000 Women)

Count Primary Screening Algorithm Cytology Algorithm ASCUS Xli:‘;ac?r?t/r?;-TEStlng

Cytology tests 949 10,000 10,000

BD Onclarity HPV tests 10,000 0 8,100
Colposcopies 611 839 623
CIN2 detected 46 47 45
2CIN3 detected 55 42 49
CIN2 missed 56 55 57
2CIN3 missed 31 43 36
<CIN2 sent to colposcopy 510 750 529

Benefit and Risk for Primary Screening (225 Years) Population per 100 Colposcopy Procedures

The benefit (number of CIN2 or 2CIN3 cases detected) and risk (number of CIN2 or 2CIN3 cases missed and number of <CIN2
sent to colposcopy) per 100 colposcopies for the Primary Screening algorithm, Cytology algorithm and ASCUS Triage/Co-testing
algorithm was evaluated. Per 100 colposcopies performed, the Primary Screening algorithm detected more cases of disease
(17) than the Cytology algorithm (11) and the ASCUS triage/Co-testing algorithm (15) with a lower number of <CIN2 women sent
to colposcopy (84 vs 89 and 85). The rate of disease in women not referred to colposcopy was lower by the Primary Screening
algorithm (0.9%, 14/1,538) compared to the Cytology algorithm (1.1%, 12/1,092) and the ASCUS triage/co-testing algorithm

(1.0%, 15/1,505).

Table 37: Benefit and Risk of the Primary Screening Algorithm, Cytology Algorithm and ASCUS Triage/Co-testing
Algorithm for the Primary Screening Population (per 100 Colposcopy Procedures)

Count an:lré/osr;:trhen?nmg Cytology Algorithm ASCUS E;}aogrtietlr?;-Testmg
Cytology tests 155 1,192 1,605
BD Onclarity HPV tests 1,638 0 1,300
Colposcopies 100 100 100
CIN2 detected
2CIN3 detected
CIN2 missed
2CIN3 missed
<CIN2 sent to colposcopy 84 89 85
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BASELINE RISK OF DISEASE FOR WOMEN WITH NILM CYTOLOGY AND NEGATIVE BD ONCLARITY HPV TEST RESULTS
The baseline risk of disease was compared in the primary screening population between women with a NILM cytology result and
women with a negative BD Onclarity HPV result. Women with a negative BD Onclarity HPV result had a 0.20% baseline risk of
2CIN3 compared to 0.47% for those with NILM cytology. The addition of a NILM cytology result to a negative BD Onclarity HPV
result marginally decreased the >CIN3 risk (0.20 vs 0.19).

Table 38: Baseline Risk of Disease for Women with NILM Cytology and Negative BD Onclarity HPV Test Results in the
Primary Screening (225 Years) Population

Subgroup Percentage with result 2CIN3 Risk (95%Cl) 2CIN2 Risk (95%Cl)
NILM 91.61 0.47 (0.29, 0.72) 1.08 (0.73, 1.47)
HPV HR NEG 87.30 0.20 (0.03, 0.45) 0.63 (0.29, 1.07)
HPV HR NEG and NILM 82.95 0.19 (0.01, 0.46) 0.56 (0.20, 1.01)

PERFORMANCE IN UNVACCINATED AND VACCINATED WOMEN

The clinical sites enrolled both HPV vaccinated and unvaccinated women, with a vaccinated enrollment limit of approximately 10%.
The final vaccinated rate in the study was 9.1%, with an additional 1.4% unknown or missing vaccination status; vaccination status

was self-reported.

The first HPV vaccine was introduced in 2006 and the clinical study occurred from 2013-2015, thus a majority of the vaccinated
women in the study were under the age of 30 (3,064 vaccinated subjects overall, 2,625 under 30). The performance of the

BD Onclarity HPV assay in vaccinated and unvaccinated women (excluding women with unknown or missing vaccination status) is
shown below for women with ASCUS cytology (21-29 years old) and a subset of the primary screening population (25-29 years old).

Table 39: BD Onclarity HPV Assay Performance in Unvaccinated and Vaccinated Women with ASCUS Cytology

(21-29 years old)

2CIN2
Pel;\f/loertrrri](’jlsnce Unvaccinated (prevalence 7.8%) Vaccinated (prevalence 9.7%)
Estimate 95% ClI Estimate 95% ClI
Sensitivity 100.0% (31/31) (89.0%, 100.0%) 80.0% (12/15) (54.8%, 93.0%)
Specificity 48.9% (180/368) (43.8%, 54.0%) 52.1% (73/140) (43.9%, 60.2%)
PPV 14.2% (31/219) (13.3%, 15.5%) 15.2% (12/79) (10.7%, 18.8%)
NPV 100.0% (180/180) (98.1%, 100.0%) 96.1% (73/76) (91.3%, 98.6%)
PLR 1.96 (1.82,2.17) 1.67 (1.11, 2.16)
NLR 0 (0,0.23) 0.38 (0.13, 0.89)
2CIN3
Pe:\f/lzrtrrrils;ce Unvaccinated (prevalence 2.0%) Vaccinated (prevalence 3.2%)
Estimate 95% ClI Estimate 95% ClI
Sensitivity 100.0% (8/8) (67.6%, 100.0%) 80.0% (4/5) (37.6%, 96.4%)
Specificity 46.0% (180/391) (41.2%, 51.0%) 50.0% (75/150) (42.1%, 57.9%)
PPV 3.7% (8/219) (3.6%, 4.0%) 5.1% (4/79) (2.4%, 6.6%)
NPV 100.0% (180/180) (98.6%, 100.0%) 98.7% (75/76) (95.9%, 99.8%)
PLR 1.85 (1.82, 2.04) 1.60 (0.74,2.12)
NLR 0 (0,0.71) 0.40 (0.07, 1.28)

31




Table 40: BD Onclarity HPV Assay Performance in Unvaccinated and Vaccinated Women in the Primary Screening
Population (25-29 years old)

Performance

Unadjusted Estimate

Adjusted Estimate

Unvaccinated Vaccinated Unvaccinated Vaccinated
>CIN2
67.05 60.00 58.85 59.26
Sergg;/‘; ”Cyl)(%) 59/88 15/25
(56.69, 75.97) (40.74, 76.60) (41.92, 76.31) (39.57, 76.83)
68.86 79.64 89.39 93.78
Specificity (%
s gl)( ) 690/1,002 223/280
(65.93, 71.65) (74.54, 83.94) (88.39, 90.33) (92.35, 95.43)
15.90 20.83 15.97 20.18
0,
g’;};’(é:; 59/371 15/72
(13.54, 18.15) (14.48, 27.29) (12.11, 19.79) (10.83, 30.54)
95.97 95.71 98.45 98.86
gz;(gg 690/719 223/233
(94.75, 97.03) (93.74, 97.45) (97.00, 99.27) (98.07, 99.44)
PLR 2.15 2.95 5.54 9.53
(95% Cl) (1.78, 2.53) (1.89, 4.20) (3.80, 7.43) (6.04, 14.24)
NLR 0.48 0.50 0.46 0.43
(95% CI) (0.35, 0.63) (0.29, 0.75) (0.26, 0.65) (0.25, 0.65)
Colpo Rate 12.21 7.59
(95% ClI) (11.24, 13.23) (5.84,9.11)
Prevalence 3.31 2.58
(95% ClI) (2.39, 4.67) (1.65, 3.69)
>CIN3
o 81.58 61.54 58.48 61.35
Se?gg;/\; 'tcyl)(%) 31/38 8/13
(66.58, 90.78) (35.52, 82.29) (31.62, 92.66) (34.93, 86.50)
o 67.68 78.08 88.59 93.17
Sp‘zg'sf;/co 'gl)(%) 712/1,052 2281292
(64.79, 70.44) (72.99, 82.45) (87.57, 89.54) (91.77, 94.93)
8.36 11.11 8.12 11.20
g’;ﬁ;(?& 31/371 8/72
(6.83, 9.54) (6.51, 15.54) (5.43, 11.07) (4.58, 19.77)
99.03 97.85 99.20 99.42
gz;)(zg 712/719 228/233
(98.24, 99.51) (96.44, 99.00) (97.80, 99.90) (98.87, 99.88)
PLR 2.52 2.81 5.12 8.98
(95% CI) (2.03, 2.92) (1.57, 4.13) (2.68, 8.28) (4.86, 14.76)
NLR 0.27 0.49 0.47 0.41
(95% ClI) (0.14, 0.49) (0.23, 0.83) (0.08, 0.77) (0.14, 0.69)
Colpo Rate 12.21 7.59
(95% ClI) (11.24, 13.23) (5.84,9.11)
Prevalence 1.70 1.39
(95% ClI) (0.92, 2.97) (0.68, 2.25)
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COMPARISON OF RESULTS FROM THE BD ONCLARITY HPV ASSAY FOR PREQUOT VS POSTQUOT BD SUREPATH

CLINICAL SAMPLES

An equivalence study design was employed to compare the performance of the BD Onclarity HPV Assay with a cervical specimen

tested prior to (PreQuot) or after (PostQuot) normal cytology processing.

Atotal of 3,879 subjects were enrolled in the PreQuot vs. PostQuot study. During the Baseline Study, 0.5 mL of the cervical
specimen stored in BD SurePath was manually transferred into a BD Onclarity HPV LBC Diluent tube (PreQuot). After normal
processing per the BD PrepMate labeling, 0.5 mL of the residual specimen in BD SurePath was manually transferred into a

BD Onclarity HPV LBC Diluent tube (PostQuot). The comparative performance of the PreQuot to the PostQuot sample when tested

with the BD Onclarity HPV assay is shown in Tables 41 and 42.
Table 41: Agreement Results of the BD Onclarity HPV Assay PreQuot vs PostQuot

Positive Percent

Negative Percent

Overall Percent

Population Agreement Agreement Agreement
(%, 95% CI) (%, 95% Cl) (%, 95% Cl)
86.0 99.3 98.3
2
NILM 230 yrs (80.3, 90.3) (98.8, 99.5) (97.8, 98.8)
100.0 97.7 98.5
- >
ASC-US 221 yrs (95.0, 100.0) (93.5,99.2) (95.8, 99.5)
97.6 100.0 98.1
>ASC-US 2
ASC-US 221 yrs (91.8, 99.4) (83.2, 100.0) (93.3, 99.5)
91.0 99.0 98.1
. s
Screening Population 225 yrs (87.7, 93.4) (98.6, 99.3) (97.6, 98.5)
Table 42: BD Onclarity HPV Assay PreQuot vs PostQuot Results
BD Onclarity HPV Assay PreQuot Result
BD Onclarity HPV .
ASC-US 221 >ASC-US 221 NILM 230 All Subjects 225
Assay PostQuot Result
POS NEG POS NEG POS NEG POS NEG
Positive 73 3 83 0 160 18 353 30
Negative 0 129 2 19 26 2,431 35 3,052
Total 73 132 85 19 186 2,449 388 3,082

ANALYTICAL PERFORMANCE

Limit of Detection at the Clinical Cutoff

The limit of detection (LOD) at the HPV clinical cutoff was determined for the BD Onclarity HPV Assay using HPV positive cell
lines: SiHa (HPV 16), HeLa (HPV 18) and MS751 (HPV 45) and cloned plasmid DNA containing the sequences for the following
HPV genotypes: HPV 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 66, and 68 in BD SurePath Preservative Fluid containing a
HPV-negative cell line (C33A). Plasmids and cell lines were diluted to concentrations below, above and at the expected LOD levels.
A minimum of forty-five replicates were tested for each HPV cell line and plasmid for HPV16, HPV18 and HPV45. Twenty replicates
were tested for each HPV plasmid of the other 11 high risk HPV genotypes. A minimum of three lots of reagents were utilized across
three BD Viper LT Systems. The LOD is the level of HPV DNA in the specimen that has positive results below the clinical cutoff at
least 95% of the time. The maximum LOD value which was produced from the most conservative reagent lot is in Table 43.

Table 43: Limit of Detection

95% Confidence Interval
Target LOD (Cells or Copies/mL)

Lower Upper

SiHa (HPV 16) 50 37 67
HelLa (HPV 18) 199 154 256
MS751 (HPV 45) 862 669 1,111

HPV 16 251 193 326
HPV 18 1,083 1,000 1,267
HPV 45 1,261 1,154 1,358

HPV 31 830 718 879
HPV 33 1,665 1,495 2,030
HPV 35 1,550 1,472 1,655
HPV 39 1,794 1,617 1,862
HPV 51 1,522 1,315 1,613

HPV 52 814 776 951
HPV 56 1,090 937 1,185
HPV 58 2,369 2,231 6,631
HPV 59 1,000 942 1,152

HPV 66 862 823 916
HPV 68 2,392 2,227 2,646
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Twenty replicates of each cell line/plasmid diluted to the maximum LOD value were tested using one reagent lot tested on one
BD Viper LT System. Table 44 contains results for the confirmation of the maximum LOD for HPV cell lines and plasmid DNA

containing various high risk HPV sequences.

Table 44: Confirmation of Limit of Detection

Target LOD (Cells or Copies/mL) Ratio POS to Total Positivity Rate (%)
SiHa cells (HPV 16) 50 20/20 100
HelLa cells (HPV 18) 208 19/20 95
MS751 cells (HPV 45) 862 20/20 100
HPV 16 251 19/20 95
HPV 18 1,083 19/20 95
HPV 45 1,261 19/20 95
HPV 31 830 20/20 100
HPV 33 1,665 20/20 100
HPV 35 1,550 20/20 100
HPV 39 1,794 20/20 100
HPV 51 1,622 20/20 100
HPV 52 814 20/20 100
HPV 56 1,131 19/20 95
HPV 58 2,294 19/20 95
HPV 59 1,000 20/20 100
HPV 66 862 20/20 100
HPV 68 2,367 20/20 100

Analytical Specificity:

A panel of bacteria, yeast and cultured viruses, including those found in female urogenital specimens along with cloned plasmid
DNA containing high-risk and low-risk HPV target sequences was used to evaluate the analytical specificity of the BD Onclarity
HPV Assay on the BD Viper LT System. Each potential cross-reactant was tested in BD SurePath Preservative Fluid containing a
HPV-negative cell line (C33A). The microorganisms are described in Table 45. Bacteria and yeast were tested at = 1x108CFU/mL,

HPV plasmid DNA were tested at 2 1x10% copies/mL and non-HPV viruses were tested at = 1x108 vp/mL. The BD Onclarity
HPV Assay did not cross-react with any of the microorganisms tested.

Table 45: Microorganisms Tested for Analytical Specificity

Actinomyces israelii Proteus vulgaris HPV 56
Atopobium vaginae Providencia stuartii HPV 58
Bacteroides fragilis Pseudomonas aeruginosa HPV 59
Bacteroides ureolyticus Staphylococcus aureus HPV 66
Bifidobacterium adolescentis Staphylococcus epidermidis HPV 68
Bifidobacterium breve Streptococcus agalactiae HPV 16
Bifidobacterium longum ssp. longum Streptococcus pyogenes HPV 6
Chlamydia trachomatis Ureaplasma urealyticum HPV 11
Clostridium perfringens Candida albicans HPV 26
Corynebacterium genitalium Trichomonas vaginalis HPV 30
Enterobacter cloacae ssp. cloacae Adenovirus, type 5 HPV 34
Enterococcus faecalis HCMV, AD169 Strain HPV 53
Enterococcus faecium HSV1 HPV 67
Escherichia coli HSV2 HPV 69
Fusobacterium nucleatum ssp. Nucleatum EBV-1, B95-8 Strain HPV 70
Gardnerella vaginalis HIV-1 HPV 73
Klebsiella pneumonia ssp. ozaenae HPV 16 HPV 82
Lactobacillus acidophilus HPV 18 HPV 97
Mycobacterium smegmatis HPV 31
Mycoplasma genitalium HPV 33
Neisseria gonorrhoeae HPV 35
Peptostreptococcus anaerobius HPV 39
Prevotella bivia HPV 45
Prevotella disiens HPV 51
Proteus mirabilis HPV 52
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Interfering Substances:

Contrived HPV negative and positive specimens were tested in the presence or absence of each potential interfering substance
that may be present in clinical cervical specimens. The concentrations of exogenous and endogenous substances tested in this
study represent concentrations that could potentially occur during specimen collection. Substances tested are described in Table
46. The concentrations tested represent the highest level of a substance assessed with the BD Onclarity HPV Assay that did not
result in interference.

Table 46: Potential Interfering Substances

Potential Interfering Substance Concentration Tested Interference Observed
KY* Vaginal Lubricant 6% (w/v) None
VCF* Vaginal Contraceptive Film 10% (w/v) None
VCF* Vaginal Contraceptive Foam 10% (w/v) None
Conceptrol* Contraceptive Gel 10% (w/v) None
Monistat* 3 2% (w/v) None
Clotrimazole 7 10% (w/v) None
Vagistat*-1 Tioconazole 2% (w/v) None
Clindamycin Vaginal Cream 8% (wiv) None
Summer’s Eve* Douche 10% (v/v) None
Zovirax* (Acyclovir) Cream 7% (wiv) None
Vandazole* Gel (Metronidazole) Vaginal Gel, 0.75%) 10% (w/v) None
Summer’s Eve* Deodorant 3% (wiv) None
Bovine Mucin 8% (v/v) None
Progesterone 20 ng/mL None
Estradiol 1.2 ng/mL None
Whole Blood 4% (viv) None
Leukocytes 1x106 cells/mL None
Semen 10% (v/v) None
Replens 10% (w/v) None

PRECISION:

An in-house precision study was performed utilizing panels consisting of HPV negative clinical specimen matrix spiked with HPV
cell lines (SiHa, HelLa, or MS751), and pooled negative and positive clinical specimens. The contrived panel members consisted of
HPV target levels below (>94% negative), at (>94% positive) and above (>98% positive) the Limit of Detection of the BD Onclarity
HPV Assay. The clinical panel members were prepared with pooled high risk positive specimens (HPV16, HPV18, HPV45, HPV31,
HPV33/58, and HPV52) in BD SurePath Preservative Fluid. Tables 47 to 50 show the outcome for the HPV positive and negative
panel members with the BD Onclarity HPV Assay on the BD Viper LT System. The overall CV (%) ranged from 1.41% to 1.84%
for SiHa Cells, 0.89% to 2.08% for HeLa cells, 0.90% to 1.53% for MS751 cells. The overall CV (%) for pooled HPV positive clinical
specimens ranged from 2.01% to 5.63%.

Table 47: Summary of Precision Panel (Contrived Specimens) and Agreement Rates for BD Onclarity HPV Assay
Precision Study

0,
HPV HPV Target HPV Panel Expected Total Percent 95% CI
Level (cells/ Total Tested
Genotype Source mL) Result Correct Agreement Lower Upper
H 0, 0,
HPV16 Sita 2 >94% 214 205 95.79% 92.20% 97.77%
cells Negative Negative
1 0, 0,
HPV16 Sita 50 >94% 216 207 95.83% 92.27% 97.79%
cells Positive Positive
1 0, 0,
HPV16 Sita 150 >98% 215 213 99.07% 96.67% 99.74%
cells Positive Positive
0, 0,
HPV18 HeLa 23 >94% 216 214 99.07% 96.69% 99.75%
cells Negative Negative
0, 0,
HPV18 HeLa 208 >94% 216 216 100.00% 98.25% 100.00%
cells (Positive) (Positive)
0, 0,
HPV18 Hela 623 >98% 214 214 100.00% | g8 249, | 100.00%
cells (Positive) (Positive)
0, 0,
HPV45 MS751 90 >94% 214 212 99.07% 96.66% 99.74%
cells (Negative) (Negative)
0, 0,
HPV45 MS751 862 >94% 216 214 99.07% 96.69% 99.75%
cells (Positive) (Positive)
0, 0,
HPV45 MS751 2,586 >98% 216 216 100.00% | g8 250, | 100.00%
cells (Positive) (Positive)
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Table 48: Summary of Precision Panel (Clinical Specimens) and Agreement Rates for BD Onclarity HPV Assay Precision Study

HPV HPV Target Source HPV Panel | Mean HPV |  Total Total Percent 95% Cl

Genotype Level Ct Score Tested Correct Agreement Lower Upper
HPV16 Pooled Clinical Negative N/A 216 216 100.00% 98.25% 100.00%
HPV18 Pooled Clinical Negative N/A 216 216 100.00% 98.25% 100.00%
HPV31 Pooled Clinical Negative N/A 216 216 100.00% 98.25% 100.00%
HPV33/58 Pooled Clinical Negative N/A 216 216 100.00% 98.25% 100.00%
HPV39/68/35 Pooled Clinical Negative N/A 216 216 100.00% 98.25% 100.00%
HPV45 Pooled Clinical Negative N/A 216 216 100.00% 98.25% 100.00%
HPV51 Pooled Clinical Negative N/A 216 216 100.00% 98.25% 100.00%
HPV52 Pooled Clinical Negative N/A 216 216 100.00% 98.25% 100.00%
HPV59/56/66 Pooled Clinical Negative N/A 216 216 100.00% 98.25% 100.00%
HPV16 Pooled Clinical 16 Positive 34.75 216 216 100.00% 98.25% 100.00%
HPV18 Pooled Clinical 18 Positive 30.60 216 216 100.00% 98.25% 100.00%
HPV31 Pooled Clinical 31 Positive 32.92 216 182 84.26% 78.81% 88.51%
HPV33/58 |Pooled Clinical 33/58| Positive 30.34 216 216 100.00% 98.25% 100.00%
HPV45 Pooled Clinical 45 Positive 32.48 216 173 80.09% 74.26% 84.87%
HPV52 Pooled Clinical 52 Positive 31.58 216 216 100.00% 98.25% 100.00%

Table 49: Variance Component Analysis Results for Contrived Specimens in BD Onclarity HPV Assay Precision Study

HPV Cell
Lines
(cells/mL)

Description

Mean Ct
Score

Between-
Operator

Between-
Instrument

Between-
Reagent

Between-
Day

Between-
Run

Within-run

Total

SD |% CV

SD

% CV

SD |% CV

SD |% CV

SD |% CV

SD |% CV

SD |% CV

SiHa

2 cells/mL
>94%
Negative

38.42

0.00 | 0.00

0.29 | 0.75

0.00 | 0.00

0.00 | 0.00

0.23 | 0.59

0.40 | 1.04

0.54 | 1.41

50 cells/mL
>94%
Positive

36.59

0.10 | 0.28

0.11 | 0.30

0.08 | 0.22

0.00 | 0.00

0.00 | 0.00

0.65 | 1.78

0.67 | 1.84

150 cells/mL
>98%
Positive

34.98

0.00 | 0.00

0.12 | 0.33

0.03 | 0.09

0.00 | 0.00

0.17 | 0.50

0.55 | 1.56

0.59 | 1.68

HelLa

23 cells/mL
>94%
Negative

35.48

0.00 | 0.00

0.00 | 0.00

0.00 | 0.00

0.09 | 0.27

0.30 | 0.85

0.67 | 1.88

0.74 | 2.08

208 cells/mL
>94%
Positive

32.29

0.00 | 0.00

0.08 | 0.26

0.00 | 0.01

0.00 | 0.00

0.08 | 0.26

0.26 | 0.81

0.29 | 0.89

623 cells/mL
>98%
Positive

30.87

0.00 | 0.00

0.00 | 0.00

0.03 | 0.09

0.00 | 0.00

0.19 | 0.62

0.20 | 0.65

0.28 | 0.90

MS751

90 cells/mL
>94%
Negative

35.53

0.00 | 0.00

0.00 | 0.00

0.00 | 0.01

0.00 | 0.00

0.19 | 0.52

0.51 | 1.44

0.54 | 1.53

862 cells/mL
>94%
Positive

32.02

0.00 | 0.00

0.09 | 0.27

0.03 | 0.09

0.00 | 0.00

0.16 | 0.51

0.27 | 0.84

0.33 | 1.02

2,586 cells/mL
>98%
Positive

30.54

0.00 | 0.00

0.08 | 0.27

0.00 | 0.00

0.00 | 0.00

0.12 | 0.38

0.23 | 0.77

0.27 | 0.90
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Table 50: Variance Component Analysis Results for Clinical Specimens in BD Onclarity HPV Assay Precision Study

Between- Between- Between- .
HPV Panel | Mean Ct. Operator Instrument | Reagent Lot Between-Day [Between-Run| Within-Run Total
Member Score
SD |%CV | SD |%CV | SD |%CV | SD |%CV | SD | %CV | SD | %CV | SD | %CV
Clinical
bosithas | 3475 | 0.00 [ 0.00 | 025 | 0.72 | 0.00 | 0.00 | 0.00 | 0.00 | 0.00 | 0.00 | 1.56 | 4.49 | 158 | 4.54
Clinical 1 3760 | 0.00 | 0.00 | 0.00 | 0.00 | 012 | 0.38 | 013 | 0.42 | 0.00 | 0.00 | 1.16 | 3.78 | 1.17 | 3.83
Positive 18 : ’ : : ’ ’ : : ’ ' ' ’ : ’ :
Clinical 3292 | 006|018 | 012|036 | 018 | 054 | 000 | 0.00 | 0.00 | 0.00 | 1.68 | 5.00 | 1.69 | 5.13
Clinical
Positive | 3034 | 000 | 0.00 | 0.04 | 0.12 | 0.00 | 0.00 | 0.12 | 0.38 | 0.00 | 0.00 | 0.60 | 1.97 | 0.61 | 2.01
33/58
Clinical | 5, 16 | 023 | 0.60 | 0.35 | 1.07 | 0.18 | 0.56 | 0.00 | 0.00 | 0.00 | 0.00 | 1.77 | 5.46 | 1.83 | 5.63
Positive 45 : : : : : : : : : ' : : : : :
Clinical 3158 | 024 | 076 | 0.09 | 028 | 0.00 | 0.00 | 0.19 | 0.61 | 0.00 | 0.00 | 1.39 | 4.40 | 1.43 | 4.51
Positive 52 ) ’ ’ ’ ’ ’ ’ ’ : : ’ ’ ' ’ '

Reproducibility:

Panels consisting of HPV negative clinical specimen matrix spiked with HPV cell lines (SiHa, HelLa, or MS751), and pooled negative
and positive clinical specimens were tested for reproducibility at three sites.
Two operators per site tested one panel per day, over a total of nine days. This reproducibility study utilized three reagent lots for a
total of eighteen runs performed at each site.
All valid test results were included for calculation of negativity or positivity rates. The number of replicates per panel member ranged
from 156—159 due to excluded data from operator error, a negative control failure, and an extraction error on the BD Viper LT
system. There were no false positive results in 158 tests performed on the pooled negative clinical panel member (See Table 51
below). Percent positive results along with 95% confidence intervals for the positive panel members are shown in Table 52.
Analysis of variance of the Ct scores from valid tests performed on positive panel members (see Table 53) yielded overall CV (%)
ranges of 1.7% to 1.8% for SiHa Cells, 1.3% to 1.9% for HelLa cells, and 1.7% to 1.8% for MS751 cells. The overall CV (%) for
pooled HPV positive clinical specimens ranged from 2.9% to 5.6%.

Table 51: Results by Sample Type and Negative Panel Member for Lot and Site

Number Negative/Total Number of Results

Sample Type Panel Member | Ct SD |Ct %CV - - -
Lot Percent Negative Site Percent Negative 95% CI

1 96.1 (49/51) 1 92.6 (50/54)

SiHa cell line Hi ET\I\; 1a?tive 0.47 1.2 2 83.3 (45/54) 2 98.1(53/54)

(g Lol S?mL) : : 3 92.6 (50/54) 3 80.4 (41/51)
All 90.6 (144/159) All 90.6 (144/159) 85.0-94.2

HPV 18 1 100.0 (54/54) 1 100.0 (54/54)

. . _ 2 100.0 (51/51) 2 100.0 (51/51)

HelLa cell line I-(hz%hcl;lﬁzg/erl:l\_/)e 0.95 2.6 3 100.0 (51/51) 3 100.0 (51/51)
All 100.0 (156/156) All 100.0 (156/156) 97.6-100.0

PV 45 1 100.0 (54/54) 1 100.0 (54/54)

. . . 2 100.0 (51/51) 2 100.0 (51/51)

MS751 cell line I-(lslagohcgﬁsg/it:l\_/)e 0.72 2.0 3 100.0 (51/51) 3 100.0 (51/51)
All 100.0 (156/156) All 100.0 (156/156) 97.6—-100.0

1 100.0 (51/51) 1 100.0 (53/53)

Pooled negative ) 2 100.0 (53/53) 2 100.0 (54/54)

clinical sample |  Negative NA 1 NA T3 100.0 (54/54) 3 100.0 (51/51)
All 100.0 (158/158) All 100.0 (158/158) 97.6-100.0
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Table 52: Results by Sample Type and Positive Panel Member for Lot and Site
Number Positive/Total Number of Results

Lot Site
Sample Type Panel Member ID Percent Positive ID Percent Positive 95% ClI
1 100 (51/51) 1 100.0 (54/54)
HPV 16
SiHa cell line Low Positive 2 98.1(53/54) 2 98.1 (53/54)
(50 cells/mL) 3 100.0 (54/54) 3 100.0 (51/51)
All 99.4 (158/159) All 99.4 (158/159) 96.5-99.9
HPV 16 1 100.0 (50/50) 1 100.0 (53/53)
. . - 2 100.0 (54/54) 2 100.0 (54/54)
SiHa cell line Moderate Positive
(150 cells/mL) 3 100.0 (54/54) 3 100.0 (51/51)
All 100.0 (158/158) All 100.0 (158/158) 97.6 — 100.0
1 96.3 (52/54) 1 100.0 (54/54)
HPV 18
HelLa cell line Low Positive 2 100.0 (51/51) 2 96.1 (49/51)
(208 cells/mL) 3 98.0 (50/51) 3 98.0 (50/51)
All 98.1 (153/156) All 98.1 (153/156) 94.5-99.3
HPV 18 1 100.0 (54/54) 1 100.0 (54/54)
. - 2 100.0 (51/51) 2 100.0 (51/51)
HelLa cell line Moderate Positive
(623 cells/mL) 3 100.0 (51/51) 3 100.0 (51/51)
All 100.0 (156/156) All 100.0 (156/156) 97.6-100.0
1 96.3 (52/54) 1 94.4 (51/54)
MS751 cell line LovaP\ggiﬁve 2 96.1 (49/51) 2 94.1 (48/51)
(862 cells/mL) 3 94.1 (48/51) 3 98.0 (50/51)
All 95.5 (149/156) All 95.5 (149/156) 91.0-97.8
1 98.1 (53/54) 1 100.0 (54/54)
MS751 cell line Mode|-r|apt\e/ égsitive 2 100.0 (51/51) 2 98.0 (50/51)
(2,586 cells/mL ) 3 100.0 (51/51) 3 100.0 (51/51)
All 99.4 (155/156) All 99.4 (155/156) 96.5-99.9
1 100.0 (51/51) 1 98.1 (53/54)
o 2 100.0 (54/54) 2 96.3 (52/54)
Pooled clinical sample HPV 16 3 94.4 (51/54) 3 100 (51/51)
All 98.1 (156/159) All 98.1 (156/159) 94.6-99.4
1 100.0 (54/54) 1 100.0 (54/54)
. 2 100.0 (51/51) 2 100.0 (51/51)
Pooled clinical sample HPV 18 3 100.0 (51/51) 3 100.0 (51/51)
All 100.0 (156/156) All 100.0 (156/156) 97.6-100.0
1 57.4 (31/54) 1 55.6 (30/54)
o 2 66.7 (34/51) 2 68.6 (35/51)
Pooled clinical sample HPV 45 3 60.8 (31/51) 3 60.8 (31/51)
All 61.5 (96/156) All 61.5 (96/156) 53.7-68.8
1 64.8 (35/54) 1 74.1 (40/54)
. 2 74.5 (38/51) 2 76.5 (39/51)
Pooled clinical sample HPV 31 3 765 (39/51) 3 64.7 (33/57)
All 71.8 (112/156) All 71.8 (112/156) 64.3-78.3
1 96.3 (52/54) 1 96.3 (52/54)
. 2 100.0 (51/51) 2 96.1 (49/51)
Pooled clinical sample HPV 33/58 3 96.1 (49/51) 3 100.0 (51/51)
All 97.4 (152/156) All 97.4 (152/156) 93.6-99.0
1 100.0 (54/54) 1 100.0 (54/54)
o 2 100.0 (51/51) 2 100.0 (51/51)
Pooled clinical sample HPV 52 3 100.0 (51/51) 3 100.0 (51/51)
All 100.0 (156/156) All 100.0 (156/156) 97.6—-100.0
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Table 53: Overall Mean, Standard Deviation, and Coefficients of Variation (%) for Cycle Threshold

Stand Deviation (SD) and Percent Coefficient of Variation (%CV)

Within Run Between | Between | Between | Between | Between Total
Run Operator Site Lot Day

Sample Type| Panel Member N |[Mean | SD | CV |SD|CV|SD|CV|SD|CV|SD|CV|SD|CV|SD|cCV

HPV 16
Low Positive 159 | 36.36 | 0.60 | 1.7 |0.00| 0.0 {0.13| 0.4 |0.23| 0.6 |0.07| 0.2 |0.00| 0.0 |0.64| 1.8
(50 cells/mL)

HPV 16
SiHa cell line | Moderate Positive | 158 | 35.03 | 0.56 | 1.6 |0.00| 0.0 [0.00| 0.0 |0.12| 0.3 |0.13| 0.4 |0.00| 0.0 {0.58| 1.7
(150 cells/mL)

HPV 16
High Negative 35 | 3824 |0.36 | 0.9 [0.25| 0.7 |0.00| 0.0 |0.13| 0.3 |0.00| 0.0 [0.11| 0.3 |0.47| 1.2
(2 cells/mL)

HPV 18
Low Positive 156 | 33.16 | 0.60 | 1.8 |0.00| 0.0 (0.13| 0.4 |0.11| 0.3 |0.01| 0.0 {0.00| 0.0 {0.61| 1.9
(208 cells/mL)

HPV 18

HeL_a Moderate Positive | 156 | 31.71 | 0.34 | 1.1 |0.15| 0.5 |0.17| 0.5 {0.13| 0.4 |0.07| 0.2 |0.00| 0.0 |0.42| 1.3
cell line
(623 cells/mL)
HPV 18
High Negative | 153 | 36.40 | 0.92 | 2.5 |0.00| 0.0 |{0.00| 0.0 {0.26| 0.7 |0.03| 0.1 |0.00| 0.0 |0.95| 2.6
(23 cells/mL)
HPV 45
Low Positive 156 | 32.90 | 0.54 | 1.6 |0.08| 0.2 {0.00| 0.0 |0.26| 0.8 |0.12| 0.4 |0.00| 0.0 |0.60| 1.8
(862 cells/mL)
MS751 HPV 45
; Moderate Positive | 156 | 31.41 | 0.51 | 1.6 |[0.00| 0.0 |0.21| 0.7 {0.05| 0.1 |{0.00| 0.0 {0.00| 0.0 |0.55| 1.7
cell line
(2,586 cells/mL)
HPV 45
High Negative | 155 | 36.47 | 0.64 | 1.7 [0.00| 0.0 |0.25| 0.7 [0.29| 0.8 |0.04| 0.1 |0.00| 0.0 |0.72| 2.0
(90 cells/mL)
HPV 16 159 | 35.22 | 1.52 | 4.3 [0.00| 0.0 |0.00| 0.0 {0.00| 0.0 |0.29| 0.8 [0.32| 0.9 |1.57| 4.5
Clinical HPV 18 156 | 30.47 | 1.08 | 3.5 [0.00| 0.0 {0.08| 0.3 |0.30| 1.0 |0.00| 0.0 |0.00| 0.0 [1.11| 3.6
Specimen HPV 45 156 | 33.35 | 1.78 | 5.3 [0.34| 1.0 |0.00| 0.0 {0.25| 0.8 |0.00| 0.0 |0.00| 0.0 |1.83| 5.5
Pools HPV 31 156 | 33.21 | 1.81 | 5.4 |[0.00| 0.0 {0.00| 0.0 |0.00| 0.0 |0.51| 1.5 |0.00| 0.0 |1.86| 5.6
HPV 33/58 156 | 30.73 | 1.38 | 4.5 {0.20| 0.7 |0.00| 0.0 {0.12| 0.4 |0.19| 0.6 [0.00| 0.0 |1.41| 4.6
HPV 52 156 | 30.08 | 0.79 | 2.6 [0.24| 0.8 |0.00| 0.0 {0.33| 1.1 |0.00| 0.0 |0.00| 0.0 |0.87| 2.9

NOTE: Only replicates with detected viral load (Ct score <40.0) were included in the variance components analysis.

Cross Contamination:

A study was performed to evaluate the risk of producing a false positive result in either the same run (within run cross
contamination) or in a subsequent run (between run carry-over contamination) on the BD Viper LT System. One run was performed
per day over five days on each of three instruments comprising a total of 675 test replicates. Each run, arranged in an alternating
checkerboard pattern, consisted of specimens containing an HPV negative cell line (C33A) with and without SiHa cells spiked at
1.0 x 10° cells/mL in BD SurePath Preservative Fluid. There were zero false positive results for an overall contamination rate with
BD SurePath Preservative Fluid of 0% (<0.43).

In a BD PrepMate contamination validation, the potential contamination rate contributed by the BD PrepMate System was
calculated as 0% (0/72).
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INTERPRETATION OF TABLES
Symbols and Abbreviations

Symbols

(+) Positive

(-) Negative

# Number

% Percentage
Abbreviations

ASC-US Atypical squamous cells of undetermined significance

Cl Confidence interval

CIN Cervical intraepithelial neoplasia
CPR Central Pathology Review

Ct Cycle Threshold

Ccv Coefficient of variation

DNA Deoxyribonucleic acid

FDA Food and Drug Administration
GT Genotype

H&E Hematoxylin and Eosin

HPV Human Papillomavirus

HR High Risk

INF Infinity

LAST Lower Anogenital Squamous Terminology Standardization Project for HPV-Associated Lesions
mL milliliter

NA Not applicable
NEG Negative
ng nanogram

NILM Negative for intraepithelial lesion or malignancy

NLR Negative Likelihood Ratio

NPA Negative Percent Agreement

NPV Negative Predictive Value

p16 Immunohistochemical stain for the qualitative detection of the p16!/NK4a protein
PCR Polymerase Chain Reaction

PLR Positive Likelihood Ratio

POS Positive

PPA Positive Percent Agreement
PPV Positive Predictive Value
QC Quality Control

SD Standard Deviation

UNSAT Unsatisfactory
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US Customers only: For symbol glossary, refer to www.bd.com/symbols-glossary
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= ® B dl ==

Manufacturer / Mpownssoguten / Vyrobee / Fabrikant / Hersteller / KataokeuaoTrig / Fabricante / Tootja / Fabricant / Proizvoda¢ / Gyarté / Fabbricante / Atkapywbt / Al 3= ] /
Gamintojas / Razotajs / Tilvirker / Producent / Producétor / MpoussoauTens / Vyrobca / Proizvodaé / Tillverkare / Uretici / Bupo6Huk / “£77) 7

Use by / Uanonssaitte go / Spotrebuijte do / Brug fer / Verwendbar bis / Xprion éwg / Usar antes de / Kasutada enne / Date de péremption / A}-8- 718l / Upotrijebiti do /
Felhasznalhatésag datuma / Usare entro / [lenin nangananyra / Naudokite iki / Izlietot ITdz / Houdbaar tot / Brukes for / Stosowa¢ do / Prazo de validade / A se utiliza pana la /
Wcnonb3osats o / Pouzite do / Upotrebiti do / Anvand fére / Son kullanma tarihi / Bukopuctatu go\line / i F 4 11 H 31
YYYY-MM-DD / YYYY-MM (MM = end of month)
rrrr-mm-aa / rerr-MM (MM = kpas Ha meceua)
RRRR-MM-DD / RRRR-MM (MM = konec mésice)
AAAA-MM-DD / AAAA-MM (MM = slutning af maned)
JJIJ-MM-TT / J3JJ-MM (MM = Monatsende)
EEEE-MM-HH / EEEE-MM (MM = TéAog Tou pAva)
AAAA-MM-DD / AAAA-MM (MM = fin del mes)
AAAA-KK-PP / AAAA-KK (KK = kuu I6pp)

AAAA-MM-JJ | AAAA-MM (MM = fin du mois)
GGGG-MM-DD / GGGG-MM (MM = kraj mjeseca)
EEEE-HH-NN / EEEE-HH (HH = hénap utolsé napja)
AAAA-MM-GG / AAAA-MM (MM = fine mese)
HOKAOK-AA-KK / HOKAOK-AA / (AA = aiiablH COHbl)
YYYY-MM-DD/YYYY-MM(MM = €4 2)

MMMM-MM-DD / MMMM-MM (MM = ménesio pabaiga)
GGGG-MM-DD/GGGG-MM (MM = ménesa beigas)
JJJJ-MM-DD / J33J-MM (MM = einde maand)
AAAA-MM-DD / AAAA-MM (MM = slutten av maneden)
RRRR-MM-DD / RRRR-MM (MM = koniec miesigca)
AAAA-MM-DD / AAAA-MM (MM = fim do més)
AAAA-LL-ZZ | AAAA-LL (LL = sfarsitul lunii)
rrrr-mMm-aa/ rerr-MM (MM = koHe mecsilia)
RRRR-MM-DD / RRRR-MM (MM = koniec mesiaca)
GGGG-MM-DD / GGGG-MM (MM = kraj meseca)
AAAA-MM-DD / AAAA-MM (MM = slutet av ménaden)
YYYY-AA-GG / YYYY-AA (AA = ayin sonu)
PPPP-MM-O[1 / PPPP-MM (MM = kiHeUb micaus)
YYYY-MM-DD / YYYY-MM (MM = )

Catalog number / KatanoxeH Homep / Katalogové Eislo / Katalognummer / ApiBuég kataAdyou / Nimero de catalogo / Katalooginumber / Numéro catalogue / Kataloski broj /
Katalégusszam / Numero di catalogo / Katanor Hemipi / 7}&F 5. 71 ¥l % / Katalogo / numeris / Kataloga numurs / Catalogus nummer / Numer katalogowy / Numar de catalog /
Homep no katarnory / Katalogoveé ¢islo / Kataloski broj / Katalog numarasi / Homep 3a katanorom / [ 3%

Authorized Representative in the European Community / OtopusupaH npeactaeuten B EBponeiickata o6LwHocT / Autorizovany zastupce pro Evropském spolecenstvi / Autoriseret
repreesentant i De Europzeiske Faellesskaber / Autorisierter Vertreter in der Europaischen Gemeinschaft / E¢ouaiodotnpévog avTimrpéowtog oTnv Eupwrraikf Kovétnra /
Representante autorizado en la Comunidad Europea / Volitatud esindaja Euroopa Néukogus / Représentant autorisé pour la Communauté européenne / Autorizuirani predstavnik
u Europskoj uniji / Meghatalmazott képviselé az Eurdpai Kézdsségben / Rappresentante autorizzato nella Comunita Europea / EBpona kaybiMAacTbifbiHAaFb! YoKineTTi ekin /- ¢
F&A<] $19) tlik / |galiotasis atstovas Europos Bendrijoje / Pilnvarotais parstavis Eiropas Kopiena / Bevoegde vertegenwoordiger in de Europese Gemeenschap / Autorisert
representant i EU / Autoryzowane przedstawicielstwo we Wspdlnocie Europejskiej / Representante autorizado na Comunidade Europeia / Reprezentantul autorizat pentru
Comunitatea Europeana / YnonHomoueHHbIl npeacTasuTens B EBponerickom coobuectse / Autorizovany zastupca v Eurépskom spolo¢enstve / Autorizovano predstavnistvo u
Evropskoj uniji / Auktoriserad representant i Europeiska gemenskapen / Avrupa Toplulugu Yetkili Temsilcisi / YnosHosaxeHWin npeacTaBHuk y kpainax €C / W 1k [ AU %

In Vitro Diagnostic Medical Device / MeauumuHcku ypen 3a auarHoctvka uk Butpo / Lékarské zafizeni uréené pro diagnostiku in vitro / In vitro diagnostisk medicinsk anordning

/ Medizinisches In-vitro-Diagnostikum / In vitro SiayvwaTikr 1atpikfy cuokeurj / Dispositivo médico para diagnéstico in vitro / In vitro diagnostika meditsiiniaparatuur / Dispositif
médical de diagnostic in vitro / Medicinska pomagala za In Vitro Dijagnostiku / In vitro diagnosztikai orvosi eszkdz / Dispositivo medicale per diagnostica in vitro / XKacaHapl
Xafaaiiga ypriseTiH MeanumHansIk AnarHocTvka acnabel / In Vitro Diagnostic 2] & 717] / In vitro diagnostikos prietaisas / Medicinas ierices, ko lieto in vitro diagnostika / Medisch
hulpmiddel voor in-vitro diagnostiek / In vitro diagnostisk medisinsk utstyr / Urzgdzenie medyczne do diagnostyki in vitro / Dispositivo médico para diagndstico in vitro / Dispozitiv
medical pentru diagnostic in vitro / MeauuuHckuin npubop ans anarHocTuky in vitro / Medicinska pomdcka na diagnostiku in vitro / Medicinski uredaj za in vitro dijagnostiku /
Medicinteknisk produkt fér in vitro-diagnostik / In Vitro Diyagnostik Tibbi Cihaz / MeauuHwit npucTpiit Ans aiarHocTvky in vitro / 7542 W27 8 %

Temperature limitation / TemnepatypHu orpanunyenus / Teplotni omezeni / Temperaturbegraensning / Temperaturbegrenzung / Mepiopiopoi Oeppokpaaiag / Limitacion de
temperatura / Temperatuuri piirang / Limites de température / Dozvoljena temperatura / Hémérsékleti hatar / Limiti di temperatura / Temnepatypanbl wektey /<% #| g / Laikymo
temperatdra / Temperatras ierobeZojumi / Temperatuurlimiet / Temperaturbegrensning / Ograniczenie temperatury / Limites de temperatura / Limite de temperatura / OrpaHuyexune
Temneparypsl / Ohranicenie teploty / Ogranicenje temperature / Temperaturgrans / Sicaklik sinirlamasi / O6mexenHst Temnepatypw / i £ [ i

Batch Code (Lot) / Kon Ha napTunata / Kéd (Eislo) SarZe / Batch-kode (lot) / Batch-Code (Charge) / Kwdikdg Traprtidag (maptida) / Cédigo de lote (lote) / Partii kood / Numéro de
lot / Lot (kod) / Tétel szama (Lot) / Codice batch (lotto) / Tontama koael / ¥l x| S =(Z E) / Partijos numeris (LOT) / Partijas kods (laidiens) / Lot nummer / Batch-kode (parti) / Kod
partii (seria) / Codigo do lote / Cod de serie (Lot) / Kog naptuu (not) / Kod série (3arza) / Kod serije / Partinummer (Lot) / Parti Kodu (Lot) / Kog naprii / 4it5 ClE4tk)

Contains sufficient for <n> tests / CbabpxaH1eTo e JocTaTbuHo 3a <n> TecTa / Dostate¢né mnoZstvi pro <n> testi / Indeholder tilstraekkeligt il <n> tests / Ausreichend fiir <n>
Tests / Mepiéxer eTapkn ToodTNTA Yia <n> egetdoelg / Contenido suficiente para <n> pruebas / Kiillaldane <n> testide jaoks / Contenu suffisant pour <n> tests / SadrZaj za <n>
testova / <n> teszthez elegend / Contenuto sufficiente per <n> test / <n> TecTTepi yiwiH xeTkinikti / <n> H| ~E7} F#-3] 3% / Pakankamas kiekis atlikti <n> testy / Satur
pietieckami <n> parbaudém / Inhoud voldoende voor “n” testen / Innholder tilstrekkelig til <n> tester / Zawiera ilo$¢ wystarczajgcg do <n> testéw / Contetido suficiente para <n>
testes / Continut suficient pentru <n> teste / [loctatouHo aAns <n> Tecto(a) / Obsah vystaci na <n> testov / Sadrzaj dovoljan za <n> testova / Innehaller tillrackligt for <n> analyser

/ <n> test igin yeterli malzeme igerir / Buctaunts ans ananisis: <n>/ 25347 <n> Ukl

Consult Instructions for Use / HanpaseTe cnpaska B UHCTpyKUuuTe 3a ynoTpeba / Prostudujte pokyny k pouZiti / Se brugsanvisningen / Gebrauchsanweisung beachten /
ZupBouAeurteite TIg 0dnyieg Xpriong / Consultar las instrucciones de uso / Lugeda kasutusjuhendit / Consulter la notice d’emploi / Koristi upute za upotrebu / Olvassa el a hasznalati
utasitast / Consultare le istruzioni per I'uso / MaitnanaHy HyckaynbifbIMEH TaHbIChIN anbiipla / A& A 3 3% / Skaitykite naudojimo instrukcijas / Skatit lieto$anas pamacibu

/ Raadpleeg de gebruiksaanwijzing / Se i bruksanvisningen / Zobacz instrukcja uzytkowania / Consultar as instrugdes de utilizagdo / Consultati instructiunile de utilizare / Cm.
PyKoBOACTBO Mo akcnnyatauum / Pozri Pokyny na pouzivanie / Pogledajte uputstvo za upotrebu / Se bruksanvisningen / Kullanim Talimatlari’'na bagvurun / ue. iHcTpyKuii 3
BUKOpUCTaHHS / 1752 {1 1)t 1]

Do not reuse / He usnonasaiite otHoBo / Nepouzivejte opakované / Ikke til genbrug / Nicht wiederverwenden / Mnv emavaypnoipotoigite / No reutilizar / Mitte kasutada korduvalt
/ Ne pas réutiliser / Ne koristiti ponovo / Egyszer hasznalatos / Non riutilizzare / MNanpanax6aupia / Al A8 4] / Tik vienkartiniam naudojimui / Nelietot atkartoti / Niet opnieuw
gebruiken / Kun til engangsbruk / Nie stosowac powtdrnie / Nao reutilize / Nu refolositi / He ncnons3sosats nostopHo / Nepouzivajte opakovane / Ne upotrebljavajte ponovo / Far ej
ateranvéndas / Tekrar kullanmayin / He BukopuctosysaTi nosTopHo / i 77) 5 42 fii fi]

Serial number / CepueH Homep / Sériové Cislo / Serienummer / Seriennummer / Zeipiakdg apiOpds / N° de serie / Seerianumber / Numéro de série / Serijski broj / Sorozatszam /
Numero di serie / Tontamarsik Hemipi / % & W& / Serijos numeris / Sérijas numurs / Serie nummer / Numer seryjny /Nimero de série / Numar de serie / CepuitHbiit Homep / Seri
numarasi / Homep cepii / J551 %5

For IVD Performance evaluation only / Camo 3a oLeHka ka4ecTBoTo Ha pa6ota Ha IVD / Pouze pro vyhodnoceni vykonu IVD / Kun til evaluering af IVD ydelse / Nur fir [VD-
Leistungsbewertungszwecke / Mévo yia agloAéynon 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 valutazione delle prestazioni IVD / YKacaHap!
Xaffara «npobupka iwiHae» AMarHocTkaaa Tek kymbicTbl Garanay ywid / IVD 435 3 7}l o sl 4 ¥+ A}-&- / Tik IVD prietaisy veikimo charakteristikoms tikrinti / Vienigi IVD
darbibas novértésanai /Uitsluitend voor doeltreffendheidsonderzoek / Kun for evaluering av IVD-ytelse / Tylko do oceny wydajnosci IVD / Uso exclusivo para avaliagéo de IVD /
Numai pentru evaluarea performantei VD / Tonbko Ans oLgHKu kadecTsa AMarHocTyky in vitro / Uréené iba na diagnostiku in vitro / Samo za procenu ucinka u in vitro dijagnostici /
Endast for utvéardering av diagnostisk anvandning in vitro / Yalnizca IVD Performans degerlendirmesi igin / Tinbku 4nsi oLiHioBaHHs IKOCTi AiarHocTvky in vitro / { )8 IVD PEREIT-fil

For US: “For Investigational Use Only”
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STERILE | R |

Lower limit of temperature / [lonen numut Ha Temnepatypata / Dolni hranice teploty / Nedre temperaturgraense / Temperaturuntergrenze / Katwrepo 6pio Bepuokpaciag / Limite
inferior de temperatura / Alumine temperatuuripiir / Limite inférieure de température / NajniZa dozvoljena temperatura / Alsé6 hémérsékleti hatar / Limite inferiore di temperatura /
TemnepaTypaHbIH TemMeHri pykcar weri / 3} 3 2= / Zemiausia laikymo temperatira / Temperatiiras zemaka robeza /Laagste temperatuurlimiet / Nedre temperaturgrense / Dolna
granica temperatury / Limite minimo de temperatura / Limitd minima de temperatura / HwkHuit npegen Temnepatypel / Spodna hranica teploty / Donja granica temperature / Nedre
temperaturgréans / Sicaklik alt siniri / MinimansHa Temnepatypa / i & it

Control / KoHTponHo / Kontrola / Kontrol / Kontrolle / Mé&ptupag / Kontroll / Contréle / Controllo / Bakbinay / %1 & / Kontrolé / Kontrole / Controle / Controlo / Kontpons / kontroll /
KownTpons / % it

Posmve control / MonoxwuteneH koHTpon / Pozitivni kontrola / Positiv kontrol / Positive Kontrolle / ©¢Tik6g péptupag / Control positivo / Positiivne kontroll / Contréle positif /
Pozitivna kontrola / Pozitiv kontroll / Controllo positivo / O 6akbinay / %4 71 Teigiama kontrolé / Pozitiva kontrole / Positieve controle / Kontrola dodatnia / Controlo positivo

/ Control pozitiv / MonoxutensHbIi kKoHTpons / Pozitif kontrol / MoauTneHuii KOHTpOJ'Ib/ [EERevapisnvl

Negative control / OTpuuateneH koHtpon / Negativni kontrola / Negativ kontrol / Negative Kontrolle / ApvnTikég paptupag / Control negativo / Negatiivne kontroll / Controle négatif
/ Negativna kontrola / Negativ kontroll / Controllo negativo / Heratusrik 6aksinay / £% 71 =% / Neigiama kontrolé / Negativa kontrole / Negatieve controle / Kontrola ujemna /

Controlo negativo / Control negativ / OTpuuatensHbiit koHTpons / Negatif kontrol / HeratueHuin koTtporns / 944 i il it 71

Method of sterilization: ethylene oxide / MeTon Ha cTepunusaums: etuneHos okenp / Zplsob sterilizace: etylenoxid / Steriliseringsmetode: ethylenoxid / Sterilisationsmethode:
Ethylenoxid / MéBodog amooTeipwong: ailBulevogeidio / Método de esterilizacion: oxido de etileno / Steriliseerimismeetod: etiileenoksiid / Méthode de stérilisation : oxyde

d’ ethylene/ Metoda sterilizacije: etilen oksid / Sterilizalas modszere: etilén-oxid / Metodo di sterilizzazione: ossido di etilene / Ctepunusaumsi agici — aTuneH ToTbifbl / 225 W
ol & @l % A}o] = / Sterilizavimo budas: etileno oksidas / Sterilizésanas metode: etilénoksids / Gesteriliseerd met behulp van ethyleenoxide / Steriliseringsmetode: etylenoksid

I Metoda sterylizacji: tlenek etylu / Método de esterilizagdo: éxido de etileno / Metoda de sterilizare: oxid de etilena / MeTon ctepunusauuu: atuneHokeup / Metdda sterilizacie:
etylénoxid / Metoda sterilizacije: etilen oksid / Steriliseringsmetod: etenoxid / Sterilizasyon yéntemi: etilen oksit / Metoa ctepunisauii: eTuneHokeuaom / K 75i%: M bt

Method of sterilization: irradiation / MeToa Ha ctepunusauus: upaguauus / Zplsob sterilizace: zareni / Steriliseringsmetode: bestraling / Sterilisationsmethode: Bestrahlung /
Mé£B0odog amooTeipwang: akTivoBoAia / Método de esterilizacion: irradiacion / Steriliseerimismeetod: kiirgus / Méthode de stérilisation : irradiation / Metoda sterilizacije: zracenje /
Sterilizalas mddszere: besugarzas / Metodo di sterilizzazione: irradiazione / Ctepunusauus agici — ceyne Tycipy / 2% Wi : WA} / Sterilizavimo budas: radiacija / Sterilizésanas
metode: apstaro$ana / Gesteriliseerd met behulp van bestraling / Steriliseringsmetode: bestraling / Metoda sterylizacji: napromienianie / Método de esterilizagéo: irradiagéo /
Metoda de sterilizare: iradiere / MeTtoa ctepunusauuu: obnyyeHue / Metdda sterilizacie: oZiarenie / Metoda sterilizacije: ozracavanje / Steriliseringsmetod: stralning / Sterilizasyon
yéntemi: irradyasyon / MeTtog ctepuniaauii: onpomiHeHHsmM / K i J7i%: b

Biological Risks / Buonoru4nu puckose / Biologicka rizika / Biologisk fare / Biogefahrdung / Blo)\ovn(oi kivouvol / Riesgos biolégicos / Bioloogilised riskid / Risques biologiques /
Bioloéki rizik / Biolégiailag veszélyes / Rischio biologico / EI/IOJ'IOI’I/ISU'IbIK Toyekenpaep / *&‘%‘6‘ = 29 / BIO|OgII’\IS pavolus / Blologlsk|e r|sk| ! Blologlsch risico / BIO|OgISk risiko /

e /LR

Caution, consult accompanying documents / BHumaHve, HanpaseTe cripaska B npuapyxasaluuTte AokymenTu / Pozor! Prostuduite si pilozenou dokumentaci! / Forsigtig,

se ledsagende dokumenter / Achtung, Begleitdokumente beachten / Mpoaooxn, oupBouAeuTteite Ta ouvodeuTikG €yypaga / Precaucion, consultar la documentacion adjunta /
Ettevaatust! Lugeda kaasnevat dokumentatsiooni / Attention, consulter les documents joints / Upozorenje, koristi prateéu dokumentaciju / Figyelem! Olvassa el a mellékelt
tajékoztatot / Attenzione: consultare la documentazione allegata / AGaitnanpI3, TMICTi KyxaTTapMeH TaHbIChiHbia / 2], 53-8 A A 3% / Démesio, Zidrékite pridedamus
dokumentus / Piesardziba, skatit pavaddokumentus / Voorzichtig, raadpleeg bijgevoegde documenten / Forsiktig, se vedlagt dokumentasjon / Nalezy zapozna¢ sig¢ z dotgczonymi
dokumentami / Cuidado, consulte a documentagéo fornecida / Atentie, consultati documentele insotitoare / BuumaHue: cm. npunaraemyto gokymentaumio / Vystraha, pozri
sprievodné dokumenty/ Painja' Pogledajte priloZzena dokumenta / Obs! Se medféljande dokumentation / Dikkat, birlikte verilen belgelere bagvurun / Ysara: avs. cynyTHio
[oKyMeHTaUjito / /N0y, T 2R AT SOk o

Upper limit of temperature / FTopeH numuT Ha Temnepatypata / Horni hranice teploty / @vre temperaturgraense / Temperaturobergrenze / Avitepo 6plo 8eppokpaaiag / Limite
superior de temperatura / Ulemine temperatuuripiir / Limite supérieure de température / Gornja dozvoljena temperatura / Felsé hdmérsékleti hatar / Limite superiore di
temperatura / TemnepatypaHblH pyKcaT eTinreH xofaprbl weri / ¢+ 5 / Auk$ciausia laikymo temperatara / Aug$éja temperatiras robeZa / Hoogste temperatuurlimiet / @vre
temperaturgrense / Gérna granica temperatury / Limite maximo de temperatura / Limitd maxima de temperatura / BepxHuit npegen temnepatypbl / Horna hranica teploty / Gornja
granica temperature / Ovre temperaturgréns / Sicaklik Ust siniri / MakcumansHa Temnepatypa / i %

Keep dry / Masete cyxo / Skladujte v suchém prostfedi / Opbevares tort / Trocklagern / @uAagre To oteyvo / Mantener seco / Hoida kuivas / Conserver au sec / Drzati na suhom

| Széraz helyen tartando / Tenere all'asciutto / Kyprak kyige ycra / 113 “3 ]l %] / Laikykite sausai / Uzglabat sausu / Droog houden / Holdes tert / Przechowywac w stanie
suchym / Manter seco / A se feri de umezeald / He nonyckate nonaganus enaru / Uchovavajte v suchu / Drzite na suvom mestu / Forvaras torrt / Kuru bir sekilde muhafaza edin /
Bepertu Big Bonoru / i { #1145

Collection time / Bpeme Ha cb6upane / Cas odbéru / Opsamlingstidspunkt / Entnahmeuhrzeit / Qpa ouloyrg / Hora de recogida / Kogumisaeg / Heure de prélévement / Sati
prikupljanja / Mintavétel idépontja / Ora di raccolta / XXunay yaksitsl / <=3 4] 7} / Paémimo laikas / Savaksanas laiks / Verzameltijd / Tid prevetaking / Godzina pobrania / Hora de
colheita / Ora colectarii / Bpemsi c6opa / Doba odberu / Vreme prikupljanja / Uppsamlingstid / Toplama zamani / Yac 3a6opy / K4} ]

Peel / O6enere / Oteviete zde / Abn / Abziehen / ATtokoAArfoTe / Desprender / Koorida / Décoller / Otvoriti skini / Huzza le / Staccare / ¥cTiHri kabaTbiH ansin Tacta / ¥17] 7] / Plésti
&ia / Atiimét / Schillen / Trekk av / Oderwac / Destacar / Se dezlipeste / Otkneuts / Odtrhnite / Oljustiti / Dra isér / Ayirma / Bigkneitu / #fi

Perforation / Mepcpopaums / Perforace / Perforering / Aidrpnon / Perforacion / Perforatsioon / Perforacija / Perforalas / Perforazione / Tecik Tecy / % 3|41 | Perforacija / Perforacija /
Perforatie / Perforacja / Perfuragéo / Perforare / NMepdopaums / Perforacia / Perforasyon / Mepdopauis / % fL

Do not use if package damaged / He nanonseaiite, ako onakoskarta e nospeaeHa / NepouZivejte, je-li obal poskozeny / Ma ikke anvendes hvis emballagen er beskadiget / Inhal
beschadigter Packungnicht verwenden / Mn xpnoipoTroieite €dv n ouokeuaoia €xel utrooTei {nuid. / No usar si el paquete esta dafado / Mitte kasutada, kui pakend on kahjustatud
I Ne pas I'utiliser si 'emballage est endommagé / Ne koristiti ako je oSte¢eno pakiranje / Ne hasznélja, ha a csomagolas sériilt / Non usare se la confezione & danneggiata

/ Erep naket 6yabinfan 6onca, nangananba / 3| 7] 2| 7} <=2 7 9- A& £ 4] / Jei pakuoté pazeista, nenaudoti / Nelietot, ja iepakojums bojats / Niet gebruiken indien de
verpakking beschadigd is / Ma ikke brukes hvis pakke er skadet / Nie uzywad, jesli opakowanie jest uszkodzone / Nao usar se a embalagem estiver danificada / A nu se folosi
daca pachetul este deteriorat / He ucnons3sosats npu nospexaexunu ynakosku / Nepouzivajte, ak je obal poskodeny / Ne koristite ako je pakovanje osteceno / Anvéand ej om
férpackningen ar skadad / Ambalaj hasar gérmisse kullanmayin / He BukopucToByBaTty 3a nowkokeHoi ynakosku / Ul A3 i, 1752144 A

Keep away from heat / Ma3sete ot TonnuHa / Nevystavuite pfilisnému teplu / Ma ikke udsaettes for varme / Vor Warme schiitzen / KpatijoTe 1o pakpid armé m 8gppétnta / Mantener
alejado de fuentes de calor / Hoida eemal valgusest / Protéger de la chaleur / Drzati dalje od izvora topline / Ovja a melegtél / Tenere lontano dal calore / CankbiH xepae cakta

| 45 9|8 oF g/ Laikyti atokiau nuo $ilumos $altiniy / Sargat no karstuma / Beschermen tegen warmte / M ikke utsettes for varme / Przechowywac¢ z dala od zrodet ciepta /
Manter ao abrigo do calor / A se feri de caldura / He Harpesatb / Uchovavajte mimo zdroja tepla / DrZite dalje od toplote / Far ej utsattas for varme / Isidan uzak tutun / Bepertu Big
aii Tenna / 3 B R

Cut / Cpexere / Odstfihnéte / Klip / Schneiden / Kowre / Cortar / Léigata / Découper / Rezi / Vagja ki / Tagliare / Kecinia / Z+2ku] 7] / Kirpti / Nogriezt / Knippen / Kutt / Odcia¢ /
Cortar / Decupati / Otpesats / Odstrihnite / Ise¢i / Klipp / Kesme / Poapisatu / 5]

Collection date / Jata Ha cbbupaHe / Datum odbéru / Opsamlingsdato / Entnahmedatum / Huepopnvia culoyrig / Fecha de recogida / Kogumiskuupéev / Date de prélévement /
Dani prikupljanja / Mintavétel datuma / Data di raccolta / XXunaraH TisGekyHi / 53] ‘2% / Paémimo data / Savaks$anas datums / Verzameldatum / Dato prevetaking / Data pobrania
/ Data de colheita / Data colectarii / flata cGopa / Datum odberu / Datum prikupljanja / Uppsamlingsdatum / Toplama tarihi / lata 3a6opy / &4 H 1]

pl/test / uL/tect / pL/Test / pL/egétaon / ul/prueba / plLiteszt / pL/€l 2~ E [ mkn/tect / pLityrimas / pL/parbaude / pL/teste / mkn/axania / ML/l

Keep away from light / MaseTe ot cBetnuHa / Nevystavuijte svétlu / Ma ikke udsaettes for lys / Vor Licht schiitzen / KparfioTe 1o pakpid améd 1o ewg / Mantener alejado de la luz /
Hoida eemal valgusest / Conserver a l'abri de la lumiére / Drzati dalje od svjetla / Fény nem érheti / Tenere al riparo dalla luce / KapaHfbinarraH xepge ycra / 812 v} aljof g} /
Laikyti atokiau nuo Silumos $altiniy / 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 lumin& / XpaHuTb B TemHoTe / Uchovavajte mimo dosahu svetla / DrZite dalje od svetlosti / Far ej utsattas for ljus / Isiktan uzak tutun / BeperTu Big aii caitna / ik 262k

Hydrogen gas generated / O6pasysaH e Bogopopa ras / Moznost Uniku plynného vodiku / Frembringer hydrogengas / Wasserstoffgas erzeugt / Anpioupyia agpiou udpoydvou /
Produccién de gas de hidrégeno / Vesinikgaasi tekitatud / Produit de I'nydrogéne gazeux / Sadrzi hydrogen vodik / Hidrogén gézt fejleszt / Produzione di gas idrogeno / laatektec
cyTeri nanpa Gonael / =4 7k~ AJ 41 / ISskiria vandenilio dujas / Rodas tdenradis / Waterstofgas gegenereerd / Hydrogengass generert / Powoduje powstawanie wodoru /
Produgéo de gas de hidrogénio / Generare gaz de hidrogen / BelaeneHne Bogopoga / Vyrobené pouzitim vodika / Oslobada se vodonik / Genererad vatgas / Agiga ¢ikan hidrojen
gazi / Peakujs 3 BUAineHHsm BogHio / 237 A4S
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Patient ID number / ] Homep Ha naumenTa / ID pacienta / Patientens ID-nummer / Patienten-ID / ApiBuég avayvwpiong acBevous / Nimero de ID del paciente / Patsiendi ID

/ No d'identification du patient / Identifikacijski broj pacijenta / Beteg azonositd szama / Numero ID paziente / MauneHTTiH naeHTudmkaumusansik Hemipi / -4 ID ¥ 3 / Paciento
identifikavimo numeris / Pacienta ID numurs / Identificatienummer van de patiént / Pasientens ID-nummer / Numer ID pacjenta / Nimero da ID do doente / Numar ID pacient /
WaeHTudmkaumroHHbIi Homep nauvenTa / Identifikaéné Cislo pacienta / ID broj pacijenta / Patientnummer / Hasta kimlik numarasi / lgeHtudpikatop nauieHta / & brifl 5

Fragile, Handle with Care / Yynnueo, PaGoTeTe ¢ HeobxoaumoTo BHUMaHue. / Kiehké. Pii manipulaci postupujte opatmné. / Forsigtig, kan ga i stykker. / Zerbrechlich, vorsichtig
handhaben. / Eu8pauaTo. XeipioTeiTe To pe Tpocoxn. / Fragil. Manipular con cuidado. / Orn, kasitsege ettevaatlikult. / Fragile. Manipuler avec précaution. / Lomljivo, rukujte
pazljivo. / Torékeny! Ovatosan kezelendd. / Fragile, maneggiare con cura. / Cbinfbil, abaiinan naigananbiea. / =4 714 7] 41-& #1 2] / Trapu, elkités atsargiai. / Trausls;
rikoties uzmanigi / Breekbaar, voorzichtig behandelen. / @mtalig, handter forsiktig. / Krucha zawarto$¢, przenosic ostroznie. / Fragil, Manuseie com Cuidado. / Fragil, manipulati
cu atentie. / Xpynkoe! O6paluatbes ¢ ocTopoxHocTbio. / Krehké, vyzaduje sa opatrna manipulacia. / Lomljivo - rukujte pazljivo. / Brackligt. Hantera forsiktigt. / Kolay Kirihir, Dikkatli
Taslyin. / TeHaiTHa, 3BepTaTuncs 3 obepexHicTio / i, /N

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 fir 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.”

www.bd.com/e-labeling
KEY-CODE: BDX441990

‘ Becton, Dickinson and Company
7 Loveton Circle
Sparks, MD 21152 USA
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