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1. General Information - About lowa Community-Based Screening Services
(CBSS)

lowa Community-Based Screening Services (CBSS) is a collaborative project between the
Bureau of HIV, STI, and Hepatitis within the lowa Department of Health and Human Services
(lowa HHS), and the State Hygienic Laboratory at the University of lowa (SHL). This program is
supported by resources from the state of lowa and federal partners like the Centers for Disease
Control and Prevention (CDC). Its primary focus is the provision of testing and treatment for
chlamydia and gonorrhea, which is conducted by safety-net clinic sites across the state. Data
collection is an important part of the CBSS and is used on a state and local basis to examine
sexually transmitted infection (STI) incidence and trends, guide prevention (including
programmatic priorities), and secure funding.

The Manual

The purpose of this manual is to provide clinic staff at the CBSS provider sites with a self-
study guide to familiarize themselves with the purpose and procedures of the program. Upon
receipt, this guide should be read and reviewed by all clinic staff involved with the CBSS. All new
employees involved with the program should review the manual within one month of hire.

After reviewing the manual, the clinicians and other staff should then take the post-test
located on page 34. This test and registration form should be returned to the CBSS Coordinator
and will serve as proof of certification within the CBSS.

Contact Information:

Jodie Liebe

CBSS Coordinator

515-783-4076

Email: jodie.liebe@idph.iowa.gov
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Importance of Detecting Chlamydia trachomatis and Neisseria gonorrhoeae*

Chlamydia and gonorrhea represent the first and second most commonly reportable
conditions in the United States, respectively. The wider availability of affordable, cost-effective
laboratory diagnostic tests to detect the presence of Chlamydia trachomatis and Neisseria
gonorrhoeae has allowed further exploration of the broad spectrum of diseases caused by
these organisms. According to CDC, even in the face of a pandemic, 2.4 million cases of
chlamydia, gonorrhea, and syphilis were reported.

The 2021 CDC Surveillance report shows that there were 1.6 million cases of chlamydia, a 4%

decrease since 2017, and 710,151 cases of gonorrhea, a 28% increase since 2017. In addition,
there were 176,713 cases of syphilis, a 74% increase from 2017, and 2,855 cases of congenital
syphilis reported. This was a 203% increase from 2017. *

® 70% of chlamydial infections in women are asymptomatic, as are 50% of gonococcal
infections.

e Chlamydia and gonorrhea rates are highest in adolescents and young adults between
the ages of 15— 24.

® CDC estimates that undiagnosed and untreated STls cause at least 24,000 women to
become infertile per year.

e Untreated chlamydia and gonorrhea lead to epididymitis in some men.

e Ectopic pregnancy is the leading cause of the first—trimester deaths in the U. S.

e (. trachomatis can cause neonatal pneumonia. Both C. trachomatis and N. gonorrhoeae
can cause neonatal conjunctivitis.

e (. trachomatis and N. gonorrhoeae increase a woman'’s risk of acquiring HIV if exposed
to the virus.

e Untreated gonorrhea may lead to disseminated gonococcal infection, a disease in which
N. gonorrhoeae spreads throughout the body.

e The Gonococcal Isolate Surveillance Report (GISP) shows decreasing susceptibility of the
cephalosporins to N. gonorrhoeae.

* https://www.cdc.gov/std/statistics/2021/default.htm

Molecular testing at SHL

Nucleic acid amplified tests (NAATs) are recommended for the detection of reproductive
tract infections caused by C. trachomatis and N. gonorrhoeae in men and women, with or
without symptoms. According to CDC, optimal specimen types for NAATs are first catch


https://www.cdc.gov/std/statistics/2021/default.htm
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urine from men and vaginal swabs from women. These collection methods should be used
by CBSS providers.

At SHL, testing is performed using the Hologic APTIMA Combo 2 Assay, which is a NAAT.

The Hologic APTIMA Combo 2 Assay is FDA-approved for the testing of female vaginal
swabs and male/female urine specimens. The APTIMA Combo 2 Multitest Kit is also
approved to collect oropharyngeal and rectal specimens. Oropharyngeal and rectal testing
is recommended if indicated by the patient’s sexual history. The sensitivity of the Hologic
APTIMA Combo 2 Assay is greater than that of culture or the EIA assays for the detection of
chlamydia and gonorrhea.

SHL also offers the Hologic APTIMA Combo 2 Assay for the detection of Trichomoniasis
infections to CBSS providers. This testing panel is available only with urine and vaginal
specimens. The “Trio” panel (chlamydia/gonorrhea/trichomoniasis) may be selected for
male and female clients following standard CBSS screening criteria.

Test Performance Characteristics

There is no perfect test. Testing in low-prevalence populations may result in some
false-positive results. Positive test results in a low-prevalence population should be
interpreted carefully in conjunction with clinical signs and symptoms, patient risk profile,
and other findings with the understanding that a likelihood of a false-positive test may be
higher than a true positive.

Definitions:

Sensitivity — The probability of a positive test result given the presence of disease.
How good is the test at detecting infection in those who have the disease?

Specificity — The probability of a negative test result given the absence of the
disease. How good is the test at calling uninfected people negative?

Predictive Value — The probability of the presence or absence of disease given the
results of the test. Positive Predictive Value (PPV) is the probability of disease in a
patient with a positive result. Negative Predictive Value (NPV) is the probability of not
having the disease when the test result is negative. How predictive is the result for a
patient? This is determined by the sensitivity and specificity of the test, and the
prevalence rate of disease in the population testing.

Prevalence Rate — The number of cases of illness existing at a given time divided by
the population at risk.
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The package insert for the APTIMA Combo 2 is included in Appendix A. This includes C.
trachomatis sensitivity and specificity charts, the N. gonorrhoeae charts, and the Positive and

Negative Predictive Values by prevalence rates and specimen sources. The package insert for
Trichomonas vaginalis is available upon request.
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Enrollment in CBSS

All providers must be approved for participation in the program. CBSS safety-net clinics
include family planning, local health departments, and other agencies reaching
disproportionately impacted populations or high morbidity areas. Requests to participate will
be considered based on funding availability, population served, and geographic location.

Agencies must sign a Memorandum of Agreement (MOA) with the CBSS to participate. The
MOA is intended to provide a written understanding of the expectations of the Bureau, CBSS,
and the participating clinics. It is not a contract but will be signed by a representative of lowa
HHS, and the participating agency program director or manager.

Quality Assurance

CBSS recommends methods and sets standards for assuring quality and includes the
following identified elements:

a. Desk monitoring: this is carried out through analysis of generated
reports developed for the purpose of identifying trends and arising
issues.

Facility-specific assessments; and
Treatment/partner services.

Considering these methods, the following are the components of the Quality Assurance
Plan for the CBSS:

Rejected/Unsatisfactory Specimens

1. Specimens are monitored as they are submitted to SHL, and facilities are notified
immediately of specimens that cannot be processed. The SHL establishes guidelines for
specimen rejection based on the assay package insert and/or the regulator
specifications.

2. The SHL will provide monthly and quarterly reports to the CBSS Coordinator that
includes all specimens that were found to be unsuitable for testing and the clinics where
they originated. Quarterly analysis of the rejected specimens and the reasons for
rejection will be reported to each facility. (A list of rejection criteria can be found on
page 23.) Contact will be made with any facility with a higher percentage of rejected
specimens than the state average for that quarter. Contact will be in the form of a
letter. If no improvement is shown in the next quarter, a phone call will be made by the
CBSS Coordinator to determine the causes and corrective action needed to be taken,
such as on-site training.
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Out of Criteria Specimens

Data from the test request forms for each clinic will be reviewed by laboratory staff for birth
date, plus the other information that relates to testing criteria such as insurance status, signs
and clinical impressions, symptoms, and risk history. Specimens from patients that do not meet
the CBSS screening criteria may be rejected. If data are incomplete, clinics will be called to
obtain missing information as time allows.

Data Collection/Accuracy

The CBSS Coordinator audits the test request forms for appropriate and accurate data
collection. The lab form is the only means for data collection and complete data collection is
necessary for effective program operation. Once a month, the CBSS Coordinator receives a
spreadsheet from SHL with the data for each specimen submitted. Data are reviewed for
incomplete data fields. A field left blank in an excess of five times in one month is considered
above the state standard and the clinic submitting the specimen/data will be contacted by
email to advise them of the problem. Clinics receiving written notification for three consecutive
months will be notified by phone by the CBSS Coordinator to help resolve the data issues.

Quarterly Reports — Data Analysis

Data collected from test request forms are compiled to create the CBSS quarterly and year-
end reports. These reports contain the total number of specimens submitted, total and percent
positive for chlamydia and gonorrhea, and other data related to fields reported to the CBSS.
The CBSS Coordinator will provide yearly data analysis for the CBSS and each participating
provider.

Facility Assessments — Site Visits

On an annual basis, the CBSS Coordinator will monitor a minimum of 20% of the current
CBSS facilities during an in-person site visit in relation to the four elements related to quality
assurance. For most agencies, this will mean a routine site visit every three years. A visit may be
made sooner if there is new staff or issues related to one of the quality assurance elements
listed. The four elements covered during the visit include:

Specimen Collection and Submission
Screening Criteria

Data Collection and Accuracy
Patient/Partner Treatment and Education

E e

CBSS providers must be available for site visits scheduled in advance during the clinic’s
regular business hours. Site visits typically last 90 minutes to two hours and are informal in
nature. The site visit provides an opportunity to ensure the clinic is not encountering any
difficulties and to provide technical assistance when needed.
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For the site visits, the CBSS Coordinator will provide the Facility Services Assessment (FSA)
form. A copy of the form will be sent to the clinic before the visit and the form will be reviewed
on the day of the visit. Clinic-specific CBSS data will be presented and reviewed. An example of
the form can be found in Appendix B.

In addition to the FSA, the CBSS Coordinator or other STl program staff may perform a
medical record (chart) review. This will be a review of the state STl 340B medications if the
clinic is participating. Charts to be reviewed for compliance will be requested on the day of the
visit.

Within seven days from the date of the site visit, the CBSS Coordinator will notify the clinic

of the findings of the visit along with any issues needing corrective action or follow-up. A copy
of the final FSA and chart review, if applicable, will also be provided.

Laboratory Quality Assurance

The SHL has been inspected and licensed under CLIA by the Health Care Facilities
Administration.
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CBSS Screening for Chlamydia and Gonorrhea

Chlamydia and gonorrhea detection remain at the core of our program. Trichomoniasis
testing is also available, as it is another common STl that can be asymptomatic, is easily treated
upon diagnosis, but may cause adverse health outcomes among untreated persons. Screening
is commonly defined as “testing in asymptomatic populations.” Because of the frequent
asymptomatic nature of chlamydial, gonococcal, and trichomonad infections, screening
becomes essential to controlling disease incidence and preventing potential complications.
Economically, it is not possible to screen everyone; therefore, individual regions and states
attempt to find the best criteria for their area based on CDC guidelines, published studies, and
local incidence data.

lowa Code 139A.35 allows for minors to be tested and treated for STIs without
parental/guardian consent. All CBSS clinics are expected to follow the Code. The following is the
lowa Code language regarding minors:

A minor shall have the legal capacity to act and give consent to
provision of medical care or services to the minor for the
prevention, diagnosis, or treatment of a sexually transmitted disease
or infection by a hospital, clinic, or health care provider. Such
medical care or services shall be provided by or under the
supervision of a physician licensed to practice medicine and surgery
or osteopathic medicine and surgery, a physician assistant, or an
advanced registered nurse practitioner. Consent shall not be subject
to later disaffirmance by reason of such minority. The consent of
another person, including but not limited to the consent of a spouse,
parent, custodian, or guardian shall not be necessary.

Screening Recommendations

The CDC recommends annual chlamydia screening for all sexually active women 24 years of
age and younger. Screening for women over 24 years of age is recommended for those at
increased risk (new sex partner, more than one sex partner, a sex partner with concurrent
partners, or a partner with a sexually transmitted infection). Data suggest that screening
sexually active adolescent and young adult males for chlamydia is cost-effective and that a
relatively high percentage of positivity is found in certain clinic settings and populations with a
high burden of infection, such as men who have sex with men (MSM).

Recommendations against routine screening of young men are based upon an assumption
of a positivity rate of less than five percent, in which case screening is not cost-effective.
However, recent studies indicate a much higher positivity rate among young males attending
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family planning clinics, even when controlling for variables such as signs/symptoms and known
exposure to chlamydia. A likely contributing factor is the migration of males from traditional STI
clinics to family planning clinics due to the reduction of hours and closing of many stand-alone
STl clinics. Local data affirm similar circumstances for lowa. For these reasons, the CBSS
program does recommend routine screening of sexually active males 24 years of age and
younger.

In addition, CDC recommends rescreening individuals, regardless of age, with a previous
positive test. According to their guidelines “Repeat infections confer an elevated risk for PID
and other complications when compared with the initial infection. Therefore, recently infected
women are a major priority for a repeat test for C. trachomatis.” Clinicians should advise all
women and men with CT/GC/Trich infection to be rescreened approximately three to four
months after treatment.

CBSS screening criteria apply to all persons, regardless of gender or sexual orientation. The
screening criteria generally refer to urogenital specimens. However, supplemental guidelines
have been developed for oropharyngeal and rectal specimens based on exposure and risk
history. A thorough sexual health history should be taken with every patient, at every visit, to
determine possible sites of contact and exposure. Tips for taking a sexual health history can be
found in Appendix C.

Insurance Status

CBSS test kits must be prioritized for individuals who cannot obtain chlamydia and
gonorrhea testing because it is cost-prohibitive (e.g., lack of or inadequate insurance coverage)
or they are seeking confidential services. This is the first criterion, before any consideration of
risk (e.g., age) is considered. Special consideration is made for facilities that do not bill or collect
fees.

Regardless of gender, sexual orientation, or specimen type, the determination of whether
an individual qualifies for screening using CBSS test kits must be determined using the criteria
of insurance status, age, and risk factors. The following flow chart should be used to help make
this determination. The CBSS screening criteria are used for chlamydia, gonorrhea, and
trichomoniasis testing. The criteria are based on a combination of recommendations (e.g., CDC)
and local data. They focus on young age as the primary risk indicator. Other risk factors include
new or multiple partners in the last 60 days, reported symptoms, and observed clinic findings at
the time of the exam.



Specimens not meeting the screening criteria will be rejected. Clinics will be notified and may report additional information to justify testing of
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Community-Based Screening Services — Chlamydia/Gonorrhea/Trichomoniasis Screening Criteria

Urogenital specimen collection for women may be done using a vaginal swab (self-collected or clinician-
collected) or a urine kit. Specimen collection for men should be done with a urine collection kit.

All Clinic Types

All persons < 24 years of age:
e Screen all sexually active individuals < 24 years of age annually

O
O

Screen all women < 24 prior to IUD insertion, as indicated.
Screening may be offered during walk-in visits in a family planning setting, such as
pregnancy tests, emergency contraception, or Depo-Provera injections.

e At an exam within 12 months of a negative test, screen ONLY if an individual has one or more of
the following:

O

O O O O

New or multiple partners in the last 60 days (or a primary sex partner with new or
multiple partners in the last 60 days)

Reported symptoms consistent with chlamydia or gonorrhea.

Observed clinical signs consistent with chlamydia, gonorrhea, trich, or PID
Contact to an STI

IUD insertion

All persons ¢ 25 years of age:
e Test all individuals 25 years of age and older if they have one or more of the following:

O

o O O

O

New or multiple partners in the last 60 days (or a primary sex partner with new or
multiple partners in the last 60 days)

Reported symptoms consistent with chlamydia or gonorrhea.

Observed clinical signs consistent with chlamydia, gonorrhea, or PID.

Contact to an STI

IUD insertion

® Screening may be offered during family planning walk-in visits, such as pregnancy tests,
emergency contraception, or Depo-Provera injections if they meet the additional criteria above.

Rescreen

e All persons regardless of gender or age that have a positive chlamydia, gonorrhea, or
trichomoniasis test should be rescreened (tested) in 3 months following treatment. (This is a
check for new or re-infection, not a test of cure.)

10
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Testing Recommendations with Rectal/Oropharyngeal Specimens

A sexual history of the patient must be taken to assess risk and determine the appropriateness of
testing. Please note: Oropharyngeal and rectal tests are subject to the same screening criteria
established for urogenital specimens and are limited to chlamydia/gonorrhea detection. Please see
the screening criteria and flow chart first, to determine whether a patient is eligible for use of a CBSS
test kit.

Early studies did not recommend testing women for chlamydia and gonorrhea at the anorectal site.
Data showed that women who tested positive at the anorectal site also tested positive at urogenital
sites, making anorectal testing unnecessary. Newer studies show that a significant proportion of women
will test positive only at the anorectal site, meaning that some infections will be missed if women with
anorectal exposure are only tested at urogenital sites. Therefore, the CBSS program recommends
including questions regarding anorectal exposure be included in taking a sexual history with women and
if found to be at risk, testing for anorectal chlamydia and gonorrhea be conducted.

Testing rectal specimens for gonorrhea and chlamydia is recommended when:
e The patient (regardless of gender) has had receptive anal intercourse with a male within the

past year, regardless of condom use.

Testing oropharyngeal specimens for gonorrhea and chlamydia is recommended when:
® The patient (regardless of gender) has performed oral intercourse within the past year.

11
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2. Data Collection, Specimen Collection, Packaging, and Transport
Procedures

Explanation of Data Collection

Data for the CBSS is submitted on the test request form that accompanies the specimen to
SHL. Data are used in an aggregate format for surveillance and making programmatic decisions.
All fields must be completed on every form, every time. In most cases, test request forms are
printed from the SHL website with your individual clinic information. You may download the
form and fill it in on the computer or print it and fill it in by hand. This is the link to find the
chlamydia/gonorrhea test request form on the website:
http://www.shl.uiowa.edu/testmenu/formgenerator.xml

(In the case of clinics using the Life Point system for test submission, the same data will be
collected in Life Point.)

Explanation of Data Fields on the Test Request Form

Organization Information (Results are reported to this address)
e This field will pre-populate when you print the forms from the SHL website. Be sure to
check to make sure the address is correct for your clinic.

Ordering Health Care Provider Information

e The name and NPI number of the ordering clinician must be entered on every test
request form. Only the provider’s NPl numbers can be used, not a facility NPI. The
phone number in this section is the clinic or provider’s direct phone number.

Patient Information

Patient Name

e Please enter the legal name of the patient, not a nickname. Whenever possible, enter
the patient’s middle name or middle initial. A middle name is useful in assisting in
patient matching. If there is no middle name or initial available, you may leave the field
blank. (Please note: When using a middle name or initial, the name on the form and
tube do not need to match exactly due to space limitations. However, if there is no
name on the specimen tube, it will be rejected. Two unique identifiers must match
between the test request form and the specimen label and could be the patient’s first
and last name, date of birth, Chart ID, Patient ID, or Medical Record number.)

12
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Medical Record #/Chart ID/Patient ID Number

e This is the clinic’s identification number for the patient; it may come from the patient
chart or electronic medical record.

e |[f your clinic does not use a patient identifier, it can be left blank but there must be two
forms of patient identification on the test request form and specimen tube.

Birth Date

The date the patient was born. Use the format of two-digit month, two-digit day, and
four-digit year (e.g., 01/02/2010). If the date is not supplied the clinic will be contacted for
this information. Please report the birthdate on the label of the specimen tube whenever
possible.

Address

e SHL and the state STI Program use the address for further identification of the patient in
the instance of a positive test. The patient’s address may be used to determine the
exact geographic distribution of disease trends.

City of Residence
e This field is used to determine the county of the patient’s residence. Write out the
patient’s home city, state, and Zip code on the lines provided.

Phone Number

e This information is collected by SHL on all test request forms. It is necessary for patient
follow-up by the Disease Intervention Specialist (DIS) only in the instance of a disease
investigation resulting from a positive test. The patient should supply a phone number
where they can be reached.

Gender

e This information is collected by SHL on all test request forms. Indicate male or female by
checking “M” for male or “F” for female. Determination of sex is made by observation or
the medical record. This should be interpreted as the sex assigned at birth. You may also
mark Unknown.

Race/Ethnicity

The categories for reporting race and ethnicity for the CBSS conform to the Office of
Management and Budget (OMB) 1997 Revision to the Standard for the Classification of
Federal Data on Race and Ethnicity. If this information is not already included in the
patient’s medical record, the information should be collected by self-identification by the
patient. The patient may self-identify or self-report more than one of five race categories.
Those marking more than one race will collapse into the “More than one race reported”

13
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category in the final state and regional data. Both a racial and ethnic group must be marked
on every form.

Race

e White: Includes persons of European descent, the Middle East, or North Africa

e Black: Includes persons having origins in any of the black racial groups of Africa

e American Indian or Alaskan Native: Includes persons having origins in any of the Indian
peoples in North or South America (including Central America), and who maintain tribal
affiliation or community attachment; Alaskan Indian, Eskimo, and Aleut are also
included.

e Asian: Indicates persons having origins in any of the original peoples of the Far East,
Southeast Asia, or the Indian subcontinent including, for example, Cambodia, China,
India, Japan, Korea, Malaysia, Pakistan, the Philippine Islands, Thailand, and Viet Nam.

e Native Hawaiian or Other Pacific Islander: Includes persons having origins in any of the
original peoples of Hawaii, Guam, Samoa, or other Pacific Islands.

e Unknown: If the patient does not know or does not wish to identify race.

Ethnicity

e Hispanic: Indicates persons having origins in Cuba, Mexico, Puerto Rico, South or Central
America, or other Spanish culture or origin, regardless of race. The term, “Spanish
origin”, can be used in addition to “Hispanic” or “Latino”.

® Non-Hispanic: Includes all other persons.

e Unknown: If the patient does not know or does not wish to identify ethnicity.

Medicaid Information

Please complete this information if the patient has a Medicaid, Medicaid MCO, or State
Family Planning Program (SFPP) number. * DO NOT report insurance information if the
client has any type of private insurance primary to Medicaid. SHL cannot process
private insurance claims.

Check the appropriate public insurance box.

Enter the patient’s Medicaid or Medicare ID #.

Enter the Diagnosis Code.

Complete the Ordering Health Care Provider Information.

® |n some cases, you may not have a patient’s SFPP number at the time of
submitting the specimen. Please write “Pending” on the line for the number
at the time of submission.
o This will alert the lab. They will contact your clinic by phone to follow
up for the ID number.

El

14
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o Do not email or fax this information. Additional questions can be
directed to John Negley at 319-335-4442.

Diagnosis Code

e Thisis the ICD10 Code. You will only complete this field if you are submitting full
Medicaid/MCO/SFPP information for SHL to bill for reimbursement. Please see the list of
suggested codes.

ICD10 Codes
e When providing Medicaid/MCO/SFPP information, you must provide the
ICD10 code. Without it, the lab’s claims are denied as the processing of the
specimen must be linked to the service provided.

CBSS and SHL cannot tell you what codes to use. That is based on services
provided and diagnosis. Questions on specific coding for billing purposes
should be directed to your facility’s Billing Department. This is only a partial
list of possible codes:

o SFPP Patients

= Z730.011 - Encounter for initial prescription of oral
contraceptives

= Z730.018 - Encounter for initial prescription of other
contraceptives

= 730.019 - Encounter for initial prescription of other
contraceptives, unspecified.

= Z30.09 - Encounter for other general counseling and advice on
contraception

= 730.40 - Encounter for surveillance of contraceptives,
unspecified

* Z730.41 - Encounter for surveillance of contraceptive pills

» 730.42 - Encounter for surveillance of injectable
contraceptives (DMPA)

» 730.49 - Encounter for surveillance of other contraceptives

o Medicaid Patients
= Z711.8 - Encounter for screening for infectious and/or parasitic
diseases
= 711.3 - Encounter for screening for infections with
predominantly sexual mode of transmission.

15
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Specimen Information
Date Collected

Write the date the specimen was collected. This information is critical. (For CT/GC/Trich
specimens you do not have to report the Time Collected.)

Specimen Type

Check only one choice by marking the box that identifies the site from which the
specimen was taken, and the type of test kit used (i.e., oropharyngeal, rectal, vaginal, or
urine). Failure to do so will delay results. A separate test request form must be
submitted if more than one specimen collection has been performed for the patient.
Ensure that the specimen type and the kit used match.

Check the box to indicate the set of tests you wish to order — only CT/GC or the “Trio”
panel that includes CT/GC/Trich. The Trio panel is only available for urine and vaginal
specimens. If no box is marked in this section, the lab will default to testing for CT/GC
only. No calls will be made for clarification.

Required lowa HHS/CBSS Program Information

Gender Identity

These are identity indicators that are not dictated by clinical perception OR client
presentation. The question should be asked directly to each client. (Example: How do you
currently identify/describe your gender?)

Man

Women

Male to Female Transgender (sex assigned at birth was male, the client currently
identifies as a transgender woman)

Female to Male Transgender (sex assigned at birth was female, the client currently
identifies as a transgender man)

Transgender (sex assigned at birth was male or female, the client currently identifies as
transgender)

Genderqueer (may see themselves as being both male and female, neither male nor
female, or as falling completely outside of gender binary categories)

Non-Binary (may identify as being both man and women, somewhere in between, or as
falling completely outside of binary categories)

Reason for Visit (Check only one)

FP/Comprehensive: The patient is attending the screening site for routine services such
as preventive and problem visits or walk-in services (e.g., pregnancy tests or EC).
STD Screening: The patient is attending the screening site primarily for STD services.
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Prenatal: This field is used by the clinics providing services for pregnant women. The
patient is attending the screening site primarily for prenatal services.

Rescreen: All patients testing positive for chlamydia or gonorrhea should be retested 3
to 4 months after treatment. This is not a “test of cure”; it is a check for re-infection. No
testing should be performed until at least 3-4 weeks following the completion of
treatment to prevent false positive results.

Pre -IlUD: The patient is screened prior to insertion of an intrauterine device.

PrEP Initiation: Tests are being conducted as part of a patient's effort to start/initiate
PreP therapy for HIV prevention. This may be in conjunction with the PrEP Initiation
Serology Panel found on the SHL TOPHS form or may be independent of serology testing
for patients accessing PrEP through external providers.

PrEP Monitoring: Tests are being conducted as part of a patient's ongoing engagement
in PrEP therapy for HIV prevention. This may be in conjunction with the PrEP Monitoring
Serology Panel found on the SHL TOPHS form or may be independent of serology testing
for patients accessing PrEP through external providers.

Risk History (Check all that apply)

o New Partner (last 60 days): The patient reports a new sexual partner in the last 60 days.

e Multiple Partners (last 60 days): Patient reports more than one sexual partner in the last
60 days or the patient reports having a partner with new or multiple partners in the last
60 days.

e Contact to STD: The patient reports having sexual contact with someone that has been
diagnosed with any sexually transmitted disease in the last year.

e MSM: Male patient reports he has engaged in sexual contact with other men in the last
year.

e None: The patient does not report any of the above; if this field is checked you may not
check another field within this section.

Symptoms

e The patient reports that he or she has (Yes) or does not have (No) symptoms. (e.g.,

itching, burning, discharge, pain with intercourse, etc.)

Signs/Clinical Impressions (Check all that apply)

Cervicitis/Mucopurulent Cervicitis: An infection of the cervix; symptoms may include
mucopurulent vaginal discharge and inflammation. Mucopurulent Cervicitis (MPC) is the
presence of endocervical mucopus, which give yellow or green discoloration to an
endocervical swab inserted into the os. It is defined as:
o Edema, erythema, or follicle-like lesions in an area of ectopy (the extension of
columnar epithelium onto the ectocervix), or
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o The presence of cervical mucus with ten or more polymorphonnuclear
leukocytes per x 1000 microscopic field.

e Cervical Friability: Inflammation of the cervix; the patient may report post-coital
bleeding, or there may be bleeding when the swab touches the cervix.

e PID Suspicion: A diagnosis of PID (Pelvic Inflammatory Disease) is usually based on
clinical findings, which is imprecise. The following are minimum criteria when no other
cause can be identified:

o Lower abdominal tenderness
o Adnexal tenderness
o Cervical motion tenderness

e Urethritis: An inflammation of the urethra characterized by the discharge of
mucopurulent or purulent material, by burning during urination, or urethral itching.

e No Exam performed: Mark this field when collecting a specimen and there was no
physical examination.

e None of the above: A normal exam or an exam that does not include any of the above
CT/GC-related signs/clinical impressions.

Insurance status (Check only one)

e Uninsured: the patient is not covered by any insurance, public or private

e Underinsured: the patient has insurance, but it is inadequate or insufficient to cover
their health care needs or there is a prohibitively high copay or deductible.

e |nsured, patient requests confidential services: the patient may choose not to use their
insurance to protect confidentiality (e.g., does not want an explanation of benefits sent
to the policyholder).

e Medicaid/SFPP information supplied: the patient has Medicaid or the State Family
Planning Program, and the information is provided on the test request form.

o None of the above: the provider site does not have the capacity to bill or process the
patient’s insurance or this is a facility that would not routinely bill for this service.

A sample SHL test request form follows on the next page. Forms must be downloaded from

the SHL website. Please Note: The form is now called the “Molecular STl Test Request Form.”
This is a sample only — do not use this form.
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State Hygienic Laboratory at the University of lowa

U of | Research Park Ankeny Laboratary Lakeside Laboratary
2490 Crosspark Road 2220 5. Ankeny Bivid. 1838 Highw ay 86
¥ L OUI Coralville, 1A 52241-4721 Ankeny, 1A 50023-9093 Milford, 1A 51351-7267
[T o] Phone # 319-335-4500 or FPhone # §18-728-1600 Phone # 712-337-3669
INFORMATION
B00-421-1 Oy A

http :/iwww. shliuiowa edu

lowa HHS Molecular STl Test Request FOrm (ror use only by CBSS Program dinics)

PATIENT INFORMATION Sample must have two patient identifiers that match this form.

Client Reference {Patient ID/MRN/Chart 1D} Last Name Legal First Name Middle Name

Birth Dite / Address City State Zip Code Area Code/Phone #
Gender Race

D Female D Male D Unknown D White D Black DAsFan D American Indian/Alaskan Native D Native Hawa\'ian,t’PaciﬁcIsIanderD Unknown
Ethnicity INSURANCE: SHL does not participate in private insurance. To have SHL bill public insurance, check the
D Hispanic D Non-Hispanic D Unknown appropriate box and enter the patient’s Insurance ID#, Diagnosis Code, and provider information.
Public Insurance: D Medicaid D Medicare D Amerigroup lowa MO0 D lowa Total Gare MO0 D Molina of lowa MCO
Insurance ID# Diagnosis Coda

ORDERING HEALTH CARE PROVIDER INFORMATION

Last Name First Narme NPI Area Code/Phone #

ORGANIZATION INFORMATION {Results are reported to this address. Organizations are responsible for submitting claims to private insurance.)

Organfzation Id Organization Name Address 1

Address 2 City State Zip Code

SAMPLE AND TEST INFORMAT ION (Complete collection date and select sample type and test requested. Only one sample per form.)

Date Collected Time Collected (24 hr. clock) Sample Type
/ / D Pharyrgeal {Throat} swab D Rectal swab DUr\'ne**
D CT/GC D CT/GC/TY panel* D Vaginal swab** D Other:

*A Chlamydia trachomatis/Nelsseria gonorrhoeme (CT/GC) testwill only be performed on the sample unless the box above is checked to order the
Chlamydia trachomeatis/Neisseria gonorrhosae/Trichamaonas vaginalis (CT/GC/TV) panel.
**Note: Trichomonas vaginolis testing can only be performed on urine and vaginal specimens.

REQUIRED CBSS PROGRAM INFORMATION

Gender Identity (check only one) Reason for Visit [check only one] Signs/Clinical Impressions [check all that apply]
D Man D Family Planning/Comprahensive D Cervical friability
D Woman D STD Screen D Cervicitis/Mucopurulent cervicitis
D Male to Fernale Transgender D Prenatal D PID Suspicien
D Female to MaleTransgender D Rescreen (Positive Chlamydia or D Urethritis
D Transgender Gonorrhea In the last 3 to 4 months) D No exam performed
D Genderqueer or non-binary D Pre-UD D None of the above
D Other D PreP initiation Insurance Information [check only one]
Risk History [check all that apply) D PrEP monitoring D Uninsured
D New Partner {last 60 days) D Underinsured
D Multiple Partrers {last 60 days) Symptoms [patient reported) D Insured; patient requests confidental
D Contact with STD D Yes services
D MSM D No D MWedicaid/Walver information supplied
D Mone of the above D None of the above
For State Hygienic Lab Use Only
Condition-Received Temp. | Rec’d by
Room Temp
N
CC 072023 Cold Pack/Refrigerated
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Specimen Collection and Transport

Full instructions for Hologic APTIMA Collection Kits and APTIMA Specimen Collection Guides
are available upon request.

Urine Specimen Collection (Male or Female) **

The patient should not have urinated for at least 1 hour prior to specimen collection

1. Direct patient to provide first-catch urine (approximately 20 to 30 mL of initial urine
stream) into the urine collection cup, free from any preservatives. Collection of larger
volumes may result in specimen dilution that may reduce test sensitivity. Female
patients should not cleanse the labia area prior to providing the specimen.

2. Remove the cap from the urine specimen transport tube and transfer 2 mL of urine into
the urine specimen transport tube using the disposable pipette provided. The correct
volume has been added when the fluid level is between black fill lines on the urine
specimen transport tube label. (This level is very important!)

3. Re-cap urine specimen transport tube tightly. This is now known as the “processed urine
specimen.”

Vaginal Specimen Collection*
Note: For patient-collected vaginal swab specimen collection, ensure that patients read the
Patient Collection Instructions before providing them with a collection kit.

1. Partially peel open the swab package. Remove the swab. Do not touch the soft tip or lay
the swab down. If the soft tip is touched, the swab is laid down, or the swab is dropped, use
a new APTIMA Multitest Swab Specimen Collection Kit.

2. Hold the swab, placing your thumb and forefinger in the middle of the swab shaft
covering the scoreline. Do not hold the swab shaft below the scoreline.

3. Carefully insert the swab into the vagina about 2 inches (5 cm) past the introitus and
gently rotate the swab for 10 to 30 seconds. Make sure the swab touches the walls of the
vagina so that moisture is absorbed by the swab and then withdraw the swab without
touching the skin.

4. While holding the swab in the same hand, unscrew the cap from the tube. Do not spill
the contents of the tube. If the contents of the tube are spilled, use a new APTIMA Multitest
Swab Specimen Collection Kit.

5. Immediately place the swab into the transport tube so that the scoreline is at the top of
the tube.

6. Carefully break the swab shaft at the scoreline against the side of the tube.

7. Immediately discard the top portion of the swab shaft.

8. Tightly screw the cap onto the tube.
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Oropharyngeal/Rectal Specimen Collection — Chlamydia/gonorrhea only

Rectal Swabs
Note: For patient-collected rectal swab specimen collection, ensure that patients read the
Patient Collection Instructions before providing them with a collection kit.

1. Partially peel open the swab package. Remove the swab. Do not touch the soft tip or lay
the swab down. If the soft tip is touched, the swab is laid down, or the swab is dropped, use
a new APTIMA Multitest Swab Specimen Collection Kit.

2. Hold the swab, placing your thumb and forefinger in the middle of the swab shaft
covering the scoreline. Do not hold the swab shaft below the scoreline.

3. Carefully insert the swab into the rectum about 1-2 inches (3-5 cm) past the anal margin
and gently rotate the swab for 5 to 10 seconds. Withdraw the swab without touching the
skin.

4. While holding the swab in the same hand, unscrew the cap from the tube. Do not spill
the contents of the tube. If the contents of the tube are spilled, use a new APTIMA Multitest
Swab Specimen Collection Kit.

5. Immediately place the swab into the transport tube so that the scoreline is at the top of
the tube.

6. Carefully break the swab shaft at the scoreline against the side of the tube.

7. Immediately discard the top portion of the swab shaft.

8. Tightly screw the cap onto the tube.

Oropharyngeal Swabs
Note: For patient-collected throat swab specimen collection, ensure that patients read the
Patient Collection Instructions before providing them with a collection kit.

1. Partially peel open the swab package. Remove the swab. Do not touch the soft tip or lay
the swab down. If the soft tip is touched, the swab is laid down, or the swab is dropped, use
a new APTIMA Multitest Swab Specimen Collection Kit.

2. Hold the swab, placing your thumb and forefinger in the middle of the swab shaft
covering the scoreline. Do not hold the swab shaft below the scoreline.

3. Carefully insert the swab into the throat ensuring contact with bilateral tonsils (if
present) and the posterior pharyngeal wall, then withdraw the swab without touching the
inside of the cheeks or tongue.

4. While holding the swab in the same hand, unscrew the cap from the tube. Do not spill
the contents of the tube. If the contents of the tube are spilled, use a new APTIMA Multitest
Swab Specimen Collection Kit.
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5. Immediately place the swab into the transport tube so that the scoreline is at the top of
the tube.

6. Carefully break the swab shaft at the scoreline against the side of the tube.

7. Immediately discard the top portion of the swab shaft.

8. Tightly screw the cap onto the tube.

* Swab specimen transport and storage -- After collection, transport, and store swab in
swab specimen transport tube at 2°C to 30°C until tested. Specimens must be assayed with the
GEN-PROBE APTIMA Assay for CT and/or GC within 60 days of collection. If longer storage is
needed, freeze at -20°C to -70°C for up to 90 days after collection.

** Urine specimen transport and storage — After collection, transport and store the
processed urine specimen in the GEN-PROBE APTIMA urine specimen transport tube at 2°C to
30°C until tested. Processed urine specimens should be assayed with the APTIMA Assay for CT
and/or GC within 30 days of collection. If longer storage is needed, freeze at -20°C to -70°C for
up to 90 days after collection.

Packaging and Shipment of Swab and Urine Specimens

® Label each specimen tube with the patient’s name and at least one additional patient

identifier such as birthdate or patient ID/MRN.
o UNLABELED SPECIMENS OR SPECIMENS WITH ONLY ONE ID WILL NOT BE TESTED

A complete CBSS Test Request Form must accompany each specimen.

Be sure the swab fits correctly and the lid is tightened on the transport tube.

Use one biohazard bag per specimen.

Wrap the specimen transport tube in the absorbent material provided and place it into a

biohazard bag. Seal the biohazard bag. Do not use rubber bands!

® Check to make sure the test request form is completed. Fold the test request form in
half and place it in the pocket of the biohazard bag.

e Up to four specimens can be placed in the white mailing tubes. (If you use a courier for
transport, you will not need the white mailing tubes.)

e When shipping many specimens at one time, a sturdy cardboard box can be used
instead of the plastic mailers. This will save postage.

® Use the pre-addressed mailing label provided.

e Transport specimens to SHL as soon as possible after collection.

e Transport at 2°C to 27°C (room temperature).

22



lowa Community-Based Screening Services | 2023
Procedures Manual

Criteria for Rejection/Infractions for Specimen Collection and Transport — SHL QA Events

e Container wrong — Improper sample container was received for the test requested.

e Data discrepancy — Pre-existing data does not match data on the current test request
form.

e Date-Time Error — There was an error in the sample collection date (e.g., missing,
mismatched, postdated, or incorrect).

e Improper sample type — Improper sample type for the test requested on the form.

® Incomplete form — Critical information was missing on the form received.

e Missing IDPH information — Field(s) in the required CBSS program information section
was not completed.

e Missing label information — The sample was received from the clinic without proper
identification on the specimen tube label.

e No form — No sample information test request form was received.

e No swab received — Sample not tested. No swab was received in the sample collection
device.

e Quantity not sufficient — The sample quantity was not sufficient for the requested test.

e Sample leaking — The sample was leaking upon receipt. The integrity of the sample is
guestionable.

e Swab cut/broken high — Sample will not be tested. Swabs must be broken off at the
indicated breakpoint to prevent contamination.

e Unable to Match — Unable to match the sample test request form with the sample due
to a lack of patient identifiers.

e Urine quantity — Sample unsuitable for testing. The fluid level in the urine transport tube
must fall between the black indicator lines on the tube label.

Ordering Specimen Collection Supplies

Test kits and all CT/GC supplies are to be ordered through the CBSS Coordinator at:
Community-Based Screening Services
jodie.liebe@idph.iowa.gov
515-783-4076

Collection kits can include:
o Multi-use test swab kits or urine kits
Test request forms
Biohazard bags
Absorbent material
White mailing tubes
Mailing labels

O O O O O
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Individual components may be ordered separately. Swab and urine kits come in boxes of
50. You may specify a quantity less than 50, but only in lots of 50 if ordering more (e.g., 50, 100,
150, etc.). The order is forwarded to SHL.

e Order well in advance, before you run out of supplies.

e |tisimportant to avoid having test kits expire. Be sure to rotate the stock of test kits
often, watching expiration dates. Practice the “First in — First out” policy.

e Supply orders should be placed so you have an approximate 2 to 3-month supply, based
on the volume of CBSS testing you do. Review all the supplies you have on hand and try
to order test kits, biohazard bags, absorbent material, and/or shipping containers all at
the same time.

e |[f you use additional laboratories, supplies must be kept separate and labeled
appropriately. Only use SHL supplies for samples being submitted to their laboratory.
Do not use SHL supplies for samples sent to other laboratories.
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3. Test Results and Treatment Information

Receiving Test Results from SHL

The primary way to receive test results is via the web on the SHL OpenELIS (OE) system.
(Clinics using Life Point will receive their results through that system.)

Test results are available as soon as they are completed and released, improving turn-
around time. Clinics can choose to be notified by email when results are ready and track the
progress of specimens through the process.

Test results will be reported in the following format:

* Chlamydia trachomatis- Positive, Negative, Equivocal, and Invalid

* Neisseria gonorrhoeae- Positive, Negative, Equivocal, and Invalid

* Trichomonas vaginalis - Positive, Negative, and Invalid
Equivocal and invalids should both be treated as indeterminate, and another specimen
should be collected.

Results can be accessed in a printable format resembling reports that are mailed. Up to
three individuals at each clinic site may sign up and receive a password to gain access to the
results. Once the staff has completed training and becomes comfortable with the system, a
separate request should be submitted to go “paperless” (The results will no longer be mailed.)
SHL should be notified immediately if a staff person leaves the clinic so that access is
terminated.

To register for web access please go to
http://www.shl.uiowa.edu/results/web access request.xml and to go paperless, go to
http://www.shl.uiowa.edu/kitsquotesforms/stop receiving mailed test results request form.pdf

A full description of the Web Access Reporting System is available at
http://www.shl.uiowa.edu/results/OpenELIS Web Portal User Guide.pdf

Questions regarding test results should be directed to:
o Kris Eveland at kristofer-eveland@uiowa.edu (319-335-4279) or
o Jeff Benfer at jeff-benfer@uiowa.edu (319-335-4276).

Receiving Test Results in the Clinic

® Assoon as a positive test result is received, it should be placed in the medical record. In
the case of electronic medical records, the result form can be scanned, copied, or saved
as a PDF and added to the electronic record.
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Contacting the Patient

e An attempt to contact the patient should be made within 1 working day of receiving a
positive test result and must be done within 3 working days.

e Each attempt to contact the patient should be recorded in the medical record.

e When permissible, the first attempt to contact the patient should be made by
telephone. A physician, physician’s assistant, nurse, nurse practitioner, or an
appropriately trained non-medical person should make this call.

e Medical information is confidential, and the patient should be reminded of this. Due to
confidentiality, if the patient is not home, ask that the phone call be returned. Do not
give out medical information to anyone but the patient.

e The patient should be alerted to the serious nature of the infection and reminded that
medical attention is needed immediately. Explain to the patient that the infection is
easily treated, and long-term consequences can be avoided if medication is received in a
timely manner.

e Make an appointment with the patient for counseling and treatment as soon as
possible.

e |[f there is no way to contact the patient by telephone, or attempts at telephone contact
have been unsuccessful, a certified letter with a return request should be sent to the
patient.

e This letter should not contain alarming language. The confidential nature of the content
must not be revealed. The letter should encourage the patient to call with questions.
The letter should state that this is the last attempt to contact the patient.

e If the clinic is unable to contact a patient with a positive chlamydia or gonorrhea test
result, the STI program at lowa HHS must be notified (note: Polk, Linn, Scott, and Black
Hawk counties have their own investigators and follow-up, so clinics in these counties
work directly with them). If the clinic is unable to reach the patient within 10 days of
receiving the positive test result(s), the clinic must contact Public Health for assistance.
The state DIS or county STI Program may be contacted sooner if it appears attempts to
contact the patient will be unsuccessful. State and local DIS help locate and contact
patients. As staff of state or county public health departments, they have the right to
patient information related to reportable infections like chlamydia or gonorrhea. For the
name of the DIS in your area, go to the STI Program Resources page and look for the
Disease Intervention Specialist map. https://hhs.iowa.gov/hivstihep/std/resources

® Because trichomoniasis is a non-reportable condition, patient and partner treatment
follow-up will not be done by state DIS.

e Treatment drugs for chlamydia, gonorrhea, syphilis, and trichomoniasis are available for
all CBSS providers through the state STI medications program, you may work with the
STl Program to opt into this program if another method of assuring treatment is not
available. For enrollment and ordering information, contact the STl Program Manager at
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(515) 240-1143. Enrollees in the lowa HHS STI Treatment Medications Program must
follow all requirements set forth by the state STI Program and the Health Resources and
Services Administration (HRSA) 340B Program.

Management of Sex Partners and Follow-up

e A partner referral system for assuring the examination and treatment of sex partners
must be in place.

e Patients should be instructed to refer sex partners for evaluation, testing, and
treatment. This need for partner treatment and referral should be noted in the medical
chart. Names of partners must not be entered in the patient record.

o Partner notification and referral can be accomplished in two ways:

* By the patient

* By the state or local DIS (Please note: Due to the high volume of
cases, patients diagnosed with chlamydia will only be offered
partner services/referral upon clinician request to your local DIS or
the STl Program at lowa HHS. Patients diagnosed with gonorrhea
will be contacted by DIS if they meet high-priority criteria such as
adolescents, symptomatic persons, pregnant persons, etc. Contact
your DIS or the STI Program at lowa HHS for more information.)

e Sex partners should be evaluated and treated if they had sexual contact with the patient
during the 60 days preceding the onset of symptoms or the diagnosis of chlamydia or
gonorrhea.

e The most recent sex partner should be evaluated and treated even if the time of the last
sexual contact was greater than 60 days before symptoms or diagnosis.

Treatment of Chlamydia

Persons treated for chlamydia should be instructed to abstain from sexual intercourse for 7
days after completion of a 7-day regimen or single-dose therapy and until all sex partners have
been treated.

Recommended
o Doxycycline 100 mg. orally 2 times a day for 7 days

Alternative
o Azithromycin 1 gram orally single dose
o Levofloxacin 500 mg. orally once a day for 7 days

Pregnant Females - Recommended
o Azithromycin 1 gram orally single dose
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Alternative
o Amoxicillin 500 mg. orally, three times a day for 7 days

Persons who receive a positive chlamydia diagnosis should be tested for HIV, gonorrhea,
and syphilis.

You are strongly encouraged to read the complete current CDC Sexually Transmitted
Diseases Treatment Guidelines for more detailed findings regarding screening, treatment, and
follow-up of chlamydia. For more information on the treatment guidelines, please visit
www.cdc.gov/std/treatment

Treatment of Gonorrhea

Persons treated for gonorrhea should be instructed to abstain from sexual intercourse for 7
days after single-dose therapy and until all sex partners have been treated.

Recommended for uncomplicated infections of the cervix, urethra, and rectum
o Ceftriaxone 500 mg. IM in a single dose for patients weighing < 150kg (300 Ibs.)
o Ceftriaxone 1 g IM in a single dose for patients weighing > 150 kg (300 Ibs.)
If chlamydial infection has not been excluded, treat for chlamydia with doxycycline 100
mg orally twice daily for 7 days.

Alternative
o If ceftriaxone is not available or not feasible:
» Cefixime 800 mg orally in a single dose

o If cephalosporin allergy:
= Gentamicin 240 mg IM single dose
PLUS
= Azithromycin 2 grams in a single dose

If chlamydial infection has not been excluded, treat for chlamydia with doxycycline 100 mg
orally twice daily for 7 days.

Pharyngeal
o Ceftriaxone 500 mg IM in a single dose

If chlamydial coinfection is identified when pharyngeal gonorrhea testing is performed,
providers should treat for chlamydia with doxycycline 100 mg orally twice daily for 7

days.
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Alternative Regimen
No reliable alternative treatments are available for pharyngeal gonorrhea. Consult with an
infectious disease specialist.

Test of cure

A test of cure (i.e., repeat testing after completion of therapy) is unnecessary for persons
who receive a diagnosis of uncomplicated urogenital or rectal gonorrhea and who are
treated with any of the recommended or alternative regimens. Any person with pharyngeal
gonorrhea should return 7—14 days after initial treatment for a test of cure by using either
culture or NAAT; however, testing at 7 days might result in an increased likelihood of false-
positive tests (this is particularly true if using a NAAT for a test of cure). If the NAAT is
positive, an effort should be made to perform a confirmatory culture before retreatment,
especially if a culture was not already collected. All positive cultures for test of cure should
undergo antimicrobial susceptibility testing. Symptoms that persist after treatment should
be evaluated by culture for N. gonorrhoeae (with or without simultaneous NAAT) and
antimicrobial susceptibility. Persistent urethritis, cervicitis, or proctitis also might be caused
by other organisms (see Urethritis; Cervicitis; or Proctitis).

To order a gonorrhea test of cure kit go to the following link on the State Hygienic
Laboratory Testing Page:

http://shl.uiowa.edu/kitsquotesforms/clinicalkit.xml
It will take you to the ordering kit screen. Find your clinic in the drop-down
menu.

e The test of cure kit is not currently part of the Kit Information drop-down menu.

o Enter Gonorrhea Test of Cure Kit in the “Comments” box and indicate
how many you would like to order. Submit the order.

e If you need assistance with ordering, please call the SHL main number at 319-

335-4500.

Persons who receive a positive diagnosis for gonorrhea should also be tested for HIV,
chlamydia, and syphilis.

You are strongly encouraged to read the complete current CDC Sexually Transmitted

Diseases Treatment Guidelines for more detailed findings regarding screening, treatment, and
follow-up of gonorrhea. For more information on the treatment guidelines, please visit
www.cdc.gov/std/treatment
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Treatment of Trichomoniasis

Providers should advise persons with T. vaginalis infections to abstain from sex until they
and their sex partners are treated (i.e., when therapy has been completed and any symptoms
have resolved). Testing for other STls, including HIV, syphilis, gonorrhea, and chlamydia, should
be performed for persons with T. vaginalis.

Recommended Regimen for Women

o Metronidazole 500 mg twice daily for 7 days
Recommended Regimen for Men

o Metronidazole 2 g orally in a single dose

Because of the high rate of reinfection among women treated for trichomoniasis, retesting

for T. vaginalis is recommended for all sexually active women approximately 3 months after
initial treatment regardless of whether they believe their sex partners were treated (137,1115).
If retesting at 3 months is not possible, clinicians should retest whenever persons next seek
medical care <12 months after initial treatment. Data are insufficient to support retesting men
after treatment.

Presumptive Treatment Criteria and Expedited Partner Therapy

® Presumptive treatment occurs before test results are available when a patient presents
with signs/symptoms or other criteria indicated below. Treatment may occur without
testing the patient.
e Criteria for presumptive diagnosis and treatment of chlamydia, gonorrhea, or
trichomoniasis include but are not limited to:
o Males
= History of urethral discharge
= History and/or exam consistent with urethritis, epididymitis, or non-
gonococcal urethritis
= History of sexual partner with chlamydial infection
= History of sexual partner with gonococcal infection
= History of sexual partner with trichomoniasis infection
= Symptomatic partner
= History of partner with mucopurulent cervicitis or PID
= Rape victim

o Females
» Physical exam consistent with mucopurulent cervicitis, friable cervix, or
positive swab test
= Signs or symptoms of PID
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= History of sexual partner with chlamydial infection

» History of sexual partner with gonococcal infection

» History of sexual partner with trichomoniasis infection

=  Symptomatic partner

» History of partner with urethritis, epididymitis, or non-gonococcal
urethritis

= Rape victim

e Expedited Partner Treatment/Therapy (EPT) is the clinical practice of treating the sex
partners of patients diagnosed with chlamydia and/or gonorrhea by providing
prescriptions or medications to the patient to take to his/her partner(s) without the
health care provider first examining the partner(s). EPT can be accomplished in two
ways. Patient-Delivered Partner Therapy (PDPT) occurs when a patient delivers the
prescriptions or medications to her or his partner(s). Field-Delivered Therapy (FDT)
is a practice that is like Directly Observed Therapy (DOT). FDT occurs when a public
health professional, such as a Disease Intervention Specialist (DIS), delivers the
prescription or medication to the partner(s). Providing medications is preferred to
providing prescriptions as this increases the likelihood of partners receiving and
taking the medications.

e The gold standard for interrupting the transmission of sexually transmitted
infections (STls) is to examine, test, and appropriately treat all sex partners of
persons diagnosed with an STI. EPT has been demonstrated to be effective in
accomplishing the last part of this standard. EPT is useful when partners are
deemed unlikely to access health care themselves, and/or when a patient presents
with re-infection(s). It is strongly recommended that your clinic have procedures in
place for EPT.

The following is the lowa code regarding EPT:

139A.41 CHLAMYDIA AND GONORRHEA Notwithstanding any other provision of law, a
physician, physician assistant, or advanced registered nurse practitioner who diagnoses a
sexually transmitted Chlamydia or Gonorrhea infection in an individual patient may prescribe,
dispense, furnish, or otherwise provide prescription oral antibiotic drugs to that patient’s sexual
partner or partners without examination of that patient’s partner or partners. If the infected
individual patient is unwilling or unable to deliver the medication to a sexual partner or
partners, a physician, physician assistant, or advanced registered nurse practitioner may
dispense, furnish, or otherwise provide the prescription oral antibiotic drug to the department
or local disease prevention investigation staff for delivery to the partner or partners.

There is additional information and resources regarding STls in Appendix D.
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State Reporting Requirements

lowa is a dual reporting state. Both the clinician that diagnoses the infection and the
laboratory that processes the specimen are required to report each event of a reportable
infection to Division of Public Health at lowa HHS. The following information offers guidance
on how to report infections, including the timeframe in which they must be reported.

For STls, clinicians and laboratories must report each event of infection within three days of
a positive test result. lowa Code 139A.31 states, “Immediately after the first examination or
treatment of any person infected with any sexually transmitted disease or infection, the health
care provider who performed the examination or treatment shall transmit to the department a
report...” lowa code 139A.32 states that a person in charge of a public, private, or hospital
clinical laboratory shall report “all specimens which yield evidence of or are reactive for those
diseases defined as sexually transmitted diseases or infections.” Reportable STls in lowa
include chlamydia, gonorrhea, and syphilis.

¢ Chlamydia
o Confirmed positive results on any qualitative polymerase chain reaction (PCR) test,
nucleic acid amplification test (NAAT), nucleic acid hybridization (DNA probe) test,
enzyme-linked immunosorbent assay (ELISA, EIA), direct fluorescent antibody test
(DFA), or culture.
¢ Gonorrhea
o Confirmed positive results on any qualitative polymerase chain reaction (PCR) test,
nucleic acid amplification test (NAAT), nucleic acid hybridization (DNA probe) test,
enzyme-linked immunosorbent assay (ELISA, EIA), bacterial culture, or Gram stain.
(Gram stain is only valid as a confirmatory test on urethral specimens from
symptomatic males).
o Syphilis
o Confirmed positive results by a treponemal test (e.g., TPPA, FTA, 1gG, EIA, etc.).
The non-treponemal test (i.e., RPR or VDRL). A quantitative titer should be
included with all reactive RPR or VDRL results.

The following section of lowa Administrative Code 641 describes what must be included in
each event reported to the lowa Department of Public Health:

641 — 1.4(2) What to report. Each report shall contain all of the following information:
a. The patient’s name.

b. The patient’s address.

¢. The patient’s date of birth.

d. The sex of the patient.
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e. The race and ethnicity of the patient.

f. The patient’s marital status.

g. The patient’s telephone number.

h. The name and address of the laboratory.

i. The date the test was found to be positive and the collection date.

j. The name and address of the health care provider who performed the test
k. If the patient is female, whether the patient is pregnant.

I. The name of the reportable disease.

m. The treatment provided for the reportable disease (for STIs only).

Blank STI Reporting Forms for Clinicians may be obtained from the STl Program webpage at
https://hhs.iowa.gov/hivstihep/sti. Completed forms should be returned by fax to the STI
Program at lowa HHS at (515) 725-1278. For additional consultation regarding reporting, you
may contact the STI Data Coordinator at (515) 281-3031 or the STI Program Manager at (515)
240-1143.

Tests of Public Health Significance

CBSS clinics are eligible for additional STI testing through the Tests of Public Health Significance
(TOPHS). TOPHS include syphilis, HIV, hepatitis B and C, and herpes. These tests are provided at
no charge to the client or the facility through lowa HHS and language established in lowa Code

263.8.

* SHL has developed a special test request form. For CBSS sites, the test request form can
be obtained from the CBSS Coordinator or the STl Program Manager. Do not download
the forms from the SHL website. Failure to use the correct form may result in charges
to the clinic or facility.

o Itisto be used by approved test sites (CBSS or ITS))
o Patients must meet the criteria for whichever test you wish to run.
o The completed form and specimen should be shipped to SHL.

* If you are a LifePoint portal user, when completing the online form for TOPHS, be sure
to choose “Bill to: lowa HHS”.

* TOPHS are optional. They are intended to provide an alternative source of testing for
your uninsured and confidential patients meeting the criteria.

For a memo outlining TOPHS in more detail and the screening criteria/procedures for each
infection, please see Appendix E
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4. Post-Test and Certification

All staff involved with the CBSS should review this manual and take the post-test for
certification. New staff, within 30 days of hire, should read the manual and complete the test.
The test can be taken by a Google Form. This is the preferred method for taking the test. Just
follow this link: https://forms.gle/i7MvTwwAsLVhdoY27

Alternatively, a copy of the post-test is included here which you can print, complete, scan,
and send to the CBSS Coordinator at jodie.liebe@idph.iowa.gov

A certificate of completion will be emailed to the participants when a passing score of 70%
is achieved.
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Community-Based Screening Services Manual Certification

Completing the Community-Based Screening Services post-test verifies that | have read and
understand the lowa Community-Based Screening Services Procedures Manual. | have included
the post-test and | will be notified of the results. If | receive a passing score of 70% or above, |
will receive a Certificate of Participation.

Your Name

Clinic/Agency Name

Clinic Street Address

Clinic City, State, and Zip code

Email address

Please choose one:

e LPN
e RN
e MA
e CMA

e Nurse Practitioner

e Physician (MD or DO)

e Physician’s Assistant (PA)

e Laboratory Manager or other lab staff

e Other
Signature
Date

Please scan and return to the CBSS Coordinator at Jodie.Liebe@idph.iowa.gov
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CBSS Manual Post Test

Name

Please circle the correct answer for each question based on this manual. Choose only one
answer per question. You may also take this post-test online with a Google Form at
https://forms.gle/j7MvTwwAsLVhdoY27

1. According to the 2021 CDC Surveillance report, which sexually transmitted infection had
a 4 % decrease in reported cases from 2017?

a. Chlamydia
b. Gonorrhea
c. Syphilis
d. Herpes

2. The Hologic Combo 2 Assay used at SHL can now provide a test result for urine and
vaginal specimens for chlamydia, gonorrhea, and trichomoniasis.
a. True
b. False

3. What factors need to be considered in determining the use of CBSS test kits with your
patients?
a. Insurance Status
b. Age
c. Risk factors
d. All of the above

4. Clinicians should take a thorough sexual history to determine exposure and the need for
multisite chlamydia/gonorrhea testing (i.e., genital, throat, and rectal).
a. True
b. False

5. According to lowa Code, minors can be tested and treated for STls without
parental/guardian consent.
a. True
b. False

6. Unlabeled specimens or specimens with only one ID will not be tested.

a. True
b. False
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10.

11.

12.

When is rescreening a patient with a positive chlamydia/gonorrhea test recommended?
a. Never, itis not necessary.
b. 6 months following the positive test.
c. 3 months following the positive test and treatment.
d. Assoon as you can get the patient back in

Who should be contacted to (re) order CBSS CT/GC testing supplies?
a. The CBSS Coordinator
b. SHL
c. The state STI program
d. You don’t need to re-order supplies, they will be sent automatically.

According to the 2021 CDC STI Treatment Guidelines, what is the recommended
method for treating chlamydia (except in pregnant females)?

a. Ceftriaxone 500 mg IM in a single dose

b. Azithromycin 1 gm orally in a single dose

c. Doxycycline 100 mg orally 2x/day for 7 days

d. Amoxicillin 500 mg. orally, three times a day for 7 days

According to the 2021 CDC STl Treatment Guidelines, what is the recommended
method for treating gonorrhea?
a. Ceftriaxone 500 mg IM in a single dose
b. Azithromycin 1 gm orally in a single dose
c. Doxycycline 100 mg orally 2x/day for 7 days
d. Ceftriaxone 500 mg IM in a single dose and Azithromycin 1 gm orally in a single
dose

Under what circumstances should a test of cure be routinely conducted for persons
diagnosed with gonorrhea who were treated with a CDC-recommended regimen?

a. Atest of cure is never recommended for gonorrhea if the person was treated
with a CDC-recommended regimen.
For persons with uncomplicated urogenital gonorrhea.
For persons diagnosed with pharyngeal gonorrhea.
d. For persons with rectal gonorrhea.

[glen

For the three bacterial STls that are reportable in the State of lowa, who is responsible?
a. The clinician or provider that diagnoses the infection.
b. The laboratory that processes the specimen.
c. Both the clinician and laboratory should report to lowa HHS.
d. No one must report the positive test.
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Appendices
e Appendix A— Gen-probe APTIMA Combo 2 Package Insert
® Appendix B — Facility Assessment Form for Site Visits
e Appendix C—Taking a Sexual History
e Appendix D — Additional Resources

® Appendix E — Test of Public Health Significance (TOPHS) Memo
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General Information

Intended Use

The Aptima Combo 2° Assay is a target amplification nucleic acid probe test that utilizes target
capture for the in vitro qualitative detection and differentiation of ribosomal RNA (rRNA) from
Chlamydia trachomatis (CT) and/or Neisseria gonorrhoeae (GC) to aid in the diagnosis of
chlamydial and/or gonococcal disease using the Panther® System as specified.

On the Panther System, the assay may be used to test the following specimens from
symptomatic and asymptomatic individuals: clinician-collected endocervical, vaginal, throat,
rectal, and male urethral swab specimens, clinician-collected gynecological specimens collected
in the PreservCyt® Solution, patient-collected vaginal swab specimens,’ and female and male
urine specimens.

'Patient-collected vaginal swab specimens are an option for screening women when a pelvic exam is not
otherwise indicated. The Aptima Multitest Swab Specimen Collection Kit has not been evaluated for home use.

Summary and Explanation of the Test

Chlamydia trachomatis (CT) and Neisseria gonorrhoeae (GC) infections are two of the most
common sexually transmitted infections worldwide. In the United States alone, an estimated
1,708,569 (529 cases per 100,000 population) cases of CT and 555,608 (172 per 100,000
population) cases of GC infections were reported to the Centers for Disease Control in

2017 (9). CDC STD Treatment Guidelines include testing and screening recommendations for
CT and GC and provide guidance on testing methodology and frequency, as well as specimen
types for specific patient populations.

Chlamydiae are nonmotile, gram-negative, obligate intracellular bacteria. The CT species is
comprised of at least fifteen serovars (A, B, Ba, C, D, E, F, G, H, |, J, K, L1, L2 and L3) that can
cause disease in humans (34). The serovars D through K are the major cause of genital
chlamydial infections in men and women (26). C. frachomatis can cause nongonococcal
urethritis, epididymitis, proctitis, cervicitis, acute salpingitis, and Pelvic Inflammatory Disease
(PID) (3, 19, 28, 29). C. trachomatis infections are often asymptomatic in both males and
females. Children born to infected mothers are at significantly higher risk for inclusion
conjunctivitis and chlamydial pneumonia (1, 15, 27).

Historically, several methods for CT detection have been utilized in the clinical laboratory,
including cell culture, direct fluorescent antibody testing, and enzyme immunoassay. More recent
methodologies for CT detection include direct DNA probe assays and nucleic acid amplification
test (NAAT) DNA probe assays. Cell culture was once considered to be the “gold standard” for
detection of CT. Culture is quite specific, but scientific publications have demonstrated that the
NAAT DNA probe technologies have a higher clinical sensitivity than culture (2, 13, 21, 30).

N. gonorrhoeae is the causative agent of gonorrheal disease. N. gonorrhoeae are non-motile,
gram-negative diplococci. The majority of gonorrheal infections are uncomplicated lower genital
tract infections and may be asymptomatic. However, if left untreated in women, infections can
ascend and cause PID, which can manifest as endometritis, salpingitis, pelvic peritonitis, and
tubo-ovarian abscesses. A smaller percentage of persons with gonococcal infections may
develop Disseminated Gonococcal Infection (DGI) (18, 24). When left untreated in men, urethritis
including dysuria, epididymitis, and scrotal pain may persist. CT and NG oropharyngeal
infections may present with sore throat although most are asymptomatic. Rectal infections, when
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symptomatic, may present with discharge, anal itching, soreness, bleeding, and painful bowel
movements (7, 8).

Conventional diagnosis of GC infection requires isolation of the organism on selective media or
the observation of diplococci in Gram stained smears (20). Culture methods can have good
clinical sensitivity, but are highly dependent on proper specimen handling. Improper specimen
storage and transport can result in the loss of organism viability and yield false negative results.
Poor sampling technique, toxic sampling materials, and the inhibition of growth by components
of body secretions can also result in false negative results (11, 22).

The CDC recommends the use of NAATs for the detection of CT and GC in men and women
with and without symptoms, not only for urogenital specimens, but also for extragenital sites (6).

First generation NAATs for CT and GC have technological issues that have limited their
performance. These issues include cumbersome specimen processing and specimen inhibition
that can yield false negative results (10, 14, 17, 23, 25, 31, 32, 33). The Aptima Combo 2 Assay
is a second generation NAAT that utilizes target capture, Transcription-Mediated Amplification
(TMA), and Dual Kinetic Assay (DKA) technologies to streamline specimen processing, amplify
target rRNA, and detect amplicon, respectively. Studies comparing performance and specimen
inhibition of various amplification systems have demonstrated the benefits of target capture,
TMA?®, and DKA technologies (12, 16). The Aptima Combo 2 Assay on the Panther System
qualitatively detects CT and/or GC rRNA in clinician-collected endocervical, vaginal, throat,
rectal, and male urethral swab specimens, patient-collected vaginal swab specimens, PreservCyt
Solution liquid Pap specimens, and female and male urine specimens from symptomatic and
asymptomatic individuals.

Principles of the Procedure
The Aptima Combo 2 Assay combines the technologies of target capture, TMA, and DKA.

Specimens are collected and transferred into their respective specimen transport tubes. The
transport solutions in these tubes release the rRNA targets and protect them from degradation
during storage. When the Aptima Combo 2 Assay is performed in the laboratory, the target rRNA
molecules are isolated from specimens by use of capture oligomers via target capture that
utilizes magnetic microparticles. The capture oligomers contain sequences complementary to
specific regions of the target molecules as well as a string of deoxyadenosine residues. A
separate capture oligomer is used for each target. During the hybridization step, the sequence
specific regions of the capture oligomers bind to specific regions of the target molecules. The
capture oligomer:target complex is then captured out of solution by decreasing the temperature
of the reaction to room temperature. This temperature reduction allows hybridization to occur
between the deoxyadenosine region on the capture oligomer and the poly-deoxythymidine
molecules that are covalently attached to the magnetic particles. The microparticles, including
the captured target molecules bound to them, are pulled to the side of the reaction vessel using
magnets and the supernatant is aspirated. The particles are washed to remove residual
specimen matrix that may contain amplification reaction inhibitors. After the target capture steps
are completed, the specimens are ready for amplification.

Target amplification assays are based on the ability of complementary oligonucleotide primers to
specifically anneal and allow enzymatic amplification of the target nucleic acid strands. The
Aptima Combo 2 Assay replicates a specific region of the 23S rRNA from CT and a specific
region of the 16S rRNA from GC via DNA intermediates. A unique set of primers is used for
each target molecule. Detection of the rRNA amplification product sequences (amplicon) is
achieved using nucleic acid hybridization. Single-stranded chemiluminescent DNA probes, which
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are complementary to a region of each target amplicon, are labeled with different acridinium
ester molecules. The labeled DNA probes combine with amplicon to form stable RNA:DNA
hybrids. The Selection Reagent differentiates hybridized from unhybridized probe, eliminating the
generation of signal from unhybridized probe. During the detection step, light emitted from the
labeled RNA:DNA hybrids is measured as photon signals in a luminometer, and are reported as
Relative Light Units (RLU). In DKA, differences in the kinetic profiles of the CT and GC labeled
probes allow for the differentiation of signal; kinetic profiles are derived from measurements of
photon output during the detection read time. The chemiluminescent detection reaction for CT
signal has very rapid kinetics and has the “flasher” kinetic type. The chemiluminescent detection
reaction for GC signal is relatively slower and has the “glower” kinetic type. Assay results are
determined by a cut-off based on the total RLU and the kinetic curve type.

Warnings and Precautions
A. For in vitro diagnostic use.

B. For additional specific warnings, precautions and procedures to control contamination for the
Panther System, consult the Panther System Operator’s Manual.

Laboratory Related
C. Use only supplied or specified disposable laboratory ware.

D. Use routine laboratory precautions. Do not eat, drink or smoke in designated work areas.
Wear disposable, powderless gloves, protective eye wear, and laboratory coats when
handling specimens and kit reagents. Wash hands thoroughly after handling specimens and
kit reagents.

E. Warning: Irritant and Corrosive: Avoid contact of Auto Detect 2 with skin, eyes and
mucous membranes. If this fluid comes into contact with skin or eyes, wash the affected area
with water. If this fluid spills, dilute the spill with water before wiping it dry.

F. Work surfaces, pipettes, and other equipment must be regularly decontaminated with 2.5% to
3.5% (0.35M to 0.5M) sodium hypochlorite solution.

Specimen Related
G. This assay has been cleared for the following specimens on the Panther System:
» Clinician-collected endocervical, vaginal, throat, rectal, and male urethral swab specimens
* Female and male urine specimens
+ Clinician-collected PreservCyt Solution liquid Pap specimens
+ Patient-collected vaginal swab specimens

Only specimens collected with the following specimen collection kits have been cleared on
the Panther System:

+ Aptima® Unisex Swab Specimen Collection Kit for Endocervical and Male Urethral Swab
Specimens

+ Aptima Urine Collection Kit for Male and Female Urine Specimens

* Aptima Multitest Swab Specimen Collection Kit
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» Aptima Specimen Transfer Kit (for use with gynecologic samples collected in PreservCyt
Solution)

Gynecologic samples collected for preparation using the ThinPrep® 2000 System should be
collected using broom-type or endocervical brush/plastic spatula combination collection
devices.

H. Expiration dates listed on the collection kits pertain to the collection site and not the testing
facility. Samples collected any time prior to the expiration date of the collection kit, and
transported and stored in accordance with the package insert, are valid for testing even if the
expiration date on the collection tube has passed.

I. The PreservCyt Solution has been validated as an alternative medium for testing with Aptima
Combo 2 Assay. PreservCyt Solution liquid Pap specimens processed using the ThinPrep
3000 Processor or other instruments have not been evaluated to test for Chlamydia
trachomatis and Neisseria gonorrhoeae using the Aptima Combo 2 Assay.

J. After urine has been added in the urine transport tube, the liquid level must fall between the
two black indicator lines on the tube label. Otherwise, the specimen must be rejected.

K. Maintain proper storage conditions during specimen shipping to ensure the integrity of the
specimen. Specimen stability under shipping conditions other than those recommended has
not been evaluated.

L. Specimens may be infectious. Use Universal Precautions when performing this assay. Proper
handling and disposal methods should be established by the laboratory director. Only
personnel adequately trained in handling infectious materials should be permitted to perform
this diagnostic procedure.

M. Avoid cross-contamination during the specimen handling steps. Specimens can contain
extremely high levels of organisms. Ensure that specimen containers do not contact one
another, and discard used materials without passing over open containers. Change gloves if
they come in contact with specimen.

N. If the lab receives a swab specimen transport tube with no swab, two swabs, a cleaning
swab, or a swab not supplied by Hologic, the specimen must be rejected. Prior to rejecting a
swab transport tube with no swab, verify that it is not an Aptima Specimen Transfer Tube as
this specimen transport tube will not contain a swab.

O. For PreservCyt Solution liquid Pap specimens, collect according to the manufacturer’s
instructions. Aliquots subsequently removed from the PreservCyt vial for testing by the
Aptima Combo 2 Assay should be processed using only the Aptima Specimen Transfer Kit.

P. Upon piercing, liquid can discharge from Aptima transport tube caps under certain conditions.
Follow instructions in the Panther System Test Procedure to prevent this occurrence.

Assay Related
Q. Do not use this kit after its expiration date.

R. Do not interchange, mix, or combine assay reagents from kits with different lot numbers.
Aptima controls and assay fluids (Panther System) can be from different lot numbers.
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S. Some reagents of this kit are labeled with risk and safety symbols.

Note: For hazard communication information, refer to the Safety Data Sheet Library at
www. hologicsds.com.

Selection Reagent
BORIC ACID 1-5%
WARNING

H315 - Causes skin irritation

H319 - Causes serious eye irritation

P264 - Wash face, hands and any exposed skin thoroughly after handling

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

P305 + P351 + P338 - IF IN EYES: Rinse cautiously with water for several minutes. Remove contact lenses, if
present and easy to do. Continue rinsing

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

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

P332 + P313 - If skin irritation occurs: Get medical advice/attention

P362 - Take off contaminated clothing and wash before reuse

US Hazard Information

Reagent Storage and Handling Requirements
A. The following reagents are stable when stored at 2°C to 8°C (refrigerated):
Aptima Combo 2 Amplification Reagent
Aptima Combo 2 Enzyme Reagent
Aptima Combo 2 Probe Reagent
Aptima Combo 2 Target Capture Reagent B
Aptima Positive Control, CT / Negative Control, GC
Aptima Positive Control, GC / Negative Control, CT

B. The following reagents are stable when stored at 2°C to 30°C:
Aptima Combo 2 Amplification Reconstitution Solution
Aptima Combo 2 Enzyme Reconstitution Solution
Aptima Combo 2 Probe Reconstitution Solution
Aptima Combo 2 Selection Reagent

C. The following reagents are stable when stored at 15°C to 30°C (room temperature):
Target Capture Reagent
Aptima Wash Solution
Aptima Buffer for Deactivation Fluid
Aptima Oil Reagent

D. Working Target Capture Reagent (WTCR) is stable for 30 days when stored at 15°C to 30°C.
Do not refrigerate.

E. After reconstitution, the Enzyme Reagent, Amplification Reagent, and Probe Reagent are
stable for 30 days when stored at 2°C to 8°C.

F. Discard any unused reconstituted reagents and wTCR after 30 days or after the Master Lot
expiration date, whichever comes first.
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G.
H.

Controls are stable until the date indicated on the vials.
Reagents stored on-board the Panther System have 72 hours of on-board stability.

The Probe Reagent and Reconstituted Probe Reagent are photosensitive. Store the reagents
protected from light. The specified reconstituted stability is based on 12 hours exposure of
the Reconstituted Probe Reagent to two 60W fluorescent bulbs, at a distance of 17 inches
(43 cm), and temperature less than 30°C. Light exposure of the Reconstituted Probe
Reagent should be limited accordingly.

Upon warming to room temperature, some control tubes may appear cloudy or contain
precipitates. Cloudiness or precipitation associated with controls does not affect control
performance. The controls may be used whether they are clear or cloudy/precipitated. If clear
controls are desired, solubilization may be expedited by incubating them at the upper end of
the room temperature range (15°C to 30°C).

K. Do not freeze the reagents.

Specimen Collection and Storage

The Aptima Combo 2 Assay is designed to detect the presence of CT and GC in the following
specimens: endocervical and male urethral swab specimens, vaginal swab specimens, throat
and rectal swab specimens, PreservCyt Solution liquid Pap specimens, and female and male
urine specimens.

A

Instructions for collection:
Refer to the appropriate specimen collection kit package insert for collection instructions.

Specimen transport and storage before testing:

1. Urogenital swab specimens:

a. After collection, transport and store the swab in the swab specimen transport tube at
2°C to 30°C until tested. Specimens must be assayed with the Aptima Combo 2
Assay within 60 days of collection. If longer storage is needed, freeze at -20°C to
-70°C for up to 12 months after collection (see Specimen Stability Studies).

2. Extragenital (throat and rectal) swab specimens)

a. After collection, transport and store the swab in the swab specimen transport tube
between 4°C and 30°C, or -20°C and -70°C until tested. Specimens must be assayed
with the Aptima Combo 2 Assay within 60 days of collection (see Extragenital
Specimen Handling and Stability Study).

3. Urine specimens:

a. Urine samples that are still in the primary collection container must be transported to
the lab at 2°C to 30°C. Transfer the urine sample into the Aptima urine specimen
transport tube within 24 hours of collection. Store at 2°C to 30°C and test within 30
days of collection.

b. After collection, transport the processed urine specimens in the Aptima urine
specimen transport tube at 2°C to 30°C and store at 2°C to 30°C until tested.
Processed urine specimens should be assayed with the Aptima Combo 2 Assay
within 30 days of collection. If longer storage is needed, freeze at -20°C to -70°C for
up to 116 days after collection (see Specimen Stability Studies).

4. PreservCyt Solution liquid Pap specimens:
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a. PreservCyt Solution liquid Pap specimens intended for CT and/or GC testing must be

processed for cytology and/or transferred to an Aptima Specimen Transfer tube within
30 days of collection when stored at 2°C to 30°C (see Specimen Stability Studies).

If the ThinPrep Aliquot Removal procedure will be used, refer to the ThinPrep 2000 or
ThinPrep 3000 Processor Operator’'s Manual - Addendum for instructions on aliquot
removal. Transfer 1 mL of the removed aliquot into an Aptima Specimen Transfer
tube according to the instructions in the Aptima Specimen Transfer Kit package insert.

If testing the specimen after processing using the ThinPrep 2000 Processor, process
the PreservCyt Solution liquid Pap specimen in accordance with the ThinPrep 2000
Processor Operator's Manual and the Aptima Specimen Transfer Kit package insert.
Transfer 1 mL of the fluid remaining in the PreservCyt Solution vial into an Aptima
Specimen Transfer tube according to the instructions in the Aptima Specimen
Transfer Kit package insert.

Once the PreservCyt Solution liquid Pap specimen is transferred to the Aptima
Specimen Transfer tube, the specimen must be assayed with the Aptima Combo 2
Assay within 30 days when stored at 2°C to 8°C or 14 days when stored at 15°C to
30°C. If longer storage is needed, freeze at -20°C to -70°C for up to 12 months after
transfer (see Specimen Stability Studies).

C. Specimen storage after testing:

1.

Specimens that have been assayed must be stored upright in a rack.

2. The specimen transport tubes should be covered with a new, clean plastic film or foil

3.

barrier.

If assayed samples need to be frozen or shipped, remove penetrable cap and place new
non-penetrable caps on the specimen transport tubes. If specimens need to be shipped
for testing at another facility, recommended temperatures must be maintained. Prior to
uncapping previously tested and recapped samples, specimen transport tubes must be
centrifuged for 5 minutes at 420 Relative Centrifugal Force (RCF) to bring all of the liquid
down to the bottom of the tube. Avoid splashing and cross-contamination.

Note: Specimens must be shipped in accordance with applicable national and international
transportation regulations.
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Panther System

Reagents for the Aptima Combo 2 Assay for CT and GC are listed below for the Panther
System. Reagent Identification Symbols are also listed next to the reagent name.

Reagents and Materials Provided
Aptima Combo 2 Assay Kit

100 tests (2 boxes and 1 Controls kit) (Cat. No. 302923)
250 tests (2 boxes and 1 Controls kit) (Cat. No. 303094)

Aptima Combo 2 Refrigerated Box (Box 1 of 2)
(store at 2°C to 8°C upon receipt)

Quantity Quantity

Symbol  Component 250 test kit 100 test kit

A Aptima Combo 2 Amplification Reagent 1 vial 1 vial
Non-infectious nucleic acids dried in buffered solution
containing < 5% bulking agent.

E Aptima Combo 2 Enzyme Reagent 1 vial 1 vial
Reverse transcriptase and RNA polymerase dried in HEPES
buffered solution containing < 10% bulking reagent.

P Aptima Combo 2 Probe Reagent 1 vial 1 vial
Non-infectious chemiluminescent DNA probes dried in
succinate buffered solution containing < 5% detergent.

TCR-B  Aptima Combo 2 Target Capture Reagent B 1x0.61mL 1x0.30mL
Non-infectious nucleic acid in a buffered solution containing
< 5% detergent.

Aptima Combo 2 Room Temperature Box (Box 2 of 2)
(store at 15°C to 30°C upon receipt)

Quantity Quantity

Symbol  Component 250 test kit 100 test kit

AR Aptima Combo 2 Amplification Reconstitution Solution 1x27.7mL 1x11.9mL
Aqueous solution containing preservatives.

ER Aptima Combo 2 Enzyme Reconstitution Solution 1x11.1mL 1x6.3mL
HEPES buffered solution containing a surfactant and
glycerol.

PR Aptima Combo 2 Probe Reconstitution Solution 1x354mL 1x152mL
Succinate buffered solution containing < 5% detergent.

S Aptima Combo 2 Selection Reagent 1x108 mL 1x43.0mL

600 mM borate buffered solution containing surfactant.
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Aptima Combo 2 Room Temperature Box (Box 2 of 2) (Continued)
(store at 15°C to 30°C upon receipt)

Symbol Component

Quantity Quantity
250 test kit 100 test kit

TCR Aptima Combo 2 Target Capture Reagent
Buffered salt solution containing solid phase and capture

1x54mL 1x26.0mL

oligomers.
Reconstitution Collars 3 3
Master Lot Barcode Sheet 1 sheet 1 sheet
Aptima Controls Kit
(store at 2°C to 8°C upon receipt)
Symbol Component Quantity
PCTINGC Aptima Positive Control, CT / Negative Control, GC 5x1.7mL

Non-infectious CT nucleic acid in a buffered solution containing < 5%
detergent. Each 400 uL sample contains the estimated rRNA equivalent

of 1 CT IFU (5 fg/assay™).

PGC/NCT Aptima Positive Control, GC / Negative Control, CT

5x1.7mL

Non-infectious GC nucleic acid in a buffered solution containing < 5%
detergent. Each 400 uL sample contains the estimated rRNA equivalent

of 50 GC cells (250 fg/assay™).

*The rRNA equivalents were calculated based on the genome size and estimated DNA:RNA ratio/cell of each

organism.

Materials Required But Available Separately

Note: Materials available from Hologic have catalog numbers listed, unless otherwise specified.

Panther System

Aptima Assay Fluids Kit
(Aptima Wash Solution, Aptima Buffer for Deactivation Fluid, and Aptima Oil

Reagent)

Aptima Auto Detect Kit
Multi-tube units (MTUs)
Panther Waste Bag Kit

Panther Waste Bin Cover

Or Panther Run Kit

contains MTUs, waste bags, waste bin covers, assay fluids, and auto detects
Tips, 1000 pL conductive, liquid sensing

Aptima Specimen Transfer Kit
for use with specimens in PreservCyt Solution

Aptima Multitest Swab Specimen Collection Kit

Cat. No.
303095
303014 (1000 tests)

303013 (1000 tests)
104772-02

902731

504405

303096 (5000 tests)

10612513 (Tecan)
301154C

PRD-03546

Aptima Combo 2 Assay (Panther System)
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Aptima Unisex Swab Specimen Collection Kit for Endocervical and
Male Urethral Swab Specimens

Aptima Urine Specimen Collection Kit for Male and Female Urine

Specimens

Aptima Urine Specimen Transport Tubes for Male and Female
Urine Specimens

Bleach, 5% to 7% (0.7M to 1.0M) sodium hypochlorite solution

Disposable gloves

SysCheck calibration standard
Aptima penetrable caps
Replacement non-penetrable caps

Replacement Caps for the 250-test kits

Amplification and Probe reagent reconstitution solutions
CL0041 (100 caps)
501616 (100 caps)
CL0040 (100 caps)

Enzyme Reagent reconstitution solution
TCR and Selection reagent

Replacement Caps for the 100-test kits
Amplification, Enzyme, and Probe reagent reconstitution solutions
CL0041(100 caps)

TCR and Selection reagent 501604 (100 caps)

Optional Materials

Aptima Controls Kit

Hologic Bleach Enhancer for Cleaning
for routine cleaning of surfaces and equipment

Tube rocker

Panther System Test Procedure

Cat. No.
301041

301040

105575

301078
105668
103036A

Cat. No.
301110
302101

Note: See the Panther System Operator’s Manual for additional Panther System procedural

information.

A. Work Area Preparation

Clean work surfaces where reagents and samples will be prepared. Wipe down work
surfaces with 2.5% to 3.5% (0.35M to 0.5M) sodium hypochlorite solution. Allow the sodium
hypochlorite solution to contact surfaces for at least 1 minute and then follow with a water
rinse. Do not allow the sodium hypochlorite solution to dry. Cover the bench surface on
which the reagents and samples will be prepared with clean, plastic-backed absorbent

laboratory bench covers.

B. Reagent Reconstitution/Preparation of a New Kit

Aptima Combo 2 Assay (Panther System)
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Note: Reagent reconstitution should be performed prior to beginning any work on the
Panther System.

1. To reconstitute Amplification, Enzyme, and Probe Reagents, combine the bottles of
lyophilized reagent with the reconstitution solution. If refrigerated, allow the reconstitution
solutions to reach room temperature before use.

a.

Pair each reconstitution solution with its lyophilized reagent. Ensure that the
reconstitution solution and reagent have matching label colors before attaching the
reconstitution collar.

Check the lot numbers on the Master Lot Barcode Sheet to ensure that the
appropriate reagents are paired.

Open the lyophilized reagent vial and firmly insert the notched end of the
reconstitution collar into the vial opening (Figure 1, Step 1).

Open the matching reconstitution solution, and set the cap on a clean, covered work
surface.

While holding the reconstitution solution bottle on the bench, firmly insert the other
end of the reconstitution collar into the bottle opening (Figure 1, Step 2).

Slowly invert the assembled bottles. Allow the solution to drain from the bottle into the
glass vial (Figure 1, Step 3).

Thoroughly mix the solution in the glass vial by swirling (Figure 1, Step 4).

Wait for the lyophilized reagent to go into solution, then invert the assembled bottles
again, tilting at a 45° angle to minimize foaming (Figure 1, Step 5). Allow all of the
liquid to drain back into the plastic bottle.

Remove the reconstitution collar and glass vial (Figure 1, Step 6).

Recap the plastic bottle. Record operator initials and reconstitution date on the label
(Figure 1, Step 7).

Discard the reconstitution collar and glass vial (Figure 1, Step 8).

Option: Additional mixing of the Amplification, Enzyme, and Probe Reagents using a

tube rocker is allowed. The reagents may be mixed by placing the recapped plastic
bottle on a tube rocker set to 20 RPM (or equivalent) for a minimum of 5 minutes.

Warning: Avoid creating foam when reconstituting reagents. Foam compromises the level-
sensing in the Panther System.

Warning: Adequate mixing of the reagents is necessary to achieve expected assay results.
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Figure 1. Panther System Reconstitution Process

2. Prepare Working Target Capture Reagent (WTCR)
a. Pair the appropriate bottles of TCR and TCR-B.

b. Check the reagent lot numbers on the Master Lot Barcode Sheet to make sure that
the appropriate reagents in the kit are paired.

Open the bottle of TCR, and set the cap on a clean, covered work surface.

Open the bottle of TCR-B and pour the entire contents into the bottle of TCR. Expect
a small amount of liquid to remain in the TCR-B bottle.

e. Cap the bottle of TCR and gently swirl the solution to mix the contents. Avoid creating
foam during this step.

f.  Record operator initials and the current date on the label.
g. Discard the TCR-B bottle and cap.

3. Prepare Selection Reagent

a. Check the lot number on the reagent bottle to make sure it matches the lot number
on the Master Lot Barcode Sheet.

b. Record operator initials and the current date on the label.

Note: Thoroughly mix by gently inverting all reagents prior to loading on the system. Avoid
creating foam during inversion of reagents.
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C. Reagent Preparation for Previously Reconstituted Reagents

1. Previously reconstituted Amplification, Enzyme, and Probe Reagents must reach room
temperature (15°C to 30°C) prior to the start of the assay.

Option: The reagents may be brought to room temperature by placing the reconstituted
Amplification, Enzyme, and Probe Reagents on a tube rocker set to
20 RPM (or equivalent) for a minimum of 25 minutes.

2. If reconstituted Probe Reagent contains precipitate that does not return to solution at
room temperature, heat the capped bottle at a temperature that does not exceed 62°C
for 1 to 2 minutes. After this heat step, the Probe Reagent may be used even if residual
precipitate remains. Mix Probe Reagent by inversion, being careful not to induce foam,
prior to loading onto the system.

3. Thoroughly mix each reagent by gently inverting prior to loading on the system. Avoid
creating foam during inversion of reagents. This step is not required if reagents are
loaded onto the system directly after mixing on the tube rocker.

4. Do not top off reagent bottles. The Panther System will recognize and reject bottles that
have been topped off.

Warning: Adequate mixing of the reagents is necessary to achieve expected assay results.

D. Specimen Handling

1. Allow the controls and specimens to reach room temperature prior to processing.
2. Do not vortex specimens.
3. Visually confirm that each specimen tube meets one of the following criteria:
a. The presence of a single blue collection swab in a unisex swab specimen transport
tube.

b. The presence of a single pink collection swab in a multitest or swab specimen
transport tube.

A final volume of urine between the black fill lines of a urine specimen transport tube.

The absence of a swab in the Aptima specimen transport tube for PreservCyt
Solution liquid Pap specimens.
4. Inspect specimen tubes before loading into rack:
a. If a specimen tube contains bubbles in the space between the liquid and the cap,
centrifuge the tube for 5 minutes at 420 RCF to eliminate the bubbles.

b. If a specimen tube has a lower volume than typically observed when collection
instructions have been followed, centrifuge the tube for 5 minutes at 420 RCF to
ensure that no liquid is in the cap.

c. If the liquid level in a urine specimen tube is not between the two black indicator lines
on the label, the specimen must be rejected. Do not pierce an overfilled tube.

d. If a urine specimen tube contains precipitate, heat the specimen at 37°C for up to 5
minutes. If the precipitate does not go back into solution, visually ensure that the
precipitate does not prevent delivery of the specimen.

Note: Failure to follow Steps 4a—c may result in liquid discharge from the specimen tube cap.
Note: Up to 3 separate aliquots can be tested from each specimen tube. Attempts to pipette
more than 3 aliquots from the specimen tube can lead to processing errors.

E. System Preparation
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1. Set up the system according to the instructions in the Panther System Operator’s Manual
and Procedural Notes. Make sure that the appropriately sized reagent racks and TCR
adapters are used.

2. Load samples.

Procedural Notes
A. Controls

1. To work properly with the Aptima Assay software for the Panther System, one pair of
controls is required. The Positive Control, CT / Negative Control, GC and the Positive
Control, GC / Negative Control CT tubes can be loaded in any rack position or in any
Sample Bay Lane on the Panther System. Patient specimen pipetting will begin when
one of the following two conditions has been met:

a. A pair of controls is currently being processed by the system.
b. Valid results for the controls are registered on the system.
2. Once the control tubes have been pipetted and are processing for a specific reagent kit,

patient specimens can be run with the associated kit up to 24 hours unless:
a. Controls results are invalid.

b. The associated assay reagent kit is removed from the system.
c. The associated assay reagent kit has exceeded stability limits.

3. Each Aptima control tube can be tested once. Attempts to pipette more than once from
the tube can lead to processing errors.

B. Temperature
Room temperature is defined as 15°C to 30°C.

C. Glove Powder

As in any reagent system, excess powder on some gloves may cause contamination of
opened tubes. Powderless gloves are recommended.

D. Lab Contamination Monitoring Protocol for the Panther System

There are many laboratory-specific factors that may contribute to contamination, including
testing volume, workflow, disease prevalence and various other laboratory activities. These
factors should be taken into consideration when contamination monitoring frequency is being
established. Intervals for contamination monitoring should be established based on each
laboratory’s practices and procedures.

To monitor for laboratory contamination, the following procedure may be performed using the
Aptima Unisex Swab Specimen Collection Kit for Endocervical and Male Urethral Swab
Specimens:

1. Label swab transport tubes with numbers corresponding to the areas to be tested.
2. Remove the specimen collection swab (blue shaft swab with green printing) from its
packaging, wet the swab in the specimen transport medium (STM), and swab the

designated area using a circular motion.
3. Immediately insert the swab into transport tube.

4. Carefully break the swab shaft at the score line; use care to avoid splashing of the
contents.
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5. Recap the swab transport tube tightly.
6. Repeat Steps 2 to 5 for each area to be swabbed.
If the results are CT or GC positive or equivocal, see Test Interpretation — QC/Patient

Results. For additional Panther System-specific contamination monitoring information, contact
Hologic Technical Support.
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Test Interpretation — QC/Patient Results

A. Test Interpretation

Assay test results are automatically interpreted by the Aptima Assay software, using the
Aptima Combo 2 protocol, and presented as individual CT and GC test results. A test result
may be a negative, equivocal, positive, or invalid as determined by the kinetic type and total
RLU in the detection step (see below). A test result may be invalid due to a parameter
outside the normal expected ranges. Initial equivocal and invalid test results should be

retested.
- -
L Total RLU (x1000) to give CT Result
Kinetic Type
Negative Equivocal Positive
CT only 1to<25 25to <100 100 to < 4,500
CTand GC 1to<85 85to < 250 250 to < 4,500
CT indeterminate 1to<85 85 to < 4,500 N/A
?otal RLU (x1000) to give GC Result
Kinetic Type
Negative Equivocal Positive
GC only 1to <60 60 to < 150 150 to < 4,500
GCand CT 1to <85 85 to < 250 250 to < 4,500
GC indeterminate 1to<85 85 to < 4,500 N/A

B. Quality Control Results and Acceptability

The Positive Control, CT / Negative Control, GC and the Positive Control, GC / Negative
Control, CT act as controls for the target capture, amplification, and detection steps of the
assay. In accordance with guidelines or requirements of local, state, and/or federal
regulations or accrediting organizations, additional controls for cell lysis and RNA stabilization
may be included. The Positive Control, CT / Negative Control, GC serves as the negative
control for the GC test results. The Positive Control, GC / Negative Control, CT serves as the
negative control for the CT test results. If desired, a dual negative control furnished by the
user can be added to monitor assay background. Correct preparation of specimens is
confirmed visually by the presence of a single collection swab in a swab specimen transport
tube, a final volume of urine in between the black fill lines of a urine specimen transport tube,
or the absence of a swab in an Aptima specimen transfer tube for PreservCyt liquid Pap
specimens.

The Positive Controls must produce the following test results:

e ————— e ————
Control Total RLU (x1000) CT Result GC Result

Positive Control, CT /
Negative Control, GC

Positive Control, GC /
Negative Control, CT

=100 and < 3,000 Positive Negative

=150 and < 3,000 Negative Positive

1. The Aptima Assay software automatically evaluates the controls according to the above
criteria and will report the Run Status as PASS if the run control criteria are met, and
FAIL if the run control criteria are not met.

2. If the Run Status is FAIL, all test results in the same run are invalid and must not be
reported.

3. Each laboratory should implement appropriate control procedures to satisfy the
requirements of CLIA regulations (section 493.1256).
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4. Negative controls may not be effective in monitoring random carryover. See Panther
System Analytical Performance for results from a high-target analytical carryover study
that was performed to demonstrate control of carryover on the Panther System.

C. Specimen Preparation Control (Optional)

The Positive Control, CT / Negative Control, GC and the Positive Control, GC / Negative
Control, CT provided in the kit act as controls for the target capture, amplification, and
detection steps of the assay and must be included in each assay run. If desired, controls for
cell lysis and RNA stabilization in appropriate transport media (PreservCyt Solution, STM)
can be tested in accordance with the requirements of appropriate accrediting organizations
or individual laboratory procedures. Known positive specimens can serve as controls by
being prepared and tested in conjunction with unknown specimens. Specimens used as
preparation controls must be stored, handled, and tested according to the package insert.
Specimen preparation controls should be interpreted in the same manner as described for
patient test specimens. See Test Interpretation — QC/Patient Results.

D. Patient Test Results

1. If the controls in any run do not yield the expected results, test results on patient
specimens in the same run must not be reported.

2. Swab, PreservCyt Solution liquid Pap, and urine specimen results (see Notes below).

a. |Initial results

CT Pos

PoSItive for CT IRNA.

CT Neg

Presumed negative for CT rRNA.

CT Equiv

Sample should be retested.

GC Pos

Positive for GC rRNA.

GC Neg

Presumed negative for GC rRNA.

GC Equiv

Sample should be retested.

Invalid

Sample should be retested.

b. Retest results

CT Pos

I
Positive for CT rRNA.

CT Neg

Presumed negative for CT rRNA.

CT Equiv

Indeterminate, a new specimen should be collected.

GC Pos

Positive for GC IRNA.

GC Neg

Presumed negative for GC rRNA.

GC Equiv

Indeterminate, a new specimen should be collected.

Invalid

Indeterminate, a new specimen should be collected

Notes

» Careful consideration of performance data is recommended for interpreting Aptima
Combo 2 Assay results for asymptomatic individuals or any individuals in low prevalence

populations.

« The first valid result for each analyte is the result that should be reported.

* A negative result does not preclude the presence of a CT or GC infection because
results are dependent on adequate specimen collection, absence of inhibitors, and
sufficient rRNA to be detected. Test results may be affected by improper specimen
collection, improper specimen storage, technical error, or specimen mix-up.
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* As is true for all non-culture methods, a positive specimen obtained from a patient after
therapeutic treatment cannot be interpreted as indicating the presence of viable CT or GC.

+ Testing of an endocervical specimen is recommended for female patients who are
clinically suspected of having a chlamydial or gonococcal infection. If both a Pap and
endocervical swab are collected, the PreservCyt Solution liquid Pap specimen must be
collected before the endocervical swab specimen.
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Limitations

A

Use of this assay is limited to personnel who have been trained in the procedure. Failure to
follow the instructions given in this package insert may result in erroneous results.

The effects of tampon use, douching, and specimen collection variables have not been
assessed for their impact on the detection of CT or GC.

The presence of mucus in endocervical specimens does not interfere with the detection of
CT or GC by the Aptima Combo 2 Assay. However, to ensure collection of cells infected with
CT, columnar epithelial cells lining the endocervix should be sampled. If excess mucus is not
removed, sampling of these cells is not ensured.

. Vaginal swab and PreservCyt Solution liquid Pap specimen sampling is not designed to

replace cervical exams and endocervical specimens for diagnosis of female urogenital
infections. Patients may have cervicitis, urethritis, urinary tract infections, or vaginal infections
due to other causes or concurrent infections with other agents.

. The Aptima Combo 2 Assay is not intended for the evaluation of suspected sexual abuse or

for other medico-legal indications. For those patients for whom a false positive result may
have adverse psycho-social impact, the CDC recommends retesting (4).

Reliable results are dependent on adequate specimen collection. Because the transport
system used for this assay does not permit microscopic assessment of specimen adequacy,
training of clinicians in proper specimen collection techniques is necessary. Refer to the
package insert of the appropriate Hologic specimen collection Kkit.

Therapeutic failure or success cannot be determined with the Aptima Combo 2 Assay since
nucleic acid may persist following appropriate antimicrobial therapy.

Results from the Aptima Combo 2 Assay should be interpreted in conjunction with other
laboratory and clinical data available to the clinician.

A negative result does not preclude a possible infection because results are dependent on
adequate specimen collection. Test results may be affected by improper specimen collection,
technical error, specimen mix-up, or target levels below the assay limit of detection.

The Aptima Combo 2 Assay provides qualitative results. Therefore, a correlation cannot be
drawn between the magnitude of a positive assay signal and the number of organisms in a
specimen.

Performance of the Aptima Specimen Transfer kit was not evaluated for testing the same
PreservCyt Solution liquid Pap specimen both before and after ThinPrep Pap processing.

PreservCyt Solution liquid Pap specimens processed with instruments other than the
ThinPrep 2000 processor have not been evaluated for use in Aptima Assays.

Patient-collected vaginal swab specimens are an option for screening women when a pelvic
exam is not otherwise indicated.

The patient-collected vaginal swab specimen application is limited to health care facilities
where support/counseling is available to explain procedures and precautions.
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0.

The Aptima Combo 2 Assay has not been validated for use with vaginal swab specimens
collected by patients at home.

The performance of the Aptima Combo 2 Assay has not been evaluated in adolescents less
than 14 years of age.

The performance of the Panther System has not been evaluated at altitudes above 6561 feet
(2000 m).

There is no evidence of degradation of nucleic acids in PreservCyt Solution. If a PreservCyt
Solution liquid Pap specimen has small numbers of CT and GC cellular material, uneven
distribution of this cellular material may occur. Also, when compared to direct sampling with
the Aptima Specimen Transport Medium, the additional volume of PreservCyt Solution results
in greater dilution of the sample material. These factors may affect the ability to detect small
numbers of organisms in the collected material. If negative results from the specimen do not
fit with the clinical impression, a new specimen may be necessary.

Customers must independently validate an LIS transfer process.

First catch female urine specimens are acceptable but may detect up to 10% fewer CT/GC
infections when compared with vaginal and endocervical swab specimens (5).
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Panther System Expected Values

Prevalence

The prevalence of CT and GC in patient populations depends on risk factors such as age,
gender, the presence or absence of symptoms, the type of clinic, and the sensitivity of the test
used to detect infections. A summary of the positivity of three CT and GC disease outcomes, as
determined by the Aptima Combo 2 Assay on the Panther System, is shown in Tables 1, 2, 3
and 4 for four multi-center clinical studies by clinical site and overall.

Table 1: Clinical Study 1. Positivity of CT and GC Infections as Determined by the Aptima Combo 2 Assay in Male
Urethral Swab, Vaginal Swab, PreservCyt Solution Liquid Pap, and Endocervical Swab Samples by Clinical Site

Positivity % (# positive/# tested with valid results)

Site ms CVSIPVS PCyt FS
CT+/GC- CT-IGC+ CT+/GC+ CT+/GC- CT-/GC+ CT+/GC+ CT+GC- CT-/GC+ CT+GC+ CT+/GC- CT-/GC+ CT+/GC+
] 0 0 0 9.9 3.3 3.8 8.9 2.7 3.1 10.4 3.1 3.6
(-) (-) (-)  (21212) (7/212)  (8/212)  (20/225) (6/225)  (7/225)  (20/193) (6/193)  (7/193)
, 139 5.9 3.0 8.3 3.9 13 8.8 4.6 0.8 8.2 4.8 0.9
(28/202) (12/202) (6/202)  (19/230) (9/230)  (3/230)  (21/239) (11/239) (2/239)  (19/231) (11/231)  (2/231)
; 13 13 0.0 2.7 0.5 0.0 3.1 0.4 0.0 2.7 0.4 0.0
(1/76)  (1/76)  (0/76)  (6/222)  (1/222)  (0/222)  (7/226)  (1/226)  (0/226)  (6/223)  (1/223)  (0/223)
244 15 4.4 1.7 15 1.2 10.2 15 0.9 11.3 1.8 0.9
(33/135) (2/135) (6/135)  (40/342) (5/342)  (4/342)  (35/342) (5/342) (3/342)  (38/337) (6/337)  (3/337)
5 0 0 0 45 0.0 0.0 4.8 0.0 0.0 4.3 0.0 0.0
(-) (-) (-) (1122)  (0/22)  (0/22) (1121)  (0/21)  (0/21) (1123)  (0/23)  (0/23)
g 215 5.4 0.8 1.9 3.7 0.9 8.7 17 0.9 8.8 18 0.9
(28/130) (7/130) (1/130)  (13/109) (4/109)  (1/109)  (10/115) (2115)  (1/115)  (10/114) (2/114)  (1/114)
, 167 0.0 0.0 3.2 2.5 0.6 2.5 2.5 0.6 2.6 2.6 0.7
(1/6)  (0/6)  (0/6)  (51157) (4/157) (11157)  (4/161) (41161) (1/161)  (4/152) (4/152)  (1/152)
an 166 4.0 2.4 8.1 2.3 13 7.4 2.2 1.1 7.7 2.4 1.1

(91/549) (22/549) (13/549) (105/1294) (30/1294) (17/1294) (98/1329) (29/1329) (14/1329) (98/1273) (30/1273) (14/1273)

CVS = clinician-collected vaginal swab, FS = female endocervical swab, MS = male urethral swab, PCyt = PreservCyt Solution liquid
Pap, PVS = patient-collected vaginal swab.

Aptima Combo 2 Assay (Panther System) 22 502446 Rev. 008



Appendix A
Aptima Combo 2° Panther System Expected Values

Table 2: Clinical Study 1 and Clinical Study 2. Positivity of CT and GC Infections as
Determined by the Aptima Combo 2 Assay in Male Urine Samples by Clinical Site

Positivity % (# positive/# tested with valid results)

Site
CT+/GC- CT-/GC+ CT+/GC+

1 6.0 0.0 0.0
(6/100) (0/100) (0/100)

2 3.0 3.0 0.0
(2/67) (2/67) (0/67)

3 0.0 0.9 0.0
(0/109) (1/109) (0/109)

4 13.0 3.0 1.0
(13/100) (3/100) (1/100)

5 13.6 5.6 0.0
(17/125) (7/125) (0/125)

6 15.1 7.0 21
(43/284) (20/284) (6/284)

7 14 0.9 0.0
(3/1212) (2/1212) (0/212)

8 1.3 0.0 0.0
(1/75) (0/75) (0/75)

9 16.7 5.2 3.2
(42/251) (13/251) (8/251)

10 20.5 1.2 0.0
(17/83) (1/83) (0/83)

" 4.1 0.7 0.7
(6/146) (1/146) (1/146)

12 14.3 45 2.7
(16/112) (5/112) (3/112)

13 8.9 2.7 27
(10/112) (3/1112) (3/112)

14 7.7 0.0 0.0
(2/26) (0/26) (0/26)

All 9.9 3.2 1.2

(178/1802) (58/1802) (22/1802)

Note. CT and GC positivity was estimated using symptomatic male urine samples from Clinical
Study 2 and asymptomatic male urine samples from both studies.

Aptima Combo 2 Assay (Panther System) 23 502446 Rev. 008



Panther System Expected Values

Appendix A

Aptima Combo 2°

Table 3: Clinical Study 3. Positivity of CT and GC Infections as Determined by

the Aptima Combo 2 Assay in Female Urine Samples by Clinical Site

Positivity % (# positive/# tested with valid results)

Site
CT+/GC- CT-/GC+ CT+/GC+
1 14.8 3.2 1.9
(23/155) (5/155) (3/155)
2 2.5 0.0 0.0
(5/199) (0/199) (0/199)
3 2.0 0.0 0.0
(4/199) (0/199) (0/199)
4 6.3 0.0 0.0
(5/79) (0/79) (0/79)
5 5.1 0.0 0.0
(5/99) (0/99) (0/99)
6 9.8 2.0 2.0
(15/153) (3/153) (3/153)
7 7.3 0.0 0.0
(18/247) (0/247) (0/247)
8 74 1.1 0.0
(14/189) (2/189) (0/189)
9 6.7 0.0 1.1
(6/90) (0/90) (1/90)
10 6.1 0.0 0.0
(6/99) (0/99) (0/99)
1 3.2 0.0 0.0
(3/93) (0/93) (0/93)
12 0.0 0.0 0.0
(0/97) (0/97) (0/97)
13 8.7 1.0 0.3
(26/299) (3/299) (1/299)
14 4.6 0.0 0.0
(9/196) (0/196) (0/196)
15 5.0 0.0 0.0
(5/100) (0/100) (0/100)
16 8.8 1.5 0.8
(23/261) (4/261) (2/261)
17 20.0 4.0 0.0
(5/25) (1/25) (0/25)
All 6.7 0.7 0.4
(172/2580) (18/2580) (10/2580)
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Table 4: Clinical Study 4. Positivity of CT and GC Infections as Determined by
the Aptima Combo 2 Assay in Rectal and Throat Swab Samples by Clinical Site

Positivity % (# positive/# tested with valid results)

RS TS
Site CT+GC-  CT-/IGC+ CT+#/GC+ CT#GC-  CT/GC+  CT+/GC+
] 106 6.4 2.1 2.8 9.8 0.0
(15/141) (9/141) (3/141) (4/143) (14/143) (0/143)
) 6.3 1.3 0.4 0.4 1.3 0.0
(14/223) (3/223) (1/223) (1/225) (3/225) (0/225)
3 45 45 3.4 0.8 55 0.3
(16/357) (16/357)  (12/357) (3/363) (20/363) (1/363)
4 1.8 0.9 0.0 0.9 1.8 0.0
(2/110) (1/110) (0/110) (1/112) (2/112) (0/112)
5 4.2 36 2.4 15 45 0.6
(14/332) (12/332) (8/332) (5/333) (15/333) (2/333)
6 2.5 5.8 0.8 1.0 7.8 0.3
(10/395) (23/395) (3/395) (4/398) (31/398) (1/398)
; 5.5 55 3.4 17 9.7 0.3
(16/290) (16/290)  (10/290) (5/288) (28/288) (1/288)
8 10.9 6.3 1.6 4.1 10.4 0.3
(40/366) (23/366) (6/366) (15/367) (38/367) (1/367)
9 9.8 12.9 46 1.7 17.2 0.8
(34/348) (45/348)  (16/348) (6/355) (61/355) (3/355)
All 6.3 5.8 2.3 17 8.2 0.3
(161/2562)  (148/2562)  (59/2562)  (44/2584)  (212/2584)  (9/2584)

RS = rectal swab, TS = throat swab

Note. CT and GC positivity was estimated using rectal swab and throat swab samples from
symptomatic and asymptomatic subjects from Clinical Study 4.

Positive and Negative Predictive Values for Hypothetical Prevalence Rates

The estimated positive and negative predictive values (PPV and NPV) of the Aptima Combo 2
Assay for different hypothetical prevalence rates are shown for each specimen type in Table 5.
For each specimen type, the PPV and NPV are derived for different hypothetical prevalence

rates using the sensitivity and specificity estimates from three multi-center clinical studies (see

Tables 6, 8, 12, and 14).
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Table 5: Positive and Negative Predictive Values for Hypothetical Prevalence Rates by Specimen Type
. Hypothetical C? Detection GC Detection
Specimen Type
Prevalence (%) PPV (%) NPV (%) PPV (%) NPV (%)
1 38.9 100 70.6 100
2 56.3 99.9 82.9 100
Clinician-Collected 5 6.8 999 926 999
Vaginal Swab/Patient- 10 87.5 99.7 96.3 99.7
Collected Vaginal Swab 15 917 99.5 97.7 99.6
20 94.0 99.3 98.3 99.4
25 95.5 99.1 98.8 99.2
1 100 100 100 100
2 100 100 100 100
5 100 99.9 100 100
PreservCyt Solution 10 100 99.8 100 100
Liquid Pap
15 100 99.7 100 100
20 100 99.6 100 100
25 100 99.4 100 100
1 58.5 100 85.8 100
2 74.0 99.9 92.4 100
5 88.0 99.9 96.9 100
Female Endocervical 10 93.9 99.7 985 100
Swab
15 96.1 99.5 99.1 100
20 97.2 99.3 99.3 100
25 97.9 99.1 99.5 100
1 53.1 100 100 100
2 69.6 100 100 100
5 85.5 100 100 100
Male Urethral Swab 10 92.6 100 100 100
15 95.2 100 100 100
20 96.6 100 100 100
25 97.4 100 100 100
1 83.6 100 77.4 100
2 91.2 99.9 87.4 100
5 96.4 99.7 94.7 99.9
Male Urine 10 98.2 99.5 97.4 99.9
15 98.9 99.2 98.4 99.8
20 99.2 98.8 98.8 99.7
25 99.4 98.4 99.1 99.6
1 46.5 99.9 64.2 100
2 63.7 99.8 78.4 99.9
5 81.9 99.6 90.3 99.9
Rectal Swab 10 90.5 99.1 95.2 99.7
15 93.8 98.5 96.9 99.6
20 95.6 97.9 97.8 99.4
25 96.6 97.3 98.3 99.2
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Table 5: Positive and Negative Predictive Values for Hypothetical Prevalence Rates by Specimen Type
. Hypothetical C? Detection GC Detection

Specimen Type
Prevalence (%) PPV (%) NPV (%) PPV (%) NPV (%)
1 73.8 99.9 48.0 100
2 85.1 99.8 65.1 99.9
5 93.6 99.4 82.8 99.8
Throat Swab 10 96.9 98.7 91.0 99.6
15 98.0 98.0 94.2 99.3
20 98.6 97.1 95.8 99.0
25 98.9 96.2 96.8 98.7

Note. Aptima Combo 2 Assay performance was estimated using vaginal swab, PreservCyt Solution liquid Pap, female
endocervical swab, and male urethral swab sample results from Clinical Study 1, symptomatic male urine sample results from
Clinical Study 2, asymptomatic male urine sample results from Clinical Studies 1 and 2, and rectal swab and throat swab
sample results from Clinical Study 4.
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Panther System Clinical Performance

Four clinical studies were performed. Aptima Combo 2 Assay clinical performance was estimated
with male urethral swab, vaginal swab, PreservCyt Solution liquid Pap, and endocervical swab

specimens in Clinical Study 1, with male urine specimens in Clinical Study 2, with female urine
specimens in Clinical Study 3, and with rectal swab and throat swab specimens in Clinical Study
4.

Clinical Study 1. Vaginal Swab, PreservCyt Solution Liquid Pap, Female Endocervical
Swab, and Male Urethral Swab Specimen Clinical Study?

A prospective, multi-center clinical study was conducted to establish the performance
characteristics of the Aptima Combo 2 Assay on the Panther System. Specimens were collected
from symptomatic and asymptomatic men (n=580) and women (n=1332) enrolled from 7
geographically and ethnically diverse US clinical sites, including obstetrics and gynecology,
family planning, public health, and STD clinics. Subjects were classified as symptomatic if
symptoms were reported by the subject. Subjects were classified as asymptomatic if the subject
did not report symptoms. Of the 580 male subjects, none were <18 years of age, 72 were 18 to
20 years of age, 201 were 21 to 25 years of age, and 307 were >25 years of age. Of the 1332
female subjects, 11 were 14 to 15 years of age, 59 were 16 to 17 years of age, 319 were 18 to
20 years of age, 401 were 21 to 25 years of age, and 542 were >25 years of age.

Up to 2 specimens were collected from each male subject (1 urethral swab and 1 first-catch
urine, in that order) and up to 4 specimens were collected from each female subject (1 first-catch
urine, 1 vaginal swab, 1 PreservCyt Solution liquid Pap specimen, and 1 endocervical swab, in
that order). All specimens were clinician-collected except urine specimens and approximately
half of the vaginal swab specimens, which were collected by the subject at the clinic.
Approximately half of the PreservCyt Solution liquid Pap specimens were collected with a broom-
type device and half were collected with a spatula and cytobrush. Samples were prepared for
Aptima testing in accordance with the appropriate Aptima specimen collection kit package insert
instructions.

All evaluable samples (567 male urethral swab, 580 male urine, 1319 vaginal swab, 1330
PreservCyt Solution liquid Pap, and 1310 endocervical swab samples) were tested with the
Aptima Combo 2 Assay on the Panther System in accordance with package insert instructions.
The samples were split among three laboratories (two external laboratories and in-house).
Samples with initial invalid, equivocal, or error results were retested. Eighteen (18) male urethral
swab, 25 vaginal swab, 1 PreservCyt Solution liquid Pap, and 37 endocervical swab samples
had final invalid results and were excluded from the analyses. Most of the invalid results were
due to insufficient sample volume. One vaginal swab and 1 endocervical swab had final CT
equivocal results and 1 PreservCyt Solution liquid Pap sample and 1 endocervical swab had
final GC equivocal results and were excluded from the analyses.

Male urethral swab, male and female urine, and PreservCyt Solution liquid Pap samples were
tested with cleared nucleic acid amplification tests (NAATs) to establish the infected status. The
infected status algorithm used results from two specimen types and two reference NAATs.
Subjects were categorized as infected if a positive result occurred in each of the two reference
NAATs (see Tables 24, 25, 32, and 33 for the infected status algorithms). For female subjects, if
the positive NAAT results occurred only in the urine specimens and not in the PreservCyt

2  This study included testing of male urine samples with the Aptima Combo 2 Assay on the Panther System
that were not included in the original performance results due to the low prevalence of GC in the study
population.
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Solution liquid Pap specimens, the subject was categorized as infected; however, for the
evaluation of the non-urine specimen types, the specimens were considered non-infected.
Subjects that could not be categorized as infected or not infected were excluded from the
performance analyses.

In addition, male urine samples tested with the Aptima Combo 2 Assay on the Panther System
were excluded from the performance analyses due to the low prevalence of GC in the study
population, particularly in the asymptomatic subjects.

Clinical Study 2. Male Urine Specimen Clinical Study

A prospective, multi-center clinical study was conducted to establish the performance
characteristics of the Aptima Combo 2 Assay on the Panther System in male urine specimens.
Specimens were collected from symptomatic and asymptomatic men (n=1492) enrolled from 13
geographically and ethnically diverse US clinical research sites, and family planning, public
health, men’s health, and STD clinics. Subjects were classified as symptomatic if symptoms
were reported by the subject. Subjects were classified as asymptomatic if the subject did not
report symptoms. Of the 1492 subjects enrolled, 14 were withdrawn.

Two specimens were collected from each subject (1 urethral swab and 1 first-catch urine, in that
order). The urethral swab specimens were clinician-collected, and urine specimens were
collected by the subject at the clinic. Urine specimens from each subject were processed into
multiple samples for CT/GC testing with different NAATs in accordance with the instructions in
the appropriate specimen collection kit package insert. The male urine samples for Aptima
Combo 2 Assay testing on the Panther System were split among three external laboratories.

All 1478 male urine samples from non-withdrawn subjects were tested with the Aptima Combo 2
Assay on the Panther System in accordance with the Aptima Combo 2 Assay package insert
instructions. Samples with initial invalid, equivocal, or error results were retested. One male urine
sample had a final invalid result and was excluded from the analyses. The invalid result was due
to insufficient sample volume. Of the remaining 1477 evaluable male subjects, 46 were 16 to 17
years of age, 155 were 18 to 20 years of age, 524 were 21 to 30 years of age, 279 were 31 to
40 years of age, and 473 were >40 years of age.

Male urethral swab and urine samples were tested with cleared NAATs to establish the infected
status (see Tables 26 and 35 for the infected status algorithms). The infected status algorithm
used urethral swab and urine sample results from one reference CT and GC NAAT and urine
sample results from two additional reference CT and GC NAATs to generate four reference
results for each analyte. Subjects were categorized as infected if a positive result occurred in at
least two of the reference NAATs. Subjects that could not be categorized as infected or not
infected were excluded from the performance analyses; 1 subject had an indeterminate CT
infected status and was excluded from the performance analyses for detection of CT.

Clinical Study 3. Female Urine Specimen Clinical Study

A retrospective study that used results and remnant female urine samples from a previously
completed prospective, multi-center clinical study was conducted to establish the performance
characteristics of the Aptima Combo 2 Assay on the Panther System in female urine specimens.
Specimens were collected from symptomatic and asymptomatic women (n=2640) enrolled from
17 geographically and ethnically diverse US clinical sites, including family planning clinics,
academic center clinics, and public health clinics. Subjects were classified as symptomatic if
symptoms were reported by the subject. Subjects were classified as asymptomatic if the subject
did not report symptoms. Of the 2640 subjects enrolled, 42 were withdrawn.
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Three specimens were used from each subject (1 first-catch urine and 2 vaginal swabs, in that
order). The urine specimens were collected by the subject at the clinic and the vaginal swab
specimens were clinician-collected. Urine specimens from each subject were processed into
multiple samples for CT/GC testing with different NAATs in accordance with the instructions in
the appropriate specimen collection kit package insert. The female urine samples for Aptima
Combo 2 Assay testing on the Panther System were split among three external laboratories.

Female urine samples were tested with cleared NAATs to establish a composite comparator
algorithm (CCA) result (see Tables 27 and 27). The CCA used urine sample results from up to
three reference CT and GC NAATSs to generate reference results for each analyte. Subjects were
categorized as positive if 2 out of 3 reference NAAT results were positive and negative if 2 out of
3 reference NAAT results were negative. Subjects who could not be categorized as CCA-positive
or CCA-negative were excluded from the performance analyses.

Of the 2598 non-withdrawn subjects, 2581 had urine samples tested with the Aptima Combo 2
Assay on the Panther System in accordance with the Aptima Combo 2 Assay package insert
instructions. Seventeen subjects had urine samples that were withdrawn or not collected
(missing both CT and GC Aptima Combo 2 Assay [Panther System] results). Samples with initial
invalid, equivocal, or error results were retested. All 2581 samples had final valid results after
required retesting. One sample had a repeat CT equivocal result and one sample had a repeat
GC equivocal result.

Of the 2581 subjects that had valid Aptima Combo 2 Assay (Panther System) results, 2580
subjects had a conclusive CT and/or GC composite comparator status and were evaluable for
performance; one subject had unknown composite comparator status for both CT and GC and
was not evaluable. One evaluable subject had a final equivocal CT result (negative GC result),
and one evaluable subject had a final equivocal GC result (negative CT result). Of the 2580
evaluable subjects, 47 were 16 to 17 years of age, 346 were 18 to 20 years of age, 1350 were
21 to 30 years of age, 550 were 31 to 40 years of age, and 287 were >40 years of age.

Of the 2580 evaluable subjects, 2572 subjects were evaluable for performance analyses for CT
detection (including one with a final equivocal result). The remaining 8 subjects had an unknown
composite comparator status for CT. Of the 2580 evaluable subjects, 2579 subjects were
evaluable for performance analyses for GC detection (including one with a final equivocal result).
The remaining subject had an unknown composite comparator status for GC. Samples with final
equivocal results were categorized as false negative relative to the CCA result (35).

In addition, female urine detected 8.3% fewer CT infections than vaginal and endocervical swab
specimens and 12.9% fewer GC infections than vaginal swab specimens and 15.2% fewer GC
infections than endocervical swab specimens when compared using the patient infected status
(PIS) algorithm.

Clinical Study 4. Rectal Swab and Throat Swab Specimen Clinical Study

A prospective, multi-center clinical study was conducted to establish the performance
characteristics of the Aptima Combo 2 Assay on the Panther System in rectal swab and
throat swab specimens. Specimens were collected from symptomatic and asymptomatic
women and men enrolled at 9 geographically and ethnically diverse US clinical sites, including
STI screening and management, family planning, student health, women’s health, and HIV
management clinics, and clinics focusing on the lesbian, gay, bisexual, and transgender (LGBT)
population. Subjects were classified as symptomatic at the rectal and/or throat anatomic site if the
subject reported anatomic site-specific symptoms. Of the 2767 subjects enrolled, 8 did not
complete the collection visit and had no specimens sent for testing, 167 had samples tested but
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were excluded due to temperature excursions that compromised specimen integrity, and 1 had no
samples tested in error.

Of the 2591 non-excluded subjects that had at least one sample type tested, 181 were 18 to 20
years of age, 565 were 21 to 25 years of age, and 1845 were >25 years of age.

Up to eight specimens were collected by the clinician from each subject: 4 rectal swab and 4
throat swab specimens, collected in randomized order. Specimens were processed for CT/GC
testing with the Aptima Combo 2 Assay and different NAATs in accordance with the instructions
in the appropriate specimen collection kit package insert.

Results from up to three reference NAATs — cleared for the detection of urogenital CT/GC
infection and validated for use in rectal and throat swab specimens — were used to establish the
anatomic site infected status (ASIS) at each anatomic site for each subject. The ASIS was
determined based on results from testing the same sample type. Subjects were categorized as
infected if a positive result occurred in at least two reference NAATSs, and as not infected if at
least 2 of the reference results were negative; the third (tie-breaker) reference was only required
if the first 2 reference results were discordant (see Tables 22, 23, 28, and 29 for the ASIS
algorithms).

In total, 5500 samples were tested with the Aptima Combo 2 Assay on the Panther System,
including samples from the 167 subjects with results excluded due to temperature excursions.
The samples were split between two external laboratories. Sites were instructed to retest samples
with initial invalid, equivocal, or error results. Of the 5500 samples tested, 2 (0.04%) had initial
invalid results, and 30 (0.55%) had initial equivocal results for either CT or GC. Both samples
with initial invalid results were retested; one sample was negative for CT and GC on retest and
the other was invalid on retest. Of the 30 samples with initial equivocal results, 5 were not
retested, 14 had equivocal results on retest, 5 had negative results on retest, 5 had positive
results on retest, and 1 was invalid on retest.

Of the 2591 non-excluded subjects that had at least one sample type tested, the following
samples were excluded from performance analyses: 6 throat samples were excluded from
evaluations of CT performance (4 not tested with the Aptima Combo 2 Assay, and 2 with invalid/
indeterminate ASIS); 12 throat samples were excluded from evaluations of GC performance (4
with no result reported for the Aptima Combo 2 Assay, 3 with final equivocal Aptima Combo 2
Assay results, and 5 with invalid/indeterminate ASIS); 29 rectal samples were excluded from
evaluations of CT performance (2 samples were not collected, 1 with invalid results for the Aptima
Combo 2 Assay, 9 not tested with the Aptima Combo 2 Assay, 12 with final equivocal Aptima
Combo 2 Assay results (2 of which had indeterminate ASIS), and 5 with invalid/indeterminate
ASIS); and 22 rectal swab samples were excluded from evaluations of GC performance (2
samples were not collected, 1 with invalid results for the Aptima Combo 2 Assay, 9 not tested
with the Aptima Combo 2 Assay, 5 with final equivocal Aptima Combo 2 Assay results, and 5 with
invalid/indeterminate ASIS).

Chlamydia trachomatis Performance Results

Performance characteristics of the Aptima Combo 2 Assay for CT detection were estimated for
each specimen type and are displayed in Tables 6 and 7 and 8 including data from the four
clinical studies. The infected status algorthm differed among the four clincal studies (See Tables
18 through 23 for the CT infected status algorithms). Table 6 shows the sensitivity, specificity,
PPV, and NPV of the Aptima Combo 2 Assay for CT detection and the prevalence of CT (based
on the infected status) in male urine samples and urethral swab specimens, and in female
vaginal swab, endocervical swab, and PCyt specimens.
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Table 7 shows the positive percent agreement (PPA) and negative percent agreement (NPA) of
the Aptima Combo 2 Assay for CT detection based on the CCA in female urine samples.

Table 8 shows the sensitivity, specificity, PPV, and NPV of the Aptima Combo 2 Assay for CT
detection and the prevalence of CT based on the ASIS in rectal swab and throat swab
specimens.

Table 6: Performance Characteristics of the Aptima Combo 2 Assay for CT Detection in Female and Male

Specimens
Foee N TP P TR pevk SRR e eor  esnon
CVS/PVS 1274 104 18 1149 3 8.4 97.2(92.1-99.0)  98.5(97.6-99.0)  85.2(78.8-90.5)  99.7 (99.3-99.9)
PCyt 1311 112 0 1197 2 8.7 98.2 (93.8-99.5) 100 (99.7-100) 100 (96.9-100) 99.8 (99.4-100)
FS 1254 104 8 1139 3 8.5 97.2(92.1-99.0)  99.3(98.6-99.6)  92.9(87.1-96.7)  99.7 (99.3-99.9)
MS 549 100 4 445 0 182 100 (96.3-100) 99.1(97.7-99.7)  96.2(90.8-98.9) 100 (99.2-100)
MU 1799 197 3 1589 10 115  952(91.3-97.4)  99.8(99.4-99.9)  98.5(95.8-99.7)  99.4 (98.9-99.7)

Cl = confidence interval, CVS = clinician-collected vaginal swab, FN = false negative, FP = false positive, FS = female endocervical swab,
MS = male urethral swab, MU = male urine, NPV = negative predictive value, PCyt = PreservCyt Solution liquid Pap, PPV = positive
predictive value, Prev = prevalence, PVS = patient-collected vaginal swab, TN = true negative, TP = true positive.

' Male urethral swab, vaginal swab, PreservCyt Solution liquid Pap, and endocervical swab sample results are from Clinical Study 1.
Symptomatic male urine sample results are from Clinical Study 2, and asymptomatic male urine sample results are from Clinical Studies 1
and 2.

2 Score Cl.

* PPV 95% CI computed from the exact 95% ClI for the positive likelihood ratio, NPV 95% Cl computed from the exact 95% CI from the
negative likelihood ratio.

Table 7: Performance Characteristics of the Aptima Combo 2 Assay for CT Detection in Female Urine Samples

Specimen CCA+ CCA- CCA- CCA+ PPA % NPA %
Type' AC2+ AC2+ AC2- AC22 (95% CI)* (95% CIy
FU 2572 174 5 2391 2 98.9 (96.0-99.7) 99.8 (99.5-99.9)

AC2 = Aptima Combo 2 Assay, CCA = composite comparator algorithm, Cl = confidence interval, FU = female urine, NPA = negative
percent agreement, PPA = positive percent agreement.

' Symptomatic and asymptomatic female urine sample results are from Clinical Study 3.

% Includes equivocal results from Panther AC2 testing. Equivocal results from AC2 testing are considered indeterminate; a new specimen
should be collected.

* Score ClI.

Table 8: Performance Characteristics of the Aptima Combo 2 Assay for CT Detection in Rectal Swab and Throat
Swab Specimens

Specim1en n P Fp ™ EN P:ev Sensitivityz% Specificityz% PPV % NPV %
Type % (95% ClI) (95% Cl) (95% CI)® (95% CI)®
RS 2562 197 25 2322 18 8.4 91.6%(87.2-94.6) 98.9%(98.4-99.3) 88.7 (84.4-92.3) 99.2 (98.8-99.5)
TS 2585 45 8 2526 6 20 88.2(76.6-94.5) 99.7(99.4-99.8) 84.9(74.5-92.5) 99.8 (99.5-99.9)

ClI = confidence interval, FN = false negative, FP = false positive, NPV = negative predictive value, PPV = positive predictive value,

Prev = prevalence, RS = rectal swab, TN = true negative, TP = true positive, TS = throat swab.

" Rectal swab and throat swab sample results are from Clinical Study 4.

2 Score Cl.

* PPV 95% CI computed from the exact 95% ClI for the positive likelihood ratio, NPV 95% Cl computed from the exact 95% CI from the
negative likelihood ratio.

4 Equivocal results excluded; the percent of equivocal results is 0.4% (10/2572). If all equivocal results are considered discordant results
(e.g., false positive or false negative), sensitivity= 89.5% (197/220), 95% CI: 84.8% - 92.9% and specificity = 98.7% (2322/2352), 95% CI:
98.2% - 99.1).
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Table 9 shows the sensitivity, specificity, PPV, and NPV of the Aptima Combo 2 Assay for CT
detection and the prevalence of CT (based on the infected status) in male urine samples and
urethral swab specimens, and in female vaginal swab, endocervical swab, and PCyt specimens
by symptom status. CT prevalence was higher in symptomatic men and women, compared to

asymptomatic subjects.

Table 10 shows the PPA and NPA of the Aptima Combo 2 Assay for CT detection based on the
CCA in female urine samples by symptom status.

Table 11 shows the sensitivity, specificity, PPV, and NPV of the Aptima Combo 2 Assay for CT
based on the ASIS in rectal swab and throat swab specimens by symptom status. CT
prevalence was higher in symptomatic subjects, compared to asymptomatic subjects.

Table 9: Performance Characteristics of the Aptima Combo 2 Assay for CT Detection by Symptom Status in

Female and Male Specimens

e bmue " TP NN Prvy SR Ry emoly sy
Sym 810 73 8 729 0 90  100(95.0-100)  98.9 (97.9-99.4) 90.1 (82.3-95.5) 100 (99.5-100)
CVSIPVS Asym 464 31 10 420 3 73  912(77.0-97.0) 97.7(95.8-98.7) 75.6 (63.1-86.2) 99.3 (98.1-99.8)
Sym 838 76 0 762 0 91 100 (95.2-100) 100 (99.5-100) 100 (95.4-100) 100 (99.5-100)
Pyt Asym 473 36 0 435 2 80  94.7(827-985) 100 (99.1-100) 100 (91.1-100) 99.5(98.5-99.9)
Sym 794 71 5 718 0 89  100(94.9-100)  99.3 (98.4-99.7) 93.4(85.9-97.8) 100 (99.5-100)
FS Asym 460 33 3 421 3 7.8  91.7(782:97.1) 99.3(97.9-99.8) 91.7 (79.9-98.0) 99.3 (98.1-99.8)
Sym 238 59 1 178 0 248  100(93.9-100) 99.4 (96.9-99.9) 98.3(91.5-100) 100 (98.0-100)
s Asym 311 41 3 267 0 132  100(91.4-100) 98.9(96.8-99.6) 93.2(82.5-98.5) 100 (98.7-100)
Sym 497 85 1 406 5 181 944 (87.6-97.6) 99.8 (98.6-100) 98.8 (94.1-100) 98.8 (97.3-99.6)
MU Asym 1302 112 2 1183 5 90  957(904-982) 99.8(99.4-100) 98.2(94.1-99.8) 99.6 (99.1-99.9)

Asym = asymptomatic, Cl = confidence interval, CVS = clinician-collected vaginal swab, FN = false negative, FP = false positive,

FS = female endocervical swab, MS = male urethral swab, MU = male urine, NPV = negative predictive value, PCyt = PreservCyt Solution
liquid Pap, PPV = positive predictive value, Prev = prevalence, PVS = patient-collected vaginal swab, Sym = symptomatic, TN = true
negative, TP = true positive.
' Male urethral swab, vaginal swab, PreservCyt Solution liquid Pap, and endocervical swab sample results are from Clinical Study 1.
Symptomatic male urine sample results are from Clinical Study 2, and asymptomatic male urine sample results are from Clinical Studies 1

and 2.
2Score Cl.

* PPV 95% CI computed from the exact 95% ClI for the positive likelihood ratio, NPV 95% CI computed from the exact 95% CI from the
negative likelihood ratio.
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Table 10: Performance Characteristics of the Aptima Combo 2 Assay for CT Detection by Symptom Status in
Female Urine Samples

Specimen Symptom CCA+ CCA- CCA- CCA+ PPA % NPA %
Type' Status AC2+ AC2+ AC2- AC2- (95% CI)* (95% CI)*
FU Sym 1379 109 2 1267° 1 99.1 (95.0-99.8) 99.8 (99.4-100)
Asym 1193 65 3° 11247 1? 98.5 (91.9-99.7) 99.7 (99.2-99.9)

AC2 = Aptima Combo 2 Assay, Asym = asymptomatic, CCA = composite comparator algorithm, Cl = confidence interval, FU = female
urine, NPA = negative percent agreement, PPA = positive percent agreement, Sym = symptomatic.
' Symptomatic and asymptomatic female urine sample results are from Clinical Study 3.

? Includes equivocal results from Panther AC2 testing. Equivocal results from AC2 testing are considered indeterminate; a new specimen
should be collected.

* Score ClI.
4 2/2 subjects had positive CT vaginal swab sample results in both reference NAATs.

® 38/1267 subjects had at least one positive CT vaginal swab sample result by a reference NAAT, one or more vaginal swab sample
reference results were not available 11/1267 subjects; 1218/1267 subjects had negative vaginal swab sample reference results.

¢ 1/ 3 subject had positive CT vaginal swab sample results in both reference NAATs; 2/3 subjects had negative vaginal swab sample
reference results.

720/1124 subjects had at least one positive CT vaginal swab sample result by a reference NAAT; one or more vaginal swab sample
reference results were not available for 11/1124 subjects; 1093/1124 subjects had negative vaginal swab sample reference results.

Table 11: Performance Characteristics of the Aptima Combo 2 Assay for CT Detection by Symptom Status in
Rectal Swab and Throat Swab Specimens

Specimen Symptom Prev Sensitivity % Specificity % PPV % NPV %
1 TP FP TN FN o 2 2 3 3
Type Status % (95% CI) (95% Cl) (95% Cl) (95% Cl)
RS Sym 190 23 2 164 1 12.6 95.8%(79.8-99.3) 98.8% (95.7-99.7) 92.0 (77.0-98.8) 99.4 (97.0-100)
Asym 2372 174 23 2158 17 8.1 91.1°(86.2-94.4) 98.95(98.4-99.3) 88.3 (83.6-92.1) 99.2 (98.8-99.5)
Ts Sym 306 9 1 296 0 29 100(70.1-100) 99.7 (98.1-99.9) 90.0 (61.9-99.7) 100 (99.0-100)

Asym 2279 36 7 2230 6 1.8 85.7(72.2-93.3) 99.7(99.4-99.8) 83.7 (71.9-92.4) 99.7 (99.5-99.9)

ClI = confidence interval, FN = false negative, FP = false positive, NPV = negative predictive value, PPV = positive predictive value, Prev =
prevalence, RS = rectal swab, Sym = symptomatic, TN = true negative, TP = true positive, TS = throat swab.

" Rectal swab and throat swab sample results are from Clinical Study 4.

2 Score Cl.

* PPV 95% CI computed from the exact 95% ClI for the positive likelihood ratio, NPV 95% Cl computed from the exact 95% CI from the
negative likelihood ratio.

4 Equivocal results excluded; the percent of equivocal results is 0.5% (1/191). If all equivocal results are considered discordant results
(e.g., false positive or false negative), sensitivity = 95.8% (23/24), 95% CI: 79.8% - 99.3% and specificity = 98.2% (164/167), 95% CI:
94.9% - 99.4%.

5 Equivocal results excluded; the percent of equivocal results is 0.4% (9/2381). If all equivocal results are considered discordant results

(e.g., false positive or false negative), sensitivity = 88.8% (174/196), 95% CI: 83.6% - 92.5% and specificity = 98.8 (2158/2185), 95% ClI:
98.2% - 99.1%.
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Neisseria gonorrhoeae Performance Results

Performance characteristics of the Aptima Combo 2 Assay for GC detection were estimated for
each specimen type and are displayed in Tables 12, 13 and 14 including data from the four
clinical studies. The infected status algorithm differed among the four clinical studies (see Tables
24 through 29 for the GC infected status algorithms). Table 12 shows the sensitivity, specificity,
PPV, and NPV of the Aptima Combo 2 Assay for GC detection and the prevalence of GC (based
on the infected status) in male urine samples and urethral swab specimens, and in female
vaginal swab, endocervical swab, and PCyt specimens.

Table 13 shows the PPA and NPA of the Aptima Combo 2 Assay for GC detection based on the
CCA in female urine samples.

Table 14 shows the sensitivity, specificity, PPV, and NPV of the Aptima Combo 2 Assay for GC
detection, and the prevalence of GC based on the ASIS in rectal swab and throat swab
specimens.

Table 12: Performance Characteristics of the Aptima Combo 2 Assay for GC Detection in Female and Male
Specimens

Specimen n P Fp ™ FN  Prev % Sensitivity % Specificity % P-PV % NPV %
Type' ¢ (95% CI)* (95% CI)? (95% CI)® (95% CI)*

CVS/IPVS 1258 42
PCyt 1293 43
FS 1238 42
MS 546 34
MU 1797 75

1210 1 34  97.7(87.9-99.6) 99.6(99.0-99.8) 89.4 (78.6-96.1)  99.9 (99.6-100)
1250 0 33  100(91.8-100) 100 (99.7-100) 100 (92.1-100) 100 (99.7-100)
1194 0 34 100(91.6-100)  99.8 (99.4-100) 955 (85.4-99.4) 100 (99.7-100)
0
1

512 6.2  100(89.8-100) 100 (99.3-100) 100 (90.2-100) 100 (99.3-100)
1716 42  98.7(92.9-998) 99.7(99.3-99.9) 93.8(86.7-97.8) 99.9 (99.7-100)

g O N O] O

ClI = confidence interval, CVS = clinician-collected vaginal swab, FN = false negative, FP = false positive, FS = female endocervical
swab, MS = male urethral swab, MU = male urine, NPV = negative predictive value, PCyt = PreservCyt Solution liquid Pap, PPV =
positive predictive value, Prev = prevalence, PVS = patient-collected vaginal swab, TN = true negative, TP = true positive.

' Vaginal swab, PreservCyt Solution liquid Pap, endocervical swab, and male urethral swab sample results are from Clinical Study 1.

Symptomatic male urine sample results are from Clinical Study 2, and asymptomatic male urine sample results are from Clinical
Studies 1 and 2.

2 Score Cl.

* PPV 95% Cl computed from the exact 95% ClI for the positive likelihood ratio, NPV 95% Cl computed from the exact 95% CI from
the negative likelihood ratio.

Table 13: Performance Characteristics of the Aptima Combo 2 Assay for GC Detection in Female Urine Samples

Specimen n CCA+ CCA- CCA- CCA+ PPA % NPA %
Type' AC2+ AC2+ AC2- AC2-~ (95% CI)® (95% CI)*
FU 2579 28 0 2550 1 96.6 (82.8-99.4) 100 (99.8-100)

AC2 = Aptima Combo 2 Assay, CCA = composite comparator algorithm, Cl = confidence interval, FU = female urine, NPA = negative
percent agreement, PPA = positive percent agreement.
' Symptomatic and asymptomatic female urine sample results are from Clinical Study 3.

% Includes equivocal results from Panther AC2 testing. Equivocal results from AC2 testing are considered indeterminate; a new
specimen should be collected.

* Score Cl.
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Table 14: Performance Characteristics of the Aptima Combo 2 Assay for GC Detection in Rectal Swab and Throat
Swab Specimens

Specimen n TP Fp ™ EN Prev Sensitivity % Specificity % P-PV % NPV %
Type' % (95% CI)? (95% CI)? (95% CI)® (95% CI)®

RS 2569 192 13 2359 5 7.7 97.5%(94.2-98.9) 99.5*(99.1-99.7) 93.7 (89.8-96.4)  99.8 (99.5-99.9)
TS 2579 195 25 2351 8 7.9 96.1°(92.4-98.0) 98.9°(98.5-99.3) 88.6(84.2-92.2) 99.7 (99.3-99.9)

ClI = confidence interval, FN = false negative, FP = false positive, NPV = negative predictive value, PPV = positive predictive value,
Prev = prevalence, RS = rectal swab, TN = true negative, TP = true positive, TS = throat swab.

' Rectal swab and throat swab sample results are from Clinical Study 4.

* Score Cl.

* PPV 95% CI computed from the exact 95% ClI for the positive likelihood ratio, NPV 95% CI computed from the exact 95% Cl from
the negative likelihood ratio.

* Equivocal results excluded; the percent of equivocal results is 0.2% (5/2574). If all equivocal results are considered descordant
results (e.g., false negative or false negative), sensitivity = 96.5% (192/199), 95% CI: 92.9% - 98.3% and specificity = 99.3% (2359/
2375), 95% CI: 98.9% - 99.6%.

® Equivocal results excluded; the percent of equivocal results is 0.1% (3/2582). If all equivocal results are considered discordant
results (e.g., false positive or false negative), sensitivity = 96.1% (195/203), 95% CI: 92.4% - 98.0% and specificity = 98.8% (2351/
2379), 95% CI: 98.3% - 99.2%.

Table 15 shows the sensitivity, specificity, PPV, and NPV of the Aptima Combo 2 Assay for GC
detection and the prevalence of GC (based on the infected status) in male urine samples and
urethral swab specimens, and in female vaginal swab, endocervical swab, and PCyt specimens
by symptom status. GC prevalence was higher in symptomatic men but similar in symptomatic
and asymptomatic women.

Table 16 shows the PPA and NPA of the Aptima Combo 2 Assay for CT detection based on the
CCA in female urine samples by symptom status.

Table 17 shows the sensitivity, specificity, PPV, and NPV of the Aptima Combo 2 Assay for GC
detection, and the prevalence of GC based on the ASIS in rectal swab and throat swab
specimens by symptom status. GC prevalence was higher in symptomatic subjects, compared to
asymptomatic subjects.
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Table 15: Performance Characteristics of the Aptima Combo 2 Assay for GC Detection by Symptom Status in
Female and Male Specimens

Specimen Symptom Sensitivity % Specificity % PPV % NPV %
Type'  Status ™ FP TN FN Prev%  o5e i (95% CIy’ (95% CIy* (95% CIy*

Sym 802 27 4 771 0 34 100 (87.5-100) 99.5(98.7-99.8) 87.1 (72.6-96.1) 100 (99.6-100)

CVSIPVS — m 456 15 1 430 1 35 938(717.98.9) 99.8 (98.7-100) 938 (74.0.99.8) 9.8 (96.9-100)

Sym 829 27 0 802 0 3.3 100 (87.5-100) 100 (99.5-100) 100 (88.0-100) 100 (99.6-100)

POt — A ym 462 16 0 448 0 34 100(806.100) 100(99.1-100) 100 (81.3-100) 100 (99.3-100)
Sym 785 26 1 758 0 3.3 100 (87.1-100) 99.9 (99.3-100) 96.3 (82.4-99.9) 100 (99.5-100)

FS Asym 453 16 1 436 0 35 100 (80.6-100) 99.8 (98.7-100) 94.1 (74.3-99.8) 100 (99.3-100)
Sym 236 31 0 205 0 131 100 (89.0-100) 100 (98.2-100) 100 (89.5-100) 100 (98.3-100)

MS Asym 310 3 0 307 0 1.0 100 (43.9-100) 100(98.8-100) 100 (44.4-100) 100 (99.3-100)
Sym 497 66 1 430 0 133 100 (94.5-100) 99.8 (98.7-100) 98.5(92.3-100) 100 (99.2-100)

My Asym 1300 9 4 1286 1 0.8 90.0(59.6-98.2) 99.7 (99.2-99.9) 69.2 (45.6-91.7) 99.9 (99.7-100)

Asym = asymptomatic, Cl = confidence interval, CVS = clinician-collected vaginal swab, FN = false negative, FP = false positive,
FS = female endocervical swab, MS = male urethral swab, MU = male urine, NPV = negative predictive value, PCyt = PreservCyt
Solution liquid Pap, PPV = positive predictive value, Prev = prevalence, PVS = patient-collected vaginal swab, Sym = symptomatic,
TN = true negative, TP = true positive.

' Vaginal swab, PreservCyt Solution liquid Pap, endocervical swab, and male urethral swab sample results are from Clinical Study 1.
Symptomatic male urine sample results are from Clinical Study 2, and asymptomatic male urine sample results are from Clinical
Studies 1 and 2.

> Score ClI.

* PPV 95% CI computed from the exact 95% ClI for the positive likelihood ratio, NPV 95% CI computed from the exact 95% CI from
the negative likelihood ratio.

Table 16: Performance Characteristics of the Aptima Combo 2 Assay for GC Detection by Symptom Status in
Female Urine Samples

e —
Specimen Symptom n CCA+ CCA- CCA- CCA+ PPA % NPA %
Type' Status AC2+ AC2+ AC2- AC2-2 (95% CI)* (95% CI)*
FU Sym 1383 19 0 1363* 1 95.0 (76.4-99.1) 100 (99.7-100)
Asym 1196 9 0 1187° 0 100 (70.1-100) 100 (99.7-100)

AC2 = Aptima Combo 2 Assay, Asym = asymptomatic, CCA = composite comparator algorithm, Cl = confidence interval, FU =
female urine, NPA = negative percent agreement, PPA = positive percent agreement, Sym = symptomatic.

' Symptomatic and asymptomatic female urine sample results are from Clinical Study 3.

% Includes equivocal results from Panther AC2 testing. Equivocal results from AC2 testing are considered indeterminate; a new
specimen should be collected.

* Score Cl.

4 5/1363 subjects had at least one positive GC vaginal swab sample result by a reference NAAT; one or more vaginal swab sample
reference results were not available for 11/1363 subjects; 1347/1363 subjects had negative vaginal swab sample reference results.
® 6/1187 subjects had at least one positive GC vaginal swab sample result by a reference NAAT, one or more vaginal swab sample
reference results were not available for 11/1187 subjects; 1170/1187 asymptomatic subjects had negative vaginal swab sample
reference results.
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Table 17: Performance Characteristics of the Aptima Combo 2 Assay for GC Detection by Symptom Status in
Rectal Swab and Throat Swab Specimens

Specime Symptom Prev Sensitivity % Specificity % PPV % NPV %
n Type' Status n ™ FP ™ FN % (95% CIy (95% CIy (95% CI)* (95% CI)®
RS Sym 192 38 0 154 0 19.8 100" (90.8-100) 100*(97.6-100) 100 (91.2-100) 100 (97.8-100)
Asym 2377 154 13 2205 5 6.7 96.9°(92.9-98.6) 99.4°(99.0-99.7) 92.2(87.6-95.6) 99.8 (99.5-99.9)
Ts Sym 303 39 2 262 0 12.9 100°(91.0-100) 99.2°(97.3-99.8) 95.1 (84.5-99.4) 100 (98.7-100)
Asym 2276 156 23 2089 8 7.2 95.17(90.7-97.5) 98.9" (98.4-99.3) 87.2(82.1-91.4) 99.6 (99.3-99.8)

Cl = confidence interval, FN = false negative, FP = false positive, NPV = negative predictive value, PPV = positive predictive value, Prev =
prevalence, RS = rectal swab, Sym = symptomatic, TN = true negative, TP = true positive, TS = throat swab.

' Rectal swab and throat swab sample results are from Clinical Study 4.

% Score ClI.

* PPV 95% CI computed from the exact 95% ClI for the positive likelihood ratio, NPV 95% CI computed from the exact 95% CI from the
negative likelihood ratio.

* Equivocal results excluded; the percent of equivocal results is 0.5% (1/193). If all equivocal results are considered discordant results
(e.g., false positive or false negative), sensitivity = 97.4% (38/39), 95% CI: 86.8% - 99.5% and specificity = 100% (154/154), 95% ClI:
97.6% - 100%.

® Equivocal results excluded; the percent of equivocal results is 0.2% (4/2381). If all equivocal results are considered discordant results
(e.g., false positive or false negative), sensitivity = 96.3% (154/160), 95% CI: 92.1% - 98.3% and specificity = 99.3% (2205/2221), 95% ClI:
98.8% - 99.6%.

¢ Equivocal results excluded; the percent of equivocal results is 0.7% (2/305). If all equivocal results are considered discordant results
(e.g., false positive or false negative), sensitivity = 100% (39/39), 95% CI: 91.0% - 100% and specificity = 98.5% (262/266), 95% CI:
96.2% - 99.4%.

" Equivocal results excluded; the percent of equivocal results is 0.04% (1/2277). If all equivocal results are considered discordant results
(e.g., false positive or false negative), sensitivity = 95.1% (156/164), 95% CI: 90.7% - 97.5% and specificity = 98.9% (2089/2113), 95% CI:
98.3% - 99.2%.

Chlamydia trachomatis Infected Status Tables

The frequency of test outcomes from reference NAAT and investigational Panther System testing
is summarized in Tables 18 through 23 for CT.
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Table 18: Clinical Study 1. CT Infected Status for Performance Evaluation in Female Vaginal Swab, PreservCyt
Solution Liquid Pap, and Endocervical Swab Samples

Assay ﬁesults

Symptom Status

CT Infected Status AC2 Tigris ACT Tigris AC2 Panther
PCyt FU PCyt FU CVS/PVS PCyt FS Sym Asym
Infected + + + + + + + 62 26
Infected + + + + + + - 0 1
Infected + + + + + + NA 3 0
Infected + + + + + - + 0 2
Infected + + + + - + + 0 1
Infected + + + + NA + + 1 1
Infected + + + + NA + NA 2 1
Infected + - + + + + + 4 1
Infected + - + + NA + NA 0 1
Infected + - + - + + + 4 0
Infected + - + - - + - 0 1
Infected + - + - NA + I 0 1
Infected + NA + NA + + + 0 1
Infected + NA + NA - + - 0 1
Infected’ - + - + + - A y 0
Infected” - + - + + N : > 0
Infected” - + - + - - _ 1 1
Not Infected + - - - - - - 0 2
Not Infected - + - - - - - 1 0
Not Infected - - + - + - + 0 1
Not Infected - - + - - - - 5 0
Not Infected - - - + + - - 0 1
Not Infected - - - + + - NA 0 1
Not Infected - - - + - - - 1 3
Not Infected - - - - + - + 1 0
Not Infected - - - - + - - 2 7
Not Infected - - - - + - NA 2 0
Not Infected - - - - - - + 2 2
Not Infected - - - - - - - 680 396
Not Infected - - - - - - NA 29 8
Not Infected - - - - - NA - 1 0
Not Infected - - - - NA - - 17 4
Not Infected - - - - NA - NA 8 1
Not Infected - NA - - - - - 8 6
Not Infected - NA - - - - NA 0 1
Not Infected NA - - - - - - 0 1
Not Infected NA - - - - - NA 1 0
Not Infected NA - - - NA - + 1 0

AC2 = Aptima Combo 2 Assay, ACT = Aptima CT Assay, Asym = asymptomatic, CVS = clinician-collected vaginal swab, FS = female
endocervical swab, FU = female urine, NA = result not available, Panther = Panther System, PCyt = PreservCyt Solution liquid Pap, PVS

= patient-collected vaginal swab, Sym = symptomatic, Tigris = Tigris DTS System.

" For the evaluation of the non-urine specimen types, the specimens were considered non-infected.
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Table 19: Clinical Study 1. CT Infected Status for Performance Evaluation in Male Urethral Swab Samples

Assay ﬁesults
Symptom Status

CT Infected Status AC2 DTS ACT Tigris AC2 Panther
MS MU Ms MU MS Sym Asym
Infected + + + + + 50 37
Infected + + + + NA 4 1
Infected + + + - + 2 0
Infected + - + + + 4 2
Infected + - + - + 3 2
Not Infected + + - - - 0 1
Not Infected + - - - + 0 1
Not Infected + - - - - 1 1
Not Infected - - + - - 3 2
Not Infected - - - + - 1 1
Not Infected - - - - + 1 2
Not Infected - - - - - 173 262
Not Infected - - - - NA 10 9
Not Infected NA - - - NA 1 2

AC2 = Aptima Combo 2 Assay, ACT = Aptima CT Assay, Asym = asymptomatic, DTS = DTS Systems, MS = male urethral
swab, MU = male urine, NA = result not available, Panther = Panther System, Sym = symptomatic, Tigris = Tigris DTS System.

Table 20: Clinical Study 1 and Clinical Study 2. CT Infected Status for Performance Evaluation in Male
Urine Samples

Assay ﬁesults

Symptom Status

CT Infected Status AC2' ACT Tigris NAAT 1° NAAT 2° AC2 Panther
Ms MU MS MU MU MU MU Sym Asym
Clinical Study 1
Infected + + + + + 38
Infected + - + + +
Infected + - + - -
Clinical Study 2
Infected + + + + + 73 66
Infected + + + + - 2 1
Infected + + + - + 0 1
Infected + + + NA + 0 1
Infected + + - + + 3 0
Infected + + - + - 0 1
Infected + - + + + 4 0
Infected + - + + - 3 0
Infected + = - + - 0 1
Infected - + + + + 5 4
Clinical Study 1
Not Infected + + - - - 1
Not Infected + - - - - 2
Not Infected - - + - - 2
Not Infected - - - + + 1
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Table 20: Clinical Study 1 and Clinical Study 2. CT Infected Status for Performance Evaluation in Male
Urine Samples (Continued)

Assay Results

Symptom Status

CT Infected Status AC2' ACT Tigris NAAT 1° NAAT 2° AC2 Panther
MS MU MS MU MU MU MU Sym Asym
Not Infected - - - - - 273
Not Infected NA - - - - 2
Clinical Study 2
Not Infected + - - - - 1 6
Not Infected - + - - + 0 1
Not Infected - - + - + 1 0
Not Infected - - + - - 0 2
Not Infected - - - - - 388 874
Not Infected - - - = - 0 1
Not Infected - - - NA - 10 18
Not Infected - - NA - - 1 2
Not Infected - NA - - - 2 0
Not Infected NA - - - - 4 0

AC2 = Aptima Combo 2 Assay, ACT = Aptima CT Assay, Asym = asymptomatic, MS = male urethral swab, MU = male urine, NA

= result not available, Panther = Panther System, Sym = symptomatic, Tigris = Tigris DTS System.

The equal symbol (=) represents an equivocal result.
" Male urethral swab and male urine samples were tested with the Aptima Combo 2 Assay on the DTS Systems in Clinical Study
1 and on the Tigris DTS System in Clinical Study 2.
2Male urethral swab and male urine samples were tested with the Aptima CT Assay on the Tigris DTS System in Clinical

Study 1.

®Male urine samples were tested with two FDA-cleared CT NAATs in Clinical Study 2.

Note. Data from asymptomatic men in Clinical Study 1 are combined with data from Clinical Study 2.

Table 21: Clinical Study 3. CT Composite Comparator Status for Performance Evaluation in Female Urine

Samples
. Assay Results SyW
COm(;‘;';':;’fg‘:a s NAAT 1 NAAT 2 NAAT 3 AC2 Panther sym Asym
FU FU FU FU

Positive + + NR + 101 61
Positive + + NR 1 0
Positive + + NR = 0 1
Positive + - + 4 4
Positive - + + 3 0
Positive = + + 1 0
Negative - + - + 1 0
Negative - + - - 3 1
Negative - - NR + 1 3
Negative - NR - 1261 1119
Negative - NA - - 1 1
Negative NA - - - 2 3

Asym = asymptomatic, FU = female urine, NA = result not available, NR = not required, AC2 Panther = Aptima Combo 2 assay
on the Panther system, Sym = symptomatic.
The equal symbol (=) represents final equivocal result.
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Table 22: Clinical Study 4. CT Infected Status for Performance Evaluation in Rectal Swab Samples

-
Rectal Assay Results Symp?gr(:asltatus
Infected Status
NAAT1 NAAT 2 NAAT 3 AC2 Panther Sym Asym
Infected + + + + 0 3
Infected + + + - 0 6
Infected + + + = 0 3
Infected + + - = 0 1
Infected + + N/A + 21 148
Infected + - + + 1 13
Infected + - + - 0 7
Infected + NR + + 0 2
Infected - + + + 1 7
Infected - + + - 1 4
Infected - + + = 0 1
Infected NR + + + 0 1
Not Infected + - - + 0 2
Not Infected + - - - 1 4
Not Infected - + - + 0 1
Not Infected - + - - 1 10
Not Infected - - + + 2 9
Not Infected - - + = 0 2
Not Infected - - - + 0 10
Not Infected - - - - 0 2
Not Infected - - - = 0 2
Not Infected - - N/A - 158 2062
Not Infected - NR - - 0 47
Not Infected NR - - + 0 1
Not Infected NR - - - 4 33
Not Infected NR - - = 1 0

AC2 Panther = Aptima Combo 2 assay on the Panther System, Asym = asymptomatic, N/A = not applicable, NR = result
not available, Sym = symptomatic.
The equal symbol (=) represents an equivocal result.
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Table 23: Clinical Study 4. CT Infected Status for Performance Evaluation in Throat Swab Samples

Throat Assay Results Throat Symptom Status
Infected Status NAAT1 NAAT 2 NAAT 3 AC2 Panther Sym Asym
Infected + + + + 0 1
Infected + + + - 0 2
Infected + + - - 0 1
Infected + + = - 0 1
Infected + + N/A + 8 31
Infected + - + + 1 2
Infected + - + - 0 1
Infected + NR + - 0 1
Not Infected + - - + 0 1
Not Infected + - - - 0 3
Not Infected - + - + 0
Not Infected - + - N 0 2
Not Infected - - + + 0 1
Not Infected - - - + 1 4
Not Infected - - - R 1 6
Not Infected - - N/A - 295 2202
Not Infected - = - N 0 1
Not Infected - NR - _ 0 6
Not Infected NR - - - 0 10

AC2 Panther = Aptima Combo 2 assay on the Panther System, Asym = asymptomatic, N/A = not applicable, NR = result not
available, Sym = symptomatic.
The equal symbol (=) represents an equivocal result.
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Neisseria gonorrhoeae Infected Status Tables

The frequency of test outcomes from reference NAAT and investigational Panther System testing
is summarized in Tables 24 through 29 for GC.

Table 24: Clinical Study 1. GC Infected Status for Performance Evaluation in Female Vaginal Swab, PreservCyt
Solution Liquid Pap, and Endocervical Swab Samples

Assay ﬁesults

Symptom Status
GC Infected Status T?;izs :;?s P:rﬁl?er yme
PCyt FU PCyt FU CVS/PVS PCyt FS Sym Asym
Infected + + + + + + + 22 10
Infected + + + + + + NA 1 0
Infected + + + - + + + 1 0
Infected + + + = + + + 0 1
Infected + - + - + + + 3 3
Infected + - + - - + + 0 1
Infected + NA + NA + + + 0 1
Not Infected + NA - - - = - 0 1
Not Infected - - NA NA + - + 0 1
Not Infected - - NA NA + - - 3 0
Not Infected - - NA NA + - NA 1 0
Not Infected - - NA NA - - + 1 0
Not Infected - - NA NA - - - 736 429
Not Infected - - NA NA - - = 1 0
Not Infected - - NA NA - - NA 32 9
Not Infected - - NA NA - NA - 1 0
Not Infected - - NA NA NA - - 18 6
Not Infected - - NA NA NA - NA 10 3

AC2 = Aptima Combo 2 Assay, AGC = Aptima GC Assay, Asym = asymptomatic, CVS = clinician-collected vaginal swab, FS =
female endocervical swab, FU = female urine, NA = result not available, Panther = Panther System, PCyt = PreservCyt Solution
liquid Pap, PVS = patient-collected vaginal swab, Sym = symptomatic, Tigris = Tigris DTS System.

The equal symbol (=) represents an equivocal result on repeat testing.

Table 25: Clinical Study 1. GC Infected Status for Performance Evaluation in Male Urethral Swab Samples

Assay Results
Symptom Status

GC Infected Status AC2 DTS AGC DTS AC2 Panther
MS MU MS MU MS Sym Asym
Infected + + + + + 30 2
Infected + + + + NA 0 1
Infected + - + - + 1 1
Infected NA + NA + NA 1 0
Not Infected - - NA NA - 205 307
Not Infected - - NA NA NA 14 9

AC2 = Aptima Combo 2 Assay, AGC = Aptima GC Assay, Asym = asymptomatic, DTS = DTS Systems, MS = male urethral swab,
MU = male urine, NA = result not available, Panther = Panther System, Sym = symptomatic.
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Table 26: Clinical Study 1 and Clinical Study 2. GC Infected Status for Performance Evaluation in Male Urine
Samples

Assay ﬁesults

AC2 Symptom Status
GC Infected Status AC2' AGC DTS? NAAT 1° NAAT 2° Panther
Ms MU MS MU MU MU MU Sym Asym
Clinical Study 1
Infected + + + + + 3
Infected + - + - - 1
Clinical Study 2
Infected + + + + + 63 4
Infected + + + NA + 1 1
Infected - + + - + 1
Infected NA + + + + 0
Clinical Study 1
Not Infected - - NA NA + 2
Not Infected - - NA NA - 314
Clinical Study 2
Not Infected + - - - - 2 4
Not Infected - + - - + 0 1
Not Infected - - + - - 6 2
Not Infected - - - + - 1 0
Not Infected - - - - + 1 1
Not Infected - - - - - 407 945
Not Infected - - - NA - 9 19
Not Infected - - NA - - 1 2
Not Infected - NA - - - 2 0
Not Infected NA - - - - 2 0

AC2 = Aptima Combo 2 Assay, AGC = Aptima GC Assay, Asym = asymptomatic, DTS = DTS Systems, MS = male urethral swab,
MU = male urine, NA = result not available, Panther = Panther System, Sym = symptomatic.

" Male urethral swab and male urine samples were tested with the Aptima Combo 2 Assay on the DTS Systems in Clinical Study 1
and on the Tigris DTS System in Clinical Study 2.

2Male urethral swab and male urine samples were tested with the Aptima GC Assay on the DTS Systems in Clinical Study 1.
*Male urine samples were tested with two FDA-cleared GC NAATs in Clinical Study 2.

Note. Data from asymptomatic men in Clinical Study 1 are combined with data from Clinical Study 2.

Table 27: Clinical Study 3. GC Composite Comparator Status for Performance Evaluation in Female Urine
Samples

" Assay Results Symptom status
COmi‘;rr“a':grs'é‘:atus NAAT 1 NAAT 2 NAAT 3 AC2 Panther sym Asym
FU FU FU FU

Positive + + NR + 19 9

Positive = + + = 1 0

Negative - N NR - 1360 1183

Negative - NA - - 1 1

Negative NA - - - 2 3

Asym = asymptomatic, FU = female urine, NA = result not available, NR = not required, AC2 Panther = Aptima Combo 2 assay on
the Panther system, Sym = symptomatic.
The equal symbol (=) represents final equivocal result.
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Table 28: Clinical Study 4. GC Infected Status for Performance Evaluation in Rectal Swab Samples

Rectal
Rectal Assay Results Symptom Status
Infected Status
NAAT1 NAAT 2 NAAT 3 AC2 Panther Sym Asym
Infected + + + + 1 0
Infected + + + - 0 1
Infected + + + = 1 0
Infected + + - - 2
Infected + + - = 0 1
Infected + + N/A + 34 137
Infected + - + + 2 1
Infected + - + - 0 2
Infected - + + + 1 5
Infected NR + + + 0 1
Not Infected + - - - 0 4
Not Infected - + - + 0 1
Not Infected - + - - 0 5
Not Infected - - + + 0 8
Not Infected - - + = 0 1
Not Infected - - - + 0 4
Not Infected - - - - 0 5
Not Infected - - - = 0 2
Not Infected - - N/A - 148 2109
Not Infected - NR - - 1 48
Not Infected NR - - - 5 34

AC2 Panther = Aptima Combo 2 assay on the Panther System, Asym = asymptomatic, N/A = not applicable, NR = result not
available, Sym = symptomatic.
The equal symbol (=) represents an equivocal result.
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Table 29: Clinical Study 4. GC Infected Status for Performance Evaluation in Throat Swab Samples

Throat Assay Results Throat Symptom Status
Infected Status NAAT1 NAAT 2 NAAT 3 AC2 Panther Sym Asym
Infected + + + + 1 3
Infected + + + R 0 2
Infected + + - R 0 4
Infected + + N/A + 36 135
Infected + - + + 2 14
Infected + - + N 0 2
Infected + NR + + 0 >
Infected - + + + 0 2
Not infected + - R + 0 4
Not infected + - _ - 1 15
Not infected + - N = 1 0
Not infected - + - + 0 2
Not infected - + - _ 0 4
Not infected - + - = 1 0
Not infected - - + + 2 3
Not infected - - + = 0 1
Not infected - - - + 0 14
Not infected - - - R 1 7
Not infected - - N/A - 260 2049
Not infected - NR - N 0 5
Not infected NR - - - 0 9

AC2 Panther = Aptima Combo 2 assay on the Panther System, Asym = asymptomatic, N/A = not applicable, NR = result
not available, Sym = symptomatic.
The equal symbol (=) represents an equivocal result.
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RLU Distribution of Aptima Combo 2 Controls

The distribution of the RLU values for the Aptima Combo 2 controls is presented in Table 30
from all valid Panther System runs performed during Clinical Study 1, Clinical Study 2, Clinical

Study 3, and Clinical Study 4.

Table 30: RLU Distribution of Aptima Combo 2 Controls

I
Total RLU (x1000)

Control Statistic
Clinical Study 1 Clinical Study 2 Clinical Study 3 Clincal Study 4
N 66 23 41 96
Maximum 1335 1258 1577 1464
Positive Control, CT/ -
Negative Control, GC Median 1081.5 1135.0 1091.0 1164.0
Minimum 624 910 771 824
CV% 11.2 7.5 13.5 8.4
N 66 23 41 96
Maximum 1241 1311 1308 1137
Positive Control, GC/ -
Negative Control, CT Median 1172.0 1174.0 1060.0 983.5
Minimum 1063 1082 905 817
CV% 3.2 4.9 8.9 8.4

Reproducibility Studies

Reproducibility of the Aptima Combo 2 Assay on the Panther System was evaluated in two
different studies using panel members created with Specimen Transport Medium (STM) in
Reproducibility Study 1 and using panel members created with clinical urine specimens in
Reproducibility Study 2.

Reproducibility Study 1

Aptima Combo 2 Assay reproducibility was evaluated with panel members created using STM at
three external US laboratories using the Panther System. Testing was performed using one lot of
assay reagents and a total of six operators (two at each site). Testing was performed over at
least 10 days at each site. The negative panel member consisted of STM and positive panel
members were created by spiking STM with lysate from CT and/or GC organisms to result in
panel members with expected targeted concentrations. Table 31 shows the CT and GC
concentrations for each panel member and the mean, standard deviation (SD), and coefficient of
variation (CV) of the RLU data for each panel member between-sites, between-operators,
between-days, between-runs, within-runs, and overall. Percent agreement with expected results
is also shown. Only samples with valid results were included in the analyses.
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Table 31: Reproducibility Study 1 Data

Target Concentration — Mean Beé\;:::n- g:::l;ir:; Beé:;:n- Beé\:‘vre‘:n- W:'Ll:‘u: Total
CT GC (%) (x1000) SD Ccv SD (V) SD Ccv SD Ccv SD cv SD Ccv

(IFU/mL) (CFU/mL) (x1000) (%) (x1000) (%) (x1000) (%) (x1000) (%) (x1000) (%) (x1000) (%)
0 0 180/180 100 6 1.0 175 05 8.1 02 37 05 8.2 1.5 244 1.9 324
0.25 0 180/180 100 1207 450 3.7 173 14 0.0 0.0 351 29 669 55 897 74
25 0 180/180 100 1272 413 3.2 19.2 15 0.0 0.0 310 24 368 29 66.3 5.2
25 0 180/180 100 1292 437 34 149 1.2 7.7 06 351 27 36.3 238 68.8 53
1000 0 180/180 100 1294 481 3.7 143 1.1 26.8 21 296 23 348 27 73.0 56
0 0.25 180/180 100 589 922 157 199 34 281 438 212 3.6 448 76 110.2 187
0 12.5 179/179 100 1251 163.5 13.1 0.0 0.0 151 1.2 315 25 298 24 169.8 13.6
0 125 180/180 100 1295 168.3 13.0 6.7 05 334 26 211 16 333 26 176.2 136
0 1250 180/180 100 1309 166.5 12.7 00 0.0 284 22 276 21 312 24 173.9 13.3
0 2500 179/179 100 1305 170.9 131 14 0.9 304 23 152 1.2 322 25 177.5 13.6

25 125 178/178 100 2513 1239 49 246 10 240 1.0 575 23 524 21 150.3 6.0

25 2500 180/180 100 2515 1235 4.9 65 03 338 1.3 393 1.6 594 24 1466 538

1000 125 179/179 100 2524 1174 46 352 14 521 21 289 11 547 22 1468 538

1000 2500 180/180 100 2525 1182 4.7 216 09 387 15 548 22 485 19 1459 538

Agmt = agreement, CFU = colony-forming unit, CV = coefficient of variation, IFU = inclusion-forming unit, RLU = relative light unit,
SD = standard deviation.

Note. Variability from some factors may be numerically negative, which can occur if the variability due to those factors is very small.
When this occurs, the variability as measured with standard deviation and %CV is set to 0.

Reproducibility Study 2

Aptima Combo 2 Assay reproducibility was evaluated with panel members created using clinical
urine specimens at two external US laboratories and in-house using the Panther System. Testing
was performed using one lot of assay reagents and a total of six operators (two at each site).
Testing was performed over at least 10 days at each site. The negative panel member consisted
of negative urine and the positive panel members were created by spiking negative urine with
lysate from CT and/or GC organisms to result in panel members with expected targeted
concentrations. Table 32 shows the CT and GC concentrations for each panel member and the
mean, SD, and CV of the RLU data for each panel member between-sites, between-operators,
between-days, between-runs, within-runs, and overall. Percent agreement with expected results
is also shown. Only samples with valid results were included in the analyses.
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Table 32: Reproducibility Study 2 Data

Target Between- Between- Between- Between-

Concentration Agreed/N gmt "gia“ Sites Operators Days Runs Within-Runs Total
cT GC (%) (x1000) SD  CV sD cv sD cv SsD cv sD ¢V SD cv
(IFU/mL) (CFU/mL) (x1000) (%) (x1000) (%) (x1000) (%) (x1000) (%) (x1000) (%)  (x1000) (%)
0 0 178/180 98.9 6 1.2 19.0 0.0 0.0 0.0 0.0 0.0 0.0 8.2 1317 8.3 133.0
0.25 0 180/180 100 1202 924 7.7 0.0 0.0 0.0 0.0 629 52 50.3 4.2 1226 10.2
2.5 0 178/178 100 1185 909 7.7 0.0 0.0 0.0 0.0 538 45 346 29 1111 94
25 0 180/180 100 1265 974 7.7 189 1.5 0.0 0.0 624 49 351 28 1224 9.7
1000 0 180/180 100 1278 101.9 8.0 157 12 206 1.6 614 438 318 25 1259 938
0 025 1771179 98.9 422 403 95 219 52 276 6.5 353 84 727 17.2 96.9 23.0
0 125 179/180 994 1142 119 1.0 0.0 0.0 444 3.9 373 33 758 6.6 96.2 84
0 125 180/180 100 1224 314 26 13.0 1.1 1.1 0.9 198 1.6 343 28 534 44
0 1250 180/180 100 1263 16.7 1.3 94 07 210 17 140 11 306 24 441 3.5
0 2500 180/180 100 1309 20.7 1.6 134 1.0 0.0 0.0 217 1.7 253 1.9 414 32

2.5 125 180/180 100 2468 719 29 315 13 217 09 64.8 26 444 138 1131 46
2.5 2500 180/180 100 2453 76.2 3.1 309 1.3 0.0 0.0 625 25 516 21 1154 47
1000 126 179/179 100 2504 74.0 3.0 385 15 0.0 0.0 59.1 24 391 1.6 1094 44
1000 2500 180/180 100 2357 791 34 0.0 0.0 0.0 0.0 742 31 552 23 1217 52

Agmt = agreement, CFU = colony-forming unit, CV = coefficient of variation, IFU = inclusion-forming unit, RLU = relative light unit,
SD = standard deviation.

Note. Variability from some factors may be numerically negative, which can occur if the variability due to those factors is very small.
When this occurs, the variability as measured with standard deviation and %CV is set to 0.
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Panther System Analytical Performance

Analytical Sensitivity Study

Urogenital Specimens

Chlamydia trachomatis analytical sensitivity (limit of detection) was determined by testing
dilutions of CT organisms in the Aptima Combo 2 Assay. The analytical sensitivity claim for the
assay is 1 IFU/assay (7.25 IFU/swab, 9.75 IFU/mL PreservCyt Solution liquid Pap, 5.0 IFU/mL
urine). However, dilutions of less than 1 IFU/assay tested positive in the Aptima Combo 2 Assay
for the following 12 serovars: D, E, F, G, H, |, J, K, L1, L2, L2a, and L3 (295% positivity was
observed in samples containing CT concentrations of 1.89 IFU/mL).

Neisseria gonorrhoeae analytical sensitivity (limit of detection) was determined by testing
dilutions of GC organisms in the Aptima Combo 2 Assay. The analytical sensitivity claim for the
assay is 50 cells/assay (362 cells/swab, 488 cells/mL PreservCyt Solution liquid Pap,

250 cells/mL urine). However, dilutions of less than 50 cells/assay tested positive in the Aptima
Combo 2 Assay for 30 different strains of GC (295% positivity was observed in samples
containing GC concentrations of 0.36 cells/mL).

Extra-Genital Specimens

The 95% limit of detection for the extra-genital swabs with the Aptima Combo 2 Assay was
determined for throat and rectal swabs. Two CT Serovars (E and G) and two clinical GC isolates
were spiked into pools of these swabs. The panels were tested on two Panther Systems using
one reagent lot in replicates of at least 20 over eight days.

The 95% limit of detection for throat and rectal swabs was 0.007 IFU/mL for CT. The 95% limit
of detection for throat and rectal swabs was 0.10 CFU/mL for GC.

Analytical Specificity

A total of 198 organisms were evaluated using the Aptima Combo 2 Assay in two studies. An
initial study included 154 culture isolates which contained 86 organisms that may be isolated
from the urogenital tract and 68 additional organisms that represent a phylogenetic cross-section
of organisms. An additional study for extra-genital samples, included 44 microbes that may be
found with extra-genital specimens. The tested organisms included bacteria, fungi, yeast,
parasites, and viruses.

Urogenital Specimens

The Aptima Combo 2 Assay formulation for the Panther System has not changed from that used
with DTS® Systems or the Tigris®e DTS System. The analytical specificity study was conducted on
DTS Systems. A total of 154 culture isolates were evaluated using the Aptima Combo 2 Assay.
These isolates included 86 organisms that may be isolated from the urogenital tract and 68
additional organisms that represent a phylogenetic cross-section of organisms. The tested
organisms included bacteria, fungi, yeast, parasites, and viruses. All organisms except C.
psittaci, C. pneumoniae, and the viruses were tested at 1.0 x 10° cells/assay in STM. The
Chlamydia and Neisseria organisms were tested in PreservCyt Solution medium. C. psittaci and
C. pneumoniae were tested at 1.0 x 10° IFU/assay. The viruses were tested as follows: (a)
herpes simplex viruses | and Il: 2.5 x 10* TCIDgy/assay, (b) human papilloma virus 16: 2.9 x 10°
DNA copies/assay, and (c) cytomegalovirus: 4.8 x 10° infected cell culture cells/assay. Only CT

Aptima Combo 2 Assay (Panther System) 51 502446 Rev. 008



Panther System Analytical Performance

Appendix A

Aptima Combo 2°

and GC samples produced positive results in the Aptima Combo 2 Assay. The list of organisms
tested is shown in Table 33.

Table 33: Analytical Specificity

Organism

Organism

Organism

Achromobacter xerosis

Escherichia coli

Neisseria mucosa (3)

Acinetobacter calcoaceticus

Flavobacterium meningosepticum

Neisseria sicca (3)

Acinetobacter Iwoffi

Fusobacterium nucleatum

Neisseria subflava (14)

Actinomyces israelii

Gardnerella vaginalis

Neisseria perflava

Actinomyces pyogenes

Gemella haemolysans

Neisseria polysaccharea

Aerococcus viridans

Haemophilus ducreyi

Paracoccus denitrificans

Aeromonas hydrophila

Haemophilus influenzae

Peptostreptococcus anaerobius

Agrobacterium radiobacter

Herpes simplex virus |

Peptostreptococcus productus

Alcaligenes faecalis

Herpes simplex virus Il

Plesiomonas shigelloides

Bacillus subtilis

Human papilloma virus 16

Propionibacterium acnes

Bacteriodes fragilis

Kingella dentrificans

Proteus mirabilis

Bacteriodes ureolyticus

Kingella kingae

Proteus vulgaris

Bifidobacterium adolescentis

Klebsiella oxytoca

Providencia stuartii

Bifidobacterium brevi

Klebsiella pneumoniae

Pseudomonas aeruginosa

Branhamella catarrhalis

Lactobacillus acidophilus

Pseudomonas fluorescens

Brevibacterium linens

Lactobacillus brevis

Pseudomonas putida

Campylobacter jejuni

Lactobacillus jensonii

Rahnella aquatilis

Candida albicans

Lactobacillus lactis

Rhodospirillum rubrum

Candida glabrata

Legionella pneumophila (2)

Saccharomyces cerevisiae

Candida parapsilosis

Leuconostoc paramensenteroides

Salmonella minnesota

Candida tropicalis

Listeria monocytogenes

Salmonella typhimurium

Chlamydia pneumoniae

Micrococcus luteus

Serratia marcescens

Chlamydia psittaci (2)

Moraxella lacunata

Staphylococcus saprophyticus

Chromobacterium violaceum

Moraxella osloensis

Staphylococcus aureus

Citrobacter freundii

Morganella morganii

Staphylococcus epidermidis

Clostridium perfringens

Mycobacterium smegmatis

Streptococcus agalactiae

Corynebacterium genitalium

Mycoplasma genitalium

Streptococcus bovis

Corynebacterium xerosis

Mycoplasma hominis

Streptococcus mitis

Cryptococcus neoformans

. meningitidis Serogroup A

Streptococcus mutans

Cytomegalovirus

. meningitidis Serogroup B

Streptococcus pneumoniae

Deinococcus radiodurans

. meningitidis Serogroup C (4)

Streptococcus pyogenes

Derxia gummosa

. meningitidis Serogroup D

Streptococcus salivarius

Eikenella corrodens

. meningitidis Serogroup Y

Streptococcus sanguis

Enterobacter aerogenes

222 =Z2=Z=2

. meningitidis Serogroup W135

Streptomyces griseinus

Enterobacter cloacae

Neisseria cinerea (4)

Trichomonas vaginalis

Entercoccus avium

Neisseria dentrificans

Ureaplasma urealyticum

Entercoccus faecalis

Neisseria elongata (3)

Vibrio parahaemolyticus

Entercoccus faecium

Neisseria flava

Yersinia enterocolitica

Erwinia herbicola

Neisseria flavescens (2)

Erysipelothrix rhusiopathiae

Neisseria lactamica (9)

“(n)” represents the number of strains tested.

All organisms tested produced a negative result in the Aptima Combo 2 Assay based on kinetic profile type and RLU.
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Extra-Genital Specimens

A total of 44 microbes that may be found with extra-genital specimens were evaluated using the
Aptima Combo 2 Assay on the Panther system. The tested organisms included bacteria,
parasites, and viruses. Only CT and GC samples produced positive results in the Aptima
Combo 2 Assay. The list of organisms tested is shown in Table 34.

Table 34: Cross-Reactivity Microorganisms for Throat and Rectal Specimens

Organism

Organism

Organism

Adenovirus

Eggerthella lenta

Metapneumo virus

Anaercoccus spp.

Entamoeba histolytica

Moraxella catarrhalis

Arcanobacterium haemolyticum

Enterovirus

Mycoplasma pneumoniae

Bacteroides oralis

Epstein-Barr Virus

Norovirus

Bordetella parapertussis

Fusobacterium necrophorum

Peptostreptococcus micros

Bordetella pertussis

Giardia lamblia

Prevotella spp.

Burkholderia cepacia

Haemophilus parahaemolyticus

Respiratory syncytial virus

Campylobacter rectus Haemophilus parainfluenzae Rhinovirus
Citrobacter koseri Helicobacter pylori Shigella dysenteriae
Clostridioides difficile Hepatitis B Virus Shigella flexneri

Coronavirus

Hepatitis C Virus

Shigella sonnei

Corynebacterium diphtheriae

Human influenza virus A

Stenotrophomonas maltophilia

Corynebacterium pseudodiphtheriticum

Human influenza virus B

Streptococcus anginosus group

Coxsackie Virus

Legionella jordanis

Veillonella parvula

Echovirus

Legionella micdadei

Interfering Substances

Urogenital Specimens

The Aptima Combo 2 Assay formulation for the Panther System has not changed from that used
with DTS Systems or the Tigris DTS System. Blood interference was evaluated on the Panther
system and the results of this testing indicated that blood does not interfere with Aptima Combo
2 Assay performance.

Aptima Combo 2 Assay performance in the presence of potentially interfering substances was
tested on DTS Systems, including the following interfering substances individually spiked into
swab and PreservCyt Solution liquid Pap specimens: 10% blood, contraceptive jelly, spermicide,
moisturizer, hemorrhoidal anesthetic, body oil, powder, anti-fungal cream, vaginal lubricants,
feminine spray, and leukocytes (1.0 x 10° cells/mL). All were tested for potential assay
interference in the absence and presence of CT and GC at the estimated rRNA equivalent of 1.0
CT IFU/assay (5 fg/assay) and 50 GC cells/assay (250 fg/assay). The rRNA equivalents were
calculated based on the genome size and estimated DNA:RNA ratio/cell of each organism.

Extra-Genital Specimens

The following interfering substances were individually spiked into STM and tested on the Panther
System: cold sore medication, lip balm, hemorrhoidal cream, human feces, cough suppressant,
toothpatste, mouthwash, laxative suppository, anti-diarrheal medication, and antacid. All were
tested for potential assay interference in the absence and presence of CT and GC slightly above
the limit of detection.

Aptima Combo 2 Assay (Panther System) 53 502446 Rev. 008



Appendix A
Panther System Analytical Performance Aptima Combo 2°

No interference was observed with any of the tested substances in the above mentioned two
studies. No inhibitors of amplification were observed in the Aptima Combo 2 Assay.

Within Laboratory Precision Study

Aptima Combo 2 Assay precision was evaluated at Hologic using the Panther System. Testing
was performed using three Panther Systems and three lots of assay reagents. Testing was
performed over 24 days.

Reproducibility panel members were created using negative PreservCyt Solution liquid Pap
specimens and STM. The positive panel members were created by spiking CT and/or GC
organisms to the targeted concentrations shown in Table 35.

For each panel member, Table 35 presents mean RLU, between-instrument, between-lot,
between-run, within-run, and overall variation as SD and percent CV. Percent agreement with
expected results is also shown.

Table 35: Within Laboratory Precision Data

- ——————————
Consanmatio pamt MO imements Lone e’ Witinfuns  Tota
Matrix Agreed/N RLU
CT GC (%) (x1000) SD €V SD CV SD CV SD CV SD CV
(IFU/mL) (CFU/mL) (x1000) (%) (x1000) (%) (x1000) (%) (x1000) (%) (x1000) (%)
0 0 96/96 100 6 04 10 09 135 00 00 10 157 1.3 20.1
0.25 0 95/95 100 1226 700 57 200 16 84 07 471 38 871 741
25 0 96/96 100 1249 780 62 61 05 00 00 329 26 848 68
25 0 95/95 100 1268 729 57 153 12 00 00 396 31 843 66
12,5 96/96 100 1081 184 17 286 26 00 00 267 25 432 40
ST™M 0 125 96/96 100 1266 298 24 00 00 89 07 276 22 416 33
1250 96/96 100 1309 294 22 00 00 98 08 318 24 444 34
25 125 96/96 100 2456 866 35 0.0 00 00 00 530 22 1015 4.1
2.5 2500 96/96 100 2509 731 29 00 00 198 08 468 19 89.0 35
1000 2500 96/96 100 2496 317 13 61 02 00 00 1937 78 19.3 7.9
1000 125 96/96 100 2471 836 34 94 04 00 00 524 21 991 40
0 0 96/96 100 7 00 00 08 1.7 00 00 15 224 17 247
0.25 0 96/96 100 1113 923 83 301 27 00 00 636 57 1160 104
25 0 96/96 100 1194 625 52 248 21 00 00 470 39 821 69
25 0 95/95 100 1222 651 53 264 22 147 12 350 29 798 65
Pyt 12,5 93/93 100 994 333 33 369 37 160 16 262 26 584 59
125 95/95 100 1189 401 34 45 04 109 09 214 18 470 40
1250 95/95 100 1239 377 30 75 06 136 11 180 15 446 36
2.5 125 95/95 100 2333 997 43 353 15 126 05 489 21 1172 50

Agrmt = agreement, CFU = colony-forming unit, CV = coefficient of variation, IFU = inclusion-forming unit, N = number of samples,
PCyt = PreservCyt Solution liquid Pap, RLU = relative light unit, SD = standard deviation, STM = specimen transport medium.
Note: Variability from some factors may be numerically negative, which can occur if the variability due to those factors is very small.
When this occurs, the variability as measured with standard deviation and %CV is set to 0.
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Carryover Studies for the Panther System

Two studies were conducted to evaluate carryover on the Panther System. In the first study,
carryover was assessed in multiple runs on three Panther Systems with approximately 20% high
titer GC samples dispersed between negative samples. The runs included clusters of high
positive samples with clusters of negative samples as well as single high positives dispersed
within the run. High titer samples were made using GC rRNA spiked into STM to give a final
concentration equivalent to 2.5 x 10° CFU/mL. Five runs were performed on each of three
Panther Systems. Carryover was calculated from a total of 2938 valid negative results. The
overall carryover rate from this study was 0% with a 95% confidence interval of 0-0.1%.

The second carryover study was conducted on one Panther System with high titer GC positive
samples (GC rRNA spiked into STM at the equivalent of 2.5 x 10° CFU/mL) alternately
processed with negative samples in a checkerboard format. Five checkerboard runs were
performed. The overall carryover rate from this study was 0.74% (1/135 negative samples).
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Specimen Stability Studies

The following specimen stability was evaluated using the DTS Systems and/or the Tigris DTS
System.

A. Endocervical Swab Specimens

Data to support the recommended shipping and storage conditions for endocervical swab
samples were generated with pooled negative swab samples. Five pooled samples were
spiked with CT and GC at final concentrations of 10 IFU and 100 CFU per reaction,
respectively. The spiked samples were held at -70°C, -20°C, 4°C, and 30°C. Samples were
tested in duplicate at days 0, 20, 35, 60, and 90. All test conditions were positive for both CT
and GC at all times and temperatures.

B. PreservCyt Solution Liquid Pap Specimens

Data to support the recommended shipping and storage conditions for PreservCyt Solution
liquid Pap samples were generated with pooled negative PreservCyt Solution liquid Pap
samples. Four pooled samples were spiked with CT and GC at final concentrations of 10 IFU
and 100 CFU per reaction, respectively. The PreservCyt Solution liquid Pap samples were
placed at 30°C for 7 days, after which 1.0 mL of the sample was added to an Aptima
Transfer Tube. The spiked samples were held at 4°C, 10°C and 30°C. Samples stored at
4°C and 10°C were tested in duplicate at days 0, 6, 13, 26, 30 and 36. Samples stored at
30°C were tested in duplicate at days 0, 5, 8, 14 and 17. Four spiked PreservCyt Solution
liquid Pap sample pools were added to Aptima Transfer Tubes and placed at 30°C for 14
days before being stored at either -20°C or -70°C. The -20°C samples and the -70°C
samples were tested in duplicate after 0, 30, 60, 90 and 106 days of storage. All test
conditions were positive for both CT and GC at all times and temperatures.

C. Vaginal Swab Specimens

Data to support the recommended shipping and storage conditions for vaginal swab samples
were generated with pooled negative swab samples. Fifteen vaginal swab pools were spiked
with CT and GC at final concentrations of 1.0 IFU and 50 CFU per reaction, respectively.
The spiked samples were held at -70°C, -20°C, 4°C, and 30°C. Samples were tested using
one aliquot at days 0, 20, 36, 73, and 114. All test conditions were positive for both CT and
GC at all times and temperatures.

D. Urine Specimens

Data to support the recommended shipping and storage conditions for urine samples were
generated with ten female and ten male negative urine samples. The urine samples were
spiked with CT and GC at final concentrations of 10 IFU and 100 IFU per reaction,
respectively. Two sets of the spiked urine samples were held at 4°C and 30°C for 24 hours
prior to being added to the Urine Transport Media (UTM). The two sets of UTM samples then
were held at 4°C and 30°C, and tested in triplicate at days 0, 1, 5, 20, and 35. All samples
were positive for both CT and GC when the urine samples were held at 4°C prior to addition
of the UTM. When the urine samples were held at 30°C prior to addition of the UTM, all of
the samples were positive for CT and 95% of the samples were positive for GC at Day 35.
These same samples were tested after 116 days of storage at -20°C and -70°C. All samples
were positive for both CT and GC under both storage conditions.
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E. Additional Frozen (at -20°C) Specimen Stability Study

Data to support the recommended storage condition at -20°C for endocervical swab, urethral
swab, vaginal swab, and PreservCyt Solution liquid Pap specimens were generated using 90
specimens for each type with negative result, where 30 specimens were spiked with CT and
GC at 1.0 IFU and 50 CFU per reaction, respectively; 30 specimens were spiked at 0.1 IFU
and 5 CFU per reaction, respectively; and 30 specimens were unspiked. The specimens
were stored at -20°C and were tested at days 0, 200, and 400 days. All spiked specimens
met the acceptance criteria of 95% agreement with expected results.

F. Extra-Genital Specimen Stability Study

Data to support the recommended storage conditions for extra-genital swab samples were
generated with pooled negative swab samples. Rectal and throat pools were spiked with CT
and GC at concentrations slightly above the limit of detection per each swab sample type.
The spiked samples were held at -70°C, -20°C, 4°C, and 30°C. Samples were tested at days
0, 8, 15, 23, 36, and 60. All test conditions were at least 95% positive for both CT and GC at
all times and temperatures.
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COMMUNITY-BASED SCREENING SERVICES - 2023

FACILITY SERVICES ASSESSMENT

Facility Name:

Clinic Type:

Address:

Phone:

Contact Person:

Date of Assessment:

EDUCATION AND PREVENTION

1. Does the facility provide written materials specific to []Yes []No
Chlamydia/Gonorrhea to patients and/or partners?
la. If no, please explain why not:
2. Do you distribute condoms? [lYes [INo
If yes,
|:| Free |:| Charge
SCREENING PRACTICES/BILLING
2. Do you currently bill private, third party insurance? []Yes [INo
Do you currently bill Medicaid /Managed Care Organizations? [JYes [INo
Do you bill for services under the State Family Planning Program? [JYes [INo
2a. If you do not bill private or public insurance, why not?
3. Does this facility screen clients who fall outside of the CBSS Screening |:| Yes |:| No
Criteria?
3a. If yes, to what laboratory are specimens sent?
SPECIMEN COLLECTION
4. What types of specimens do you collect? [ ] Vaginal [] Urine
|:| Oral DRectal
5. Does this facility have a current copy of lowa CBSS Procedures []Yes
?
Manual? [ No
Sa. Have all staff reviewed the Manual with certificates of completion on |:| Yes |:|N0
file?
If no, what are the plans to have staff complete the review and take the
test?
TRANSPORTATION

7. Are specimens transported
within 24 hours of collection?

|:| Yes |:| No

If no, why not?
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8. What is the method of transport? | [_] Courier
[ ISHL
[] Private/Other

|:| Postal Service
|:| Other

TEST RESULTS

9. What is the average time between submission of specimens and return
of test results?

[]1-3days
[]7-10days

[ 14 -6 days
[ ] > 10 days

9a. Do you use SHL Web Access to look-up/obtain your test results?
9b. Are you paperless? (No mailed results)

|:| Yes
|:| Yes

|:|No
|:|No

TREATMENT
11. How do you first try to notify your patients of a positive test result?
a. Phone
b. Letter
c. Through the Disease Intervention Specialist/Local PHI
d. Electronic (Email, text, social media)
e. Another way

12. Does the facility treat positive patients on-site?

|:| Yes |:| No

12a. If no, is there a referral in place?
List sites:

|:| Yes |:| No

13. What is this facility’s treatment regimen for chlamydia?

14. What is this facility’s treatment regimen for gonorrhea?

15. Does this facility presumptively treat patients?

|:| Yes |:| No

16. After treatment for a positive chlamydia/gonorrhea test, do you re-
screen the patient?

|:| Yes |:| No

16a. If yes, how long after treatment?

17. Does this facility treat partners on-site?

|:| Yes |:| No

17a. If no to 17, is there a referral system in place?
If yes, where do you refer?

|:| Yes |:| No

17b. If yes, do you require an appointment?

|:| Yes |:| No

17c. If yes, does this facility presumptively treat partners?

|:| Yes |:| No

17d. Where is the partner treatment /referral documented?
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18. Does your facility utilize Expedited Partner Therapy (EPT)?

18a. If no, why not?

|:| Yes |:| No

OTHER TESTING AND CONSIDERATIONS

19. Do you provide testing for
syphilis?

19a. Do you presumptively treat
partners/contacts to infectious
syphilis?

20. Do you provide testing for
HIV?

21. Do you use the “Tests of Public
Health Significance” (TOPHS)
through SHL?

|:| Yes |:| No
|:| Yes |:| No

|:| Yes |:| No

|:| Yes |:| No

If no, where do you refer?

If no, where do you refer?

If yes, which tests?

If no, why not?

22. Are you prescribing PrEP (Pre-
exposure prophylaxis)?

22a. Are your referring clients to
other providers for PrEP?

|:| Yes |:| No

|:| Yes |:| No

If yes, where do you refer?

23. Do you have any STD related [1Yes [ ]No Topics?
training needs?
24. Do you have other comments or L] Laboratory [ ] Data Notes/Comments

issues you or others within your
facility would like to address?

[] Testing Procedures
|:| Treatment
[] Ordering Supplies

[ ITraining
[] Other

Signature of Facility representative completing this form:

Signature of CBSS representative completing this form:
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Sexual Health Questions to Ask All Patients

Essential Questions to Ask at Least Annually

Ask every patient the following questions as part of the overall medical history. Try to have this conver-
sation, even if your patient seems uncomfortable or you feel awkward.

Consider using the following script to help you ask these questions and let your patient know that you
ask these questions of everyone. If a partner, relative, or caregiver is in the room, ask that person to step
into the waiting room. They can be invited back after the examination.

“I’m going to ask you a few questions about your sexual health. Since sexual health is
very important to overall health, | ask all my patients these questions. If you’re uncom-
fortable answering any of these, just let me know, and we’ll move on. To begin, what
questions or sexual concerns would you like to discuss today?”

ever been
sexually active?

active in the last year?

= What types of sex do you
have (oral, vaginal, anal)? \gAad A

= With men, women, both,
or another?

= How many sexual partners Continue with
medical history.

Have you been sexually @ Have you

have you had?

Additional Questions to Ask Adults and Adolescents (table on next page)

To understand your patient’s sexual health, determine frequency of STI/HIV screenings, vaccinations
and/or medications, and guide counseling, ask questions from CDC’s 5 Ps sexual history-taking (Part-
ners, Practices, Past History of STI(s), Protection, and Pregnancy Prevention/Reproductive Life Plan).
The table (on next page) includes a new sixth P (Plus)—Pleasure, Problems, and Pride—developed
by NCSH. Questions explore sexual satisfaction, functioning, concerns, and support for one’s gender
identity and sexual orientation (partly derived from Rubin et al’s best practices approach).

More resources for health care providers are found within NCSH’s Compendium of Sexual & Repro-

ductive Health Resources for Healthcare Providers.

d NATIONAL COALITION FOR

¢ SEXUAL HEALTH


https://nationalcoalitionforsexualhealth.org/tools/for-healthcare-providers/compendium-of-sexual-reproductive-health-resources-for-healthcare-providers
https://nationalcoalitionforsexualhealth.org/tools/for-healthcare-providers/compendium-of-sexual-reproductive-health-resources-for-healthcare-providers

Could you tell me about your current relationships (e.g., no partner, one partner, multiple partners)?

In the past 3 months, have you had sex with someone you didn’t know or had just met?

Have you ever been forced or coerced to have sex/sexual activity against your will as a child or an adult2*
If yes, does that experience affect your current sex life or sexual relationships? (Probe: In what ways?)

If yes, does that make seeing a health care provider or having a physical exam difficult or uncomfortable?

Are you having any difficulties with your sexual relationships?

Do you or your partners have problems with sexual functioning (see “Problems” below)?

In the past 3 months, what types of sex have you had? Anal? Vaginal? Oral? (Also, ask whether they give or
receive each type of sexual activity.)

Have you or any of your partners used alcohol or drugs when you had sex?

Have you ever exchanged sex for drugs or money?

Have you ever had a sexually transmitted infection (or disease)? If yes, which STI(s)? Where on your body were
EEC I the infections? When did you have it? Were your partners tested and treated too?

RO
Have you ever been tested for HIV? If yes, how long ago was that test? What was the result?

What do you do to protect yourself from STls, including HIV?
T When do you use this protection? With which partners?
Have you been vaccinated against HPV? Hepatitis A? Hepatitis B?

Do you have any desire to have (more) children?
If yes, how many children would you like to have? When would you like to have a child? What are you and your
partners doing to prevent pregnancy until that time?

Pregnancy

Prevention/

Reproductive . . -
fife Plan If no, are you doing anything to prevent pregnancy? How important is it to you to prevent pregnancy? Would you

like to talk about birth control options?

Start the conversation with, “It is part of my routine to ask about sexual health, including sexual functioning and
pleasure, as part of your visit.”
* How is your sex life going? What concerns do you have about your sex life?
* Areyou currently involved in any sexual relationships?
* Is the sex you're having pleasurable for you? If no, why not?
* Are you and your partners on the same page about what’s pleasurable?
* Do you and your partners talk openly about sexual desires and boundaries? Are you able to advocate for
sexual pleasure in your relationships?
* If not sexually active:
* Would you like to have a sexual relationship or a better sex life?
* |s there anything holding you back or getting in your way? (This could lead to a discussion of problems
(see “Problems” below) and of other issues such as sexual assault and porn use.)

Pleasure

Are you having any difficulties when you have sex (e.g., pain, discomfort, vaginal dryness, lack of arousal, lack of
orgasm, lack of erection)?

Problems - . .
Are you concerned about your sex drive or the sex drive of your partners (e.g., low or high level of interest in

What support, if any, do you have from your family and friends about your gender identity?

What support, if any, do you have from your family and friends about your sexual orientation?

Are you experiencing any harassment or violence—at home, at work, at school, or in your community—due to
your sexual orientation or gender identity?

having sex, mismatched sex drives)?

*This could include, forced anal, vaginal, or oral sex; drug facilitated sexual assault; sexual harassment; stalking; groping; and/or birth control
sabotage. Patient resources and a 24/7 hotline: The National Sexual Assault Online Hotline. **CDC, other government agencies, and community
organization materials: Lesbian, Gay, Bisexual, and Transgender Health and LGBT Youth Resources



https://www.rainn.org/articles/drug-facilitated-sexual-assault
https://hotline.rainn.org/online
https://www.cdc.gov/lgbthealth/index.htm
https://www.cdc.gov/lgbthealth/youth-resources.htm

Appendix D

Additional Sources of Information

IDPH BUREAU OF HIV, STD AND HEPATITIS RESOURCES

Condom distribution
www.MyvIACondoms.org
Order free condoms and access the statewide free condom locator

Pre-Exposure Prophylaxis - Navigation and Linkage
www.prepiowa.org
Information on PrEP, TelePrEP and PrEP providers

Clearinghouse

https://docs.google.com/forms/d/e/1FAIpQLSd060I9M7M -
T3H1ucJksObdLj4AQCVZtP5bEgucFvulpCggg/viewform

Form for ordering free brochures, posters and other printed materials related to HIV, STDs
and Hepatitis.

SOURCES OF STD INFORMATION TO DISTRIBUTE TO PATIENTS

Centers for Disease Control and Prevention (CDC)
http://www.cdc.gov/std/chlamydia/

The Centers for Disease Control and Prevention provides facts, statistics, and treatments
options for patients with sexually transmitted infections.

America Sexual Health Association

http://www.ashastd.org/

The American Sexual Health Association (ASHA) is a trusted, non-profit organization that
has advocated on behalf of patients to help improve public health outcomes since 1914.
ASHA offers high-quality patient education materials on a wide range of sexually
transmitted infections.

Advocates for Youth

www.advocatesforyouth.org

Advocates for Youth was established in 1980 as the Center for Population Options. Their
goal is to help young people make informed and responsible decisions about their
reproductive and sexual health. Advocates believes it can best serve the field by boldly
advocating for a more positive and realistic approach to adolescent sexual health.

Get Yourself Tested Campaign

Www.gytnow.org

The GYT campaign seeks to create a social movement around getting tested for STDs.
Serving as the information hub for the campaign, www.GYTnow.org provides facts on STDs,



http://www.myiacondoms.org/
http://www.prepiowa.org/
https://docs.google.com/forms/d/e/1FAIpQLSd06oI9M7M_-T3H1ucJks0bdLj4AQCVZtP5bEgucFvuIpCggg/viewform
https://docs.google.com/forms/d/e/1FAIpQLSd06oI9M7M_-T3H1ucJks0bdLj4AQCVZtP5bEgucFvuIpCggg/viewform
http://www.cdc.gov/std/chlamydia/
http://www.ashastd.org/
http://www.ashastd.org/
http://www.advocatesforyouth.org/
http://www.gytnow.org/
http://www.gytnow.org/

Appendix D

tips on how to bring up testing with partners and health care providers, and an easy-to-use
testing center locator, provided by the CDC.

Sexuality Information and Education Council of the United States

www.siecus.org

Sexuality Information and Education Council of the United States was founded in 1964 to
provide education and information about sexuality and sexual and reproductive health.
SIECUS educates, advocates, and informs.

GENERAL STD INFORMATION AND REFERRAL TO LOCAL CLINICS FOR
SERVICES
http://hivtest.cdc.gov/STDTesting.aspx

CDC-INFO Contact Center
1-800-CDC-INFO (800-232-4636)
TTY: 1-888-232-6348, In English & en Espartiol

CDC-INFO is available 24 /7, 365 days a year for STD information and referrals to STD
clinics

» National Coalition for STD Directors
www.ncsddc.org/resource/extragenital
Resources for providers and laboratories pertaining to extragenital STD testing

* STD Clinical Consultation Network
www.stdcen.org
Online consultation for questions about the evaluation and management of STD cases

 National STD Curriculum

www.std.uw.edu

National Network of STD Prevention Training Centers (NNPTC)’s free online STD curriculum and
question bank. Offers continuing medical education credits.

e MMWR — Recommendations for Providing Quality STD Clinical Services, 2020
https://www.cdc.gov/mmwr/volumes/68/rr/rr6805al.htm?deliveryName=USCDCNPIN_24-
DM16434&s_cid=rr6805al_w&utm medium=email&utm_source=govdelivery

The Centers for Disease Control and Prevention have released clinical guidelines to help healthcare providers
improve their practices as they relate to sexually transmitted disease care. The recommendations include
information helpful for primary care providers and STD specialty care settings. These recommendations
complement the STD Treatment Guidelines.



http://www.siecus.org/
http://hivtest.cdc.gov/STDTesting.aspx
https://www.cdc.gov/mmwr/volumes/68/rr/rr6805a1.htm?deliveryName=USCDCNPIN_24-DM16434&s_cid=rr6805a1_w&utm_medium=email&utm_source=govdelivery
https://www.cdc.gov/mmwr/volumes/68/rr/rr6805a1.htm?deliveryName=USCDCNPIN_24-DM16434&s_cid=rr6805a1_w&utm_medium=email&utm_source=govdelivery
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Criteria for Tests of Public Health Significance with the State Hygienic Laboratory

The Division of Public Health (DPH) at the lowa Department of Health and Human
Services (lowa HHS) and the State Hygienic Laboratory at the University of lowa (SHL)
have developed criteria for Tests of Public Health Significance (TOPHS). TOPHS are
laboratory tests that are of particular importance to public health and will be offered at
no cost to patients or designated testing sites. Please note that this memo offers
guidance for TOPHS related to HIV, viral hepatitis, and other sexually transmitted
infections (STIs). TOPHS related to other conditions are not addressed here.

All tests submitted to SHL as TOPHS must come from test sites approved by DPH, such as
Community-Based Screening Services (CBSS) and Integrated Testing Services (ITS) sites.
This is the first criterion. SHL Test Request Forms (TRF) for TOPHS must be obtained via
your CBSS or ITS contacts. TOPHS TRFs are not available on the SHL website. If a TRF for
the tests outlined below is obtained from the SHL website, the submitting agency will be
billed for the test. Alternatively, for those using the Lifepoint Web Portal for ordering
tests, you should select the “Bill To" lowa HHS for TOPHS.

For each test requested, the patient must meet at least one of the criteria indicated for
that particular test. Please mark all criteria and risk history that apply on the SHL TRF.
Note that criteria differ for each test. If a patient does not have at least one of the
criteria for whichever test is requested, they do not qualify and testing should not be
conducted via TOPHS. In such circumstances, testing may be conducted via other means.

Testing criteria for each test are outlined below.



Human Immunodeficiency Virus (HIV)

Individuals must meet one or more of the following criteria:
1. Men who have sex with men;
2. Disproportionately impacted populations (as determined by the
DPH based on epidemiological data);
i.  Black/African American, Hispanic/Latino

3. Persons who have ever injected drugs (PWID);

4, Persons who exchange sex for drugs, money, or other things they
need;

5. Persons with an STI diagnosis within the last 12 months or

someone who has a partner in another risk group (PWID, MSM, recent

STI, exchange sex for drugs or money); or

6. Persons in need of confirmatory testing who have had reactive
rapid HIV test results at DPH-approved site [on the SHL TRF, check the

box for “Previous related diagnosis/therapy”].

Hepatitis B Virus Surface Antigen

Individuals must be unvaccinated for hepatitis B and meet one or more of the
following criteria:
1. Men who have sex with men;
2. HIV-positive persons [on the SHL TRF, check the box for “Previous related
diagnosis/therapy”]; or
3. Persons who have ever injected drugs (PWID).

Hepatitis C Virus Antibody
Individuals must meet the following criterion. Only one criterion applies for HCV

antibody testing.
1. Persons who have ever injected drugs (PWID).

Hepatitis C Virus RNA
Individuals must meet the following criterion. Only one criterion applies for HCV

RNA testing.



1. Persons with reactive hepatitis C antibody results [on the SHL TRF,
check the box for “Previous related diagnosis/therapy”].
Only request this test on persons who are known to have a reactive HCV
antibody result. The HCV RNA test is NOT a screening test and should
not be requested unless an individual is known to have had a reactive
HCV antibody result. A rapid reactive HCV antibody result, as well as
documentation of past reactive HCV antibody results, are acceptable.

Syphilis
NOTE: As of August 16, 2021 criteria for syphilis testing is temporarily suspended.
Any patient presenting to a CBSS or ITS site may be tested for syphilis,
regardless of any criteria. (Criteria and/or risk history should still be marked on
the TRF when applicable.)

SHL follows the reverse algorithm for syphilis testing, meaning that they begin with a treponemal
test. If the treponemal test is reactive, it reflexes to a VDRL. If the VDRL is reactive, it is titered
and testing is complete. If the VDRL is non-reactive, a secondary treponemal test (i.e., TPPA) will
be performed. Note that there is only one option for syphilis testing via TOPHS. While this may
sometimes result in additional testing that may not necessarily be needed (e.g., persons with a
history of syphilis do not need another treponemal test), having this one option for syphilis
testing ensures that all of the necessary laboratory data will be available in every instance.

Herpes Simplex Virus (HSV)
Individuals must meet the following criterion. Only one criterion applies for
herpes PCR testing.
1. Clinical signs of anogenital herpes (lesions present on or around
genital region).
NOTE: The herpes test offered as a TOPHS is a swab collection of a
lesion (testing is done by PCR). It can only be used when someone has
an active outbreak and is presenting with anogenital lesions.
The blood (antibody) test is not available via TOPHS.
Also, this PCR test detects herpes simplex virus types (HSV) 1 and 2 and
varicella zoster virus (VZV). Although the test is capable of detecting
VZV, the purpose of this TOPHS test is to detect HSV and it should only
be ordered when HSV is suspected.



HIV PrEP Panel Testing
Individuals must meet all of the following criteria.

1. Being seen by a medical provider for HIV pre-exposure prophylaxis
(PrEP) medications;

2. Uninsured, underinsured, or seeking confidential services.
There are two types of HIV PrEP panels. The “startup” panel is intended for
individuals who are beginning PrEP medications. The “monitoring” panel is
intended for individuals who have been on PrEP and are seeking regular testing
as recommended by CDC. Although an individual must be a patient of a
DPH-approved site (e.g., CBSS or ITS) to obtain PrEP laboratory tests via TOPHS,
the medical provider prescribing PrEP may or may not be located at the CBSS or
ITS site [on the SHL TRF, check the box for “Previous related diagnosis/therapy”].

Maternal/Perinatal Hepatitis B — Note that these require additional approval.

Testing related to case management of HBsAg-positive pregnant women;
(1) Household or sexual contacts of HBsAg-positive pregnant women tested for infection
or immunity;
. Order all three hepatitis B tests listed on the test request form.
(2) Children born to HBsAg-positive women (post vaccination serology testing: HBsAg
and quantitative anti-HBs);
. All maternal and perinatal HBV testing must have prior approval from
Shelly Jensen in the Bureau of Immunization & TB (1-800-831-6293,
extension 2).



Obtaining specimens for TOPHS and ordering supplies

All of these TOPHS are serology tests (with the exception of herpes simplex virus),
meaning that blood/serum samples are required for SHL to complete testing. Collection
instructions and specimen requirements for each test can be found on SHL's website

http://www.shl.uiowa.edu/testmenu/clinicaltestmenu.xml. In order to view these

instructions, you must search for the specific test and click the hyperlink to see details.

Unlike chlamydia/gonorrhea test kits, the collection supplies needed for serology tests
must be obtained by each individual clinic. They are not available from SHL. These

supplies include: needle, blood/serum (vacutainer) tube, tourniquet, gloves, bandages,
etc. Again, it is your agency’s responsibility to obtain these collection supplies. They are

not available from SHL or the CBSS Coordinator.

If desired, mailers and serum pour off tubes may be requested for serology tests from

SHL at this link http://www.shl.uiowa.edu/kitsquotesforms/clinicalkit.xml. If you want

those materials, complete the form and select “Serology Kit”. Please limit the amount of

these materials you order so that they do not go unused and add expense for SHL.

Herpes Simplex Virus testing is done by PCR of an active lesion (this TOPHS is not a
blood/serology test). Therefore, collection materials and instructions differ from
serology tests. Collection instructions and specimen requirements can be found by
accessing the first hyperlink above and searching for “Herpes Simplex Virus Types 1, 2
and Varicella-Zoster Virus (VZV) PCR”. The kit for this does include a swab. The kit can be
ordered by accessing the hyperlink in the second paragraph above and requesting the

“Virus Isolation and Detection Kit”.


http://www.shl.uiowa.edu/testmenu/clinicaltestmenu.xml
http://www.shl.uiowa.edu/kitsquotesforms/clinicalkit.xml

All specimens should be shipped according to the manufacturers storage guidelines to

ensure sample integrity.

Manufacturer | Test Sample |lIdeal shipping refrigerator | freezer
type (-20)
(2-8 c)

ASI VDRL [ Serum | Centrifuge -remove from cells. If SST [ <5 days >5
tube is used centrifugation is all that is days
needed.

ASI VDRL | CSF <5 days >5

days

DiaSorin Trep Serum | Centrifuge -remove from cells. If SST |[Upto7 days |>7

Ab tube is used centrifugation is all that is days
needed.

DiaSorin HIV Serum | Centrifuge -remove from cells. If SST |Upto7 days |[>7
tube is used centrifugation is all that is days
needed.

DiaSorin Hep C | Serum [ Centrifuge -remove from cells. If SST |[Upto7 days |>7

ab tube is used centrifugation is all that is days
needed.

DiaSorin Hep Serum | Centrifuge -remove from cells. If SST |[Upto7 days |>7

BsAg tube is used centrifugation is all that is days
needed.




For additional information, please contact:

George Walton, MPH, MLS(ASCP)*V
STI Section Supervisor | Bureau of HIV, STI, and Hepatitis | Division of Public Health |

lowa Department of Health and Human Services | 321 E. 12th Street | Des Moines, IA
50319-0075 | Phone: 515-240-1143 |
george.walton@idph.iowa.gov

Jodie Liebe

Community Based Screening Services Coordinator | Bureau of HIV, STI, and Hepatitis |
Division of Public Health | lowa Department of Health and Human Services | 321 E. 12th
Street | Des Moines, |IA 50319-0075 | Phone: 515-783-4076 |
jodie.liebe@idph.iowa.gov

Biz McChesney

HIV and Hepatitis Section Supervisor | Bureau of HIV, STI, and Hepatitis | Division of
Public Health | lowa Department of Health and Human Services | 321 E. 12th Street |
Des Moines, IA 50319-0075 | Phone: 515-601-0140 |

biz.mcchesney@idph.iowa.gov

Cody J. Shafer-Fritz

Lead Prevention Services Coordinator| Bureau of HIV, STI, and Hepatitis | NuCara
Capacity Extension Program | Division of Public Health | lowa Department of Health and
Human Services | 321 E. 12th Street | Des Moines, IA 50319-0075 | Phone:
515-314-6314 |

cody.shafer@idph.iowa.gov

G. Heath Johnson

Prevention Services Coordinator | Bureau of HIV, STl and Hepatitis | Division of Public
Health | lowa Department of Health and Human Services | 321 E. 12th Street | Des
Moines, IA 50319-0075 | Phone: 515-443-5806

Heath.johnson@idph.iowa.gov
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