cobas® 4800 HPV Test C(O)baS®

FOR /N VITRO DIAGNOSTIC USE.

cabas® 4800 System Sample Preparation Kit | casoo smpLPREP | 980 Tests P/N: 05235804190
240 Tests P/N: 05235782130
cabas® 4800 HPY Amplification/Detection Kit I c4800 HPV AMP/DET | 960 Tests PN: 05235910190
250 Tests P/N: 05235901190
cobas® 4800 HPY Contrals Kit [casoowpvoms | 10 Sets P/N: 05235855190
cobas® 4800 System Liquid Cytology Preparation Kit | 4800 LIQ CYT | 960 Tests P/N: 05235839190
240 Tests P/N: 05235812190
cobas® 4800 System Wash Buffer Kit [ cuscomws | 960 Tests P/N: 05235871190
240 Tests P/N: 05235863190

NOTICE: The purchase of this product allows the purchaser to use it for amplification and detectian of nucleic acid sequences by
polymerase chain reaction (PCR) and related processes for human jn vitro diagnostics. No general patent or other license of any
kind other than this specific right of use from purchase is granted hereby.

INTENDED USE auaiitild unzandbsazamds 2.1

The cobas® 4800 Human Papillomavirus (HPV) Test Is a qualitative in vitro test for the detection of Human Papillomavirus in patient specimens, The
test utilizes amplification of target DNA by the Polymerase Chain Reaction (PCR) and nucleic acid hybridization for the detection of 14 high-risk (HR
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Indications for-use of the cobas® 4800 HPV Test are:

(a) The cobas® 4800 HPV Test Is Indicated for use in screening patients with ASC-US (atypical squamous cells of undetermined significance)
cemvical cytology results to determine the need for referral to colposcopy.

(b The cobas® 4800 HPV Test is indicated for use in screening patients with ASC-US cervical cytology results to assess the presence or absence
of high-risk HPV genotypes 16 and 18.

(c) The cohas® 4800 HPV Test is indicated for use adjunctively with cervical cytalogy to assess the presence or absence of high risk HPV types.
(d) The cobas® 4800 HPV Test is indicated far use adjunctively with cervical cytology to assess the presence or absence of HPV genotypes 16 and 18.

() The cobas® 4800 HPV Test is indicated for use as a first-line primary screening test to identify women at increased risk for the development of
cervical cancer or presence of high-grade disease.

(f) The cobas® 4800 HPV Test is indicated for use as a first-line primary screening test to assess the presence or absence of HPV genatypes 18.and 18,

The results from the cobas® HPV Test, tegether with the physician’s assessment of cytology history, other risk factors, and professional guidelines, may
be used to guide patient management. The results of the cohas® HPV Test are not intended to prevent women from proceeding to colposcopy.

SUMMARY AND EXPLANATION OF THE TEST

Persistent infection with human papillomavirus (HPV) is the cause of cervical cancer and its precursar cervical intraepithelial necplasfa (CIN)', The
presence of HPY has been implicated in greater than 89% of cervical cancers, worldwide®, HPV is a small, non-enveloped, double-stranded DNA virus, with
a genome of approximately 8000 nucleotides. There are more than 118 different types of HAV'®, and approximately 40 different HPVs that can infect the
human anogenital mucosa®. However, only a subset of 13 to 18 of these types Is considered high-risk for the development of cervical cancer and its
precursor lesions®™", In an analysis of data from the Intemationat Agency of Research en Cancer {IARC) multi-center case-control study, the pooled OR
(Odds Raﬁu} for squamous-cell cervical cancer with HPV infection was 158.2 when the analysis was restricted to studies using well validated HPY detection
techniques™. In this study, the odds ratios for cervical cancer ranged from 109 to 276 in studies from different parts of the world",

Although persistent infection with high-risk (HR) HPV is a necessary cause of cervical cancer and its precursor lesions, a very smalt percentage of
Infections progress to these disease states. Sexually transmitted infection with HPV Is extremely commen, with estimates of up to 75% of all women
experiencing exposure to HPV at same point™. However, > 503 of infected wamen will mount an effective immune response and clear the infection in
6 to 24 months without any long term health consequences’ . An infection with any HPV type can produce cervical intraepithelial neoplasia (CiN}
although this also usually resolves once the HPV infection has been cleared”. . '

In developed countries with cervical cancer screening programs, the Pap smear has been used since the mid-1950s as the primary tea! to detect early
precursors to cervical cancer. Althaugh it has decreased the death rates due to cervical cancer dramatically in those countries, the Pap smear requires
interpretation by highly trained cytopathologists and is a relatively inaccurate lest with a high rate of false negatives. Cytological abnormalities
abserved in the Pap smear are primarily due to infection with HPV; however, various inflammatary or sampling variatians can result in false positive Pap
results. Triage of an abnormal Pap smear involves repeat testing, colposcopy and biopsy. A histologically confirmed high-grade lesion must be
surgically removed in order to prevent the development of invasive cervical cancer.

Papillomavirus is extremely difficult to culture in vitro, and not all patients infected with HPV have a demonstrable antibody response. Nucleic acid
(DNA) testing by PCR is a non-invasive method for determining the presence of a cervical HPV infection. The implementation of HPY DNA tesling has
increased the efficiency of cervical cancer screening programs by detecting high-risk lesions earlier in women 36 years and older with NILM cytofogy

and by recucing the need for unnecessary colposcapy and treatment in patients 2L and older with ASC-US ovtalogy, Eurthermgre, the superior
ANYATTUNTHIITRAARATTUS Y AIATMIBEAAM IOUNd

The Document Revision Infarmation section is located at the end of this document. .
=
03641225001-21EN O BT Berreeeserereeeensees e riaenms sronsns UTEFTUN TN YT DO ROV 180

vevnrerseeelRlurerassnranenes NITUAT 07/‘/
\\“

9. AT Daeeverennans

o
2 3 BT 13 M I



sensitivity of HPV testing' over Pap smears for the detection of high grade disease in 2 screening population has been. well documented™. With
superior sensitivity established, HPV DNA testing as a first-line primary screening test has been proposed and adopted in some screening programs.
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Target Selection .

The cabas® 4800 HPV Test uses primers to define a sequence of approximately 200 nucleotides within the polymatphic L1 region of the HPV genome,
A pool of HPV primers present in the Master Mix is designed to amplify HPV DNA fram 14 high-risk types (16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59,
66, and 68)°*%%_ Fluarescent oligonuicleotide probes bind to polymarphic regions within the sequence defined by these primers.

AR 3ddignal primer bair and probe target the human p-giobingene (330, amiplican) 10, provide @ process control. 42 3.5.1 Tnternal cellular cantrol
" Target Aphiication

EagleZ05 DNA Polymerase™, a chemically medified version of Thermus species Z05 DNA polymerase™, Is utiized for "hot start’ amplification of the
HPV targets and the B-globin control. First, the PCR reaction mixture is heated to activate FagleZ05 DNA Polymerase, to denature the viral DNA and
genomic DNA and to expose the primer target sequences. As the mixture cools, the upstream and downstream primers anneal to the target DNA
sequences, The EagleZ05 DNA Polymerase, in the presence of divalent metal ion and excess dNTPs, extends the primer(s), and a second DNA strand
is synthesized. This completes the first cycle of PCR, yielding a double-stranded DNA copy of the target region of the HPV genome and p-globin gene.
The DNA Polymerase extends the annealed primers along the target templates to produce an approximately 200-base pair deuble-stranded HPY target
DNA molecule or a 330 base pair B-glabin DNA molecule termed an amplicon. This process is repeated for a number of cycles, each cycle effectively
doubling the amount of amplicon DNA. Amplification oceurs only In the region of the HPV genome and/or B-globin gene between the appropriate
primer pair, The entire genome is not amplified.

Automated Real-time Detection .

The cobas® 4800 HPV Test utilizes real-time™® PCR technology. Each cligonuclestide probe in the reaction is labeled with a fluorescent dye that serves
as a reporter, and with a quencher that quenches fluorescent emissions from the dye In an intact probe. As amplification progresses, prohes that are
complementary to the-amplicon bind to specific single-stranded DNA sequences and are cleaved by the 5 to 3' nuclease aclivity of the EagleZ05 DNA
Polymerase. Once the reparter dye is separated from the quencher by this nuclease activity, It emits fluorescence of a characteristic wavelength when
excited by the proper spectrum of light. This characteristic wavelength for each dye allows HPV16 amplicon, HPV18 amplicon, other HR amplieans (31, 33,
35, 38, 45, 51,.52, 56, 58, 59, 86 and 68) and the p-globin contral to be measured Independently because the probes specific for these sequences are
labeled with differen
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which i dedin the :Master ix:reagent.: catalyzes the cleavage of deoxyuridine-conteining DNA at the deoxyuridine residues by opening the
deoxyritiose chaln at the C1-position. When heated in the first thermal cycling step, the amplicon DNA chain breaks at the position of the deoxyuridine,
thereby rendering the DNA non-amplifiable. AmpErase enzynie is inactive at temperatures abave 55°C, i, throughout the themal cyeling_steps, and

therefore does not destroy targel amplioon,‘Ampkrase enzyme L ohas® 4800 HPV'Test has. héen‘demonstiated to'inactivate at least 10 copies of .
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REAGENTS

cabas® 4800 System Sampts Preparation it (c4800 SMPL PRER)
240 Tests (P/N: 05235782190)

Kit components Rengent Ingredlents Quontity per kit Safety symbol and waming®
MGP '

{cohas® AB0D System \
Megnallc Glaga Particlas) 93% lsopropanal

Magnele glass pasicles 10x46mL

DANGER
H225; Highly Nammable liquid and vapour.

H319: Causas serous eye imitation,

H326: May causa drowsiness or diziness.

P210: Keap away from heat, hot surfaces, sparks, open flames
and othar ignition sources. No smoking.

P233: Keep container ghtly sfosed.

P261: Avold breathing dust/ fume/ gas/ mist/ vopoursf spray,
P290: Wear protective gloves/ aya protestion/ face prataction.
P303 + P361 + P353; IF ON SKIN (or liair): Take off immediately
all cantamimated clothing. Rinse skin with wotarfshower,

P370 +P378: In case of fire: Usa dry sand, dry chemicol or
alcohol-rasistant faam to extinguish.

67-63-0 Propan-2-ol

EB
‘ 9 Tris bufter 1wxiamL N/A
(cobas™ 4B00D Systom
} Elution Butfer) D.08% Sodium nzide
: * Product safety labaling primarily follows EU GHS guidance
| ® Hozardous substance
\
j cohas” 4600 System Sampla Preparation Xit (c4800 SMPL PREF)
960 Tests (P/N: 05235804150)
|
| Kit companents Reagent ingredlentis Quaniity per kit ~ Safety symbol and waming®
map ® Magnetlc glass particles 10135 mL
(cobas™ 4800 System "
Magnetic Glase Particles) | 93% [sopropanol
| DANGER
| H225; Highly flarmnmable fiquid ond vapour
| H319: Causes serjous eyo Iritatlon.
| H336: May cause drowsiness or dizziness,
| P210: Kesp away from heat, kot surfaces, sparks. apen [lames
| and other ignition seusces. No smoking.
P233: Keep container tightly closed,
P261: Avaid braathing dust/ fume/ gas/ misV/ vapours/ spray.
P2a0: Wear protective gloves/ protactiva clothing / eyn
pratection/ face protection.
P303 + P361 + P353: IF GN SKIN (or hals): Take off immsdiataly
ali contaminated clothing. Rinse skin with water,
PA70 +P378: in case of fire: Usa dry sand, dry chemlgal or
alcohol-resistant faam to extinguish,
67-63-0 Propan-2-ol
| 8 +ria buiter t0x18mL N/A
| (cobias® 4800 System
| Elution Buffer) 0.09% Sodium ozide

* Praduct salaty lateling primarily follows EU GHS guidance
® Hozardous substance
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cohas® 4800 Systom Wash Buffer Kt (c4800 WB)

240 Tesla (P/N: 052358631¢0)

Kit components Reagent Ingradients Quantity par kit Salaly symbol and waming
WB o Scdium citrate dihydrate 10X 56 mb N/A
(cabas™ 4000 System '
Wash Buffer) 0.05% N-Methylisothlazelans HCI
cobas® 4800 System Wash Buffer Kit (c4500 WB)
960 Tasta (P/N: 05235871180)
Kit components Reagent [ngredionts Quantity per kit Salety symbol and waming
we » Sodlum citrate dihydrate 10x 200 ml. N/A
{cobns’ 4800 System
Wash Buffer) 0.05% N-Mathy! Iscthiazelone HCI
cabas® 4800 System Liquid Cytology Preparation Kit (c4806 LIQ CYT)
240 Yesla (P/N: 05235812190)
Kit components Reagent Ingradients Quantity perhit Safely symbaol and warming®
PK ‘Tris butfer lox09mL
{cobas”® 4600 Protelnase K)
< 0.05% EDTA
Calclum chlcrde y
Calcium acatate DANGER
Glycarol H317: May cause an alfergle skin reacton.
N H3a34: May cause ellergy or asthma symptams or breathing
< 295 Proteinase K difficulties if inhaled,
P261: Avoid breathing dust/ fume/ gas/ mist vapours/ spray.
P200; Wear preiectiva gloves. '
P284: Wear respiratory protaction, ’
P304 + P340; IF INHALED: Ramove person to fresh airand keap
comforlable for breathing.
P333 + P313: I skin Ivitation or rash occurs: Get medical advice/
attantion.
P342 + P211: If experiencing resplratery symptoms: Call a
POISGN CENTER/docton
39450-01-6 Proteinasa, Tritirachivm album serine
SDS Tris buffer 10x3mlL A
{cobas® 4800 Systern SDS
Reagent) 0.27% SDS
0.09%% Sodium ozide
Lys Tris butfer 10x10mL
(cobas® 4800 System Lysls ﬂ
Buffer) 379 (w/w) Guanidine HCP® y

< 69b Palydocanol”

DANGER
H302: Harm{ul if swallowed.

H315: Causes skin initation,

H318: Causes sarious eye damage.

P264: Wash skin theraughly aftar handling.

P270: Do nat eat, drink or smoka when using this product,

P280: Wear protective gloves/ aye protection/ face protestion,
P30l + P312 + P330: IF SWALLOWED: Call a POISCN
CENTER/doctor if you feg) unwell, Rinse mouth.

P308 + P351 + P338 + P310: [F IN EYES: Rinse cauticusly with
weater for several minutes. Remoave contact lenses, il present and
easy to do, Continue rinsing. Immediately cali 2 POISON
CENTER/doctar. .

PS501: Dispase of contents/ container ta an approved waste
disposal plant

50-01-1 Guanidinium chloride

8002-92-0 Palidacanc!

% product safety labaling primarily follows EU GHS guidance

® Hazardous substanee
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cabas® §800 Systsm Liquld Cytology Preparalfon Kit (c4800 LIQ CYT)

960 Tosts (P/N: 05235839180)

Kit componenta Reagent ingredicnts Quantity per kit Safety symbal and waming®
K Trs butfer 20x1.2mL
(cobas® 4800 Prateinase K)
< 0.053% EDTA
Calcium chlaride
Calclum acetata DANGER
Glycaro! H217: May causa an allargle skin reaction.
' H334: May causa allergy or asthma symptoms or breathing
< 240 Proteinase K difficulties If inhaled.
P261: Avold breathing dust fume/ gas/ mist/ vapours/ spray.
P280: Wear protactive glaves.
P204: Waar raspiratory proteclion,
P30A + P340; IF INHALED; Remcva persca to fresh alr and keap
comfantatle for braathing.
P333 + P313: If skin Irritatlon ar rash accwrs: Gat medical advice/
nllantion.
P342 + P311: I experiencing raspiratery symploms: Calla
POISON CENTER/doctor.
39450-01-5 Protelnase, Trititachium album serine
SDS Tris buffer 10x8mL NAA
(cobas® 4800 System SDS
Reogent) 0.29 SDS
0.65% Seddium azlda
Lys R Tds buffar 10236 mL
(cobas® 4800 Systam Lysls .
Buffer} 375 (wAw) Quanidine HCI
< 5% Palydacanal”

DANGER
H302: Harmils! if swallowed.

H315; Causes skin initatinn.

H318: Causes serious aye damage,

P264: Wash skin thoteughly after handling.

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

P280: Wear pretective gloves/ eya protection/ face protection,
P301 + P312 4 P330: [F SWALLOWED: Cail a POISON
CENTER/doctor if you fasl unwell, Rinse mouth,

P305 + P351 + P338 + P310; IF IN EYES: Rinse cautlously with
water for several minutes. Remove contact lenses, if prasent and
ensy to do. Continue rnsing, Immediately eall a POISON
CENTER/doctor.

P501: Disposa of contents/ container to an approved waste
dispesal plant

§0-01-1 Guanidinium chlorids

9002-92-0 Polldecancl

* praduct, safaty labeling primarily follaws EU GMS guidance

% Hazardous substance
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cobas® 4000 HPY Ampliftcation/Detactlon Kit (cagoo HPV AMP/DET)

240 Teals (P/N: 05235301150)

Kit cempanents Reagam ligradlents Quantity per kit Salaty symbol aml worning
HPVMNX Tricina buffer 10x05mL N/A
(cobas® 4500 HPV Master
Mix) Potassium ccetate

Patassium hydroxide

Glyceral

< 0.13% dATP, dCTP, dGTP, dUTP

< 00146 Upsiream and downstream HPV primers

< 0/019b Upstraam and downsteeam f-glabin primars

< 0019 Fluorescent-labeled HPV probas

< 00145 Fluorescent-labeled p-globin probes

< (109 EagfeZ0§ DNA polymerase (microblol)

< 0.10%h AmpErasa (uracil-N-giycosylase) anzyme

{micreblal)

0,099 Scdium nzids
HPV Mgan Magnaslum acetate 10x1.0mL N/A
(cobas® 4800 HPV Mg/Mn
Salution) Manganesa acetals

< 0,024% Glacial acatlc acid

0.08% Sodium ozide
cobas® 4000 HPV Amplification/Detection Kit (4800 HPY AMP/DET)
0960 Tosts (P/N: 05235310150)
Kitcomponents - Resgent Ingradlents Quantity per kit Salsty symbol and waming
HeY miqx Tricine bulter 2x1.0ml WA
(cobas® 4800 HPY Master
Mix) Petasslum ccetate

Potassium hydroxide

Glycoral

< 0.13% dATP, &CTP, ¢GTP. dUTP

< 0,019 Upstream and downstream HPY primers

< 0.01% Upstream and downsiream B-globin primers

< 0,018 Fluorescent-labeled HPFV probes

< 0.01% Fluorgscent-labeled P-globin prabes

< 10,30% EagleZ05 DNA polymerasae (microblaf)

< 01,1045 AmpErase {uracil-N-glycosylase) enzyms

{microbiol)

0.08% Sadium ozide
HPY Mg/Mn Magnesium acetats 10x1omL R/A
(cobas® 4800 HPY Mg/Mn
Solution) Manganaese acetate

< 0.029b Glaclal acstic acid
0.08%0 Sodlum azlde
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cobas® 4800 HPV Caonirols Kit (c4800 HPV CTLs)
10 Sats (P/N; 05235855190)°

Kit components Reagent Ingredlents Quantity por kit Safety symbot and waming
HFY (#)C Tris buffar 10x05 mL N/A
(cobas® 4800 HPV Positive
| Control) EDTA
0.653% Sodium ozide

< 00000185 Poly rA RNA (symthetic)
< 0.00001% MNon-{nfectious plasmid DNA (microblal)
containing HFV 18, 18, 32 sequences
< 0.06001%% Non-infecticus plasmid ONA (microblal
containing human §-globin ssquences

Ge Tris buffer 10x05 mk N/A
(cotns® 4800 System
Negotive Control) EDTA

0,069b Scdium azide

< 9.000015% Poly rA ANA (synthelic)

‘ NOTE: Product safety labeling primatily follows EU GHS guidance.

WARNINGS AND PREGAUTIONS

A
B.
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|
|
|
|
‘ STORAGE AND HANDLING REQUIREMENTS
|

FOR IN VITRO DIAGNOSTIC USE.

This test is for use with cervical specimens collected using Roche Cell Callection Medium, cobas® PCR Cell Collection Media, PreservCyt” Solution
and SurePath™ Preservalive Fluid.

Do not pipette by mauth.

Do not eal, drink or smoke in laboratory work areas. Wear protective disposable gloves, laboratory coats and eye protection when handling
specimens and kit reagents. Wash hands thoroughly after hendling specimens and test raagents.

Avoid micrablal and DNA contamination of reagents.

Dispose of unused reagents and waste in accordance with country, federal, state and local regulations.

Do not use reagents after their expiration dates.

Do net pool reagents.

Material Safety Data Sheets (MSDS) are available on request from your local Roche office.

Gloves must be worn and must be changed between handling specimens and cohas® 4800 reagents to prevent contamination.

Specimens should be handled as infectious using safe labaratory precedures such as those autlined in Biosafety in Microbiological and Bicmedical
Laboratories™ and in the CLSI Document M29-A3™,

LYS contains guanidine hydrochloride. Da not allow direct contact between guanidine hydrochloride and sodium hypochlorite (bleach)
or other highly reactive reagents such as acids or bases. These mixtures can release a.noxious gas. If liquid containing guanidine
hydrochloride is spilled, clean with suitable laboratory detergent and water. If a spill occurs with potentially infectious agents, FIRST clean the
affected area first with laboratory detergent and water, and then with 0.5% sodium hypochtorite.

. MGP contains isopropanol and is highly flammable. Keep away from open flames and potential spark producing enviranments.
. EB, SDS, HPY MMX, HPY Ma/Mhn, (=) C, and HPV (+) C contain sodium azide. Sedium azide may react with lead and copper plumbing to

form highly explosive metal azides. While disposing of sodium azide containing solutfons down laboratory sinks, flush the drains with a large
volume of cold water to prevent azide buildup.

Wear eye prolection, labaratory coats and disposable gloves when handling any reagents, Avoid contact of these materials with the skin, eyes or mucous
membranes. If contact does occur, immediately wash with large amounts of water. Burns can oceur if left untreated. If spills aceur, dilute with water before

wiping dry.

All disposable items are for one time use. Do not reuse.

Do not use sodium hypochlorite solution (bleach) for cleaning the cobas X 480 instrument or cabas z 480 analyzer, Clean the cobas X 480
instrument or cobas Z 480 analyzer according to procedures described in the cobas® 4800 System - User Assistance.

For additional warnings, precautions and procedures to reduce the risk of contamination for the cobas x 480 instrument or cobas 2 480 analyzer,
consult the cobas™ 4800 System - User Assistance.

Do not freeze reagents.
Store MGP, EB, PK, SDS, LYS, HPY MMX, HPY Mg/Mn, HPV (+] Gand (-} Gat 2-8°C. These reagents are s ble until the expiraki nﬁ@lﬁﬁﬁiaated.
Store WB at 15-25°C. This reagent is stable until the expiration date indmﬁniium'ﬁwmﬂ%ﬁ&umm TR
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MATERIALS PROVIDED

A,

o

caohas® 4800 System Sample Preparation Kit
(P/N: 05235782130)

MGP

(cobas® 4800 System Magnetic Glass Particles)

EB ’

(cobas® 4800 System Elution Buffer)

cobas® 4800 System Sample Preparation Kit
(P/N: 05235804190)

MGP .

(cobas® 4800 System Magnelic Glass Particles)

EB

{cohas® 4800 System Elution Buffer)

. cobas” 4800 System Wash Buffer Kit

(P/N: 05235663120)

ws
(cobas® 4800 System Wash Bufier)

. cobas® 4800 System Wash Buffer Kit

(P/N: 05235871190)

WwB
(cobas® 4800 System Wash Buffer)

cobas® 4800 HPV Amplification/Detection Kit
(P/N: 05235901190)

HPY MMX

(cobas® 4800 HPV Master Mix)

HPV Myg/Mn

(cabas” 4800 HPV Mg/Mn Solution)

cobas”® 4800 HPY Amplification/Detection Kit
(P/N: 05235910190)

HPV MIMX

(cobas® 4800 HPV Master Mix)

HPV Mgan

(cobas® 4800 HPV Mg/Mn Solution)

cobas® 4800 System Liquid Cytalogy Preparation Kit
(P/N: 05235312180)

PK

[cahas® 4800 Proteinase K)

sDS

(cobas® 4800 System SDS Reagent)

LYS
(cobas® 4800 System Lysls Bufier)

. cobas® 4800 System Liguid Cytology Preparation Kit

(P/N: 05235839190)

PK o
(cobas” 4800 Proteinase K)

SDS
(cobas® 4800 System SDS Reagent)

LYS o
(cobas” 4800 System Lysis Bufler)

cobas® 4800 HPV Controls Kit
(P/N: 05235855190)

HPY (+) C

(cobas® 4800 HPV Positive Contral)
:)C ,

(cobas® 4800 System Negative Controd)
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c4800 SMPL PREP 240 Tests
[ caso0 SmpL PREP 960 Tests
[ cosoows | 240 Tests

| cA80D0 WB | 960 Tests

[ casoe HPY AMP/DET | 240 Tests

c4800 HPV AMP/DET 960 Tests

c48p0 LIQ YT 240 TBSIS

|_cﬁauu Liq cYT 960 Tests
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MATERIALS REQUIRED BUT NOT PROVIDED
Specimen and Reagent Handling

» cobas® PCR Cell Callection Media (Rache P/N 05619837190, aptional)
«.Rache Cell Coflection Medium (Roche P/N 07994745180, optional)

s Roche Cell Collection Medium Replacement Caps (Rache P/N 08037230190, optional)
o Carvical Collection Brush (Roche. P/N 08399832190, aptional)

« CO-RE Tips, 1000 L, rack of 86 (Roche P/N 04633642001 or Hamilton P/N 235905)

« 50 ml. Reagent Reservair (Roche P/N (05232732001)

» 200 mL Reagent Reservoir (Roche P/N 05232759001)

o Far HPV ASAP v2.0.1 use cobas® 4800 System Extraction (deep well) plate 1.6 mL (Rache P/N 05232716001)
» For HPV ASAP v2.1 use cobas® 4800 System Extraction (deep well) plate 2.0 mL (Roche P/N 06884008001)

« cohas® 4800 System AD (microwell) plate 0.3 mL and Sealing Film (Roche P/N 05232724001)

+ Solid waste bag [Roche P/N 05530873001 (small} or 04691983001 (large)]

« Hamilton STAR Plastic Chute (Roche P/N 04639663001)

» Tubes 13 mL Round Base (Roche: P/N 07958046190) for use as secondary sample tubes

» Caps, neutral color (Rache P/N 07958056190; for recapping post-run specimens in 13 mL Round Base tubes)
« Disposable gloves, powderless

Instrumentation and Software

+ cobas x 480 instrument

« cobas 7 480 analyzer

« cobas® 4800 System Controf Unit with System Software version 2.2 or higher
o cobas® 4800 System cobas® HPV AP software version 2.0. or higher

Optional Equipment and Materials

» cobas® Sample Prep Buffer (Roche P/N.06526985190; Tris buffered detergent)*
s Pipeties: capable of delivering 1000 pL

« Aerosol barrier DNase-free tips: capable of delivering 1000 L

+ Centrifuge equipped with a swinging bucket rotor with minimum RCF of 1500
¢ Stand-alane magnetic plate (Roche P/N 05440777001)

« Vortex Mixer {single tube)

« Multi-tube vortexer [e.g, VWR P/N 58816-116]

« Heat-resistant barcede labels (RACO Industries; Cat # RAC-225075-8501)
« Thermometer -20/150°C (VWR Cat¥ 88095-600] or equivalent

« Digital Hzater Block 120¥ (VWR Cati¥ 75838-294) or equivalent

« 12-Hole Heat Block Madule 16mm (VWR Cat# 13259-162) or equivalent

* An open bottle of cobas® Sample Prep Buffer (CSPB) may be stored at ambient temperature (15-30°C) for up ta 21 days and up to

treatment of SurePath™ samples.

It they, are capable of transinitting iifectiotis agenfts.. 5 .

61 Media, PreservCyt® Solution.and SirePath™

1

B.

Specimen Transport

Cervical specimens collected in Roche Cell Collection Medium, colas® PCR Cell Collection Media, PreservCyt” Solution and SurePath™ Preservative
Fluid can be tragsporled at 2-30°C, Transpartation of HPY specimens must comply with country, federal, state and Iocal regulations for the transport of
eticlagic agents™.

C.

Cervical specimens collected in Roche Ceil Collection Medium,
for up to 6 months after the date of collection, Cervical specimens co
or may be stored at 15-30°C for up to 6 weeks after the date of collection provi

Specimen Storage

reversed through treatment with cobas® Sample Prep Buffer prior to HPY testing.

INSTRUCTIONS FOR USE

NOTE: Al reagents except HPV MVIX and HPY Mg/Mn must be at ambient temperature prior to foading on the cobas x 480
instrument. The HPY MMX and HPV Mg/Mn may be taken directly from 2-8°C storage as they will equilibrate to ambient

temperature on board the cobas x 480 instrument by the time they are used in the process.
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NOTE: Specimens in Roche Cell Collection Medium, cobas® PCR Cell Collection Media, PreservCyt® Solution and
SurePath™ Preservative Fluid must be at amblent temperature hefore loading on the cobas x 480 instrument.

NOTE: Refer to the cobas® 4800 System - User Assistance for detalled operating instructions.

Run Size: 70 3.5 arriAnnildege 96 wrskaTauNIINTINTIN Contral

The cobAsS. 4600 Systar IS designed b supporLing colias 4500, HPY. TeSt Wit i s1265.(70r; 4.10,06 Specimens pls COnUols (up to 96 assaysper un):)
Each cobas® 4800 System Sample Preparation Kit, cobas® 4800 System Liquid Cytology Preparation Kit and cobas® 4800 System Wash Buffer Kit
contains reagents sufficient for 10 runs of either 24 tests (240 tests per Kif) or 96 tests (960 tests per kil). Each cobas® 4800 HPV Amplification/Detection
Kit contains reagents sufficient for 10 runs of either 24 tests (240 tests per kit) or 96 tests (360 tests per kit); multiple 240 Test Kits can be used to optimize
reagent usage for 48 or 72 tests. The cobas® 4800 HPY Contrals Kit contains reagents sufficient for a total of 10 runs (10 sets per kit). The minimum run
size on the cobas® 4800 System is 1 specimen plus contrals. One replicate of the cobas® 4800 System Negative Control {(=) C] and ane replicate of the

cobas” 4800 HPY Positive Control [HPV (+) C] are required to perform each test run (see “Quality Conirol” section).

Workflow:

NOTE: Although not an optimal use of reagents, a System Sample Preparation 960 Test Kit can be used for a 24 sample run
and an HPV Amplification/Detection 960 Test Kit can be used for a 24, 48, or 72 sample run.

The cabas® 4860 HPY Test can be run using either of two workflows, referred to as “Full Workflow" or “Recavery Workflow” within the cobas® 4800 Software.

HPV Full Workflow;
The *HPV Full Workflow” consists of sample preparation on the cabas x 480 instrument followed by amplification/detection on the cobas 2 480 analyzer.
Run size can be a 24-test format (from 1 to 22 specimens plus 2 controls) or & 96-test farmat (from 1 to 94 specimens plus 2 conlrols), Refer to the
“Performing a Full Warkflow® section below and the cobas® 4800 System - User Assistance for details.

PV Recovery Workflow:
The “HPV Recovery Workflow" consists of manual PCR plate setup using eluate from the processed deeg well piate followed by amplification/detaction on
the cabas 2 480 analyzer. Refer to the “Performing a Recovery Workflow” section below and the cobas™ 4800 System - User Assistance for detalls.
Specimens:
There are four cervical specimen types that can be assayed using the cobas® 4800 HPY Test: a) cervical specimens in Rache Cell Collection
Medium.[B] cervical specimens in PreservCyt® Solution, ¢) cervical specimens in cobas® PCR Cell Collection Media and d) cervical specimens In
SurePath™ Preservative Fluid. Roche Cell Collection Medium, PreservCyt” Solution, and cobas® PCR Cell Collection Media specimens may be processed
directly out of thelr primary containers with a proper barcade or out of a properly barcoded 13 mL round-based tube on the cobas x 480 instrument.
SurePath™ specimens must be transferred into a praperly barcoded 13 mL round-based tube for specimen treatment (See Treatment of Surepath™
primary specimens section) and processing on the cobas x 480 Instrument. Consult the cobas® 4800 System - User Assistance for proper barcoding
procedures and the list of acceptable barcodes for the cobas® 4800 Systen. '

NOTE: SurePath™ specimens must be treated witl cobas® Sample Prep Buffer to reverse matrix-induced cross-links prior to
HPY testing on the cobas” 4800 System.

Treatment oISgreEathm primary specimens with cobas® Sample Prep Buffer to reverse matrix-induced crosslinks

NOTE: Heat-resistant barcades are required for tubes used to reverse matrix-induced cross-finks (see the Optlonal Equipment and
Materials section).

NOTE: It is recommended that steps B, C, G and H below are done In a biolagical haod to minimize possible cross-contamination.

A Prepare a barcoded 13 mL round-based tube with 0.5 mL of cobas® Sample Prep Buffer for each SurePath™ specimen to be tested.

An open bottle of cobas® Sample Prep Buffer (CSPB) may be stored at ambient temperature (15-30°C} for up to 21 days and up to 4 separate
uses for the pre-analytic treatment of SurePath™ samples.

B. Vortex SurePath™ specimens for 10 seconds prior to transfer, Transfer 0.5 mL of each SurePat specimen into a 13 mL round-based tube
prepared in step A. Re-cap each tube before moving to the next. Always change pipel tips for each specimen,

Vortex each tube for 1 second.
Transfer tubes to the heating unit set at 120°C (see Opticnal Equipment and Materials section). Up te 48 tubes can be processed per batch,

C.
D.
E. Heat for 20 minutes.
F
G

hIM

Aiter heating, remove tubes to a collection rack and coal at ambient temperature for 10 minutes.
. Vorlex each tube for 5 seconds.
H. Transfer tubes to 24 position cobas® 4800 specimen racks, discard caps and process en the cobas® 4800 System for HPY testing.

SurePath™ specimens treated with cobas® Sample Prep Buifer can be stored for future HPV testing if, for example, cytology evaluation s required

first. The following procedure should be followed:

A.  Follow the treatment procedure above to step G.

B. Stare tubes with SurePath™ specimens treated with cohas® Sample Prep Buffer at 2-30°C for up to 4 weeks prior to HPV lesling on the
cobas” 4800 System,

NOTE: The minimum volume required in the Roche Cell Collection Medium, cobas® PCR Cell Collection Media, and
PreservCyt® Solution primary containers is 3.0 mL. When using 13 mlL round-based secondary tubes, fill to a minimum volume
of 1.0 mL and a maximum volume of 10 mL.

NOTE: Use only Roche Cell Calfection Medium, cobas® PCR Cell Collection Media Pr.-a.-se.l"m'C.‘_;rt'ﬁ‘J Solution and SurePath™ Preservative
Fiwid to collect cervical specimens for the cobas® 4800 HPV Test. The cobas® 4800 HPV Test has not been validated with other
media types. Using the cobas® 4800 HPV Test with other media types could lead to false negative, false positive and/or

invalid results.
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NOTE: To avoid cross-contamination of processed specimens, additional caps for vials (see Materials Required But Not
Provided section) should be used to recap specimens after processing. Re-cap tightly. Store and ship the vials in
upright orfentation.

NOTE: It may be negessary to. aliquot specimens into barceded 13 ml round-based tubes for processing on the
cobas x 480 instrument. Use pipeltors with aerosol-barrier or positive-displacement tips to handle specimens. To avoid
cross-contamination of processed specimens, additional caps for these tubes in an alternate color (neutral; see Materials
Regquiired But Not Provided section) should be used to recap these specimens after processing.

NOTE: Use caution when transferring specimens from primary containers to 13 mL round-based secondary tuhes. Vortex
primary specimens prior to transfer. Change pipet tips after each specimen, :

NOTE: Do not process specimens which appear bloady or have a dark brown color.

A single tin can have any combination of specimens (Roche Cell Coltection Mediumn, cobas® PCR Cell Collection Media, Preseeryt@Solution and/or
SurePath™ Preservative Fluid) and each specimen can be tested with either the HPV High Risk ar HPV High Risk Plus Genotyping sub-tests.

Workflows

Performing a Full Workflow:

The cobas® 4800 HPV Test may be used for 1to 94 specimens plus cne cohas® 4800 System negative control and ane cobas” 4800 HPV positive control.
Perform the system startup and maintenance procedures by following the instructions in the cobas® 4800 System - User Assistance.

Start a new run by clicking the “New run” button.

In the Selection test window, select Workftow type “Full” then select the Test “HPV™,

Enter a run name ar leave as the default run name, then click "0 to proceed.

Follow the software wizard guide to load specimens.

NOTE: Specimens can be loaded in barcaded primary or secondary tubes in any order.

NOTE: If primary containers for Roclie Cell Collection Medium, cobas® PCR Cell Collection Media, and PreservCyt® Solution
specimens are used for processing, vortex prior to loading.

6. Select a Specimen type for each specimen.
« Choose "PC" for crdering Roche Cell Collection Meadium, PreservCyt® Solution, or cobas® PCR Cell Collection Media specimens.

s Choose “SP" for ordering SurePath™ Preservative Fluid specimens.

oo @

H.  Select the Request result for each specimen,

o Choose Reguested result "HPV High Risk Panel” to report any one of, or combination of high risk HPV types: 16, 18, 31, 33, 35, 39, 45, 51, 82,
56, 58, 59, 66, 68 test resuits.
+  Choose Requested result “HPV High Risk Panel Plus Genotyping” to report any one of, or combination of high risk HPV types: 31, 33, 35, 39,
&5, 51, 52, 56, 58, 59, 66, 68 and to separately report high risk HPV Type 16 and high risk HPV Type 18 test results.
. Follow the software wizard guide to load all consumables.
J.  Follow the software wizard guide to load all reagents.

NOTE: Controls [HPV (+) € and (-} C] are not loaded together with specimens. They are loaded onto the reagent carrier
during reagent loading. Twae pasitions (A1 and B1) on each of the Extraction plate and microwell plate are reserved for the
HPV (+) and (=) controls, respectively.

NOTE: The cobas® 4800 System has an internal clock to manitor the length of time the reagents are on-hoard. Unce the Wweis
scanned, 1 hour is allowed to camplete the loading process and click on the Start botton. A countdown timer is displayed
on the Workplace Tab. The system will not allow the run to start if the on-board time has expired,

NOTE: To assure the accurate transfer of MGP, vortex or vigorously shake the MGP vial prior to dispensing into the
_reagent reservoir..

K. Load the sample prepa Gents QWB, AGP, €8, SOS and LYS) into the barcoded reagert reseivolrs using the scan-stan-poir-placé” method:™
ican the.reagent botlé-barcade’;

» “Sein th ol
s Polirthe reagent into the res A
o Pl tha filled réagentréseivairinto the;designated position 6 the reagent carler -

)
ua 3.9

[ The reagent reservoirs are available in two sizes: 200 ml and 50 mi. Fallow the soitware wizard guide to select the appropriate.reagent reservoir

sizes. The reagent reservoir barcodes must face to the right of the carrier. _

NOTE: Amplification/detection reagents (HPV MMX and HPY Mg/Nin), Controls [HPV (+) C and (=) C] and PK are loaded
directly onto the reagent carrier and scanned by the colras x 480 instrument aulomatically.

NOTE: All reagents and reagent reservoirs are barcoded and designed for one time use. The cobas® 4800 Software tracks the use
of the reagents and reagent reservoirs and rejects previously used reagemts or reagent reservoirs. The software also verifies
that sulfficient reagents are loaded on the instriinent.

NOTE: The cobas® 4800 Software tracks the expiration date of all reagents. Reagents that are beyond thelr expiration date will
not he accepted for use on the cobas” 4800 Systetn.

M. Start sample preparation by clicking on “Start Run®,

ANEATINMINIITUHANIUSEMPTIRBEmsetind

-
05641225001-21EN @A Deverrrrrrnaiores ........:;}q.........Uﬁtﬁ’}‘dﬂi‘iuﬂ’n Doc Rey. 19.0
A
0,843 0. s M}Lés . 015N ;
e v B R TTUONT W

-




N. After successful completion of sample preparation, click **Unload’ to unload the plate carrier.
** The status of sample preparation can be reviewed at this point, prior to clicking “Unload”. See the cobas® 4800 System - User Assistance.

0. Follow the instructions in the cabas® 4800 System - User Assistance to seal the microwell plate, transport the plate to the cobas z 480 analyzer
and start the amplification and detection run.

NOTE: The cobas® 4800 System has an internal clock to monitor the length of time after addition of the prepared samples to
working master mix. Amplification and detection should he started as soon as possible but no later than 90 minutes after
the end of the cobas x 480 instrument run. A countdown timer is displayed on the Workplace Tab.

P. When the amplification and detectlon run Is completed, unload the microwell plate from the cobas z 480 analyzer.
Q. Follow the instructions in the cobas® 4800 System - User Assistance to review and accept results.
Perfarming a Recovery Workflow

NOTE: The Recovery Workiflow is available as a recovery option in the event that the full workifow cannot be completed due to
circumstances beyond the user’s control (e.g. power failure during amplification/detection run).

NOTE: Only samples successfully processed on the cobas x 480 instrumenit can be amplified/detected using the Recovery rui.
System surveillance for reagents and consumables is limited during the Recovery run. No sample position tracking is
provided when using the Recovery workflow - the end user must ensure that the actual position of a sample on the
microwell plate corresponds to the one designated in the Recovery Plate Layout Report Work Order file. Extreme care must
be exercised while preparing the microwell plate to ensure proper PCR set-up and to avoid contamination,

NOTE: Samples processed on the cobas x 480 instrument have limited stahility. They must be amplified/detected using the
Recovery workflow within 24 hours if stored at 2°C to 30°C.

Start a Recovery run by clicking the New run button,
In the Test Selection window, select “Recavery” then select test type "HPV",
Enter a run name orleave as the default run name, then click OK to proceed.
Select a run to recover. .
If using HPV ASAP v2.1, scan the ortginal DWP ID from the full workflow.
Enter the new MWP ID. '
Enter the Master Mix and Metal lons IDs for all Amplification/Detection reagent vials in the kit.
Prepare the cobas® 4800 HRY working master mix:
1. Fora 240 Test Kit, add 240 pL of HPV Mg/IVa to one vial of HPY MMX (0.5 mL vial from 240 Test Kit).
2. For a 960 Test Kit, add 450 pl of HPV Mg/Mn lo each of the two vials of HPY MMX (1.0 mL vials from 960 Test Kit).

NOTE: The Recovery run must be started within 90 minutes of addition of HPV Mg/n to the HPV MIIX. The system does not
monitor the length of time after addition of the prepared samples fo working-master mix in the Recovery workflow. The end
user must ensure that amplification and detection is started within the allotted time.

. Thoraughly mix working master mix by carefully inverting the vial(s). Do not vortex the working master mix.
J. Transfer 25 pL of warking Master Mix to the required wells in the microwell plate.

K. Place the Extraction plate from the run to be repeated onto the stand-alone magnetic plate.

L.

Manually transfer 25 pL of eluate from the Extraction plate wells to the corcesponding wells in the microwell plate. Ensure that well positions are
maintained (eg. eluate in A1 well in Extraction plate is transferred to A1 on the microwell plate). Ensure that no MGP is carried aver to lhe
microwell plate.

. Follow the instructions in the cobas® 4800 System - User Assistance to seal the microwell plate.

. Centrifuge the microwell plate using a swinging bucket rotor for at least & seconds at 1500 RCF.

. Transport the plate to the cobas z 480 analyzer and start the amplification and detection run.

When the amplification and detection run is completed, unload the microwell plate from the cobas z 480 analyzer.
. Follow the instructions in the cobas® 4800 System - User Assistance to review and accept results.
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interpretation of Results

NOTE: Al assay and run validation is performed by the cobas® 4800 Software.
NOTE: A valid run may include both valid and invalid specimen results.

For a valid tun, specimen results are interpreted as shown in Tables 1 and 2:

Table 1 '
Resalt imterpretation of the cobas” 4800 HPV Test for Presence of HPV DNA -
cobas®
4800 HPY Result Report and Interpretation
Test
Requested Result “HPY High Risk Panel™;
High Risk HPV Positive
POS HR HPV | Specimen is pasitive for the DNA of any ene of, or combination of, the following high risk HPV types: 16, 18, 31, 33, 35, 39, 45, 51, 52,
56, 58, 59, 66, 68.
NEG HR HPY High Risk HPV Negative®
HPV types 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 86 and 68 DNA were undetectable or below the pre-set thresheld.
High Risk HPV Invalid .
1nvalid HR HPV The results for HR HPV are invalid: For PreservCyt” specimens, the original specimen should be re-rtested no mare than two times to
obtain valid resuits. If the results are still invafid-a new specimen should be obtained. For SurePath ™ specimens the original specimen
should be retested If sufficient volume remains. !f the results are still invalid a new specimen should be obtained.
No Result for Specimen '
Failed Consult the cobas® 4800 System - User Assistance for instructions to review run flags and recommended actions. Original -

specimen should be re-tested to obtain valid result,

Reauested Resuit "HPV High Risk Panel Plus Genotyping™

Other High Risk HPV Positive

POS atphver HR Specimen is positive for the DNA of any one of, or combination of, the following high risk HPV types: 31, 33, 35, 39, 45, 81, 62, 56, 58,
b9, 66, 8.
MEG Other | Other High Risk HPV Negative®
HAHPY | HPV types 31, 33, 35, 39, 45, 61, 52, 56, 58, 59, 66 and 68 DNA were undetectable or below the pre-set threshold.
Invalid Other High Risk HPY
Invalid Other | The result for Other HR HPY is Invalid. For PreservCyt® specimens, the original specimen shoutd be re-tested no more than two times
HRHPV | to obtatn valid resuits. f the resuits are still invalid a new specimen should be obtained. For SurePath™ specimens the original
_ specimen should be retested if sufficient volume remains. If the results are still invalid a new specimen should be obtained.
HPV16 Positive
POS HFV15 Specimen is positive for HPV type 16 DNA,
HPV16 Negative®
NEG HPV18 HPV type 16 DNA was undetectable or below the pre-set threshold.
Invalid HPV16
nvalid HPV16 | The resuit for HPV16 is Invalld. For PreservCyt™ specimens, the original spacimen should be re-tested no mare than two times to
obtain valid results, If the results are still invalid a new specimen should be obtained. For SurePath™ specimens the original
specimen should be retested If sufficient volume remains. If the results are still invalid a new specimen should be obtained.
' HPV18 Positive
POS HPV18 Specimen is positive for HPV type 18 DNA.
HPV18 Negative®
NEG HPVIB | poy type 18 DNA was undetectable or below the pre-set threshold,
Invalid HPY18 o
invalid HPV18 The result for HPV18 is Invalid. For PreservCyt® specimens, the original specimen should be re-tested no more than two times to
a obtain valid results, If the results are still invalid a new specimen should be obtained. For SurePath ™ specimens the original
specimen should be retested if sufficient volume remains. If the results are still invalid a new specimen should be obtained.
No Result for Specimen '
Failed Consult the cobas”® 4800 System - User Assistance for instructions to review run flags and recommended actions. Original specimen

should be re-tested to obtain valid results.

*A negative result does not preciude the presence of HPV infection because resilts depend on adequate specimen collection, absence of
inhibitors, and sufficient DNA to be detected.
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Table 2
Resuit Interpretation of the caobas® 4800 HPV Test for Patients with Cytological Abnormalities

Results Interpretation
ﬁgg ﬁg{?]raHR HPV", NEG HPV1S, Very law Jikelihood of underlying = CIN2.
ﬂopsi%ther HR HPV", NEG HPV16, NEG Increased likelihood that underlying = CIN2 wifl be detected at colpascopy.
POS HPV16 and/or POS HPV18 Highest likelihood that underlying 2 CIN2 will be detected at colposcopy™”.

*(ther HR HPV DNA includes the following types: 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 66, 68.
NOTE: HPV negative results are not intended to prevent women from proceeding te colposcopy.
NOTE: In addition to the results tabufated above, invalid resuits for one or more combinations Is also possible. If such a result
Is obtained, for example:
Other HR HPV NEG, HPV16 POS, HPV18 Invalid

The positive and negative results should be interpreted as shown in Table 1. In this example, HPV 18 resulls are invalid, The
original specimen should be re-tested no more than two times to obtaln valid results. If the results are still invalid a new
specimen should be obtained,

NOTE: Negative results indicate HPY DNA concentrations are undetectable or below the pre-set threshold,

NOTE: Positive test results. indicates the presence of any one or more of the high risk types, but since patients are often
co-infected with fow-risk types it does not rule ot the presence of low-risk types in patients with mixed infections.

NOTE: Results of this test should only be interpreted in canjunction with information available from clinical evaluation of the
patient and patient history.

LIST OF RESULT FLAGS
The following tabie lists common flags for the cobas® 4800 HPV Test which are relevant for resuit interpretation. Refer to
the cobas® 4800 System - User Assistance for a full list of flags.

Table 3
List of flags for cabas® 4800 HPV Test
Flag code -Description Recommended action
R20 Positive control is invalid. Positive control values were invalid,

1. Repeat entire run with fresh reagents.
2. If the problem persists, contact Roche Service,

R21 Negative control is invalid. Negative control values were invalid.

To avoid carryover, use Good Laboratory Practice.
1. Repeat entire run with fresh reagenits.

2. If the problem persists, contact Roche Service.

X3 Error: Clot was detected. Make sure that the samples were handled according to the
Sample was not processed. workflow description.

1. Check the sample for clots.
2. Rerun the sample.

X4 Error: Pipetting error occurred.  |Insufficient sample volume or mechanical error during
Sample was not processed. pipetting is the most likely reason.

1. Make sure that there is enough sample volume.
2. Check whether the tip eject plate is placed cotrectly.
3. Rerun the sample.

QUALTTY-CONTROL

One set of cobas® 4800 HPV Test Positive and Negative Controls are included in each run, For any run, valid results must be ebtained for both the
Positive and Negative Cantrol for the cobas® 4800 Software to display the reportable cobas® 4800 HPV Test results from that run.

Positive Contral

The HPV (+) Contral result must be Valid". if the HPV (+) Controf results are consistently invalid, contact your local Roche office for technical assistance.
Negative Control .

The (-)-Control result must be 'Valid', If the (-) Control results are consistently invalid, contact your lacal Roche office for technical assistance.
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PROGEDURAL PRECAUTIONS

As with any test procedure, good laboratory technique is essenlial to the proper performance of this assay. Due to the high analytical sensitivity of this test,

care should be taken to keep reagents and amplification mixtures free of contamination.

PROCEDURAL LINNTATIONS

1. The cobas® 4800 HPV Test 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.0. 6, 11, 42, 43, 46) since there is no clinical utllity for testing of low-risk HPV types™,

2. The cobas® 4800 HPV Test for detection of human papillormavirus types 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 66 and 6 is not recommended
for evaluation of suspected sexual abuse.

3. The performance of the cobas® 4800 HPV Test has not been adequately established for HPV vaccinated individuals”.

4. Prevalence of HPY infection in & population may affect performance. Positive predictive values decrease when testing populations with low
prevalence or individuals with no-risk of infection,

5. Infection with HPV Is not an indicator of cytologic HSIL or underlying high-grade CIN, nor daes it imply that CIN2-3 or cancer will develop, Most
women Infected with one or more high-risk HPY types do not develop CIN2-3 or cancer,

6. A negative high-risk HPV result does not exclude the possibility of future cytologic HSIL ar underlying CIN2-3 or cancer.

7. Test only the.indicated spegimen type. The cobas® 4800 HPV TesL has only been weﬂidatedi ,,{U" use with cervical specimens coflected in Rache Cell
Collection Medium, cobas® PCR Cell Collecticn Media, PreservCyt” Solution and SurePath™ Preservative Fluid.

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

9, Beta-globin amplification and detection is included in the cobas® 4800 HPV Test to differentiate HPV negative specimens from those that do not
exhibit HPV signal due ta insufficient cell mass in the specimen. All HPV negative specimens must have a valid Beta-glebin signal within a
pre-defined range to be idenlified as valid negatives by the cobas® 4800 System. '

10. Reliable results are dependent on adequate specimen collection, transpart, starage and processing. Follow the procedures in this Package Insert
and the cobas™ 4800 System - User Assistance.

11. The addition of AmpErase enzyme into the cobas® 4800 HPY Master Mix enables selective amplification of target DNA; hawever, good laboratory
practices and careful adherence to the procedures specified in this Package Insert are necessary to avoid contamination of reagents,

12. Use of this product must be limited to personnel trained in the techniques of PCR and the use of the cobas® 4800 System.

13. Only the cobas x 480 instrument and cobas z 480 analyzer have been validated for use with this product. No other sample preparation instrument
or PCR system can be used with this product.

14. Due to inherent differences between technologies, it Is recommended that, prior to switching from one technology to the next, users perform
method correlation studies in their laboratory to quatify technology differences.

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

18. Though rare, mutations within the highly conserved regions of the genomic DNA of Human papillomavirus covered by the cobas® 4800 HPV Test's
primers and/or probes may result in failure to detect the presence of the viral DNA,

17. The presence of PCR inhibitors may cause false negative or invalid results.

18. Cenvical specimens often show visibly detectable levels of whole blood as a pink or lighl brown coloration. These specimens are processed
normally on the cobas® 4800 System. If concentrations of whole blood exceeds 2% (dark red or brown coloration) in Roche Cell %o[lection
Medium, cobas® PCR Cell Collection Media, or PreservGyt® Soluticn, or above 4% in SuréPath™ Preservative Fluid treated with cobas® Sample
Prep Buffer, there is a likelihood of obtaining a false-negative result. See Interference resuits for details.

19. Use of the vaginal moisturizer Replens® has been associated with false-negative results in SurePath™ Praservative Fluid.

20. Use of the RepHresh® vaginal hygiene preducts has been associated with false-negative results in Rache Cell Collection Medium and PreservCyt® Solution,

21, Renioval of red bload cells from Roche Cell Collection Medium, PresenvCyt®, or SurePath™ specimens through treatment with glacial acetic acid
(GAA) has not been validated with the cohas® 4800 HPY Test, Any use of GAA treatments with the cobas® 4800 HPY Test must be validated by
the testing laboratory.

PERFORMANGE CHARACTER!ISTICS

Performance Comparison to a CE Mark Comparator HPV Test ,

Clinical sensitivity and specificity to disease status (= CIN2) was determined for the cobas® 4800 HPV Test and a CE Mark comparator HPY test” in a
population of women at least 21 years old with ASC-US cytolagy results, determined through routine cervical cancer screening. All testing was carried out
using Preserveyt” Solution cervical specimens. A total of 1578 subjects with an Initlal ASC-US cytology result underwent colposcopy and had valid HPV
tests and cervical biopsy results, Disease status of the subjects was ascertained by a central pathology review panel from the biopsy specimens obtained at
colposcopy. The results for an ASC-US population are summarized In Table 4 and indicate that the cobas® 4800 HPY Test performance was comparable to
the comparator test
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tn women 2 30 years with normal cytology,
tesult than with a negative cobas® 4800 HPV

risk is 251 fold higher with an
the 12 other high risk types. In all cases,

Table 4

Comparisan of the Performance of the cobas® 4800 HPV Test and a CE Mark Comparatar HPV test in
Detecting >CIN2 and > CIN3 in the ASC-US Population

cobas® 4800 HPV Test CE Marked HPV Test
Paoint Estimats 95% CI Point Estimate 950 Cl
Z CIN2
Sensitivity (%) 90.0 (72/80) (815, 94.8) 87.2 (68/78)" (78.0,92.9)
Specificity (35) 705 (1,056/1,498) | (68.1,727) | 71.1(1,056/1,485)° (68.8, 73.4)
PPV (34) 14.0 (72/514) (12,8, 15.3) 13.7 (68/597) (12.4,15.7)
NPV (%) 99.2 (1,056/1,084) { (98.5,99.6) 99.1 (1,056/1,066) (98.3, 59.5)
Prevalence (64) 5,1 (B0/1578) (4.1,6.3) 5.0 (78/1563) (4.0, 6.2)
Z CIN3
Sensitivity (%) 93.5 (43/46) (825, 97.8) 61.3 (42/46) (79.7, 96.6)
Specificity (06) 69.3 (1.053/1.517) | (66.9,71.58) | 70.0 (1.062/1517) {67.7,72.3)
PPV (25) 8.4 (43/514) (7.6,9.2) 8.5 (42/597) (7.6, 8.4)
NPV (o) 99,7 (1.061/1,084) | (99.2,99.9) 99.6 (1,062/1,066) {59.0, 99.9)
Prevalence (%) 2.9 (43/1578) {2.2,39) 3.0 (46/1583) (2.2, 3.9)

' Results for two subjects with a 2 CINZ diagnosls could not be detsrmined by the CE Mark

Comparator HPV Test due to insufficient volume resulting frem repeated testing.

? Results for thirteen subjects with a.< CIN2 diagnosis could not be determined by the CE Mark

Comparator HPV Test due to insufficient volume resulting from repeated testing.

cervical disease with a positive HPV test result.
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the risk of cervical disease (= CINZ) is 7.20 fold higher with & High Risk positive cobas” 4800 HPV Test
Test result. Relative risk estimates and their 95% confidence intervals are presented in Table 5.

In women 30 years or older, the cobas® 4800 HPV Test can be used to assess the presence or absence of HPV genotypes 16 and 18. The risk of
ceivical disease (2 CIN2) is 13,71 fold higher with an HPV16 and/or HPV18 posill

ve cobas® 4800 HPV Test result than with a negative result and the
HPV16 and/or HPV18 positive cobas® 4800 HPV

Test result compared to a positive cobas® 4800 HPV Test result for
the lower bound of the 95% confidence interval exceeds 1, suggesting a statistically higher risk of developing
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Table 5 .
Relative Risk for Cervical Disease (>CIN2 by Central Pathology Review) in Women 2 30 Years with Normal Cytology*

HPV Restit Relative Risk Estimate 950% CI*
Pos vs. Neg 729 {3.99,22.11)
16+/18+ vs. Neg 1371 (731, 4192)
16+/18+ vs, 12 other HR+ 251 (173, 3.81)
Note: 0.5 was added to a zero cell of the estimated number of diseased subjects in any of the 1000 bootstrap
samples
*95% Cl is 2.5 and 97.5 percentile of boolstrap C1 based on 1000 boolstrap samples

NILM (= 30 Years) Pepulation - Performance Evaluation

For the NILM (2 30 years) population, estimates of sensitivity and specificity along with 95% Cls for HR HPV positive vs. HR HPV negative are presented in
Table & for unadjusted results. ,

The unadjusted sensitivity and the specificity of the test far 2 CIN2 histology were 83.2% (109/131) with 95% CI: 76.9% to 88.6% and 60.4% (2492/4127)
with 95% Cl: 58.9% to 61.9%, respectively. The unadjusted sensitivity and specificity of the cobas™ HPV Test for detecting 2 CIN3 histology were 90.0%
(72/80) with 95% C; 81.5% to 94.8% and-60.0% (2506/4178) with 95% Cl: 58.5% to 81.5%, resp ectively.

Performance of cobas® 4800 HPV Test In the n}:f-?ff{; :'?230 years) Population (Unadjusted Estimates)
CPR Diagnosis Performance Estimate 95% CI
2 CiNz Sensitivity (04) 83.2 (1091131) (75.9, 88.6}
Specificity (%) 60.4 (2492/4127) (58.9, 61.9)
PPV(o) 6.3 (109/1744) (5.8, 6.8)
NPV(gt) 80.1 (2492/2514) (98.7, 89.5)
Prevalance (30) 3.1 (131/4258) (2.6, 3.6)
= CIN3 Sensitivity (%) 90.0 (72/80) (81,5, 84.8)
Specificity (%) 60.0 (2506/4178) (58.5, 61.5)
PEV(90) 4.1 (72/1744) (3.8,.4.5)
NPV(%) 98,7 (2606/2514) (99.4, 89.8)
Frevalence (%) 1.9 (80/4258) (1523

Overafl (> 25 Years) Population - Gomparison of Performange of HPV testing vs. Cytology

Clinical performance of the cobas® HPV Test and liquid based cytology {PreservCyt*) was determined in a population of 40,901 women 25 years and alder,
independent of cylology status (Overall Population). For the Overall (> 25 Years) population, estimates of sensitivity and specificity for the cobas® HPV Test
vs, cytology for the detection of > CIN2 and 2 CIN3 are presented™ in Table 7. The unadjusted sensitivities of the cobas® HPV Test and cytclogy for
detection of 2 CINZ were 88.2% (380/431) with 9546 C! 84.8-00.9% and 51.5% (222/431) with CI 46.8-56.2%, respectively. The.unadjusted sensitivities of the
cobas® HPV Test and cytology for detection of = CIN3 were 92.0% (252/274) with 95% Cl 88.1-94.6 and 53.3% (146/274) with Cl 47.4-59.1%, respectively.
Verification bias adjusted specificities of the cobas® HPV Test and cytology for detection of = CIN2 were 90.5% (36343/40163) with Cl 90.2-00.8% and
94.1% (37811/40163) with Cl 93.9-94.4%%, respectively. ,
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) Table 7
Comparisen of performance of the cobas 4800
HPY Test and Cytology for the detection of > CIN2 and 2 CIN3 in the Overall (=25 years) Population

Cytology gobas® HPV Teat
s(n) | 85%CI % () | 95% Gl
2CINZ
Sensitivity (2252}-4530 (46.8-562) [33%3'4231 ; (84.8-90.9)
Specificly (5 421%;‘392) (72.4-74.9) 0 “27"6’/'-;‘392] (56.6-58.9)
PRV m;;’fms] ©3-11.1) (aarl:?:;%o 2 (10.4-11.3)
NPV (5@2%3?637] (855-95.5) (az?%?fszn (08.5-69.1)
>CiNa
Sensithdty a g}; " (47.4-59.1) c 2592?,;’7 " (88.1-84.8)
Specificlty (550793"?5%) (720-7440) (4292??5:;9) (55.8-351)
PPV mﬁ‘j; ) (6.0-7.4) 7.2 (252/3502) (6575
NPV (5509;5753 7) (©7.4-980) | 995 (4299/4321) (92-07)

Limit of Detection: PreservCvt® Solution. and SurePath™ Preservative Flui

The limit of detection (LOD) of high risk HPV genotypes HPV16, HPV18 and HPV31 was determined for the cobas® 4800 HPV Test. The LODs were
assessed usln%1 1) plasmids of HPV31, HPV16 and HPV18 in the background of pooled HPV negative patient specimens collected in PreseryCyt™ Solution
and SurePath™ Preservative Fluid, and 2) HPV pasitive cell lines SiHa (HPV16) and Hel.a (HPV18) in PreservCyt” Solution and SurePath™ Preservative
Fluid containing an HPV negative cell line (HCT-15) background. Plasmid and cell lines were diluted to concentrations below, aboye and at the
expected LOD [evels. A minimum of 60 replicates were tested for each plasmid or ceff line level in hath PreservCyt® Solution and SurePath™ Preservative
Fluid for each of 3 reagent lots. All testing in SurePath™ specimen background was done using treatment with cobas® Sample Prep Buffer. The LOD is
the level of HPY DNA in the sample that has positive test resuits at least 85% of the time. Tables 8 and 9 contain resulls from the reagent lot preducing
the most cansesvative (highest) LOD in tie analysis for PresevCyt® Solution and SurePath™ Preservative Fluid, respectively.

Table 8
Limit of Detection Levels for HPV Types 31, 16, 18 and Cell Lines Sitla (HPV16) and Hela (HPV18) in PreservCyt® Solution
Titer Number of 956 Confidence
HPV Type | (copies or Positive/Tested | %0 Positives Interval
celis/mL) ' Lower | Upper
3 600 60/60 100% 940 100%
3 7 300 59/61 97% 89% 100%
3 150 49/60 82% 70%: 90%
16 ~ 1500 60/60 100% 94% 100%
16 600 60/60 100% 94% 100%
16 300 56/61 90% 80% 96%
18 1,500 60/60 100% 94% 100%
18 600 60/60 100% 94% 100%
18 300 42/61 69% " 56% 80%
SiHa
(HPY 18) 200 66/66 100% 95% 100%
SiHa
(HPV 16) 100 64/65 98% 92% 100%
SiHa
(HPV 16) 50 57/60 95% 86% 99%
Hela
(HPV 18} 80 60/60 100% 94% 100%
Hela
(HPV 18) 40 60/60 100% 94%) 100%
Hela
(HPV 18} 20 56/60 93% 84% 98%%
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Table 9
Limit of Detection Levels for HPV Types 31, 16, 18 and Cell Lines Sitla (HPV16) and Hela (HPV18) in

.‘s‘m'raP.'.'tn‘rm Preservative Fluid
Titer Number of 95% Confidence
HPV Type | (copies or Positive/Tested % Positives Interval
cells/mL) Lower | Upper
]| 600 60/60 100% 94% 100%
31 300 59/59 100% 94% 100%
3N 150 54/60 T 90% 80% 96%
16 600 60/60 100% 94% 100% -
16 300 59/60 9800 91% 100%
16 150 40/860 67% 53% 78%
18 1,500 80/60 100% 94% 100%
18 600 60/60 100% 940 100%
18 300 56/59 53% ‘| B&% 984
SiHa
(HPY 18) 400 60/60 100% 94% 100%
SiHa i
(HPV 16) 200 60/60 100% Q400 100%
SiHa
(HPV 16) 100 55/60 92% 82th 97%
Hela
(HPV 18) 80 60/60 1004 4% 100%
Hela
(HPV 18) 40 59/60 98% 91% 100%
Hela
(HPV 18) 20 43/60 72% 59% 83%

Limit of Detection: Roche Cell Collection Medium

Dilution panels of HPY31 plasmid, HPV18 and HPV18 cell lines in the background of pooled HPV negative patient spacimens collected in Roche Cell
Collection Medium and PreservCyt® Solution were tested side-by-side. The limit of detectlon for the cobas® 4800 HPV Test was comparable.

Inclusivity Verification

To verify that the cobas® 4800 HPV Test is capable of accurately detecting all HPV high risk genolypes, the limit of detection (LOD) was determined
(Tables 10 and 11) for genotypes 33, 35, 39, 45, 51, 52, 56, 58, 59, 66, and 68, The sensitivity of the cobas® 4800 HPV Test far HPV genotypes 18, 18 and
31 was determined in the Limit of Detection Study described above in this Package Insert. Quantified plasmid stocks of each HPV genotype were
diluted into either PreservCyt® Solution or SurePath ™ Preservative Fluid containing HPV-negative HCT-15 cells ta concentrations below, above and at
the expected LOD levels. One lot of reagents was used to produce a minimun of 48 replicates for each positive level In.each media. For testing in
SurePath™ Preservative Fluid u%;ng treatment with cobas™ Sample Prep Buffer (Table 11), background material was prepared from cervical
specimens collected in SurePath™ Preservative Fluid and tested as 24 replicates each with two lots of reagents. For each HPV type, the reported LOD
was defined as the lowest testing concentration having a 2 95% positive hit rate with all higher concentratians having at least a 95% hit rate.

able 10
Summary of High Risk Genotype Limit Of Detection for colr)as® 4800 HPY Genotype Inclusivity Study (PreservCyt® Solution)
v . 95% Confidence
-:I?' SA LOD (coples/mL) Po?i%?t:]!?l’;g:ed Hl-illltte Interval

ype Lower | Upper
33 190 46/48 96%: 86% 99%
35 480 48/48 100% 93% 100%
39 80 48/48 100% 93% 100%
45 190 46/48 96% 86% 95%
51 100 46/48 96% 864 95%
52 2400 ‘ 48/48 160% 93% 100%
56 1400 48/48 100% 93% 100%
68 480 47/48 98% 89% 100%
59 190 46/48 96% 86% 99%
66 640 48/48 100% 93% | 100%
68 450 48/48 100% 93% 100%
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Summary of High Risk Genotype Limit Of Detection for cobas® 4800 HPV Genotype Inclusivity Study

Table 11

(SurePath™ Preservative Fluid)

HPY : 95% Confidence
1[')]?:)2 LOD (copies/mL) Po:li‘lli'\‘i];)fg'gg{ed Rlzliitte Low::'tew?}
pper

33 300 48/48 100% 931 100%
a5 600 47/48 100% 9% 100%
39 150 48748 100% 93% 100%
45 300 48/48 100% 93% 100%
51 00 46148 96% 86% 99%
52 4800 48/48 100% 93% 100%
56 1200 46/48 96% 86% 99%
58 600 4B/48 100% 93t 100%
59 600 48/48 100% 93% 100%
66 1200 48148 100% 93% 100%
68 300 48/48 100% 93% 100%%

Pregision: PreservCyt® Sohition and SurePath™ Preservative Fluid

In-house Precision was examined using pane! members prepared for the Limit of Detection
the limit of detection were used for the precision analysis. Panels were prepared by spiking

of pooled HPV negative palient specimens collected in Preserv

background was done using treatment with cobias™ Sample Prep Buffer.

Study deseritred in this Package Insert. Levels at and above
plasmids of HPV31, HPV16 and HPV18 into the background
Cyt® Solution and SurePath™ Preservative Fluid. Al testing in SurePath™ specimen

The positive hit rates for panel members (PreservCyt® Solution and SurePath™ Preservative Fiuid) at and above the LOD are shown in Tahles 12 and 13,
respectively. Hit rates were above 95% for all plasmid pane! levels. The variance in Gt value for the test was analggzed, and contribution from reagent Ic»}tJl
systems, run-to-run, and within-run random factors were calculated and summarized in Table 14 for PreservCyt” Solution and Table 15 for SurePath’
Preservative Fiuid, Table 16 shows the Ct value_SD and %CV of components of variation in PreservCyt® Solution. Table 17 shows the Ct value SD
and %CV of components of variation in SurePath™ Preservative Fluld. .

Table 12
Summary of Hit Rates for cobas® 4800 HPV Precision Study At or Above LOD (in PreservCyt® Solution)

Panel Concentration N | om | 25% Cl for Hit
Target | | evel (copies or cells/mL) NTests| pos | Rate Rate

: Lower | Upper

HPV31 » LOD 600 186 186 | 100% 98% 100%
= LOD 300 187 184 | 98% 05% 100%

H > L0D 1,500 186 186 | 10G% 98% 100%
PV16 =L0D 600 186 186 | 106% 98% 100%
HPV > 10D 1,500 186 186 | 100% g8% 1009%
18 = Lap 600 186 186 | 100% 98% 100%

Table 13

jon Study At or Above LOD (in SurePath™ Preservative Fluid)

Surmmary of Hit Rates for cobas® 4800 HPV Precis

Panel Concentration N Hit 93% Cl for Hit
Target Level | (copi lls/mL N Tests Pos | Rate Rate
copies or cells/ml) Lower | Upper
HPV31 > L0D 300 180 | 180 | 100% | 98% 100%
=L0D 150 180 | 175 { 97% 9405 93%
HPV16 > LOD 600 180 | 180 | 100% 28% 106%
=LOD 300 180 | 180 | 100% 98% 100%
HPV18 > LOD 1,500 180 180 | 106% 8% 100%
=100 600 180 | 180 | 100% 98% 100%
- -
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Table 14
Analysis of Ct Value Variance Components for cobas® 4800 HPV Precision Study Panel Levels Prepared in PreservCyt® Solution

Variance Components/Percent Contribution
Target Panel N Mean Rt
Level Elbow Lgt System | Run | Random | Total
0,038 0 0In 0.079 0.228
> \
HPV16 LoD | 188 363 17% 0% 1 45% 35% 100%
=Lop | 188 375 0.025 0 0042 | 03861 0.228
) 11% 0% 18% 71% 100%h
> LoD | 186 366 0.043 0 0.149 0.067 0,259
HPV18 16%0 0% b8% 26% 100%
=L0D | 188 37.8 0.027 0 0.05¢ 0.184 0.261
- ' 10% 0% 15%h 71% 100%
s1op | 166 365 0.003 0,602 0.105 0187 | 0297
HPV31 1% 154 35% 63% 100%
=LoD | 187 37,6 0.020 0 0.157 0.489 0.666
- : 3% 0% 250 73% 100%
Table 15 ,
Analysis of Gt Value Variance Components for cobas® 4800 HPV Precision Study Panel Levels Prepared in SurePath™
Preservative Fluid
Variance Components/Percent Contribution
Target | Panel | o Mean Rat
Level Elbow Lgt System | Run [ Random | Total
0,014 0 0,039 0.157 0.209
> .
— LoD | 180 | 872 % | 8% | 7% | 100% ‘
= Lop | 180 382 0 0 0.090 03186 0.405
i ' 0% % 27% 7800 100%
) 0.011 ] 0.119 0.073 0.204
I >L0D | 180 | 383 T Eew | %W | 100%
=10D | 160 377 0 0 0.148 0.219 0,366
h : 0% 0% 50% 60% 160%
0 0 0.089 0.393 0.493
— >L0D | 180 | 872 —m—gm | @% | 0% | 100%
=10D | 180 38.1 0.026 0.015 0.038 0.684 0,764
- ) 3% 2% 5% 90% 100%
Table 16
nalys:s of Ct Value SD and %CY for cobas® 4800 HPV Precision Study Panel Levels Prepared in PreservCyt® Sofution
Taruet Panel N Mean SD Components/%GCY
g Level Elbow [RgtLoff System | Run | Random | Total
0,19 0 0.33 0.28 0.48
HPV; 6 >10D | 186 | 303 Fem T mo% [ 090% | 080% | 1.30%
=LoD | 185 475 0.16 0 0.20 0.40 0.48
- ' 04006 | 0.00% | 0.50%% 1.10% 1.30%
. 021 0 0.39 0.26 0,51
> X
HPV18 LOD | 186 368 0.60% 0.00% 1.10% 0.70% 1.408
= LoD | 186 478 0.16 0 0.22 0.43 0.51
- ' 0.4086 0.00% 0.60% 1.16% 1.30%
> LOD | 188 6.5 0.05 0.05 0.32 0.43 0.54
HPY31 0.10% 0.10% 0.80% 1.20% 1.5000
_1op| w7 | s |LOH 0 0.40 0.70 0.82
- : 040% | 0.00% | 1.10% T90% | 2.20%
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Table 17
Analysis of Gt Value SD and %CV for cobas® 4800 HPV Precision Study Panel Levels Prepared in SurePath™ Preservative Fluid

Taraet Panel | | Mean SD Components/%CY
g Level Elbow [Rgtlot] System | Run | Random | Total
0.2 0 0.20 0.40 0.46
> LOD 0 37.
HPV16 18 2 0.30% 0.00%0 0.50% 1.10% 1.20%
0 - ] 0.30 0.58 0.64
= LoD 8 38.2 i
180 B 0.00% 0.00% 0.80% 1.50% 1.70%
on ] 0.34 0.27 0.45
» LoD | 180 36.3
HPV18 ! 0.39%% 0,00% 1.00% 0.70% 1.20%
ool w0 | w7 L0 0 038 047 061
' - * (0.00% | 000% | 1.00% | 1.20% | 1.60%
0 0.02 032 0.63 0.70
> LOD | 180 37.2
HPY31 ] 0.00% 0,10% 0.80% 1.70% 1.90%
=Lop | 180 3.1 0.16 0.12 0.20 0.83 0.67
- o 0.40% 0.30% 0.50%h 2.20% 2,305

Precision: Roche Cell Collection Medium

Panels were prepared by spiking HPV18 cell line DNA and HPV18 cell line DNA fnto hackground of pooled HPY negative patient specimens collecled
in Roche Cell Collection Medium at and above the LOD. Testlng of the panels prepared in Roche Cell Collection Medium demonstrated precision
comparable to the precision with panels prepared in PreservCyt Salutian.

Analytical Specificity

A panel of bacterla, fungi and viruses, including those commonly found In the female urogenital tract, as well as several Human papillomavirus
types classified as low or undelermined risk were tested with the cobas® 4800 HPV Test to assess analytical specificity. The organisms listed In
Table 18 were spiked at high concentrations {2 1 x 10° units/reaction) into HPV negative PreservCyt® Solution specimen background and Into HPV
neyative PreservCyt® Solution specimen spiked with HPV 31, HPV18 and HPV18 plasmid DNA at 3 times the LOD. Organisms with an asterisk were
also tested In SurePath™ Preservative Fluid specimen backgraund under the same canditions. Organisms with a double asterisk were tested only in
SurePath™ specimen background. All testing in SurePath™ specimen background was done using treatment with cobas® Sample Prep Buffer. Restits
indicated that none of these organisms interfered with detection of HPY31, HPV16 and HPV18 plasmid DNA or produced a false positive resuit in the HPV
negative speciman.
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Table 18

Microorganisms Yested for Analytical Specificity

Achromobacier xerasis Haemophilus ducreyi Streptacoceus agalacliag®
Acinetobacter calcaceticus Hepatitis B virus (HBV) Streptococcus anginosus
Acinetobacter hofii Herpes simplex virus 1° Streptacoccts faecalis*
Acinetobacter sp. Genospecies 3 Herpes simplex virus 2* Streptococcus pyogenes®
Actinomyces isrealii Human immunodeficiency virus (HIV-1) Streplococeus sanguis
Adenovirus* Kingella kingae sV

Aeracoceus viridans Klebsiella pneumoniae $3 0zaenae® Treponema palfidum
Alcaligenes faecalis Lactobacifius acidophilus® Trichomonas vaginalis®
Bacilfus thuringfensis Lactobacillus crisptus Ureaplasma urealyticum
Bacterofdes caccae** Lactobaciflus delbrueckii 5. factis Veilfonelia parvula
Bacteroides fragilis Lactobacillus jensenii Vibrio parahaemolyticus
Bacteroides ureoiylicus Lactobaciffus vaginalis Weissella paramesenteroides
Bifidabacterium fongum Lactococcus factis cremoris Yersinia enterocolitica
Bifidobacteriur adolescentis® Legionefla pneumophila HPY &

Bifidebacterium brevi Micrococous futeus HPV 1T*

Campylobacler jejuni Mobiluncus curtisii s. curtisii HPV 26°

Candida afbicans® Moraxella osloensis HPV 30**

Chlamydia trachomatis® Morganella morganii HPV 34"

Chromobacter violaceum Mycobacteriim avium HPV 40

Citrobacter braakil Mycobacterium smegmalis HPV 42

Clostridium adolescentis Mycoplasma genitalivm HPV 53°*

Clostridium beljerinckii™ Mycopfasma hominis HPY 54

Clastridium perfringens Neisserfa gonorrhoeae® HPV 558
Corynehacterium genitalium™ Nelsseria meningitidis Serogroup A HPV 61

Corynebacterium glutamicum Pasleurells muftocida APVez
Cytomegslovirus® Pediococcus acidilactici HPV 64

Eikenella corrodens Peptosireplococcus anaerabius® HPY 67°

Enterobacter aerogenes™ Propionibacterium acnes HPY 89*

Enterobacter cloacae Proteus mirabifis* HPV 70*

Enterocaccus faecalis Proteus vulgaris HPV 71

Enterocaccus faecium® Providencia stuarlif HPV 72

Epstein Barr Virus® Pseudomonas aeruginosa HPV 73*

Erysipelothrix rhusfopathiae Fsaudomonas fluorescens™ HPV 81

Escherichia colf* Ruminococcus productus HPV 82*

Ewingella americana Salmonella minnesola HPV 83

Fusobacterfum nucleatum Serralia marcescens HPV 84

Fusobacterfum varium™® Staphylococeus aureus® HPY 85**

Gemella morbiflorum Staphylococeus epidermidis* HPV 89 (CP6108)
Gardnerelfa vaginalis Staphyloceccus saprophyticus

*Tested in both PreservCyt® and SurePat

specimen background

**Tested only in SurePath™ specimen background
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Interfering Substances

HPV positive and HPV negative cervical specimens as well as contrived specimens were used to assess the effects of endogenous and exogenous
interfering substances that could potentially be present In cervical specimens. Testing materials used in these studies are described In Table 19. The
concentrations of endogenous and exogenaus substances tested represent conditions thet could occur during specimen collection.

Whole blood, Peripheral Blood Mononuclear Cells (PBMC) and cervical mucus were tested as potential endogenous interfering substances found in
cervical specimens. All testing in SurePath™ specimen background was done using treatment with cohas® Sample Prep Buffer. Levels of each potential
interfering substance tested and performance observations are described in Table 20. No interference was-seen far PBMC or cervical mucus at all fevels
tested. Whé:le blood showed no Interference when present in visually detectable amounts of up to 2% in Roche Cell Collection Medium and
PreservCyt® Solution. Whale blood showed no Interference when present in visually detectable amounts of up to 4% in SurePath™ Preservative Fluid.

Table 19
Interference Testing Sample Descriptions

Sample type Description

1 i 10 individua! HPV positive PreservCyt® Solution specimens ware
HPY I;gsggivrge(r:lesmcal aliquoted for testing with and without endogenous interfering
substances.

HPV Negative Cervical 10 individual HPV negative PreservCyt® Solution specimens were
Specimens aliquoted for testing with and without endogenous interfering
substances.

HPV posttive (channelT) PreservCyt” Solution specimens were diluted
with HPV negative specimen to an approximate leve! of 3 x LOD, HPV

: .. | types 16 (channel 2) and 18 (channei 3) plasmids were then added at
Contrived HPV Positive | 7%’ | oy

Cervical Specimen . . :
HPV31 plasmid, HPV18 cell line DNA, and HPV18 celt line DNA were

added at ~ 3% LOD to HPY negative specimens collected in Roche
Cell Collection Medium.

3xLOD Pl‘ESEWCﬁ&" HPV types 31, 16, 18 plasmids were each diluted to 3 x LOD in pools of
Solution and SurePath™ | PreservCyt” Solution and SurePath™ Preservative Fluid negative
Preservative Fluld poels | specimen.

Table 20
Interference Testing Results with Endogenous Interferents

. Interference Qbserved
Interferent Tested | Concentrations Tested 5 W
PreservCyt . SwurePath
Whole Bload 166, 1.5%, 2%, 3%, 4%, 6%, 8% viv Abave 2% Above 4%
PBMC 10, 10°, 10° cells/mL None None
. Mucus obtained from standard
Cervical Mucus cervical cleaning pracedure Nane None

A total of 18 over-the-counter (OTC) feminine hygiene and contraceptive praducts were tested@as potential interfering substances. Types of potential
interferents tested and performance observations in Roche Cell Collection Medium, PreservCyt™ Solution, and SurePath™ Preservative Fluid 3 x LOD
pools are described in Table 21.

1

Table 21
Interference Testing Results with Exogenous Interferents

_ Interferant Description Interference Observed
Contraceptive Gels, Foams None

Vaginal Lubricants *Yes

Vaginal Douche None

Anti-fungal creams containing 182 clotrimazole, Phenazopyridine .
Hydrochloride, 19 Hydrocortisone, 2% Miconazole nitrate, 6.5% Neone

Tioconazole Qintment, 26% Benzocaine

* Replens® (topical anti-dryness gel) produced negalive results in replicates of the SurePath'
Preservalive Fluid 3 x LOD pool, This interference was also seen when SurePath™ material was
treated with cobias® Sample Prep Buffer, RepHresh® vaginal hygiene products produced
negative results in replicates of the 3 RUSD PR ivehe.oeotirdtemtdetiomBiansoting

and PreservCyt® Solution. r %
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Suu‘eEgkl]TM Specimen Stability for 6 Weeks at 2-30°C using Treatment with cobas® Sample Prep Buffer

Three SurePath™ HPV negative specimen pools were spiked with

and low positive specimen pogls. The low positive pool was at ~

(40.0 for channel 1) through the 6 week storage period (see Table 22).

SurePath™ Specimen Stability Results for 6 Weeks with Treatment using cobas® Sample Prep Buffer

Table 22

™ Average Ct Values*

SurePath_ Poals Day 0 Week 1 Wiek 3 Week 4 Week 6
High Posilive 287 30.1 303 30.6 311
Positive 329 335 34.1 339 348
Low Positive
(~LOD) 36.9 37.9 38.0 38.8 38.7

HPY Type 51 positive SurePath™ specimen material to produce positive, higl positive
Limit of Detection (LOD) for the test at Day 0 prior to treatment with cobas™ Sample
Prep Buffer. These pools were slored at 32°C and tested at intervals up to 6 weeks. Pooled materials were treated to reverse matrix-induced crosslinks

followed by analysis with the cohas® 4800 HPV Test at each timepoint. All three pools meintained Ct averages below the clinical cutoff for HPV type 51

*Low Positive timepoints tested as 40 replicates; Positive timepoints as 30 replicates; High Positive
timepoints as 20 replicates ‘
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Document Revision Information

|
|
| 02/2018
|

Doc Rev. 18.0 Added cobas® 4800 System - User Assistance.
Removed cobas® 4800 System Operator's Manual and cobas® HPV Test Operator's Manual.

Added table of result flags.
Added RepHresh vaginal hygiene products to Procedural Limitations section and Table 21 footnote.

Updated Digital Heater Block with alternative parl number.

| Added stability claim for open bottle of cohas® Sample Prep Buffer {CSPB).

| Corrected Part number for Roche Cell Collection Medium Replacement Caps.
Added a cervical collection device for Roche Cell Collection Medium specimens.
Clarified instruction for treatmant of SurePath™ specimens.

Changed "Tris-HCI buffer” to “Tris buffer” as a reagent component.

Please contact your local Roche Representative If you have any questions.

Dac Rev. 19.0 Updated hazard wamings.
01/2019 Added Rx Only symbol and description to and updated descriptions of the harmonized symbol page.

Please contact your local Roche Representative if you have any questions.
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The following symbols are now used in labeling for Roche PCR diagnostic products.

SW

EC|REP

LOT
o

REF

Ancillary Software I V D In Vitro diagnostic medical device

Authorized representative in the lanufacturer
European community

Batch code Store in the dark

Biological risks Contains sufficient for <n> tests

Catalogue number Temperature limit

Consult instructions for use
Test Definition File

. Contents of kit

Use-by date

Distributed by GTIiN E Global Trade Item Number

US Only: Federal law restricts this device to
sale by ar on the order of a physician.

This product fulfills the requirements of the European Directive 98/79 EC
for in vitro diagnostic medical devices.
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PreservCyt® Solution Sample Collection and

Transport Medium for use with

The ThinPrep® Pap Test

Intended Use for Gynecologlc Applications

PreservCyt® Solutlon is designed for use with the ThinPrep® 2000
System, the ThinPrep 3000 Processor, and the ThinPrep 5000 Processor,
PraservCyt Solution is an alcohol-based, preservation solution that serves
as a transport, preservalive, and antibacterfal medium for gynecologic
samples.

The PreservCyt Solutlon component of the ThinPrep 2000 System Is an
alternative collectlon and transport madium for gynecologle specimens
testad with the Cervista® HPV HR Test, the Cervista® HPV 16/18 Test,
the Roche cobas® HPV Test and the Digene Hybrid Capture® System
HPV DNA. Refer to the respective manufacturer's package inserts for
instructions for using PresarvCyt Solution for collection, transport,
storage, and preparation of specimens for use in those systema.

The PreservCyt Solution component of the ThinPrep 2000 System

is an alternative collection and transport medium for gynecologic
specimens tested with the BD ProbaToc™ CT Qx Amplifled DNA Assay,
Halaglc APTIMA COMBO 2° GT/NG Assays and the Hologle APTIMA?
Trichomenas vaginalis Assay. Refer to the respective manufacturer’s
package inserts for Instructions for using PreservCyl Solution for
collection, transport, storage, and preparation of spesimens for use In
those systems.

Tha PreservCyt Solution component of the ThinPrep 2000 System Is also
an alternalive collaction and transport medium for gynecologic specimens
tested with the Roche Diagnostics COBAS® AMPLIGOR CT/NG assay.
Refer to Hologic's labeling (Document #f MAN-02063-001) for Instructions
for using PreservCyt Solution for callection, transport, storage, and
preparation of specimens and to the Aache Diagnostics COBAS
AMPLICOR CT/NG package Insert for Instructions for use of that system,

Summary and Explanation of the ThinPrep Systam

The ThinPrep process begins with the patient’s gynecologic sampls belng
collected by the cliniclan using a cervical sampling device which, rather
than being smeared on a microscope silde, Is Inmersed and rinsed in

a vial filled with PreservCyt Solutlon, The ThinPrep sample vial is then
capped, lzbeled, and senl to a laboratory equipped with a ThinPrap
Processor.

At the laboratery, the PreservCyt sample vial is placed Inlo a ThinPrep
Pracessor and a gentle clispersion stepbreaks up blood, mucus, non-
diagnostic debris, and thoroughly mixes the cell sample. The cells are
then collected on a ThinPrap Pap Test Filter specilically designed to
collect dlagnastic cells, The ThinPrep Processor constantly monitors.the
rate of flow through the ThinPrep Pap Test Filter during the collection
pracess In order to prevent the cellular presentation from belng loo scant
or tao dense, A thin layer of cells is then lransferred to a glass slide in

a 20 mm-dlameter circle, and the slide Is automatically deposlted in or
sprayed with a fixatlve solution, \

Beagents
For In Vitro Diagnostic Use, Contains buffered methanol, CAS 67-56-1

Warnings

E’ionly

& YA

Danger. Flammable. Contains Methanol.

H301 - Toxic if swallowed.

H311 - Toxic in'cantact with skin.

H331 - Toxic If Inhaled.

H370 - Causes damage to organs.

H226 ~ Flammable liquid and vapor.

MOT FOR EXTERNAL OR INTERNAL USE IN HUMANS OR ANIMALS.
CANNOT BE MADE NON-PQISONOUS. Use with adgquate ventltation.
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P210 - Keep away from heal/sparks/open (lames/hot surfaces,

P233 - Keep container tightly closed.

P284 — Wash hands thoroughly after handling.

F280 - Wear protective gloves/prolective clothing/eye protection/face
protection.

First Ald

IF SWALLOWED: Call a PCISON CEMTER or doctar/physician if you feel
unwsll, See www.holeglicsds.com for the entire Safety Data Sheet,

Storage Foulniudind 4.3
Store PreservCyt Solution betwaen 15°C {58°F) and 30°C (86°F), Do nat
use beyond the explration date printed an the conlainer.

Store PreservCyt Solution with cytolagle sample intended for ThinPrep
Pap testing between 15°G {59°F) and 30°C (6°F) for up to 6 weeks,

caariranensna PITUNTT

Dispasal

Dispose in accordance with all applicable regulations.

Specimen Gollaction for Gynegologic Samples

Collest samples In the routine manner (e.g., CLS guideline GP-16A3)
and rinse In PreservCyt Solution following recommended technique (see
reveras for appropriate sample collection technique).

Aliquot Removal (Optianal)

Tesling for certain sexually transmitted diseases (STD) and for Human
Papilloma Virus (HPV} in canjunction with cytology may be performed
using the residual specimen remaining in the PreservCyt sample vial after
preparation of the ThinPrep Pap Test slide. Such testing may also be
enabled by the removal of an allquol of up to 4 mL (Aliquat Remaoval) from
the PreservCyt sample vial before preparing the ThinPrep Pap Test slide.

Because cylology/HPV testing and STD testing address different clinical
questions, Allquot Removal may not be sultable for all clinlcal situatians.
Physicians and other persans responsible for ordering clinical tests should
ba familiar with the following;

* There Is no ovidencs of degradation of cytology results by Aliquot
Removal, however, this cannot be ruled out for all specimens. As with any
subsampling step in anatomlc pathology, chance misallocation of diagnostic
cells may oceur If they are very rare. If negatlve results fram tha specimen
o nat fit with the clinical impresslon, a new specliman may be necassary.

* Aliquot Removal from low-cellularity specimens may leave [nsufficient
matorial [n the PreservCyt sampla vial for proparation of a salisfactory
ThinPrep Pap Test slide.

* Allguot Removal may leave insufficlent matertal In the PreservCyt saniple
vial for perlormance of ancillary testing (e.g., reflaxive HPV testing) using the
residual specimen following preparation of a ThinPrep Pap Test slide.

» Co-collection of separate samples for the ThinPrep Pap Test and STD

testing may be considered In lisu of Aliquot Removal.

When opting for concurrent cytologlc and STD testing, providers should

conelder risk and clinical history (e.g., disease prevalence, patient age,

sexual history or pregnancy) as well ag spacimen sultability (e.g., exudates
or bleeding) that can impact diagnostic rellabilily.

Sexually Transmitted Diseases Treatmont Guldelines 2002 {Centers for

Disease Control and Prevention, MMWR 2002: 51(No. RR-6)) provides

clinfcal guldance for the management and trealment of individual patients,

including use of Pap testing.

If ancillary testing is 10 be performed, laboratory personnel must follow

specific instructions (refer to the Operator's Manual for the ThinPrep

pracesson to appropriately remove the desired aliquot volume and
praparo tho PreservCyt sample vial for the ThinPrep Pap Test. Adherence
to these Instructions must be maintained to ensure there Is no adverse
effect on the ThinPrep Pap Test result.

Matarials Required but Not Supplied
« ThinPrep Pap Test Filters {clear) for gynccologle slide preparafion
» Microscepe slides

« Covar slips
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Specific Performance Characteristlcs
When used and stored as described, PreservCyt Sclution will preserve a
cytologlc sample for up to 6 weeks.

ProservCyt Solutlan Is bactericidal. PreservCyl Solution has baen shown
to cause greater than 99.999 percent Inactivation within 15 minules for
the following basteria: Candida albicans, Escherichla coll, Pssudomanas
aeruginosa, Staphylococcus aureus, Mycobacterlum tuberculosia
(determined according to the United Stales Pharmacopela preservative
antimlcroblal affectivaness test, U.S.R XX11,51). As with all laboralory
procadures, universal precautions should be followed.

Limltations of Procedure

Always use good sampling techniques when collecting samples. Poar
sampling techniques will produce Inadeguate samples. Sampling is
limited to broom-like and endocervical brush/plastic spatula combination
collection devices. Consult sampling Instructions below for specific
techniques.

Warranty

This product is warranted to perforn as described In the labeling
and In Hologlc's literature. Hologle disclaims any Implied warranty of
merchantability of fitness for any other purpose and In no event will
Hologic be fiable for any inconsequentlal damages arising out of the

[A

Sample ectacervix with a plastic spatula.

Rinse-spatula In the PreservCyt Solution vial by swirling
vigorously 10 times. Place cap én vial until step 4. Discard
colleclion device.

Sampla endocervix with an endocervical brush.

Rinse {he brush In the PreservGyl Solution by rotating the device
in the solution 30 imes while pushing agalnst the PreservCyt
vial wall. Swirl the brush vigerously to further release material.
Discard the collection device.

Tighten the PraservCyt sample vial cap so that the torque line on
the cap passes the torque line on the vial. See Figure 1.
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ajoresald exprass warranty. Distributed by Holagic, Inc., 260 Campus STEP1
Drive, Mariborough, MA 01752 USA, Phone: 1 {800) 442-9892 or (508} STEP 2
263-2800.
. Line on cap passes STEP 3
Figure 1 line on vial
Symbols

The following symbels may appear on your product:

Obtain a sample from the cervix using a broom-like device.

Rinsa the collaction device Into a PreservCyt Solutlon vial by
pushing the brush Into the bottom of the vial 10 times, farcing
the bristles to bend apart to release lhe cervical malertal. As
a final slap, twirl the brush between the thurmb and forefinger
vigorausly to further release cellular material. Discard the
collection device.

Cap the PreservCyt sample vial tightly. Tighten the cap of the
vial so that the black torque line on the cap passes the black
torque line on the vial. See Figure 1.

the medical devica can be [dentified,

Symbol Title Description Standard information
Usa-by date . Indlcates the date aftar which the medical device is not 150 15223-1 Medlcal devices —Symbels to be used with madical device
to be used. labeting ond Information to be supplied, 150 152231 :2012(E) Sectlon 6,14
Calalogue number Indicatas the manufaciurer's catalogue number so that | 150 162231 Madical devices—Symbaols to be used with medical device

labelng and nformatlon to bae supplied, 150 15223-1:2012(E) Sectlon 5.1.6

In vitro diagnostic
madieal device

Indicales a medical davice Ihat is Intended to used a8
an /n vitro diagnosiic meglal dovice

|SO 15223-1 Modical devicas —Symbols to be used with edical device laheling
and Information to be supplied, IS0 15223-1:2012(€) Sectian 5.5.1

Gaution, consult
tnstrugitons for uso

Indicates the need for Ihe user lo consull the
Instruclions for use for Important caulionary
Informallon such as warnings and precaulions that
cannol, lor a varlety of reasong, be presented on tho
medical dovice itsell.

SO 15223-1 Medical devices—Symbols lo be used with madical davice
labaling and Information (o be supplied, 150 15223-1:2012(F) Secllan 5.4.4

= BBl =

Consult Inslructions
for use

Indicates the need for the user to consult the
instruelions for use,

1SO 15223-1 Meaulical devices—Symbois to be used with medical davice
labeling and Information 1o be supplied, 180 15223-1:2012(E} Section 54,3

Balch code Indicates the manufacturer's batch code so that the IS0 16223-1 Medical devices—Symbols to be used wilh medical duvice
LOT baleh or lot ¢an be [dentified. laleting snd fformation to be suppliad, 1SO 15223-1:2012(E) Section 6.1.5
Manufacturer Tcicatos the medica! device manufacturer, as defined IS0 15223-1 Medlcal dovices—Symbols lo be used with medical davice
In the EU Directives 90/385/EEC, 83/M2/EEC and faboling and Information to be supplied, 150 15223-1 :2012(E) Seclion 5.1.1
96/7UEGC,
Temperature Indicates o upper ard lower limit of temperature lo IS0 15223-1 Mertical dovicos—Symbols lo bo used with madival davice
Emitlation vehieh the medical devics can e safely exposed. labeling and infarmation to be supplisd, ISO 15223-1 :2012(E) Sectlon 5.3.7
Acula Toxicity Toxlc [ swallowed, Toxlc in contact with skin, Toxle If United Slates Depariment of Labor Occupational Safety end Health
inhaled, Administralion's (OSHA) Hazard Communication Standard (HCS), Appendix
C lo §1910.1200, Seelions GA.1, C.A4.2, ©.1.3 (Classilied In Accordance viilh
Appendix A1)
Flammabio Flammable llquld and vapor OSHA's HCS, Appendix G to §1910.1200, Section G.4.19 (Ctassifled In
@ Accordance with Appendix A.1)
flesplratory Cauges tlamaga to organs OSHAs HCS, Appendix G lo §1910,1200, Scctlen C.4.11 (Classified In
@ Bensitizer, Targel Accordance with Appentdix A1)
Organ Toxlcity = - a
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1 Introduction

Rovers® Cell Sampling Devices (Sterlle) for professional and home use are based on "thin-hair
technology”. Cell material collected with Rovers® Cell Sampling Devices can be processed with

. conventional as well as liquid based cytology{LBC) and also be used for bacteriological testing, virus
testing (e.g. for Sexually Transmitted Diseases or HPV) and DNA analysis.

Celi collection with Rovers® Cell Sampiing Devices s quick, simple, painless and reliable.

in accordance with the European Medical Device Directive 93/42/EEC (as amended by Directive
2007/47/EC) the Rovers® Cell Sampling Devices (Sterile) are Class |s Medical Devices with a low rlsk
| profila.
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