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FILE NO. 120095 ' ) - RESOLUTION NO.

w I
oy

[Accept and Expend Gré:ﬁt :;Tuberculosis Epidemiologic Studies - $23,538] |

Resolution authorizing the Department of Public I-tealth to retroactively accept and '
expend a grant in the amount of $23,538 from the California Department of Public
Health, to participate in a brogra-r'n entitled Tuberculosis Epid_erniologic Studies Task
Order 1, “Impreving the Diagnosis and Treatment of Latent Tuberculosis Infection” for
the period of NoVember’ 1, 2011, through September 28, 2012, and waiving indirect |

costs.

WHEREAS, California Department of Public Health is the recipient of a grant award

|[from the Centers for Disease Control and Prevehtionrs_upporting the Tuberculyosi‘s

Epidemiologic Studies (TBESC) Task Or'der 1, “Improving the Diagnosis and Treatment of
Latent Tuberculosis Infection™; and, ' _

WHEREAS, With a portion of these funds, California Department of Public Health has
subcontracted with San Francisco Debartment of Public Health (DPH) in the amount of
$23,538 for the period of November 1 2011 ‘through September 28, 2012; and,

WHEREAS, The full project period of the grant starts on November 1, 2011 and ends
on September 14, 2021, with years two, three, four, five, six, seven, eight, nine and ten |
subject to avallablllty of funds and satlsfactory progress of the project; and,

WHEREAS, As a Condltlon of recelvmg the grant funds, California Department of Public
Health-requires the Clty to enter |nto an agreement (the “Agreement”), a copy of which ison -
file with the Clerk of the Board of Supervisors in File No.120095; which is hereby declared to

be a part of this resolution as if set forth fully herein; and,

Supervisor Mar .
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WHEREAS, The purbose of this project is to improve the diagnosis and treatment of
latent TB infection (LTBI) in the United States; and, |

WHEREAS An Annual Salary Ordlnance amendment is not required as the grant
partially reimburses DPH for two existing positions, one Registered Nurse (Job Class No.
2320) at 1 FTE and one Epidemiologist | (Job Class No. 2802) at .05 FTE for the period of
November 1, 2011 through September 28, 2012; and,

WHEREAS, A request for retroactive a_pproval‘ is being sought because DPH did not

_receive notification of the revised award until November 2, 2011 for a project start date of

‘ November1 2011; and,

WHEREAS, Tuberculosrs Epidemiologic Studies (TBESC) Task Order 1, “Improvmg

the Diagnosis and Treatment of Latent Tuberculosis Infection” grant does not contain indirect |

|l costs because California Department of Public Health prohibits including indirect costs in the

budget; and | |
- WHEREAS, The grant terms prohibit including _indirect costs in tlie grant budget; now,
therefore, be it | - ’ . _ . |
_. RESOLVED, That DPH is hereby authorized to accept and expend a grant retroactively
in the amount of $23,538 from California‘Department of Public Health; and, be it |
.FURTHER RESOLVED, That the Board of Supervisors hereby waives inclusion cf
indlrect costs in the grant budget and, be it | -

FURTHER RESOLVED That DPH is hereby authorized to retroactively accept and
éxpend the grant funds pursuant to San Francisco Administrative Code section 10.170-_1, and,
be it |

FURTHER RESOLVED, That the Director of Health is authorized to enter into the

, agreement on behalf of the City.

Supervisor Mar
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1 RECOMMENDED:

’ Barbara A. Garcia, MPA
Director of Health

Department of Public Health
BOARD OF SUPERVISORS
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APPROVED:

Office of the Mayor

Office of the Controller
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City and County of San Fr.an(':isco | | ~ Department of Public Health

Edwin M. Lee - , o Barbara A. Garcia, MPA:
Mayor , N - _ Director of Health
TO: o Angela Calvillo, Clerk of thelBoard of Supervisor_s
FROM: : Barbara A. Garcia, MPA G~
: Director of Health
DATE: " November 18;2011 -
' SUBJECT: Grant Accept and Expend

GRANT TITLE:  Tuberculosis E‘pidemiollogic Studies Task .Order' 1,
o “Improving the Diagnosis and Treatment of Latent
Tuberculosis Infection” - $23 538 '

Attached please flnd the original and 4 copies of each of the followrng

‘ X Proposed grant resolutlon, original srgned by Department
X  Grant information form, including disability checklist -
| X _Budge‘t and Budget Justifieation
X | " Grant application: |
| Agreement / Award Letter
1 | Otner (Explain_): |

Special Timeline Requirements:
 Departmental representative to receive a cogy of the adopted resol\Ution:’

" Name: Richelle-Lynn Mojica I ', “ ‘Phone: 255-3555

Interoffice Mail Address: Dept. of Pubhc Health, Offrce of Quahty Management for
Communlty Programs 1380 Howard St. ‘

Certified copy required Yes L] : , | ~ No ZI

, o 973 -
(415) 554-2600 - = " 101. Grove Street . _ San Francisco, CA 94102-4593



"File Numben'zocq 5 -

(Provided by Clerk of Board of Supervisors) ‘

Grant Information Form
(Effective March 2005)

Purpose: Accompanies' proposed Board of Supervisors resolutions authorizing a D’epartment‘ to'aqoep/t and
expend grant funds. ' '

The following describes the grant referred to in the ac'companying resolution:

1. Grant Title: Tuberculosis Epidemiologic Studies (TBESC) Task Order 1, “Improving the Diagnosis
and Treatment of Latent Tuberculosis Infection” ' ‘

2. Depértment: Department of Public Health, Tuberculosis Control Section ‘

3. Contact Person: Jennifer Grinsdale (Program Manager) ' Telephone: 415.206.6101

A

. Grant Appfoval Status (check one):
[X] Approved by funding agency " {1 Not yet approved
5. Amount of Grant Funding Approvéd or Applied for: .

$ 23,538 year 1*
$ 227,360 year 2
$ 231,301 year 3
$ 235,267 year 4
$ 241,396 year 5
$ 245,959 year 6
$ 252,395 year 7
$ 257,746 year 8
$ 167,466 year 9
$ 121,050 year 10

Total for project: $2,003,475

- *DPH is seeking ac'cept and expend épproval for year 1 only. The funding agency will approve
subsequent years upon successful ccompletion of the prior year. DPH will include these years in the
DPH budget. - - : ’

" 6a. Matching Funds Required: No |

b. Source(s) of matching funds (if applicable): N/A

7a. Grant Source Agency: Centérs for Disease Control and Prevention, Division of B Elimination ,
~ b. Grant Pass-Through Agency (if applicable): CA Dept. of Public Health, Tuberculosis Control Branch

8. Proposed Grant Project Summary: The objective of the TBESC, Task Order 1, “Improving the

~ Diagnosis and Treatment of Latent TB Infection”, is to improve the diagnosis and treatment of latefit
TB infection (LTBI) in the United States. Activities in this study include evaluating: (1) Tuberculin Skin
Test (TST) and Interferon Gamma Release Assays (IGRAs) in diagnosing LTBI and predicting
progression from LTBI to TB disease; and (2) measures to enhance adherence to, and completion of,

1974 . © Revised: 03-2011



- LTBI treatment. Successful cOmpIetlon of this project will provide valuable information needed to
ensure w:despread adoptlon of the best practice methods for TB screenlng and preventlon

9 Grant PrOJect Schedule, as allowed in approval documents or as proposed:

Year1 Start-Date: November 1, 2011 _ ' End-Date: September 28, 2012

Year2 = Start-Date: September 29, 2012 " End-Date: September 14, 2013 .
Year 3 Start-Date: September 15, 2013 End-Date: September 14, 2014
Year4  Start-Date: September 15, 2014 . End-Date: September 14, 2015
Year 5 Start-Date: September 15, 2015 ~ End-Date: September 14, 2016
Year6  Start-Date: September 15,2016 . - End-Date: September 14, 2017
- Year7 = Start-Date: September 15, 2017 End-Date: September 14, 2018
Year 8 Start-Date: September 15, 2018 End-Date: September 14, 2019
Year9  Start-Date: September 15, 2019 . End-Date: September 14, 2020
Year10 Start-Date: September 15, 2020 " End-Date: September 14, 2021
Total Project Period: Start-Date: November 1, 201 1 - End-Date: September 14, 2021 .

10a. Amount budgeted for contractual services: $0
b. Will contractual services be put out to bid? NIA

_ c. If so, will contract services help to further the goals of the department s MBENVBE
requirements? N/A

d. Is this likely to be a one-time or ongoing request for contracting out? N/A
11a. Does the budget include indirect costs?. | []Yes [X] No -

b1. If yes, how much? NJ/A. :
b2. How was the amount calculated? N/A

c. If no, why are indirect costs not included? S 3 .
[X] Not allowed by granting agency - [1 To maximize use of grant funds on direct services |
[ 1 Other (please explain): : ' :
12 Any other significant grant requirements or comments: o
Department of Public Health respectfully request for approval to accept and expend these funds
retroactive to November 1, 2011 The Department received the revised award letter on November 2,
2011,

GRANT CODE (Please include Grant Code and Detail in FAMIS): HCDC12 |

**Disability Access Checklist™*

13. .This Grant is intended for activities at (check all that apply):

[X] Existing Site(s) | [X] Existing Structure(s) ‘ [X] Existing Program(e) or Service(s) '
[] Rehabilitated Site(s) . ~ [] Rehabilitated Structure(s) [ ] New Program(s) or Service(s)

"1 New Site(s) ‘ [ ] New Structure(s)

2 975 " Revised: 032011



14. The Departmental ADA Coordlnator and/or the Mayors Office on Dlsablhty have reviewed the proposal
and concluded that the project as proposed will be in compliance with the Americans with Disabilities Act and
all other Federal, State and local access laws and regulations and will allow the full inclusion of persons with-
dlsabllltles or will require unreasonable hardshlp exceptions, as described in the comments section:

Comments.

Departmental or Mayor s Office of Dlsablllty Rewewer

}‘/ f’:lson Hashimoto
.'Date Reviewed: ” ! W /” |

* Department Approval: %m\ —

Barbara A’ Garcia, MPA Y\~ ~ Director of Public Health
%’L/" (Signature) ‘

3 976 . , Revised: 03-2011
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State of Callforma——Health and Human Services Agency

Callfornla Depar’tment of Publlc Health

‘ RON CHAPMAN, MD, MPH N ' ) e EDMUND G. BROWN JR.
Director ‘ . : ) Governor

COVER PAGE

REQUEST FOR TASK ORDER PROPOSAL A

TECHNICAL PROPOSAL

Request for Proposal - ’ :
Solicitation number 2011-N-13311, Tuberculosis Epidemiologic Studies Consortium

- “Prospective Comparison of the Tuberculin Skin Test (TST) vs. Interferon Gamma Release

Assay (IGRAs) in Diagnosing Latent Tuberculosis Infec’uon (LTBI) and in Predicting Progression

from LTB! to Active Tuberculosis Dlsease” .

Offeror:
California Department of Public Health
- DUNS number 799150615

This document is a(n}): | O Original
o [1.Copy

Tuberculesis Control Branch, 850 Marina Bay Parkway, Buildng P, 2™ floor, Rlchmond CA 94804-6403
(510) 620-3000
Internet Address: hitp:/cdph.ca.gov/programs/tb




California Department of Public Healfh, TB Control Branch ‘,  TBESCRFTOP -
TBESC Solicitation 2011-N-13311 ) . , -~ Technical Proposal

Centers for Disease Control rand Prevention: Solicitation 2011-N-13311

REQUEST EOR TASK ORDER PROPOSAL
TECHNICAL PROPOSAL

Tuberculosis Epidemiologic Studies Consortium I
Request for Proposal ‘ '
Prospective Comparison of the Tuberculin Skin Test (TST) vs.
Interferon Gamma Release Assay (IGRAs) in.Diagnosing Latent
TubercuIOSIs Infection (LTBI) and in Predicting Progression from
LTBI to -Active Tuberculosis Disease » I

Submitted June 15, 2011

Offeror: Callfornla Department of Publlc Health

Authorlzed representative: ' ; ~ Authorized to negotiate on the

. -behalf of the offeror:
James Watt, MD, MPH, Chief ‘ Jennifer Flood, MD, MPH, Chief
Division of Communicable Disease Control Tuberculosis Control Branch
California Department of Public Health Division of Communicable Dlsease
o Control

California Department of Pubhc Health
_ - ' Telephone: (510) 620-3020
James Watt, MD, MPH" ' Fax: (510) 602-3030 v
' o : Email:. Jennifer.Flood@cdph.ca.gov °

850 Marina Bay Parkway
Richmond, CA 94804

- Telephone: (510) 620-3784.
Fax: (916) 440-5678

Email: James Watt@cdph.ca. gov

ThIS proposal reflects our estlmates and/or actual costs as of this date and conforms with the
instructions set forth in FAR 15. 403—5(b)(1) and FAR 15-2. By submitting this proposal, the
offeror, if selected for discussions, grants to Contracting Officer or an authorized representative -
the right to examine, at any time prior to award, any of those books, records, documents, or
other fecords directly pertinent to the information requested or submitted. ’
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California Department of Public Health, TB Control Branch
TBESC Solicitation 2011-N-13311 ' ‘
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California Department of Public Health, TB Control Branch = _ TBESC RFTOP
TBESC Solicitation 2011-N-13311 _ ' C Technical Proposal

- L UNDERSTANDING THE PROBLEM

A. Need and significance of the research project and its objectives
A public health challenge for the 21% century is the elimination of tuberculosis (TB), which is
responsible for an estimated 1.7 million deaths per year across the globe. In the United States
(U.S.), successful strategies have been implemented to decrease the burden of TB since the
disease’s resurgence in the late 1980s and early 1990s. However, in order to reach elimination,
in addition to identifying and treating persons with active TB disease, TB control efforts must
focus on reducing the large reservorr of potential future active TB cases among persons with
latent tuberculosis infection (LTBI) a population estimated to be 11 million persons reS|d|ng in
the US.and 23 mllhon in Callfornna:3

Because the vast majonty of persons with LTBI will not progress to active disease, and, in the
setting of declining cases of active TB and recent and accumulating cuts to the TB control
infrastructure at local, state and national levels, it is crucial to use the most cost-effective testing
strategies to identify those persons most likely to progress to active TB disease.. Currently, TB
control programs use tuberculin skin tests (TST) and/or interferon gamma release assays
(IGRAs) combined with the presence of risk factors for progression to disease to determine who
should be tested and who should be treated for LTBI. The TST has been well-studied and there
is more than a century of experience with its use, but it has major drawbacks of being
nonspecific, especially among BCG vaccinated populations; insensitive particularly among
immunosuppressed persons; and requires two clinic visits to obtain test results. Although -
IGRASs, which are more specific and only require a single blood draw to obtain results, seem

~ likely to be an important new tool to identify LTBI and determine who needs treatment to prevent
- TB, there are many unanswered questions about IGRA implementation: These unanswered
guestions are addressed in this project’s objectives and study questions. Accomplishing the
project’s objectives of comparing the accuracy and cost-effectiveness of TST and IGRAs in’
identifying persons with LTB! and predicting who will progress fo TB disease would encourage

- widespread adoption of the best method to prevent active TB and will help enable TB
elimination.

~ The study’s primary objectlves are |mportant because research fo date has not prowded
definitive answers to several questions including the performance of IGRA among a variety of
subgroups the predictive value of IGRAs for progression to active TB, and the cost- :
effectiveness of IGRA vs. TST in all high-risk populations. Compared WIth the TST, IGRASs are
expected to have increased specificity because the antigens used are absent ini bacillus
Calmette-Guérin (BCG) vaccine strains and most environmental mycobacteria. There is no
gold standard for diagnosing LTBI because no diagnostic test directly measures the presence of
viabie tubercle bacilli in persons with latent infection. Studies of sensitivity have generally used
populations with diagnoses of active TB disease and comipared TST and IGRA results, but the
definition of active disease has drf‘fered across studies. Although a recent meta- analysrs that
pooled data only from studies where active TB disease was confirmed demonstrated increased
sensitivity of IGRAs compared-to. ST, questions remain about the sensrtlvrty of each IGRA. At
the least, IGRAs have similar sensitivity to TST®. Studies of specificity generally use populations
at very low risk for TB infection and in whom a positive test is likely to be a false positive.
However, some “false positives” might be true infection from unrecognized risk. A major
strength of the proposed study is that it will enroli patients in the United States who are identified
‘through typical screening programs. Additionally, as a prospective cohort study, progression to

3
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actlve disease W|ll be determined, providing a metric to assess prevention effectiveness in the .
high-risk populations studied. . These strengths will allow study findings to.be readily applied, to
lmprove TB control and clinical practlce ,

The crux of this study isdetermining the best predictors of progression to active TB. A few
recent studies have attempted to address this question, with conflicting findings. A study of _
immigrant close contacts to infectious TB cases in the Netherlands revealed that the predictive
. values of QF T-GIT, TB-Spot and TST were comparable®. A study of contacts to infectious TB
cases in Germany revealed that 13% of QFT-GIT-positive contacts developed active TB
disease during a 4-year follow-up period, whereas only 3% of TST (+) (> 5 mm induration)
contacts did, suggesting that QFT-GIT was more sensitive than TST in predicting active TB
disease’. On the other hand, studies of ELISPOT in contacts to infectious TB cases in high
burden countries revealed that both ELISPOT-positive and ELlSPOT -negative contacts
developed active TB disease following identification of LTBI® reveallng that these IGRAs
applied to these populations resulted in unacceptably high numbers of false-negatives. One

" reason for these conflicting findings may be the increased opportunity for TB re-infection during
the study follow-up period in the Gambia and Senegal compared to that in Germany. Further
work is needed to validate the ability of IGRAs to predict progression to disease among a variety
of populatlons and the project’s objectives will accompllsh that goal.

Because rlsk of progression is increased among those who have medical conditions, such as
HIV infection (5-15% annual risk of progression), diabetes mellitus, chronic renal failure, some
cancers previous history of inadequately treated TB, and treatment with immunosuppressive
drugs these groups should be tested for LTBI and treated if positive. However, particularly
among the immunosuppressed, conflicting evidence exists regarding the performance of IGRA
- and TST for identifying LTBL. Determining the performance of IGRA vs TST is also particularly
important among children who have a high rate of progression to active disease if infected.
Among BCG-vaccinated children, the potential benefit of IGRA over TSTis espemally high, and
data on the specificity of IGRAs in this population is encouraglng , but definitive data remains
~lacking. Because risk of progression from LTBI to active disease i |s elevated in these

populations, determining the best testing strategy for these groups is cntlcal {o TB disease
-preventlon efforts. .

B. Understandlng of contract requ1rements and tasks described in. the Statement of
Work-

To accomplish the study objectlves the California study site will perform all reqwrements listed
- in the Statement of Work (SOW) and those that will be specified in the study protocol. These

- activities will include recruiting persons at high risk for LTB! for enroliment into the study,
obtaining both TST and QFT-GIT quantitative and qualitative results (QF T-GIT obtained first),

- determining whether the subject has no TB infection, LTBI, or active TB disease, following.
persons with LTBI every 6 months for 2 years, regardless of treatment status, treating persons
who accept treatment for LTBI with a CDC approved regimen, including foliowing those persons
for adverse events during treatment, obtaining a second IGRA at the time treatment would be
completed (whether treatment is actually accepted or not), and collecting a blood sample and
preparing @ serum specimen for freezing and quarterly shipment to CDC for all persons
diagnosed with LTBI. Additionally, the study site will record, data-enter, and transmit all data
needed for the study including clinical, demographic, diagnostic, outcome, and cost data. The
study site will perform all activities with appropriate quality assurance checks, and in compliance
with local and national institutional review. board requirements. Investigators will be actively
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-involved in the analysrs interpretation and dissemination of the results of the study and in other ,
activities of the consortium. : :
ll.  TECHNICAL APPROACH

o Overvrew

- The Callifornia Department of Public Health (CDPH) TB Control Branch is the lead agency in the
state of California responsible for TB control.-California reports the largest number of ' '
tuberculosis cases in the nation and has an estimated 3 million residents with latent TB
infection. CDPH TB Control Branch provides oversight, funding, and technical assistance for TB
control efforts of 61 jurrsdrctlons in California. We propose to contribute to an effective national

_research consortium by carrying out studies in collaboration with three local TB control

- programs in California and their associated clinics. These programs are located in San Diego, -

Orange, and San Francisco. Within San Diego and Orange respectively, the University of

California San Diego (UCSD) Owen HIV Clinic and the Orange County Health Care Agency

(OCHCA) HIV Clinic will serve as additional research partners. The CDPH Principal Investigator

Dr. Jennifer Flood, Project Director Dr. Lisa Pascopella, and Project Coordinator Katya Salcedo. -

- will function as a central team providing coordination across study personnel located at each

participating clinic. At each local program, the TB controliers, Drs. Masae Kawamura, Kathleen

. Moser and Julie Low, who each represent nationally recognized TB experts, will be designated

as study co-Investigators. In addition, Dr. Richard Garfein and Dr. Constance Benson, are

- designated co-Investigators for the UCSD Owen HIV Clinic. Each of the three local sites will be-

_staffed with a study nurse (Research Nurse Coordinator) who will oversee, recruit, and enroll
study patients. This research nurse will function as the local sjite coordinator. Local site data
management and tracking of enroliment and patients during follow-up will be supported by *

~ additional epidemiology and research assistant personnel funded at each local site.

In each of the three sites, the Research Nurse Coordinator will work during clinic hours to -
approach and enroll patients. Back up will be provided by other study personnel and the site
investigator. Clinic staff will be trained on study eligibility to stimulate and assist with flaggmg
and referrals during clinic hours. -Regular re-education and re-stimulation for ongoing study.
recruitment will occur. Study personnel will carry a cell phone for easy and continuous access.
. Patients will be screened with IGRA and tuberculin skin test (TST) per protocol. TB symptom-
review, physical exam, and chest radiograph will be performed to exclude active TB. Culture will
be performed if the chest radiograph is abnormal or if the patient is symptomatic and HIV-
infected. Patients with an LTBI diagnosis will be identified and approached first by the treating
physician or nurse. They will be referred for further information and consent by the study nurse,
when patients will be fully informed of the study, undergo voluntary consent, and offered
incentives. Daily recruitment will occur at all participating California clinics. A procedure manual
which provides a step by step process for identification, screening, and enrollment will be
developed based upon the finalized study protocol. This procedure manual will detail steps for
each participating California clinic. Tracking of enroliment will occur on a daily basis by study
 staff located in each site and data entry into the central database will occur. Coordination across
- . sites including data merging and analysis, quality assurance, ensuring consistent and

efficient protocol implementation and training will be directed by the central Project-Coordinator
“and Project Director. IRB submission and renewal will be managed by the central Project
Coordinator and all sites will use the central CDC deferral mechanism with the exception of
UCSD. The CDPH TBCB PI, Project Director and Project Coordinator will participate in all
.aspects of the consortium rncludlng committees and will facilitate input and opportunities .
~ for direct partrmpatron by co- lnvestrgators at each step from flnalrzed protocol lnput to
_ publlcatrons .
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Our proposal documents a strong state TB control program with successful past performance in-
the cumrent TBESC and in multiple additional research initiatives relevant to the new focus of
this consortium. The CDPH TB Control program proposes to contribute to a productive national
research consortium by carrying out studies in collaboration with California’s local TB control
- programs located in San Diego, Orange, and San Francisco. Each TB controller of these
programs brings-extensive:local and multi-site research experience. The TB clinics under
direction of these controllers have been the setting for numerous past TBESC and TB Clinical
_Trial's Consortium (TBTC) studies and have contributed substantially to study recruitment. The -
three collaborating programs represent TB control jurisdictions with high TB morbidity and _
together contribute 22% of the state’s total TB case load. In 2009, the total case count for all
three jurisdictions combined was 535, which exceeds that case count of most U.S. states for
‘that year. As a TBESC member, the Calrfornra site will 'bring to the consortium the ability to
recruit a large number of study subjects from diverse settings and populations which include key
special populations. Relevarnt target populations to be enrolled in studies from this California B
site include children, persons infected with human immunodeficiency virus (HIV), new arrivers,
~ recent contacts to infectious TB patients, patients with abnormal chest radiographs indicative -of
inactive TB, and key populations from specific countries of origin underrepresented in other
- parts of the nation. The clinic sites combined have a patient population of over 22,000, with
‘more than 5,000 high risk patients diagnosed with LTBI each year. Of the over 5,000 potential
patients eligible for recruitment, this site proposes to enroll 1 ,500 patrents each year as study
subjects.

- A major strength of our proposal is our ability to enroll a large number of patients at hlgh risk of

LTBI, 1500 per year, and to follow and retain study participants with LTBI in the context of TB
CllnIC operations with proven success in patient retention and completion of tréatment for LTBI.
Additional strengths are our access and ability: 1) to enroll large numbers of the special high risk
groups, including at least 800 new arrivers (< 2 years) from countries with high TB incidence,
‘800 close contacts to infectious TB cases, 500 children younger than 14 years, 300 homeless
persons, 300 HIV-infected persons, in addition to persons defined locally as having an
increased incidence of LTBI (foreign-born living in U.S. > 2 years), per year; and 2) to follow and
retain study par’ncrpants with LTBI using innovative approaches, such as video directly observed
therapy, provision of incentives and enablers, linguistic and culturally matched case managers,
. educational interventions and accessible clinic hours and home visits, and use of systematic -
tracking methods. The extensive research experience of CDPH TBCB, San Francisco, San -
. Diego, Orange, and UC San Diego investigators in clinical trials and TBESC studies as well as
original research, demonstrates our capacity for successful partrmpatron in a research
consoriium from concept through research transiation. .

A. Appropriateness of study sites. Describe catchment area and the number of high-
risk LTBI patients by populat|on characterlstlc elrglble to be enrolled during study
period

The California Department of Publrc Health Tuberculosis Control Branch will work with the San

- Francisco, Orange, and San Drego County TB control programs. Together these three California
counties reported 23% of the 2329 TB cases reported in California during 2010. Each TB -
program site is integrated with its TB clinic(s), where the TB controller has direct authonty over
patient care and clinic processes. All sites have active LTBI testing and treatments programs
and together have access to at least 22,000 eligible patients at high risk for LTBI and at least
5,000 patients with LTBI peryear. Each site will enroll 250 L TBI patients per year, in addition to
250 patients at high risk of LTBI but without evidence of TB infection, for a total annual
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enroliment target of 500 from their TB, refugee and HIV clinics- reaching a total enrollment of
- 1500 annually in the catchment area. The San Diego site will enroll patients from its TB and

refugee clinics, as well as collaborate with the University of California, San Diego (UCSD)
Antiviral Research Center (AVRC), undér the leadership of Drs. Constance Benson and Richard
Garfein, to enroll additional HlV—mfected patients from the Owen Chnlc of the AVRC ucsD.

' Potentlal numbers of patients with LTBI by population characteristic, that are ellqlble fo be

enrolled in the proposed TBESC study (see Table 1 below)

In each of the three counties, the clinics operated by the TB program wnII part|C|pate in the
TBESC studies and provide access to the high risk subsets that represent the target populations
for study. In Orange, the participating clinics will be the two Orange County Health Care Agency -
(OCHCA) Pulmonary Disease Services clinic locations in the cities of Santa Ana and
Westminster, the HIV clinic located on the same campus as the TB Clinic in Santa Ana, as well
as the Refugee Health Services Clinic in Westminster. In San Diego, the County’s Health and
Human Service Agency’s TB clinic, the Refugee Clinic of the Catholic Charities Diocese of San .
Diego, and the Owen HIV Clinic at the University of California San Diego will participate. In San
Francisco, the TB clinic located on the San Francisco General Hospital campus will participate.
In Orange, the TB clinics together evaluate 7,182 patients for TB each year (2007-2009
average). In San Diego, the TB clinic evaluates 6,000 patients, the refugee clinic 2,000, and the -
Owen HIV. clinic approximately 4,000 patients with TST placement and reading or IGRA each
year. In San Francisco, the TB clinic sees approximately 3,250 patients for TB evaluation each
year. The total annual number of patients evaluated for TB in the TB clinics in the proposed
catchment area is over 22 000.

Details of each site’s catchment area and study populatlon are descnbed below (in addltlon

please see Table 1 below):

San FranCIsco County Tuberculoms Control Program
The city and county of San Francisco has a diverse population of 805,000 (12), 34% of which is

forelgn -born. Of foreign-born persons, 62% were born in Asia, 20% in Latin America, and 1% in
- Africa™? :

In 2007-2008, the San Francisco TB clinic evaluated 3247 patients for B per year: 2267
(70%) patients had LTBI, 944 (42%) were started on treatment for LTBI, and 657 (70%)

completed treatment for LTBI. Of the potential pool of study participants, 2168 (67%) were
foreign-born, 165 (8%) were recent arrivers to the U.S, 617 (19%) were homeless 88 (3%) were
HIV-posntlve and 46 (1%) were chlldren younger than 5 years old.

The TB clinic plans to enroll subjects at high risk of LTBI from the pool of patients who are.
referred from community providers, and who are immigrants with B-notifications. In 2009, there
were 1532 patients with LTBI from these populations; including 177 (12%) recently-arrived
foreign-born individuals, 949 (62%) foreign-born individuals who had lived in the U.S. for more
thah 2 years (a locally defined population with high risk for LTBI), 342 (22%) homeless

individuals, 87 (6%) individuals with diabetes mellitus, 49 (3%) drug users, 32 (2%) HiV-infected
.individuals, 6 (0.4%) chlldren younger than 5-years old.

In 2009, the San Francisco TB clinic completed evaluation of 232 Class B1/B2 immigrants and

1,748 patlents referred by community providers. These patient populatnons included individuals -
at high risk for LTBI and TB: 4% of the population evaluated at the San Francisco TB clinic in

2009 had HIV/AlDS 7% had diabetes mellitus, 17% were foreign- born new arrivers, 58% were
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foreign-born from high-risk countries, 29% were homeless, and 1% were children younger than
" 5years old. Clinic operations and patient care are directed by the TB controller Dr ‘Masae
Kawamura _

* Orange County Tuberculosis Control Program
Orange County has a diverse population of 3.01 million, of whom-30% are foreign-born. Of the
foreign-born residents of Orange County, 50% were born in Latin Amenca 40% in Asia, and 1%

“in Atrloa12

The Orange County Health Care Agency (OCHCA) tuberculosis program directly oversees
patient care at two clinics located in Santa Ana and Westminster. The Director-of these clinics
is the TB controller, Dr. Julie Low. Populations served by these clinics include refugees,
immigrants with B-notifications, contacts to infectious TB cases, and HIV-infected individuals
‘who were referred for TB evaluation from the county’s HIV clinic, located on the same campus
as the TB clinic in Santa Ana. The OCHCA TB program evaluates 7182 patients for TB per
year (average of 2007-2009 data), 2467 (34%) patients had LTBI, 1464 (59%) were startedon .
treatment for LTBI, and 1082 (74%) completed treatment for LTBI. Of the potential pool of study
participants with LTBI 212 (9%) were children less than 5 years old, 2109 (85%) were forelgn—
born, 448(18%) were recent arrivers to the U.S, and 62. (2%) were homeless. _

OCHCA plansto enroll patients with LTBI from populations of individuals arriving with B-
notifications, refugees, contacts to infectious TB cases, and HIV-infected individuals referred

- from the HIV clinic. In 2008, 2068 patients with LTB! were identified using either TST or QFT-
GIT at the OCHCA TB clinic from patients in these groups 1874 (91%) were forelgn -born, of
‘whom 538 (29%) were new arrivers.

OCHCA proposes to recruit patients from the pool of individuals who are evaluated at the Santa

Ana and Westminster clinics, including contacts to infectious TB cases, refugees, and Class

B1/B2 immigrants, as well as HIV-infected individuals referred from the HIV clinic. During 2007-

20089, this patient population included 212 children younger than 5 years old who had LTBI. Of

the contacts to infectious TB cases that were evaluated at the OCHCA TB clinics in 2007-2009
36% were bormn in the U.S.

In 2010, Orange County reported 224 cases of tuberculosis, the 2™ hlghest number of TB cases
in California, and a rate of 7.0 per 100,000 residents; the 8th highest TB rate in the state. Asian
~ (66%) and Hispanic (26%) persons accounted for 92% of Orange County’s total TB cases for
" 2010. Orange County is home to persons who emigrated from countries with high rates of TB;
of 224 TB cases, 90% were among persons bom outside the United States: 42% from Vietnam,
- 20% from Mexico, 10% from the Philippines, 6% from Korea, 5% from India, and 3% from
China. By comparison, 61% of U.S. 2010 cases and 78% of CA 2010 cases with known
birthplace were foreign-born.

San Diego County Tuberculosis Control Program

The county of San Diego is the second most populous county in California and- has a drverse
population of 3.10 million, of whom 23% are foreign-bom. Of the foreign-born residents in San
Diego, 53% were bom in Latin America, 34% in Asia, and 2% in Africa. Non-Hispanic whites
“comprise.the maJorrty (50%) of the population, followed by Hispanics (33%), 11% Asian, 6%
African American'?. In addition to a steady arrival of new lmmlgrants each year San Dlego
recerves more than 3,000 refugees each year. .
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in 2010, San Diego County reported 222 cases of active TB, with approximately 50% among
Hispanics, 33% among Asians/Pacific Islanders, and <10% among both African Americans and
non-Hispanic whites. TB cases born outside the United States comprised 72% of the total.
Among foreign-born cases, the top three birth countries were Mexrco {40%), the Phlhppmes

' (26%) and Vietnam (8%).

In 2007-2009, the San Diego TB and Refugee Health Services Program evaluated 8000
patients for TB per year. An annual average of 1078 patients were diagnosed with LTBI, 459
(43%) were started on treatment for LTBI, and 310 (68%) completed treatment for LTBI.. Of the
potential pool of patients, 939 (87%) were foreign-born, and an estimated 676 (63%) were
recent arrivers to the U.S. At the Owen HIV clinic at the University of California San Diego
(UCSD), an estimated 10% (295/2906 persons with HIV and avallable TB screening data) had
. HIV/TB co-infection.

"The San Diego TB program proposes to enroll patients with LTBI from populations of
~ immigrants with B-notifications, including children with B2 LTBI notifications, refugees, contacts
to infectious TB cases, and, in collaboration with UCSD, HIV-infected persons who attend the .
Owen clinic. In 2009, the San Diego TB clinic identified approximately 1418 patients with LTB!
in these groups (in the HIV clinic, an estimate for the year 2010 was used). Of these, 1140
'(96%) were foreign-born. ‘TST was used to identify LTBI in adults with B1 notlflcatlons refugees
* less than 12 years-old and contacts; and QFT-GIT was used in refugees older than 12 years,
and children with B2 LTBI notifications.

The patient populatlons that will be considered for study participation include: adult immigrants
with B1 notifications, immigrant children with B2 LTBI notifications, contacts to sputum smear
positive TB cases, refugees and HIV-infected persons. San Diego County receives’
approximately 400 adult B1 immigrants per year; 80% of whom are born in the Philippines, and
10% each, of whom were born in the Vietnam and Mexico. Among this group, active TB disease
is identiﬁed in less than 1%, and 250 are diagnosed with LTBI (140 Class I, and 110 Class IV). .
~ Approximately 400 children with B2 LTBI notifications are evaluated annually-in the San Diego
TB clinic; with approximately half born in Mexico and half born in the Philippines. In 2009, San
" Diego conducted an evaluation of the utility of QFT-GIT in this population: of 250 QFT-GIT tests
in children with B2 LTBI notifications, 81 (32%) were positive. Approximately 500 contacts to
sputum smear positive TB cases were investigated in 2009: 40% were identified with LTBI.
Among contacts identified with LTBI: more than 50% were Hispanic, 27% Asian, 13% black,
and 5% white. Nearly 40% were born in Mexico, 25% in the U.S., and 15% in the Philippines.
The San Diego TB and Refugee Health Services Program operates a clinic under the authonty
of the TB Controller, Dr. Kathleen Moser. :

Table 1. Hrgh risk popuiatlons with LTBI proposed for enroltment at CDPH TBCB site

2009
__n'(%)
. Orange ' San Diego -San Francisco
Total# . L anig e | o
‘diagnosed -w/ LTBI 2068 1418'_ o 1Tes
Immunocompromised - - . 4
HIV infection t 11 @™ 205 (10)~ 32
Diabetes 15 .16 87
| - (6t (5) 1
9
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2 (0.6) 1

1 Cancer : 01t 9
Chronic renal failure - T 0t -
Immigrants w/ B 289 334 R
class 141

_Refugees 249 578
Other foreign-born 158 169 987
Contacts ‘ 230 211 234
Homeless 52 - - 342
Incarcerated - - .

+ | Drug using 312 - 49

| Pediatric (<5y) 144 12 6

" Children (5-14 y) 392 . 98 50
Recent arriver (<2y) | 538 - - 316
LTBI diagnostic : TST, TST,
method TST, QFT QFT QFT
Foreign born w/ LTBI - 1140 | 1302
| - | 1874 (91) (80) (74)
Started LTBItx = - ’ 576 - 799

1267 (61) - (41) (45)
LTBI tx regimen INH6 : - INH6 (90)
_ INH9 INH9 IR4
: ' R4, R6 . (10)
FB with LTBI starting ) ‘ 441 445
treatment (39) - (40)
USB with LTBI _ 129 - 115
starting treatment - (46). (28) -

| Started LTBI with h
incentives/eblers 7? ©) 0 : -0

:Completed LTBI tx 439 - 565

| » o ~1016 (80) (76) “(71)
Of those w/ LTBI, . 1
progressed to TB dz 11(0.5) 4033 ' (0.07)

3 u«

Notes:

indicates that data were not available.
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*Source: CDPH Aggregate Report for TB Program Evaluation (ARPE) data.of contacts w1th '

LTBI

**The Orange County HIV chnlc has LTBI data on only 20% of its HIV positive clients: 11/271
(4%) in 2010 (the only year of available data) is shown in this table. In San Diego, 295/2990
(10%) of UCSD Owen HIV clinic clients with data on LTBI (of total n>4,000) had LTBI (estimate
is for year 2010, but listed here in the 2009 column).
~ TOrange and San Diego do not routinely collect information on medical rlsks or co-morbid
conditions about their patients with LTBI. These figures are from the subset of foreign-born
~arrivers with a B-class at the time of evaluation in 2009, based on Electronic Disease Network -
(EDN) data. Using the denominator estimates in row 7 (prov;ded by the jurisdiction), the
prevalence of diabetes among lmmlgrants with a B- classmcatlon IS 5% (15/289) in Orange, and

5% (16/334)in San Diego.

+The percentage calculation shown here | is based on the total denominator of 1418 with LTBI
(row 1). However, in San Diego, data on progression from LTBI to TB disease were available
only for the 295 with HIV co-infection (row 3).
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. B. Approach for recru:tment of subjects : ‘

A variety of high risk populations are proposed for recruitment at the CDPH TBCB partner
clinics, including foreign-born recent and remote arrivers, high risk U.S. born persons (e.g.
homeless substance users), children younger than 5 years old, HIV-infected persons, and’

" persons with diabetes mellitus. At all CDPH TBCB partner chnrcs TB program staff, inciuding
registered nurses and other health workers (see Section Il “Management of the Project”), will
recruit study subjects. Eligible patients will be approached and then referred to a study nurse
for enroliment. Each clinic will provide language interpretation services for patients that are
recruited for the study according to their standard procedures used for all patients. The
Research Nurse Coordinators at each site will ensure that patient consent forms are understood
and signed prior to study enroliment. Informed consent will be obtained from all study
participants. At each clinic, the clinic nurse (or a person in an equivalent position) will make the
initial contact with the patient to briefly explain the study and ask for permission to have the
study nurse contact the patient. If permission is given, the clinic nurse will “flag” the patient as a
potential study subject in the clinic records, and will inform the study nurse who will contact the
patient. The study nurse will explain the study in more detail to the potential study enroliee, -
-explain the informed consent form, and obtain the patient’s consent if the person agrees to
participate in the study. Study participants will be provided incentives to participate in the study
(with disbursement at the time of study enroliment, and another disbursement to be provided at

end-of-freatment (or at the time tréatment should have been completed) for treatment acceptors

" and decliners. At the time of enroliment, the Research Nurse Coordinator (or other study staff, |

see “Management of the Project” section for details) will draw blood for QFT-GIT testing and

_ place a tuberculin skin test (TST), and instruct the study participant to return for a TST reading
visit. .

C. Capacity to collect on the required forms, manage and analyze the data forms:
Pre-enrollment form; study entry form; IGRA/TST form, LTBI form; LTBI treatment
follow-up form; LTBI treatment closing form; follow-up form for TB; TB disease
form; close-out form; cumulative summary form (monthly)

Data will be collected, at each clinic site, on the pre-enroliment form, study entry form _
IGRA/TST form, LTBI form, LTBI treatment follow-up form, LTBI treatment closing form foliow-
up form for TB, TB disease form, close-out form for each patient approached and/or enrolled in-
the study. Alldata elements described in the SOW and in the study protocol will be collected
" and entered into the CDC-developed data entry system using a password-protected entry
system. All standard procedures, in addition to protocol-specified procedures, will be foliowed
to ensure patient confidentiality and data security. At each clinic the study research team
(including the Research Nurse Coordinator and study epidemiologists/research assistants) will
be responsible for.collecting complete and accurate data on each patient. Patient-data forms -
will be entered into CDC’s password-protected data entry system at each clinic site by research
assistant/epidemiology staff. The CDPH Project Coordinator will ensure completion, entry and
submittal of all forms, including the monthly cumulative summary forms, which she will
complete, enter and submit.” The Project Coordinator will create a database to track total site
enroliment, completion of patient foliow-up, and quality assurance steps taken; she will analyze
these data to inform next steps in internal quality assurance processes, to menitor and track
patlent enroliment and follow-up appointments and study tasks, and to communicate progress
‘and next steps with local site co- lnvestlgators and clinic study staff, and to create summary
reports to be submitted to the CDC study Pl.

CDPH TB Control Branch has demonstrated the ability'to collect a Variety of patient data,
derived from multiple sources, for over 2000 study subjects while a member site of the current
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TBESC The California Slte has part|c1pated in the following TBESC studles Task Orders #3,
#7, #8, #9, #13 (3 phases), #25, #28, #29, #33. For the majority of these studies we contributed -
the largest study sample and shared with other sites our experience in successful data

collection and overcoming key barriers. For the mortality study (TO#25), we contributed a data
abstraction tool we had previously developed and piloted, as the basis for data collection for this
study. Each of our proposed collaborating TB program sites have contributed study subjects to
our TBESC studies, and have at least 10 years’ experience in prowdlng access to patient - '
records, facilitating patient recruitment and access to external patient records (e g. hospital

- discharge and billing records), and contnbutlng to data collectlon : :

CDPH has extensive experience in studies in which data is collected from multlple SItes .
throughout California and analyzed. Data can be entered directly on-site at the local clinic into
the centralized CDC web-based system or can be collected by CDPH Project Coordinator and
merged for submission of data through the central CDPH TBESC site. Project coordinators,
* Katya Salcedo, and before her Sumi Sun, successfully coordinated the collating and '
management of data from multiple clinic study sites in California for TO#3, TO# 8, TO#9,
TO#13, TO# 25, TO#28 and TO#29. For Task #9 which enrolled patients from 4 different
jurisdictions, data entry occurred centrally and submission to CDC was initiated centrally by our
Project Coordinator. Quality assurance checks and data analysis occurred centrally. Similarly
- Task 25 collects and collates data from 16 jurisdictions.. For all TBESC studies, data coliection
- from each jurisdiction is tracked with a spreadsheet created by the central Project Coordinator.
The Project Coordinator receives weekly reports from all data abstractors/interviewers (and, for
the proposed study, will receive weekly reports from all site Nurse Research Coordinators) on
enroliment, and status of data collection efforts (for the proposed study, these data will be
associated with study patient monitoring and follow-up). The spreadsheet is used to track .
enrollment of study participants, including number of study enrollees with complete information,
remaining data to be collected, and the types and number of internal and CDC quality
assurance steps that have been taken. The Project Coordinator analyzes the data in the
spreadsheet, and uses it to monitor-enrollment and data tollection progress, to inform next
steps for internal quality assurance processes, to prompt additional steps to improve enroliment,
~if necessary, and to generate summary reports for the CDC study PI. :

As detailed below, each TB control program site has extensive experience with data collection .
for patient management, surveillance, and research purposes. All sites have electronic
‘databases for storing patient information, and for tracking patients (e.g. appointments). TB
control staff will collect relevant demographic and clinical information using standard TB clinic
‘forms. Additional information collected for study purposes only will be collected by patient
interview and/or chart abstraction by the study team. Research staff at all sites will be
responsible for collecting, managing and assuring the quallty of data collected on the required
- forms. Responsibility for analyzing study data will be with CDPH staff. Research staff will have
access to all primary source data that are collected during routine patient evaluation and care
activities at the clinic, if these data are from patients who provided informed consent and are
necessary for the study. These data include patient demographlc clinical, treatment, and
~outcome information.

- San Francisco COuntv Tuberculosis Control Program

The San Francisco TB clinic has extensive experience in data collection for public health -
surveillance, program evaluation, patient management; and research purposes. Additionally,
the clinic in San Francisco has extensive experience participating in the TBESC and the TBTC.
San Francisco enrolled 57 patlents in TBESC TO#S and 346 patlents in TBTC Study #26 (see
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Appendix A). The clinic maintains a database that stores demographic, clinical and treatment
data that are routinely collected on each patient. The addition of research staff will allow
collection of study data on study forms, in.'addition to currently collected data at the clinic.

* Orange County Tuberculosis Control Program

The Orange County Health Care Agency (OCHCA) TB program has extensive experience in

~ data collection for public health surveillance and program evaluation purposes, and has

~ participated in all data collection activities for the current TBESC; the OCHCA TB clinic enrolied
8, 98, 92, and 8 study participants in Task Orders 8, 9, 25 and 28, respectively. The TB
program has recent additional research experience which involved enrolling and coliecting data
from 250 patients with LTBI from refugees and immigrants with B-waivers, “The role of antibody
proteomic arrays in the diagnosis and therapeutic monitoring during TLTBI and active TB
disease” (see Appendix A). The clinic maintains a database that stores demographic, clinical
and treatment data that are routinely collected on each patient with active TB disease, and for
tracking contacts to infectious TB cases. The addition of research staff will allow collect|on of
study data on study forms in addltron to currently.collected data at'the C|InIC

San Dleqo County TubercuI03|s Control Program - ,

The County of San Diego TB Control -TB Clinic has extensive experience in completing

required forms for research, surveillance, and patient care purposes. The San Diego clinic

participated in the TBESC and TBTC. The San Diego clinic enrolied 65, 97, and 9 subjects for |

TBESC studies 9, 25, and 28, respectively, and 225 patients for TBTC study 26 (see Appendix

A). The. clinic maintains a database that stores demographic, clinical, and treatment data that

- are routinely collected on patients with active TB disease. There is also a registration system’

- for all patients, regardiess of TB or LTBI status, that includes service and patient information
(e.g. demographics), used for making apporntments and billing, as well as an electronic
database to follow clients with B-notifications, and a paper-based system to collect
demographic, clinical and treatment data on contacts to infectious TB patients. “The addition of
research staff will allow collection of study data on study forms in addltlon to currently collected

“data at the clinic. - '

D. Capacrty to adequately provide LTBI preventive therapy and to follow LTBI
patlents (both those acceptmg and refusing preventive therapy) for a total of two
years

The three TB programs and their respective clinics have extensive experlence in Iongltudmal

follow-up of TB case patients and patients with LTBI to determine progression to TB disease.

Routine clinical practices by these three programs in California follow recommendations in

. published state and national TB treatment guidelines (American Thoracic Society guidelines on
" LTBI, MDR survivail guide, CDPH/California TB Controllers Association Joint Guidelines on B-
notification, TB treatment, and LTBI treatment). These guidelines stipulate extended follow-up

for several groups at high risk for TB disease with treated or untreated active TB and LTBI.
Patients with multidrug-resistant tuberculosis (MDR TB) are routinely followed for 18-24 months
during treatment and an additional 2 years post-treatment. Similarly patients who are contacts fo
MDR TB with an LTBI diagnosis who do not receive tréatment for LTBI are followed for 2 years

- with visits every 6 months that include symptom review, and chest radiograph. MDR TB

* contacts that are treated for LTBI, are monitored with symptom review at 6 months and 1 year ‘

post-treatment. Patients who arrive following TB treatment overseas who are culture negative’

or not retreated are also followed for.1 year post-artival with regular monitoring visits. In San

- Francisco, all patients treated for active disease are followed for one year post TB treatment

with monitoring visits. Retention of patients during follow-up has been high in each program.
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Methods for follow-up by each program include use of incentives, food, housing, linguistic and
- culturally matched case managers, social workers, educational interventions, accessible clinic
“hours and home visits. A combination of phone calls, letters, home visits and automated
reminders has helped retain patients. These methods, in addition to study-specific incentives
- and processes, will be applied to encourage study partrcrpatlon of patlents during the two-year
follow-up perlod

Under study condltions, each program has successfully followed several study cohorts for an
extended period to determine progression to TB disease. Both San Francisco and San Diego
programs participated in several CDC sponsored clinical trials, including TBTC study 26.

Patient retention in these studies was high. All three programs have used monetary lncentrves
gift cards, travel (e.g. bus passes), food vouchers to compensate for time and inconvenience of
patients enrolled in studies. Home visits comprise anh important part of case management and
contact investigation. Public health nurse and outreach worker home Vvisits also ensure patient
retention in studies, provide an ongoing relationship and continuity of care which fosters optimal
participation in research studies. Incorporating research activities. in home visits also increases
convenience for patients, Patients can ask questions and better understand the relevance of
their treatment and of a given study protocol. Many of the TB control clinic and outreach staff
are bilingual and/or bicultural. These strategies promote optimal patient retention in studies.
Supporting the ability to retain special populations with LTBI, San Diego was funded by CDC to
‘evaluate LTBI testing and treatment in high school students and community centers. San Diego
enrolled 273 patients with 78% of those completing therapy. For the TBESC study on Latent TB
infection (Task Order #13) CDPH TB Control Branch team recruited and followed 170 patients,
89 of whom were treatment decliners, and successfully followed this cohort for one year. The
research assistant followed the study protocol and procedures for monltorlng and perlodlc
patlent interviews.

Providing LTB! treatment and monitoring patients on LTBI treatment is a routine function of the

“clinics atall three sites. Each site has systems in place for educating patients regarding LTBI,
LTBI treatment, and LTBI treatment side effects. Each site also has a system for tracking ;
patients on treatment and monitoring for the development of side effects. Additionally, these
sites have systems to encourage treatment completion that inciude phone calls for missed
visits, incentives and enablers when appropriate, and DOPT for certain groups of patients.
Followrng patients longitudinally is also routinely done by these programs for patients with active
TB: those systems will be adapted and applied by study staff to follow enrolied study

participants with LTBI every 6 months for 2 years regardless of treatment status to assess signs

and symptoms of tuberculosis, and to record findings. Additionally, the study nurse will collect
blood at the end of treatment for patients who started treatment for LTBI, and at the time that .
treatment should have been completed for enrolled patients who declined treatment TB clinic
staff will be used as translators when necessary. Additional study staff will be hiréd to assist the
study nurse in patient enrollment, patient tracking and follow-up, data collection, quality control
data entry, and study coordination, communlcatlon and quality assurance tasks..

| As evidenced by the data below, all three sites are very experienced and successful at
: adequateiy providing and following LTBI treatment. :

San Francrsco County TB Control Program _ ‘
“According to 2009 data, at the San Francrsco TB Control Program 799 patlents were started on
freatment for LTBl and 565 (70%) completed treatment for LTB!
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' Orange Countv Tuberculosis Control Program
According to 2009 data, at the Orange County TB Control Program, 1267 patlents were started
on treatment for LTBI, and 1016 (80%) completed treatment for LTBI.

San Diego Countv Tuberculosis Control Program .
According to 2009 data, at the San Diego County TB Control Program 576 patlents were
‘started on treatment for LTBI, and 439 (76%) completed treatment for LTBI.

E. The methods that will be used to treat and foliow LTBI patlents (both those
accepting and refusing preventive therapy) for twe years. This should mclude :
how LTBI preventive therapy will be provided (clinic-administered, self-. -
administered, etc.), whether any incentives will be offered, and the mechanisms.
that will be used to notify or contact the LTBI patient for two years. Any data
documenting successful use of innovative approaches to administration or
completion of LTBI preventive therapy should be included.

At each clinic existing systems, as well as study-specific methods, will be-used to treat and
follow LTBI patients. The majority of patients with LTBI who accept treatment will be provided
self-administered therapy (SAT). All study patients will be treated according to national
treatment guidelines and/or study protoco!l. The details of the systems and practices of each
site are presented below.including innovative practices used at those sites. At all three sites,
clinical and research staff will extensively educate patients regarding LTBI, LTBI treatment, and
LTBI treatment side effects. Each site will use CDC recommended regimens for LTBI freatment.
The Research-Nurse Coordinator and additional study staff will follow enrolled study participants '
with LTBI every 6 months for 2 years regardless-of treatment status to assess signs and
symptoms of tuberculosis, and to record findings. Patients will be notified of foliow-up
appointments with phone calls and letters by linguistic and culturally matched case managers
and study staff (see details below). The 6-month follow-up appointments will be implemented
either as in-person clinic visits or phone calls. -Additionally, study staff will collect blood for
QFT-GIT tests at the end of treatment for patients who started treatment for LTBI, and at the
time that treatment should have been completed for enrolled patients who declined treatment.
TB clinic staff will be used as translators when necessary. Additional study staff will be hired to
assist the study nurse in patient enroliment, patient tracking and follow-up, data collection,
guality control, data entry, and study coordination, communication and quality assurance tasks.
Incentives will be provided to study enrollees at the time of study enroliment, and at the time of
the follow-up venipuncture for QFT-GIT testing (i.e.-at the time of treatment completion for
treatment acceptors and the tlme that treatment would have been completed for treatment

_ decllners) '

San Francisco County Tuberculosis Control Program - ,
The majority of LTBI patients will be treated by self-administered therapy (SAT) and come to the
TB clinic for monthly follow-up and refill appointments. During the initial visit, the clinic physician,
registered nurse and health worker will provide education and provide the patient with an
informational brochure on LTBI (in the appropriate laniguage). All patients, including those
refusing treatment, will be requested to provide current contact information as well as '
_information for emergency contacts. This information will be stored in a data system for quick
“retrieval, when necessary. - Each patient will be assigned a health care worker (who speaks the
patient’s primary language) who will contact the patient when appointments are missed or
follow-up is needed. A patient management database that includes demographic, clinical,
treatment, outcome, and appointment data for all patlents seen at the clinic will be used to track
missed appointments. Clinic and study staff can use the database to print line-lists of patlents
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who are due for follow-up appomtments and/or phone calls. Appointment rescheduling and
notification letters will be printed directly from the clinic’s patient management database. The
- current follow-up protocol for missed appointments will be used to monitor and ensure complete
participation by study subjects. This protocol includes a phone call and letter to notify the
patient of the missed appointment at least four times (once per week for 3 weeks; and at least
one more time). TB clinic staff also have access to several citywide databases, including the -
community. clinic electronic record, homeless shelter reservation system and jail health system
to find patients who have missed appointments. These citywide databases will be used for the
study, if necessary.

Homeless and drug-using patients (and some other patients at very high-risk of TB disease ,
and/or transmission if breakdown occurs) are currently, and will be, for study purposes, treated
using directly observed preventive therapy (DOPT). These patients are given medication twice

~ per week and are provided food vouchers and bus tokens as incentives/enablers. Many of
these patients are treated in partnership with a nearby outpatient opiate treatment program to

- help ensure compliance and compietion of therapy. If resources allow, San Francisco will -
~implement an automated.appointment remi‘nder system which has worked well in the past.

Orange County Tuberculosus Control Program

TB clinic staff in the County of Orange Health Care Agency provndes extensive educatlon

~ (written and verbal, in language appropriate for the patient whenever possible), on LTB! and TB
disease. LTBI medication, laboratory tests, chest radiographs; and follow-up clinical monitoring
is provided without charge to the patient. SAT is the usual treatment administration method
although DOPT is provided, and may be provided under study conditions, to children under 5
years old who are known contacts to infectious TB cases and selected LTBI cases (HIV positive
' persons, persons with mental iliness, substance abusing patients). The program uses
incentives/enablers such as gift cards, grocery cards, gas cards, and bus passes to encourage
completion of LTBI treatment. These incentives have been used successfully to ensure patient
follow-up and tfeatment completion as demonstrated by the high percentage of LTBI patients
who complete treatment (80%). The TB Clinic has a protocol for locating LTBI patients who
miss appointments or are lost to follow-up. A study recently conducted on the role of
‘proteomics in LTBI diagnosis followed patients for over a year in the Orange TB clinic.

San Diego County Tuberculosis Control Program

Most patients with LTBI will be treated with SAT. However; some patients may be provided
DOPT. San Diego TB control program has been using an innovative strategy of DOPT-by video
for more than 8 years. It has been a valuable tool to improve surge capacity for DOT. Patients
" have reported satisfaction with this approach, and the program had documented savings due to
- time in travel and mileage. In addition, Drs. Garfein and Moser are currently collaborating on an .
NiH-funded pilot study to develop and evaluate the feasibility and acceptability of conducting
video-DOT for active TB using smartphones. For an LTBI treatment program using this
technology and approach is a good alternatlve to in-person DOPT, particularly in a County with
4200 square miles. ~

Monetary incentives, travel and food vouchers are used to compensate for time and
inconvenience of patients enrolled in studies. Home visits comprise an important part of case
- management and contact investigation. Public Health nurse and outreach worker home visits
aiso ensure patient retention in studies, provide an ongoing relationship and continuity of care
which fosters optimal participation in research studies. Incorporating research activities into
these home visits also increases convenience for patients. Patients can ask questions and }
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better understand the relevance of their treatment and of a given study protocol. Many of the TB
Control Clinic and outreach staff are bilingual and/or bicultural. In addition, TB Control has well- -
established links with community- based organizatiens (CBO) which serve populations (e.g.
refuges, homeless) at risk for LTBI and active TB. The San Diego investigators take advantage
of their staff’s special skills and enlist the support CBO personnel to assist with recruitment and

© retention. These strategies are used to promote optimal patient retention in studies. Supporting
the ability to retain special populations with LTBI in research projects, San Diego enrolled 273 in
a-CDC funded targeted testing prOJect with 78% of those with full outcomes known completlng
therapy .

Specific innovative strategles for ensuring completion of LTBI therapy have’ lncluded video DOT
program. Video DOT has been used for treatment of TB cases for over 8 years. Patients have
reported satisfaction with this approach and the program has documented savings in travel time
and mileage. This program- also part of an NIH-funded pilot study in collaboration with Dr.
Garfein at UCSD- uses video-enabled cellular phones to conduct remote directly observed
therapy for treatment of active TB. Patients agreeing to the Video DOT program use a
smartphone to record and send a video of them taking each of their medication doses. Once the
video is sent, a TB program manager views the videos {o assure the dose was taken. Patients

- also receive reminders and confirmation texts on their smartphone. Patients who fail to send
their videos within a preset time window are immediately contacted to assure a dose is not
missed. This intervention is intended to significantly decrease the costs and improve patients’ -
compliance with TB treatment and also allow staff to focus resources on patients who don't take

" their medicines. This method could be considered in the future TBESC studies that test new

approaches fo adherence partlcularly for regimens such as the 12 week INH/rifapentine DOT
regimen. A second innovative and successful strategy has been the Treasure Chest program, a
behavioral intervention that employed the behavior modification, techniques of self-monitoring
and the use of positive reinforcement (incentives) to increase adherence to LTBI treatment in
children aged 14 and under. At their initial clinic visit, each child was provided with a monthly
‘calendar and 30 stickers. The child was instructed to place a sticker on the calendar each day
medication was taken, and to bring the completed calendar to their next appointment. When the
completed calendar was returned to program staff, the child was allowed to select a stuffed
animal or foy from the Treasure Chest as a reward for taking the medicine. The child was then
given the next month’s calendar and a month’s supply of stickers. This procedure was followed
at each monthly clinic visit until the child completed therapy, and was determined to increase
compietion of ther’apy13. This method will be used to improve retention of study participants

- who are children. -

The Owen Clinic :

HIV- positive patients are seen semlannually at the Owen Clinic for routine care with interim
visits as needed. Patients are reminded of upcoming visits via phone calls and other modes of
communication approved by the patient. For patients enrolled in research protocols, information
is placed in their clinic charts to notify clinic staff if the patients are due for a study procedure at
_the time of presentation. This system has been effective for study retention. Study staff also ,
builds rapport with participants to gain their trust and gamer support for research. Retention

. rates of > 80% over 1-2 years of follow-up have been obtained. among a difficult to retain

population- injection drug users

F. Capacity to monitor LTBI patients on preventive therapy for TB disease and
. complications of LTBI preventive therapy

17
997



California Department of Public Health, TB Control Branch . TBESC RFTOP '
- TBESC Solicitation 2011-N- 13311 ' : - Technical Proposal

Each clinic is fully staffed with physicians for treatment and examination and nurses and
outreach workers for observation and follow-up. The TB controller or staff physician is available
for consultation at each clinic daily. Each TB controller will be fully oriented to the study as a
trained co-investigator and will be responsible for initial response any adverse medical events
during studies comparing treatment. During and after treatment, monthly nurse visits will occur,

- with 6 month symptom and sign review. Each study subject will be followed by the assigned
study nurse and the assigned ancnlary study personnel. Visit compliance will be monitored with
a tiered approach to minimize follow-up loss. The approach will include phone calls, letters,
home visits, and incentives and clinic visits at a time convenient for each patient. The
relationship built with the study nurse will motivate adherence as well. Tracking to assure
appointments and follow-up communications of each study patient will occur through efforts of -
the study nurse and study research assistant /outreach worker. Patient education is integrated -
into the initial visit and subsequent monitoring visits at each clinic. During the initial visit ,
patients are educated on how to take the medication, possibie side effects, and are glven a
return appointment date for medication refill, dispensed from the TB clinic. At the second and all
subsequent appointments, the patient is assessed for side effects. The patient is told to call or
return to TB clinic if side effects or TB-like symptoms develop. A physician is available daily for
evaluation at each clinic of patients with complaints of any adverse reaction or TB symptom. For
serious reactions, patients have emergency phone contact and referrals to the nearest
emergency room. The documentation and approach to both TB and adverse events will follow
the finalized study protocol and procedures. For study enroliment; the Pl is listed on the consent

form and is' available for any question and notified of any serious event

) All three sxtes currently routinely momtor patlents on LTBI treatment at least monthly while on
LTBI treatment to assess for development of medication side effects or- signs and symptoms of
active TB. During the initial visit, patients are educated on how to take the medication, possible
side effects and are encouraged to call or return to the TB clinic if side effects or TB symptoms
deveiop Baseline liver function tests (LFTs) are drawn for patients with risk for hepatitis (i.e.
active alcohol use, viral hepatitis, HIV infection, known liver disease). Monthly visits
corresponding with medication refills if the patlent is being treated by SAT are done, including
assessment for TB disease and development of any complications of LTBI treatment. Patients
are reminded to immediately contact the TB clinic nurse if side effects are experienced at home.
Periodic LFTs are coliected per CDC guidelines and at provider discretion or if hepatitis
develops during treatment. These patient education and monitoring practices are already
~ routine at all three clinics, demonstratlng the capacity of these sites to successfully monitor
study partlc:lpants as well. ‘

San Francisco’ Countv TB Control Proqram '

During the initial visit, patients are educated on how to take medication, pOSSlble side effects
and give a return appointment date for a medication refill dispensed from the TB clinic. At the
second and all subsequent appointments, the patient is assessed for side effects. Baseline

- LFTs are drawn for patients with elevated hepatitis risk and patients placed on rifampin plus
INH. Periodic LFTs are collected at provider discretion or if hepatitis develops during treatment.
The patient is told to call or return to clinic if side effects or TB-like symptoms develop.

Oranqe County TB Control Program -

. LTB! patients are monitored monthly at a minimum in the clinic by reglstered nurses worklng '
under a standardized procedure or in select cases by the TB clinic physician. At each monthiy
visit, patients are assessed for TB disease and adverse effects by symptom review. Appropriate
faboratory tests are drawn as per CDC/American Thoracic Society (ATS) and CDPH/California
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TB Controllers Assocna’non (CTCA) LTB! treatment guudellnes Under study condltlons the
- clinical protocol for monitoring will be followed for enrolled patlents

-San Dleqo County TB Control Program ’

LTBI treatment patients are monitored at their monthly refill visit with a cllmc nurse. They are
interviewed at this time regarding possible medication side effects. In addition, education is
conducted to ensure that the patient will immediately contact the TB clinic/refill nurse if side
effects are experienced at home. The new national casé report form collects information on risk
factors for TB including incomplete LTBI treatment and whether patient was a contact in two.
years preceding TB diagnosis and whether the patient had a b-nofification. This requires
tracking data and matching patients'in a database over time to identify TB disease .
development, Wthh the San Diego program routinely performs.

G. Primary source data capac:lty and ablllty to collect all the data on the required
* forms.
Research staff at each site and at CDPH will have access to prlmary source data for enrolled
_ study participants. Data will be collected by research staff from clinical records and from patient
interview for completion of all required forms. As detailed in section C, all sites have experrence
and capacrty for successful data management and collec’non

The primary source publlc health records will be accessed by study personnel that are
integrated as part of the public health teams located at each clinic site. Each clinic will have a-
Research Nurse Coordinator who will be charged with recruitment and accessing records. The
clinic clerical and nursing staff will support and facilitate timely patient record access. The CDPH
Project-Coordinator will also be given access to the primary records with assistance from the

~ research and clinic staff at each clinic site. The CDPH Project Coordinator will arrange for CDC

. site visits through coordination with the study team located at each clinic. Charts of study
subjects with primary clinical and laboratory data will be made available along with their
accompanylng abstractlon forms, at each’ CllnlC for primary record review during each CDC site
VISIt : :

CDPH has extensive experience in studies in which data is collected from multiple sites
throughout California. Data can be entered directly on-site at the local clinic into the centralized:
CDC web-based system or can be collected by CDPH project coordinator and merged for
submission of data through the central CDPH TBESC site. Study coordinators, Katya Salcedo,
and before her Sumi Sun, successfully coordinated the collating and management of data from
multiple clinic study sites in California for TO#3, #13, TO# 8, TO#9, TO#13, TO# 25, and

- TO#29. For Task #9 which enrolled patlents from 4 different jurisdictions, data entry occurred
centrally and submission to. CDC was initiated _centrally by our study coordinator. Quality
assurance checks and data analysis occurred centrally. Similarly Task 25 collects and collates
data from 16 jurisdictions. Merging data and matching to the state case registry, and analysis is
a routine function for our state epidemiologists which manage a large cases reg|stry and o
perform matches with multlple databases on a regular basis.

Successful primary record review has been accomplished without difficulty during CDC site
'visits by project officers for TBESC studies. For example, for Task Order (TO) #13, the Latent
TB study, CDPH facilitated access to patient data and CDC personnel traveled to the clinic -
study site in San Joaquin County and readily reviewed the source data for each abstracted =
record for quality assurance checks. The public health clinics routinely access hospital and
laboratory data for clinical care. They each have established relationship with the hospital
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- records department and infection control nurse at each hospital. It is through these established
relationships that current TBESC study personnel have accessed hospital records, laboratory
records, and hospital cost data. When there is little relationship with a small hqspltal where
records are needed or with a hospital cost center, study team has worked with the TB controller,
program manager, and infection control nurse to successfully access these records and secure
“any needed Institutional Review Board (IRB) approvals. To date for the Mortality study (Task .
Order #25) hospital records have been accessed and reviewed for more than 500 patients. The -
admission and discharge summary and associated face sheet with discharge diagnoses is
frequently obtained by local health department and part of records. Inpatient billing information
has been successfully captured for patlents with assistance from the hospital infection controf

. nurse.

H. Approach for quallty control of TST IGRA patient recruitment, data collectlon and-
laboratory data -

Quarterly quality assurance data checks will be performed to ensure data completeness use of
valid variables and responses, and logical consistency. T_he Project Coordinator will be
responsible for performing quarterly quality assurance. At each site, the Research Nurse
Coordinator will supervise the research assistant who performs data collection, data entry, and
“tracks patients, patient-care activities, study activities, and follow-up activities as specified on
the study protocol. Research Nurse Coordinators will perform monthly quality assurance
checks, and will work with site research assistants to resolve data discrepancies. If additional
-assistance is required to resolve data quality/completeness issues, the Research Nurse
Coordinators will inform the Project Coordinator and enlist his/her assistance. Additionally, the
Project Coordinator will maintain a database to track enroliment, study patient follow-up, and
data collection activities (including iaboratory, QFT-GIT and TST results) at the clinic sites. The
Project Coordinator will analyze these data on a bi-weekly basis to monitor patient enroliment
and follow-up progress, and to inform next steps and communication with the site Research
Nurse Coordinators to assure timely enrollment and complete data collection.

During the first month of pilot enroliment, the Project Coordinator will visit each clinic site to train

the research nurse coordinators and research assistants in study form completion and data -

~ entry. During the second month of pitot enroliment, the Project Coordinator will perform quality

. assurance data checks with each Research Nurse Coordinator to ensure data completeness,
 use of valid variables and responses, logical consistency, and accurate and complete data

entry. At this point, the Research Nurse Coordinator will perform monthly quality assurance

checks and the Project Coordinator will review all forms at quarterly intervals. Trouble-shooting

and follow-up training may be needed and will be performed by the Project Coordinator if a

pattern of incorrect/inadequate data collection is found during the guality assurance checks. In

the absence of patterns of incorrect/inadequate data collection, the Project Coordinator will
counsel the site Research Nurse Coordinator to correct errors and resolve Ioglcal
mcons;stencnes - :

" Quality and accuracy of TST placement and reading is assured by using only trained staff to” *
administer and read the TST. In San Francisco, both nurses and unlicensed staff place and
read the TST; all staff are trained and unlicensed staff have annual refresher trainings. In
Orange, only licensed nurses place and read.the TST. To assure quality of TST during the

- study, a trained, experienced nurse, with at least 10 years’ experience, will monitor the

_ placement of the TST by the study nurse, and will review the lnterpretatlon of the reading of the

- TST by the study nurse for a random sample of patlents : :
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‘Data from the laboratories will be generated and transmitted electronically, reducing the risk of
data entry errors. Nevertheless, as for all other data collected for the study, data generated by

_the laboratory will undergo quality assurance and completeness checks by local and CDPH
TBCB study staff. Laboratory staff will be contacted to lnvestlgate and resolve any
dlscrepanc:les

L A descrlptlon of how cost data to conduct comparatlve effectlveness outcome
. and economic analysis will be collected -
The CDPH TBCB Project Coordinator will be responsible for /supervise the coIIectlon of data for
comparative effectiveness, outcome and economic analyses of the study. She will.-follow ‘study
-protocols and generate an implementation plan to identify sources of data for: actual costs to
the study from host agency, health system components, such as California’s TB Medi-Cal
system, and third party payers; actual or estimated costs to the patient in the form of lost wages
or out-of-pocket expeises for those receiving LTBI treatment. Additionally; demographic,
epidemiologic, treatment, medical process, treatment and outcome data will be sought for use in
modeling or estimating actual or potential effects of treatment on preventlon e.g. TB cases.
averted. The study research staff at each site will collect these data on study-generated forms
and submit to CDC electronlcally, using the CDC-developed password- protected data entry
system

CDPH TBCB has demonstrated capacity to conduct data collection and create and interpret
‘models for cost-effectiveness analyses. CDPH TBCB led the development and analysis of four
published studies investigating the cost effectiveness of latent TB infection evaluation and
‘treatment™ 5817 Each of these studies was conceived and implemented by a TBCB senior
research scientist under the direction of the CDPH TBCB Principal Investigator. These studies
began with a key scientific question, required extensive literature review, complex analysis and
modeling, and culminated in publication, with subsequent key program and policy changes. To

. design and carry out these studies, including model construction, these studies required critical

review of the literature on estlmates on risk of LTBI to TB progression, risk of drug-related
‘adverse events, including hospitalization, hepatitis and death. The studies also required original
collection of data on costs of TB diagnostics and interventions to compute case prevention -
estimates. The detailed knowledge gained from these studies aliows the proposed CDPH
TBESC Pl to make expert_contributions to future studies on LTBI progressmn and dlagnostlcs

~ and costs proposed as the focus for the new consortlum

J. Recoghnition of and plans for overcoming barrlers that may be encountered during
the project
Several barriers may be encountered during this project. The potentlal barriers mclude 1)
insufficient enroliment due to lower than expected LTBI diagnoses or high refusal rates, and 2)
treatment may be accepted or refused at a lower rate than expected and-3) loss during follow-
up may be higher than expected. There are many options for expanding patient enrollment if
. LTBI diagnoses are insufficient for enroliment at a given site. Each site has diverse populations
‘and referral settings for expansion. The advantage of the CDPH TBESC site is the engagement
“of multiple- co|laboratmg clinics. The projected enroliment is a minimal estimate based on 50%
or less capture and does not include all potential populations in the target group for approach: If
refusals rise above 50%, an assessment of potential reasons for a high refusal rate will occur to
“determine if factors are, modifiable. Similarly, if loss to follow-up exceeds the expected
threshold, contributing factors will be examined and interventions to improve retention will occur.
The CDPH study team has experience in several TBESC studies with identifying barriers and
addressing these successfully {o ensure the committed enroliment. For example, in TBESC
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LTBI study (Task Order #1 3), the enrolling clinic in San Joaqum had insufficient LTBI diagnoses.
“Expansion of enrolimentto a second clinic occurred in a timely fashion and study enrollment
exceeded the target. Enroliment of MDR TB cases early in treatment proved challenging at the
~ outset of an interview study, Task Order #8, with one of 3 consenting instead of the 50% or
" more anticipated. In that study, approach was modified to start with the clinic physician rather
~ than the case manager which improved study enroliment rates significantly from below 50 -
percent to above. Re-education of personnel at each study site regarding the approach script
and study purpose also reinforced and contributed to successful enroliment. Effective.and timely
incentives and reminders tailored to patient populations are an important method for retaining
‘patients during follow-up and will be.used in this study. Each enrolling site has extensive
experience in following patients with MDR TB for treatment for two years followed by a two year
post-treatment follow-up period of monitoring visits. Communication in the primary language of
the patient is another critical element of patient refention. All three sites have diverse interpreter
staff for approach and consents as needed. The tracking systems assure that prompt action can
occur when enroliment falls or a specific subpopulation has lower than expected numbers
including treatment acceptors and decliners. The systematic assessment of study barriers by _
CDPH and coliaborator study team includes: 1) reviewing and assessing the approach by study
personnel, 2) the methods for reminders, 3) whether incentives are sufficient, 4) the number and
types of attempts at patient contact, and 5) the specific choice of personnel conducting each
step. Reasons for refusals are examined; ensuring protocol script and measures are followed,
consideration of physician/Pl approach; and a decision to approach more patients. Prompt
notification of the CDC study Pl and project officer when a significant barrier occurs is a regular
practlce by the CDPH site in the current TBESC, and is proposed for this study.”

K A descrlptlon of the methods used to obtain, process, and interpret the required
IGRAs. Include a description of your ability to perform the appropriate and -
' required quality assurance of IGRA, and to monitor and correct any potentlal
problems on IGRA testing
Each clinic will collect blood from patients in the tubes provided by Cellestis for the QF T-GIT: Nil
Control fube; TB Antigen tube, and a Mitogen Control tube. Tubes will be labeled with
appropriate patlent information prior to venipuncture, and will be checked off on a “blood -
collection spreadsheet.” The phiebotomist will shake the tubes after collection according to
manufacturer’s directions, and place the tubes into a collection bag that is picked up by courier
for transport to the public health laboratory for incubation, processing, and testing.  Within 186 hr.
of collection, the tubes will be incubated at 37 C in the public health laboratory. Following a 16
to 24 hour incubation period in-the public health laboratory, the tubes will be centrifuged, the
- plasma will be removed and the amount of IFN-y (IU/mL) measured by ELISA. Test results will
be interpreted accordlng to manufacturer’s instructions and CDC guidelines (5).

As per California State Law, all laboratory testing at the participating public health laboratories is
performed by state-certified Public Health Microbiologists. All three public health laboratories
have extensive experience performing QFT-GIT and have well-established QA practices ln
place. See below for detalled descriptions for each laboratory:

The San Francisco Department of Public Health Laboratory (SFDPHL)

The SFDPHL performs QFT-GITS and is a state-of-the-art microbiology laboratory under the
~ jurisdiction of the City and County of San Francisco. The SFDPHL facility encompasses over
4600 square feet of laboratory space, and is equipped with 5 class Il biosafety cabinets, 2
robotic DNA/RNA extraction units, EIA testing equipment (for automated and manual
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‘ executlon) 2 rapld thermocyclers (for PCR) ‘freezers (3x -80°C, 7x —35°C) for the storage of
blood and other specimens, and 15 centrifuges for both clinical and molecular operations.
The SFDPHL was amongst the first laboratories to test for HIV infection. The lab provides both
molecular and conventional testing for a wide variety of viral and bacterial diseases. The
laboratory currently maintains two altemative methods for HIV RNA detection (APTIMA COMBO
(TMA) and real-time PCR), both to be able to increase capacrty further, and to maintain quallty
_assurance by comparlson for each technlque

Approxrmately 120,000 lab tests are performed annually at the SFDPHL, which is staffed by 20
laboratory personnel, 10 of whom are bachelor's-level laboratorians who have been trained and "
certified by the State of California as Public Health Microbiologists, 1 of whom is a doctorate
level scientist. The SFDPHL is fully equipped with over 20 personal computers connéected by
intranet that are continually staffed by certified network professionals: The SFDPHL has )
proximity to numerous support facilities, including San Francisco General Hospital, UCSF and
UC Berkeley, with- whom numerous collaborations take place on a regular basis. The laboratory
is funded in part through the City. general fund, in addltlon toa number of federal and state
grantlng sources. \

SFDPHL has been performlng QFT festing (first generatlon and subsequent vers|ons) since late
2003 and QFT-GIT testing from 2008 to present. The laboratory and the TB clinic have a long-
established relationship. To-date the laboratory has done over 50,000 QFT tests, including
approx1mately 10,000 QFT-IT tests per year. .In 2009, the SFDPHL performed 10,329 QFT

. tests using an automated immunoassay processing device—a DSX Automated ELISA System
by Dynex instruments, 2460 smears and. cultures for AFB isolation. Between April of 2010 and
April of 2011, the lab performed 187.NAA tests for MTB. All QFT testing at SFDPHL is
performed by licensed (CA State Certified) Public Health Microbiologists. These staff are
evaluated annually for bench level performance, and also perform proficiency testing using
panels both rnternal and prowded externally

The San Francisco Department of Public Health Laboratory maintains quality assurance and
quality control protocols on a daily basis towards an effort to maintain the highest level of
accuracy and reproducibility in lab testing. In furtherance of this, the laboratory is routinely .

“inspected by the State of California, Department of Health Services with regard to CLIA (Clinical
Laboratories Improvement Amendments), by way of Federal mandate. The laboratory
partlc;lpates in quarterly evaluations of the laboratory’s ability to perform correctly, specific lab
tests. This is done through the College of American Pathologists (CAP) and the American

. Association of Bioanalysts (AAB). Intemally, each section of the laboratory routinely evaluates:
background specimens, in an effort to ensure that contamination of the laboratory environment
is not present. - All incubators, freezers and temperature control devices utilized in the laboratory
are inspected on a daily basis, with temperatures recorded to ensure consistency of operation.

" All major equment is malntalned by preventive malntenance and regular service contracts.

Quahty assurance for QFT-GITs lnclude Controls are provided with every batch of QFT
specimens analyzed; equipment is maintained through preventlve maintenance and service
contracts: incubators used for the test are assessed daily for correct performance;
microbiologists that perform the test are assessed annually for competency; the laboratory takes
* part in both an intemal and exteral proficiency testing program (CAP) which.involves three -
annual testing events. All QFT batches are performed with controls whose performance is
monitored by senior microbiology staff, oddities and failures are noted with corrective actions
taken when necessary
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Oranqe County Pubhc Health Laboratory

QFT-GIT tests are performed in the Immunology sectlon of the Orange County Public Health
Laboratory by certified Public Health Microbiologists. In 2010, 1373 QFT-GIT tests were
performed, in addition to 5830 acid fast bacilli smears, 5880 cultures and 547 nucleic acid
amplification tests (NAATSs), 214 genotyping, and 82 drug sensitivity tests from specimens of
patients suspected to have TB. This laboratory is a biosafety level-2 facility that uses a Thermo
Wellwash 4MK2 plate washer and a Biotech ELX 800 plate reader to perform QFT-GIT. The
laboratory has been performing QFT-GIT testing since April 2009. The laboratory is located
across the parking lot from the Santa Ana TB Clinic and 5.73 miles from the Westminster TB
Clinic. :

Quality assurance is performed at the Orange County Public Health Laboratory through a
variety of mechanisms. First, the laboratory is experienced in all aspects of quality assurance of
_ diagnostic tests performed and has the CLIA Quality Assurance Program'in place. In addition to
- "general quality assurance standards, QFT-GIT test results are reviewed quarterly as a part of
the Patient Test Management review, and the laboratory parhcrpates in the external QFT-GIT
proficiency testing program (CAP). Additionally, preventive maintenance records are reviewed
monthly by the Supervising Public Health Microbiologist. For each QFT-GIT test performed,

- quality is assured by: running kit quantitative standards in triplicate on each plate in the run;
review of all indeterminate results by the Senior Public Health Microbiologist before reporting,
and: repeating tests if possible error in test setup was identified. The Senjor Public Health o

Mlcroblologrst corrects and documents problems or errors and notrﬂes the section supervrsor

' San Dleqo County Public Health Laboratorv :

QFT-GIT tests are performed in the County of San Dlego Public Health Lab by State of
California certified Public Health Microbiologists. The laboratory implemented QFT-Gold in late
20086, and QFT-GIT in August 2008. QFT-GIT is performed using the Dynex DSX Automated
System under BSL-2 conditions. All TB specimen processing and culture work is done in the
BSL-3 lab. In 2009 the Iaboratory performed apprOX|mately 3200 QFT-GIT tests and 3800 TB
cultures..

The Iaboratory uses multlple quallty assurance/QC mechanisms to perform QFT-GIT tests and
for interpretation of results. FDA-approved package inserts are followed for testing, reporting
and interpretation. Both the qualitative and quantitative result is reported according to CDC
guidelines. The laboratory is enrolled in CAP Proficiency Test Panel QF with two shipments per
year. Previously tested positive and negative specimens are included in each run per CLIA
guidelines. The laboratory is CLIA-certified. Additionally, QFT-GIT testing is monitored by

. checking for correct draw volume prior to testing (reported as Unsatisfactory if volume
incorrect), incubator temperature is monitored daily. and prior to putting in specimens, two
microbiologists check QC values including external controls on DSX results worksheet prior to
reporting results to make sure that run ' was valid (results not reported if run is lnvahd)
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L MANAGEM'ENT OF THE PROJECT
A. Description of how the work will be organized, staffed, and managed

Organization

The CDPH T8 Control Branch is the lead agency in the state of California responsible for TB-
control. CDPH TB Control Branch provides oversight, funding, and technical assistance for the
TB control efforts of 61 local health jurisdictions in California. The California Department of

- Public Health (CDPH) TB Control Branch proposes to contribute to an effective national
research consortium by carrying out studies in collaboration with three local TB control
programs in California and their associated clinics. This collaboration will build on the successful
scientific collaboration and organization of the current CDPH TBESC site. These programs are
“San Dlego Orange, and San Francrsco Counties.

The CDPH Principal lnvestlgator (PY) Dr. Jennifer Flood, PrOJect Director (Dr. Llsa Pascopella).
and Project Coordinator (Katya Salcedo) will function as a central team provrdlng coordlnatlon
across study personnel located at each pamCIpatlng clinic.

At the three local programs the TB controliers who each are natlonally recognlzed B experts
will be designated as study co- investigators (Masae Kawamura, San Francisco; Julie Low,
Orange; Kathy Moser, San Diego). Each of the three local sites will be staffed with a study
nurse who will oversee, recruit, and enroll study patients. This research nurse will function as
the local site coordinator. Data management and tracking of enroliment and patients during
follow-up will be supported by additional research assistant and analyst personnel funded at
each local site.

To perform core scientific work, .the CDPH TB Control Branch proposes the following
organizational structure and roles outlined below (also see Appendix B). ‘

Management

Role of CDPH

'_The CDPH P, PrOJect Drrector and Project Coordinator will function as a central team providing
coordination across study personnel located at each participating clinic, and serving as central
ponnt of contact for communication with CDC Pl and contract officer. CDPH will receive funds
from CDC and allocate funds through local assistance awards to each program

The Principal Investigator, Jennlfer Flood MD, MPH, will oversee the performance of the core
requirements. She will participate fully-as a member of the Consortium Steering Committee. Dr.
Flood will have overall responsibility for ensuring adherence to the policies/procedures, a close
collaborative relationship between the CDPH TB Control Branch.and our local program

. collaborators, and ensuring that the CDPH TB Branch and California collaborators abide by the
Conflict of Interest Policy. The Project Director, Lisa Pascopella PHD, MPH, will also partlcrpate
in consortium committees, and will be this contractor’s (California’s) lead contributor to the
development of the Consortium’s standard operating procedures and appropriate research
protocols. Katya Salcedo, MPH will-be the Project Coordinator, respon5|ble for lmplementmg
the bylaws, research protocols, and collaboratlve relationships.
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Collaborators will be convened on a regular basis to provide critical input to the Pl and Project
~ Director on national protocols. Meetings will occur quarterly and conference calls related to
specific studies will occur more frequently. The Project Coordinator at the CDPH TB Control
Branch will organize the collaboration and facilitate all communlcatlons from CDPH TB Control
Branch to local collaborators

The collabora’uon will provrde a structure to facilitate ongoing communication, orient partners to
ground rules and consortium by-laws, provide a method to bring together investigators for
discussion of new tasks, report findings of studies and stimulate participation. :

.The CDPH PI, Project Director and Project Coordinator will also provide an assurance function
to monitor milestones for meeting study objectives and ensure reporting is timely and accurate.
Progress in research participation and deliverables of all collaborators will be monitored ina
systematic fashion by the CDPH TB' Control Branch Project Coordinator. Data will be entered
per protocol into the centralized national database. Site visits will occur-at each clinicand
routine checks of enroliment progress, data completeness and accuracy will be conducted. by
the Project Coordinator. :

The Pl and Project Director will commit to actlve parﬂcrpa’non in each contract requrrement
“including development of standard operating procedures and research protocols as well as
fulfilling consortium commitments. of committee participation, analysis, interpretation, and
dissemination of study findings. The Pl and Project Director, as well as site co- Investigators
(two site co-Investigators will travel per year) will travel to the semi-annual national TBESC

" meetings. The Project Coordinator will help to organize and ensure clear communication to
CDC and TBES Consortium, submission of required reports, and develop a monitoring system.
‘to assure protocol adherence, reporting, and data and specimen submission is complete by all
site participants. The proposed Project Coordinator has over 8 years of experience functioning
as a Project Coordinator of complex studies. She has successfully fulfilled this functlon for our
site’s participation in the current TBESC and will build on that experience.

Role of Local Program Couaborators

The three local TB control programs will be responsible for participant recruitment, LTBI testing, -
treatment, monitoring, and follow-up for all study subjects. Each site will be staffed with a study
nurse who will oversee, recruit, and enroll study patients. Tracking enrollment and patients
during follow-up will be supported by additional funded members of the research team at each
site. The Research Nurse Coordinator will function as the site coordinator and each site wil
have the TB controller designated as a study Co-Investigator. In San Francisco, study staff (a _
full-time Research Nurse Coordinator and full-time -Epidemiologist) will recruit, enroll, and follow
patients at the TB program clinics. in Orange, study staff (a full-time Research Nurse ‘
Coordinator, half-time Epidemiologist and additional part-time ancillary staff) will recruit, enroll
and follow patients at the two TB clinics, the Refugee clinic, and the HIV clinic. In San Diego,
study staff (a half-time Research Nurse Coordinator, a half-time Epidemiologist, and part-time
phlebotomist/Research Assistant) will recruit, enroll and follow patients at the TB and Refugee
Clinics, and the UCSD Owen Clinic. The San Diego site will include study staff employed by
University of California, San Diego Antiviral Research Center (AVRC), under the direction of
Drs. Constance Benson and Richard Garfein. These staff will recruit patients at the TB program
clinics (i.e. the TB clinic and Refugee clinics) and the Owen Clinic of the AVRC.UCSD.
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Staffi’nq and staff roles

“The CDPH Pl (Jennlfer Flood) will devote 0.10 FTE (4 hours weekly) in- krnd and will:
e Serve as main contact between CDC Pl and site
e Ensure all research team members understand and fulﬂll respeotlve roles and
responsibilities
¢ Make sure by direct involvement or supervising work of research team members that
- study is conducted in accordance with protocol and human research gurdellnes
‘protectmg human research partlcrpants

CDPH Pro;ect Director (Lisa Pascopelia) will devote 05 FTE (6 hours weekly) and will:
¢ Plan and chair study related meetings at site . -

Facilitate exchange across CDPH site nefwork

Identify training needs

Assure internal QA and ensure accurate data

Report annually to local IRB on progress and to CDC srte progress in enrollment

Serve on TBESC committees

Problem solve operatlonal challenges

CDPH Project Coordinator (Katya Salcedo) WI|| devote 0.60 FTE (24 hours weekly) and will:
« Obtain CDPH and local IRB approval for study protocol including amendments, renewals
- and CDC IRB deferrals
Draft ‘and maintain all study-related commUnications with state and local IRBs
Serve as liaison between the local site research team and Iocal IRB
Ensure compliance with HIPPA regulations
Ensure confidentiality malntalned throughout study in accordance with study protocots
. Disseminate standardized tracking form per research protocol
Arrange for and ensure all study team members participate in protocol reqwred frainings
Develop and implement of QC/QA activities
“Monitor study implementation to ensure study is conducted in accordance with protocol
requirements and regulatory guidelines )
e Ensure study related meetings and conferences are ‘documented
e Report breaches of confidentiality fo CDPH" Pl

TB Clinic Co-Principal investigators (Masae Kawamura, San Francisco, will devote 0.10 FTE (4
hours weekly) in-kind; Julie Low, Orange will devote 0.10FTE (4 hours weekly) in-kind; Kathy
- Moser, San Diego, will dévote 0.05 FTE (2 hours weekly), and will:
e Supervise on-site study personnel assigned fo clinics
' Contribute to study protocol development
Assess enroliment capacity
Assist with hiring
Contribute feasibility assessment with new studles
Relate to CDPH Project Director-and Project-Coordinator

Research Nurse Coordinator W|II devote 0.50-1. O FTE (20 to 40 hours weekly) and wil: -
» Obtain participant incentives and oversee handling and record- keeplng of disbursement
of participant incentives
» Identify potential participants in coordination with clinic staff and confirm elrglblhty
. Recrult study partlcrpants in coordination with clinic staﬁ
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“Track study part:crpants using Study Part10|pant Tracking Form

Maintain log of all participants

Conduct informed consent process with potential partimpants

Interview study participants and arrange for interpreters as needed

Coordinate schedules and logistical requirements of field staff

Coordinate and assist with supervision of field data collection activities

Assist with implementation of QA /QC procedures

Coordinate and oversee data entry activities

Ensure completion of forms - :
Ensure data entry discrepancies are resolved accordlng o approved edit procedures
Serve as main contact with CDPH project coordinator

Maintain regular communication with clinic staff

Ensure study related documentation requirements are being met and study related
documents and communications are maintained and stored in a secure and confidential,
manner - »
. Part10|pate in staff meetlngs as requested

Local TB Clinic Study team

~ Each site research team will be comprised of personnei capable of data entry, interviews,
outreach, tracking, phlebotomy and assist with quality control activities.

These personnei will include an Epidemiologist | (San Francisco), a Senior Epidemiologist
(Orange) a Research Assistant (San Diego) and an Information Processing Specialist (Orange).
Together the local clinic study team will have the capacity to perform data management and
data entry, transport specimens to the laboratory, make home visits, assist in tracking with -
letters, telephone calls and home visits. They will work closely with and support the TB Clinic .
Study Nurse /coordlnator :

Public Health Laboratory Director (Mark Pandori San Francisco; Richard Alexander Orange
Patricia McVay, San Diego)
.« Oversee performance of study laboratory testing mcludrng IGRA testing
Ensure appropriate and ongoing QA
Oversee serum specimen storage, handling,-and shipping quarteriy
Coordinate and supervise. laboratory data collection
Address any identified problems arising from laboratory testing

The personnei participating in the Study include the following (see Appendix C for biosketches):

Members: CDPH TB Control Branch Local TB Proqram Partners and Laboratorres

(See biosketches in Appendix C) _ _

The partiC|pat|on of the California TBESC site will contribute a highly experienced team of
physician scientists as principal and co-investigators, who have each identified and managed
thousands of high risk patients with latent TB infection and led or contributed to multiple
complex TB studies. Epidemiologists staffing this consortium site bring a longstanding record of
ieading and coordinating research and have played a key role in the success of the current -
TBESC. Public Health Laboratory Directors who are leaders in the field of pathogen diagnostics
will partner with each participating local TB program. Finally, experienced program staff
including physicians, nurses, epidemiologists, outreach workers and program managers, of high
functioning, high morbidity TB programs will support the research team.
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For the proposed TBESC Dr. Jennifer Flood will serve as Pnncrpal lnvestlgator Dr. Lisa
Pascopella as Project Director, and Katya Salcedo as Project Coordinator. Dr. Masae

- Kawamura, Dr. Kathleen Moser and Dr. Julie Low, heading San Francisco, San Diego and
 Orange TB programs, respectively, will serve as co-investigators. The associated Public Health
Laboratory Directors will partner with each programto contribute scientific expertise in
evaluating TB diagnostics and ensuring high-quality laboratory services needed for each study
including the performance of IGRASs.

Jennifer Flood MD, MPH, Principal lnvestigat'or., Chief of the California Tuberculosis Control
Branch, will function as Pl for this site and devote 0.10 FTE in-kind to this effort. She is an -
Assistant Clinical Professor of Medicine in the Division of Infectious Diseases at UCSF and
serves as Attending Physician on the Infectious Diseases Inpatient Consult Service at the San -
" Francisco General Hospital: She has provided clinical care for patients with active TB and LTBI
at the San Francisco Department of Public Health TB Clinic for over a decade. She is Board
Certified in Infectious Diseases and Internal Medicine. Dr. Flood served as Pl for the California’
TBESC site for the past decade. Under her oversight, the California site consistently met
contract requirements for each study funded and actively participated in study and -consortium
activities. She has extensively published in TB. She also brings experience in evidence- based
 TB guideline development; she chaired the development of state guidelines on LTBI and TB
diagnosis and treatment (1) and Evaluation and Treatment of Persons with B-notification(2), and
recently served as an invited consultant on an advisory committee fo CDC on recommendations
for implementing the rifapentine INH 12 week LTBI treatment regimen. She serves as clinical
faculty at the Curry international TB Center and provides fraining to new clinicians on both latent
and active TB disease diagnosis and treatment. She regularly provides consultation to clinicians
.throughout the state on complex questions related to LTBI and TB diagnosis and treatment. She
“has served as member of CDC’s Advisory Council for Elimination of TB and as a consultant to

CDC in evaluation of Immigrant and Refugee TB and LTBI detection and treatment programs in
Vietnam and Nepal. As the State TB controller she is responsible for a program that directs

efforts to prevent and control the nearly 2500 annual incident TB cases. In California there are

an estimated 3 million individuals with latent infection who may benefit from detection and
treatment to prevent future TB cases. Since 1998, at the San Francisco TB Clinic, she has
managed nearly 3,000 patients with TB infection. This setting serves large immigrant and HIV
co-infected patient populations. She will bring this real world experience of identifying and
treating a diverse patient population with latent TB infection (LTBI) and active TB disease to
-research development and analysis of the TBESC.

Dr.-Lisa Pascopella, Senlor\Epldemlologlst for the Surveillance and Epidemiology Section,
CDPH has extensive research experience and has served on the current TBESC Research
Committee since 2006. Dr. Lisa Pascopelia will function as project director and devote 0.15

FTE (6.hours weekly) to this effort. Dr. Pascopella received her doctoral degree in mlcroblology :
and immunology at Albert Einstein Coliege of Medicine, her post-doctoral training at the
National Institutes of Allergy and Infectious Diseases Laboratory, Rocky Mountain Laboratories,

~and her MPH degree at the School of Public Health at UC Berkeley. Her previous experience in .
the molecular biology and genetics of Mycobacterium tuberculosis is documented by her
publications in these areas. Dr. Pascopella’s recent work has included epidemiologic studies in
recurrent TB in California that include the examination of genetic, clinical and programmatic
factors. She has served as faculty for epidemiology courses at the Curry International TB
Center since 2005. Dr. Pascopella published a study on laboratory and operational aspects of
TB diagnosis that is relevant to the research questions posed by the proposed TBESC. In
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addition to providing direction', project management, and intellectual contribution to "stu,dy :
design, analysis and interpretation, she will contribute laboratory knowledge and help coordinate
the quality assurance aspects of the laboratory component of the study.

Dr. Pascopella has functioned as: Project Director at the Califomia TBESC site for three years,
supervising the work of the Project Coordinator and Epidemiologist; and Research Administrator
of TBESC studies conducted at the Curry international Center, University of California, San -
Francisco from 2005-2008. - While at the Curry Iinternational Center, she directed the multi- -
faceted Task Order 6 which created and evaluated regional models of collaboration for TB
programmatic, epldemlologlc and clinical consultation among four low-incidence states. She
also directed the close-out of Task Order 9, the epidemiology of TB among the foreign-born in
the U.S., and the initiation of Task Order 19, the assessment of treatment completion among
persons w1th LTBI diagnosed with QuantlFERON She co-chaired the TBESC Translating
Research into Practice committee 2007-2008, and has been an active member of the TBESC
" Research Committee since 2006. She is a co-Principal Investigator for Task Order #29 which -
examines the identification and treatment of latent TB infection among HiV-infected. For this. -
task she forged collaboration with the Los Angeles Clinics and office of AIDS and LA TB
program and successfully implemented this study. The CA site has met all relevant timelines
and deliverables to date and has abstracted records of over 300 patients. Dr. Pascopella also
directed a 5 year CDC project on Contact Investigation with the objective of fracking contacts
with latent TB infection through treatment. She directed the development of a contact
-investigation database, quality assurance ‘mechanism, a system for trackmg patients overtlme
and systemahcally recordlng lab resduilts and risk for LTBI progressnon to disease.

Katya Salcedo, Project Coordinator for the current TBESC California site, is an epidemiologist
with over 8 years’ experience coordinating and managing operations for the CDPH TBESC
research site. She will devote 0.60 FTE (24 hours weekly) to this project. Ms. Salcedo received
an award from CDC in 2006 for the Outstanding Project Coordinator. She has extensive
experience in developing, interacting and maintaining key stakeholder relationships. She
received her MPH at USC in Epidemiology and Biostatistics and BS in Microbiology and
“Molecular Genetics. She has successfully coordinated complex studies involving many
California jurisdictions. She has direct experience in every aspect of study implementation. She
has approached and enrolled patients, translated patient consent forms for IRB approval,
submitted and gained approval for over 40 IRBs which required forging successful professional
relationships with multiple agencies and individuals. She has constructed budgets for multiple
studies, tracked study enrollment, performed and directed quality assurance activities, created
implementation plans, presented study aims and study findings, represented the CDPH site on
multiple TBESC committees, supervised multiple research assistants, and successfully
facilitated record review and patient retention. Identified and overcame barfiers as they arose
and successfully tracked lab data. Her TBESC research coordination experience has spanned a
retrospective study of TB deaths across 16 California jurisdictions (n=448 cases and 448
controls); TB HIV cases in 2 California clinics (n=300); Retrospective cohort study of MDR TB
treatment (n=78); Prospective study of MDR transmission (n=55) involved all California
jurisdictions and the Cohort study of LTBI adherence (n=170). As lead epldemiologlst for the -
tuberculosis study on missed opportunities among the foreign-born she directed recruitment of
262 patients between 2004 and 2007, data collection, quality assurance and interview
instrument pilot and development. She monitored milestones for meetlng study obJectlves and
ensured fimely and accurate reporting to CDC.

Local TB Program Partners
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Co- lnvesthators '

Three Califomia TB controllers, Dr. Kathleen Moser Dr. Julie Low, and Dr. Masag Kawamura

are proposed as co-investigators. Each of these TB controllers has nearly 2 decades of clinical

and programmatic experience in identifying and treating persons with TB and LTBI." All three TB

~ controllers will contribute as a local site co-investigator for the TBESC studies. These controllers
are nationally recognized subject matter experts in tuberculosis infection and disease diagnosis
and treatment and serve regularly as faculty for national training courses. They have substantial
experience in population TB control efforts and individual TB care. Each operates a high
morbidity TB Control Program and high volume categorical TB clinic. The TB program in each of
these jurisdictions focuses case detection and prevention efforts on persons at high risk for
developing disease. In each clinic setting, the full spectrum of high risk groups targeted for this
study are.examined and freated including HIV-infected, close contacts, immunocompromised,
children, and new and remote foreign-born immigrant and refugee arrivers. In addition, drug -

- using and homeless populations are a 31gn|f|cant population in each of these jurisdictions. All
-three controliers have extensive experience in managing immunocompromised patients with -
active TB and LTBI, in addition to managlng TB outbreaks in hlgh nsk and clinical complex

" populations.

_ In addition to extensive clinical and programmatic experience, each controller has a successful
track record in directing recruitment and enrollment of individuals in studies of LTBI diagnosis
“and treatment both as a part of TBESC, TBTC, the Natlonal lnstltutes of Health (NlH) and other
Iocal studles

San Diego Countv TB Control Program and Public Health Laboratory

Dr. Kathieen Moser, Chief of Tuberculosis Control and Border Health Services in San Diego -
County, has led a highly effective tuberculosis control program in a jurisdiction that borders
Mexico. Dr. Moser will devote 0.05 FTE (2 hours weekly) to this project. Dr. Moser received
her medical degrée at the Medical College of Pennsylvania, completed residencies in preventive
medicine and internal medicine, and received a Masters in Public Health degree from Harvard,
School of Public Health. She has served on the National TB Controliers Association executive’
committee, the steenng committee of the Strategic Plan for TB Education and Training, the .

. Advisory Council for the Elimination of TB, the steering committee of the San Diego TB
Elimination Task Force, and is a past’ president of the California TB Controllers Association.”

" Under the direction of Dr. Moser, San Diego TB Control Program in collaboration with UCSD

partlupated in the TB Clinical Trials consortium and successfully enrolled patients from the San
Diego Department of Public Health TB Clinic for the QuantiFERON study, study 26, and other

~ studies. She served as a co-investigator and primary collaborator for the past decade of TBESC
research involving California and San Diego. She has published on predictors of treatment
adherence and screening outcomes in immigrants and children. The program under her
leadership has deployed an innovation for adherence, video DOT, for many years.

Dr. Marisa Moore, a CDC medical epidemiologist assigned to San Diego, has extensive
experience in research design, data analysis, and data management and years of practical

- experience in operationalizing research in San Diego clinical setting. She served a key role at
the San Diego site in facilitating the past decade of TBESC research in collaboration with CDPH
study staff. She will support the San Diego study site by facilitating access to clinic data and
providing input into protocols to ensure feasibility in the clinical settlng Dr. Moore will play a role
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in lnterpretatlon of site analyses/study tracking activities that will be dlssemlnated by the central
Project Coordinator. :

Dr. Patricia McVay. Chief of the San Diego County Public Health Laboratory, received her
medical degree and training in Clinical Pathology at UC San Francisco and Master’s degree in
Microbiology at UC Los Angeles. She has 10 years’ experience as Director in Blood Banking
and Transfusion Medicine. Degrees include American Board of Pathology certification in. Clinical
Pathology and subspecialty board: certification in Transfusion Medicine Dr. McVay will be
responsible for directing the public health laboratory work including interferon gamma release
~assays for studies that enroll TB patients with LTBI from San. Diego County . .

‘ Christine Kozic, Research Coordlnator has MPH with concentratlon in epidemiology and

extensive experience in protocol development, IRB submissions, data abstraction and collection
for research studies. She will devote 0.50 FTE (20 hours weekly) to this project to perform data
coliection, quality control, fracking of enrollment and follow-up of patients, and enroliment
backup activities for the Research Nurse Coordinator (see UCSD below).

University of California. San Diego

: Dr. Richard Garfein is ari Associate Professor with the Division of Global Public Health,
Department of Medicine, UC San Dlego Dr. Garfein will devote 0.05 FTE (2 hours weekly) to
this project. He has over 17 years’ experience as an infectious disease epidemiclogist -

- conducting observational and interventional research to describe the epidemiology and test

interventions to prevent transmission of infectious diseases among injection drug users (IDUs)

and other marginalized populations. He is the principal investigator on the recently completed

CDC-funded cross-sectional study of HIV and HCV infection among young adult IDUs in San

Diego: He also has expertise in TB among marginalized populations in the U.S.-Mexico border

region, which includes -conducting the first ever QuantiFERON TB tfesting in Mexico to study the

prevalence, incidence and risk factors for TB-infection among 1,058 injection drug-users in

Tijuana as part of the NIDA-funded Proyecto El Cuete study. He is eurrently the principal

" investigator on a NIAID-funded R21 grant to design and test an intervention utilizing video-
enabled cellular phones to monitor adherence to TB treatment in San Diego, CA and Tijuana,
Mexico. His findings have been published in general and specialty peer-reviewed journals, and
presented at national and international conferences. He received his BA at the University of |

California, Santa Barbara; PhD in Epidemiology at Johns Hopkins University, and served as a
CDC EIS Feliow in Infectious Disease Epidemiology. He received the DHHS Secretary’s Award
for Distinguished Service, National Hepatitis C Recommendations Working Group and CDC -
Honor Award, Hepatitis. C Inter-Center Working Group. He has extensive experience in studies
that mvestlgate LTBI prevalence, and innovative adherence strategles and use of IGRAS in hard
to reaoh populations. -

Constance A. Bensbn, MD (Co-Investigator). Dr. Benson is an-internationally recognized -
HIV/AIDS researcher who has been involved in translational and clinical HIV/AIDS research for
over twenty years. She has been active in the AIDS Clinical Trials Group (ACTG, funded by the
National Institutes of Health) since 1987, and has served since 1991 in numerous scientific
leadership and govermnance roles of this large multicenter, multinational clinical trials
_organization. Dr. Benson has been the Pl of the ACTG and Chair of its Executive Committee
from 2003-2011. She has developed and chaired numerous ACTG protocols and has led other
NIH/NIAID-sponsored projects. Dr. Benson has published extensively in peer reviewed journals
-including Annals of Internal Medicine, Antimicrobial Agents and Chemotherapy, Journal of the
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American Medical Association, AIDS, Journal of Acqurred Immune Deficiency Syndrome
(JAIDS), Journal of Infectious Diseases, and Clinical infectious Diseases. She serves on the
scientific program committees of the Conference on Retroviruses and Opportunistic Infections
and the International AIDS Society’s International AIDS Conference, and has been invited to

- present her work at numerous international meetings. Dr. Benson’s major research interests are

in the treatment of HIV-1 related opportunistic infections (in particular tuberculosis and
Mycobacterium avium complex), the pathogenesis and treatment of acute HIV-1 infection,
complications of HIV therapies, evaluation of antiretroviral treatment strategies and new
antiretroviral drug development; and capacity building and research training for HIV/AIDS in
resource-limited international settings. In addition to her role as protocol chair on completed

~ ACTG studies, Dr. Benson is the protocol chair of current ACTG studies A5001 and A5086, as |

- well as a protocol team member/co-investigator of A5028 and A5217. Dr. Benson will assist with
participant recruitment and retention oversight, and consult on data analysrs interpretation of ,
results and dissemination of research flndrngs As Dr. Benson has other sources of funding, no
salary support is required. :

Julie HoffmarLClinicaI Research' Nurse is an experienced nurse who has coordinated clinical
research studies at the University of California, San Diego’s Antiviral Research Center for nine
years. She will devote 0.50 FTE (20 hours weekly) to this prOJect as the Research Nurse
Coordinator responsible for patient enroliment-and follow-up. ~

Delys Brooks, Phlebotomist and Laboratory Technician, is an experienced, certlfled
phlebotomist who will devote 0.25 FTE (10 hours weekly) to perform venipuncture and collect,
track, send specimens to the San Diego Public Health Laboratory, and to assist the Research
Nurse Coordrnator with subject recrurtment enrollment and follow-up actlvrtres '

San Francisco Coun’tv B Control Proqram and Public Health Laboratory

Dr. Masae Kawamura is TB Control Director of the San Francisco Department of Public Health.
. Dr. Kawamura will devote 0.10 FTE (4 hours weekly) in-kind to this project.:-She has sefved as
Chair of the Advisory Council for TB Elimination and President of the North American Region for
" the International Union against TB and Lung Disease. She is Board certified in Internal Medicine
and received her medical degree from the University of Hawaii and -Bachelors of Science in
Microbiology from the University of Washington. She has provided TB clinical care for nearly 20
years. As Assistant.Clinical Professor of Medicine at the University of California San Francisco
(UCSF) and Co-PI for Francis J Curry International TB Center, she is a nationally recognized
expert in clinical care and TB control. Under her leadership she has led research efforts focused
on latent TB infection and TB diagnostics and TB and LTBI treatment completion in high risk
populations. She has published extensively on TB treatment outcomes, molecular epidemiology,
and TB diagnostics. She has also published on TB prevention opportunities among the foreign-
born, the feasibility, acceptability and cost of the whole-blood interferon-gamma assay. She has
~ coauthored publications on the multicenter trial (SCRIPT) study of short course Rifampin and

- pyrazinamide (PZA) for TB infection and a cost-effectiveness analysis based on a multicenter'
trial of the short course rifampin and pyrazinamide compared with INH for latent TB infection.
~ She has multiple publications on treatment adherence including a randomlzed controlled trial of -
_ interventions to improve follow—up for LTBI after release from jail.

_ Jennifer Grinsdale |s.the SF 1B program eprdemlologlst,and pr_ogram manager. She received
her Bachelor in Science in Molecular, Cellular and Developmental Biology from UC Santa .
Barbara and Masters in Public Health from the University of California Berkeley. She has .
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worked in the San Francisco TB program for over 10 years. She has been responsrble for data
- “integrity for the San Francisco TB registry and analy3|s and has contributed to the designand
implementation of multiple studies utilizing TB patient data. She serves as Epidemiology faculty

for the Curry International TB Center and has co-authored multiple publications on LTBland TB -

diagnestics. Ms. Grinsdale will play a role in interpretation of site analyses/study tracklng
actrVItres that will be disseminated by the central Project Coordinator. - :

TBD, Research Nurse Coordmator will devote 1.0 FTE (40 hours weekly) to this project and will
be responSIbIe for enroliment and follow—up of study partncnpants data collection and quallty
- assurance activities. .

TBD, Epidemiologist will devote 1.0 FTE (40 hours weekly) to this project and will perform data -
collection, enroliment and follow-up tracking, and quality control activities.

Dr Mark Pandori is the Director of the San Francrsco Public Health Laboratory and Assocnate
Clinical Professor of Laboratory Medicine; UCSF. He has published extensively in microbiology
+and evaluation of infectious agent diagnostics including rapid TB diagnostics. He received his .
PHD in Biomedical Sciences at UCSD followed by postdoctoral tesearch at Harvard where he
also served as Instructor of Medicine at Harvard Medical School. He is Board Certlfred asa
High Complexrty Clinical Laboratory Director. :

Orange County Health Care Services Aqencv B Pr’oqrarn and Public Health Laboratory

Dr. Julie Low is TB Controller for the Orange County Heath Care Agency and has worked in the
TB Control Program for over a decade. Dr. Low will devote 0.10 FTE (4 hours weekly) in-kind to
this project. She is board certified in Internal Medicine (2010-2020), Nephrology (1994-2004)
and Geriatrics (1994-2004). She received her BA in Biology at Brown, MD at the University of
Cincinnati College of Medicine, Ohio, and residency and fellowship at Kaiser, Los Angeles. She
has served as President of the California TB Controllers Association, was an invited faculty at
Curry International TB Center course “What Do We Know About LTBI?” and contributed as a
Member of the CDPH/CTCA TB Contact Investigation Guidelines Group. She is in charge of the
TB program with the second highest TB morbidity in California and had successfully managed
medically complex outbreaks. and contact investigations. As a researcher she has participated
and consistently supported patient recruitment in Orange for numerous multisite studies during
the past decade of TBESC.

Michael Carson_ls the Manager of the Pulmonary Diseases (TB Control Program) and Refugee
Health Services in Orange County Health Care Agency. He holds an MS in Preventive Medicine
and BS in Pre-Medicine and previously served as a CDC Public Health Advisor and
Epidemiology- Faculty in Irvine. He oversees the complex operations of the TB Program and
provides epidemiologic capacity and data management for this program. He has coordinated
. IRB approvals, data access, patient recruitment, and provided key cost data for specific TBESC
. studies. Mr. Carson will play a role in interpretation of site analyses/study tracklng activities
that will be disseminated by the central Pro;ect Coordmator

Richard Alexander is the Laboratory Dlrector for the Orange County Publlc Health Laboratory
- Hé is a certified Public Health Microbiologist and Clinical Laboratory Scientist. He received his

- BS in Microbiology and MS in Immunology at Cal Poly and MPH in Epidemiology at University
of California Los Angeles ‘He has published extenswely on infectious pathogen diagnostics and
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has been an invited consultant for CDC to evaluate and train laboratory staff multiple
international settings including in Ethiopia, Vietnam, South Africa, Ghana and Thailand. He also .
served as consdultant to. the Gates foundation in an evaluation of Potentral Antl -mycobacterial
Drug Testing Laboratories in Peru :

' Randee Bautista, Supervising Public Health Nurse, has 14 years’ experience with patients with
- LTBI and active TB disease. She will devote 1.0 FTE (40 hours weekly) as the-Research Nurse
Coordinator to enroll and follow-up study parhcrpants and perform data collection and quahty
assurance activities.

Haimanot Girma, Senior Epidemiologist, has 11 years’ experience as a public health -
epidemiologist. She will devote 0.50 FTE (20 hours weekly) to this project to perform data
‘collection, quality control, tracking of enroliment and follow-up of patients.

B. Describe any previous relevant experience in similar projects o
The CDPH TB Control Branch and partners from San Francisco, San Diego, and Orange each:
have substantial scientific experience and expertise in the development, implementation and
analysis of research on LTB! evaluation, treatment and follow-up. This group has contributed to
over 20 research studies focused on LTBI in the past decade and served key roles in research -

‘development, lmplementatlon and analysis. Selected research is presented in Appendlx Aand .
below. :

CDPH TB Control Branch ‘ ‘ '
"CDPH TBCB led the development and analySIS of four published studies |nvest|gatmg the cost
effectiveness of latent TB infection evaluation and treatment. Each of these studies was
conceived and implemented by a TBCB senior research scientist under the direction of the
CDPH TBCB Principal Investigator. These studies began with a key scientific question, required
extensive literature review, complex analysis and modeling, and culminated in publication, with
subsequent key program and policy changes. To design and carry out these studies, including
model construction, these studies required critical review of the literature on estimates on risk of
LTBI to TB progression, risk of drug-related adverse events, including hospitalization, hepatitis
and death. The studies also required original collection of data on costs of TB diagnostics and
interventions to compute case prevention estimates. The detailed knowledge gained from these
studies allows the proposed CDPH-TBESC Pl to make expert contributions to future studies on -
LTBI progression and diagnostics and costs proposed as the focus for the new consortium.

CDPH TB Control Branch has also demonstrated the ability té provide scientific expertise to
research development, implementation and analysis as a member site the current TBESC. Our
_team has made important scientific contributions to ten studies conducted as part of TBESC,
participating in the conceptual stage, in implementation, and analysis. The California site has
participated in the following TBESC studies: Task Orders #3, #7, #8, #9, #13 (3 phases), #25,
#28, #29, #33. For all studies, the CDPH site helped to define study design, develop and pilot
* study instruments, contrlbuted to analysis and manuscripts. For the majority of these studies we
contributed the largest study sample and shared with other sites our experience in ‘successful
data collection and overcoming key barriers. The CDPH Pi served as co- P| for multisite studies:
TO #8, #25, and #28. Each of these studies involved multiple US sites. We have provided
significant scientific contributions to implementation and analysis of TO9, a cross-sectional
study of foreign-bom TB patients involving patient recruitment and interview. The CDPH study
team participated in protocol development, piloted the data instrument, enrolled the largest
patient sample of any site, and has provided an analysis of prevalent and incident disease
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recently presented at the 2011 ATS meeting. The study focused on LTBI (TO13) entailed 3
phases and critical input on study design, study instrument development, pilot, analysis and
publication by our study team. For TO# 25 and #28, the CDPH P! has served alead role in -
. collaboration with the CDC Pi. CDPH developed the study concept. for these two studies. For
the mortality study, we contributed a data abstraction tool we had previously developed and
piloted, as the basis for data collection for this study. We provided regular scientific and clinical
input into the design, implementation and analysis of data. To inform implementation of the
‘mortality study, we invited the CDC team to examine 25 records of TB deaths and assess TB
relatedness and compare their assessments to previous evaluations in order to finalize the
study plan. Most recently for TO #28, we developed the first draft of the analytic plan for multi-
site input. As a study that grew out of TO#20, we have collaborated with CDC and Denver
investigators to develop and evaluate a matching method using California TB caserand .
overseas immigrant data. This matching methodology is anticipated to inform future matching of
LTBI registries with case datasets for the TBESC. In summary, our scientific contributions to
TBESC studies has ranged from developing the study concept and instruments, to contributing
to all phases of design and study implementation, and providing analytic capacity for examining
and presenting study outcomes. : :

San Francisco County TB Control Proqram :

In the past decade, the SF TB program under the direction of Dr. Kawamura has partlc;lpated in
over 10 studies focused on latent TB infection diagnosis or treatment. These studies include
over 5 clinical trials focused on treatment of TBand LTBI, 4 studies on diagnostics and multiple
additional cohort studies focused on treatment outcomes and adherence (Appendix B). As a co-
investigator or Pl, Dr. Kawamura has contributed to original study concepts, provided critical
review of study protocols and instruments, and contributed as a TB subject matter expert in the
analysis and manuscript writing. She mentors a CDC medical epidemiologist and staff
epidemiologist on-site who have led or contributed to the study design and analysis of multiple’
original studies. The two most recent studies focused on TB diagnostics include an analysis of -
the utility and cost of interferon gamma release assay-and an ongoing assessment of the
GeneXpert and impact on TB diagnosis and clinical outcomes.- Dr. Kawamura and the San
Francisco TB Program team have participated in CDC funded TB Clinical trials, the most recent
including Study 26 and multiple other studies. Dr. Kawamura is an acknowledged national
expert in TB, the Pl of the Curry Regional Training Center, former chair of ACET, and president
- of North Amencan Chapter of the Interational Union Against TB and Lung Disease (IUATLD).
She is an invited consultant and coauthor of the most recent CDC IGRA Guidelines and
provided numerous lectures on use of IGRA at national conferences. As a pioneer in evaluating
new TB diagnostics, Dr. Kawamura has over 10 years of experience in use and systematic -
evaluation of IGRAs in a program setting. The scientific expertise and participation by the San
Francisco TB program will greatly enhance and contnbute to the new consottium.

San Diego County TB Control Program -

Over the past decade, the San Diego program, under the leadership of the 7B controller Dr.
Moser, has participated in multiple TB studies focused on diagnosis and treatment..As a co-
investigator or Pl, she has played significant role in development, implementation, and analysis
of numerous studies. Dr. Moser collaborated with UC San Diego investigators in several clinical
trials and in mul’uple investigations of TB diagnostics. In TB Clinical trial, Study 26, as a local co-
investigator, Dr. Mosér, in collaboration with Dr. Phillip LoBue, facilitated recruitment of study
patients. Intwo studies focused on LTBI diagnostics, she contributed a large sample of patients
‘and coauthored associated publlcatlons The San Diego program has participated and -
successfully supported the CDPH site in TBESC studies #3, 8, 9, 25, and 28, 33. For TBESC
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studies both Dr. Moore and Dr Moser have provrded scientific input mto study implementation
and analysrs '

~ University of California. San Dleqo (UGSD)

In addition to strong ties to HIV medical care providers in San Diego, the AVRC and Owen
Clinic have close collaborations with non-medical community service organizations and their
staff. These include HIV case managers, health educators, hospice care and recovery homes,

~ HIV test counseiors, and the San Diego County-UCSD Early Intervention Program (EIP) and
Bridge Program. EIP is a county-sponsored program for identifying and transitioning patients
newly diagnosed with HIV into care and clinical trials. The Bridge Programis responsible for
“bridging” urgent care needs for the individuals enrolled into EIP into. chronic care and follow-up. .
- The latter program also follows up on patients who fall out of care, and provrdes resources {o re-
contact such patients and assist them to re-engage in care. Both are unique programs that
‘work together to reduce loss-to-foliow-up and facilitate retention in care, both for clinical care
and for research studies. The EIP and Bridge programs are co-located at the AVRC facility,
staffed by UCSD faculty and staff, and offer a broad range of opportunrtles to lntegrate HIV
prevention lnterventlons clinical care.and research.

Orange Countv TB Control Proqram

Under the leadership of Dr. Low, OCHCA has par’ucrpated in multlple TBESC studies carried out
in California including TO 9, 25, 28. The pilot of each study involved patient samples from
Orange and Dr. Low provided critical feedback to the study instruments for each of these
studies. Dr. Low and staff have recently participated in a study on the role of antibody proteomic
~ arrays in LTBI diagnosis. This study in collaboration with Dr. Steven Park of UC Irvine Medical
Center, evaluated the utility of M.tb. antibody proteomic arrays.in diagnosing latent TB infection
and in monitoring TB treatment response in comparison to the TST and the IGRA. 250 patients
with LTBI were enrolled and Dr. Low provided critical input into the pilot, study implementation
and analysis. Dr. Low and her TB staff have successfully implemented over 5 TBESC studies
and consistently contributed to high enrollments rates. Dr. Low recruited the CDPH on-site
research assistant and has overseen the studies for over 5 years. This research assistant
recruited and enrolled patients, abstracted records, performed data entry , performed quality
assurance for 4 TBESC studies: TO #8,#9, #25, and #28. Dr. Low is expert in operationalizing
studies, providing expert feedback on feasibility-and pilot results, and strategizing study barriers
as they arise. For the MDR TB treatment and practices study she provided feedback on data
sources and data elements for the study protocol and the data collection instrument. She also
reviewed the varrables on cost and process for cost data collection. For a consor’uum focused
on LTBI diagnosis and adherence and treatment she will contribute over a decade of direct
patient care in one of the highest morbidity counties in the nation, ensurlng this lmportant study
is pragmatic and leads to usable information for TB control efforts

Experience conducting research studles :
CDPH TBCB has a long history of conducting productive research of public health reIevance in
the current 10 year TBESC research consortium, CDPH TBCB has participated in 10 multi-site
research studies which include TO#3, TO#7, TO#8 TO9; TO#13- -phase 1-3, TO#25, #28 and
#29. As an extension of study TO#20, CDPH has also recently successfully partnered with the
Denver site and CDC to carry out the overseas linkage study. The completed TBESC studies
include TO#3, #7, #8, #9, and #13. For the most recently awarded studies, TO# 25, #28, and

- #29, data collection and analysis is in their final stage. For each of these studies, the CDPH site
has consistently contributed-the largest patient sample. The CDPH study team also contributed
as coauthors for publications for TO#3, #7, and #13. Abstracts, presentations, and manuscript
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. drafts have been completed for TO #8, #9, and #25. Our study team has provided extensive
~analysis and data interpretation for several presentations and abstracts for TO#9. We are

actively participating in the author group for two TO#9 manuscripts. Most recently, an analytic
plan and manuscript outline was developed for TO#28 by the CDPH Pl and senior research
scientist for review by the mult|51te team.

. The proposed CDPH P, Dr Flood, has served as a co-investigator for multisite studies on

diagnostic and treatment research related to sexually transmitted diseases and unexplained
infectious pathogens prior fo her TB position. She directed the San Francisco site enroliment in
a trial of early syphilis and HIV and completed multiple studies including studies on chancroid,
neurosyphilis, and on chlamydia and genital ulcer diagnostics. In addition, she led the California
site participation in the CDC funded Unexplained liiness Study which cuiminated in two
publications and a study on CMV diagnostics. :

CDPH, with Dr. Flood as Principal Investigator, has also received CDC funding and successfully
completed five enhanced TB surveijllance and evaluation projects culminating in peer-reviewed -
publications and presentations at national forums. These include: a 5 year genotyping
surveillance study (NTSGN),a systematic evaluation project of contact investigation, an
evaluation of latent TB infection targeted testing and treatment, an enhanced MDR/XDR TB
surveillance prOJect and an evaluatlon of HIV testlng among TB patients.

- CDPH TBCB has successfully partnered with academic collaborators from UCSF, UCD, and
~+ UCSD on NIH studies. The NIH studies currentiy in progress which include Dr. Flood as a co- _
investigator include research in partnership with UCSF, UCSD, and UCD. Specifically, Dr.
' Flood has served as a co-investigator for two completed NIH-funded studies on TB treatment
outcomes and drug resistance and three studies in progress.

San Francisco, Orange and San Diego TB Control Programs:

: Conductlnq studies TBESC, TBTC, NIH

. Our California partners, San Francisco, Orange and San Diego have parhcrpated in multlple
TBESC studies, including TO#3 (San Diego), TO#8 ( all), TO#9 (all), TO#25(all); TO#28 (all). In
addition San Diego and San Francisco TB Programs are participating in TO#33. TBTC trials and
NIH studies have also been collaboration with the San Francisco and San Diego TB programs.
Original research has been conceived and implemented leading to landmark publications in
molecular epidemiology and TB diagnostics as well as research investigating outcomes of

_ spectal populatlons drug users, MDR TB, M.bovis, HlV—lnfected

Productivity: Completed Studies

" The CDPH has partnered with CDC and multlple U.S. sites to successfully complete eight
TBESC studies. These completed studies include TO#3, #7, #8, #9, and #13- 3 phases. CDPH
with TBESC collaborators are currently in the process of completing 3 of the consortium’s last
studies TO#25, #28, and #29. CDPH contributed the highest number of study subjects in
virtually every study in which we participated. We exceeded enroliment targets in 2 studies
(TO#13 and TO #9). Of note, all three of our proposed partnering sites (SD SF, and Orange)
'partlc:lpated in TO# 9 and contnbuted large patient numbers.

in addition to TBESC studles, CDPH TBCB has completed numerous additional studies that are
relevant to this consortium’s focus: studies on LTBI, TB diagnostics, and studies of cohort
outcomes. TBCB has completed 4 studies on TB diagnostics including a study on impact of
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rapld drug resistant assays, dlagnOSIS of TB meningitis, Iaboratory testlng and reportrng, and
IGRA in renal dialysis centers. .

: The San Francisco and San Diego County TB Control Program partners have participated in
numerous TB Clinical trials as part of the CDC TBTC. Thesé include study 26 and 28. Drs.

- Moser, Kawamura, and Moore, and Dr. LoBue facilitated study enroliment and contributed to the
successful outcome and contribution by TB programs to these trials. Publications from the '

completed trails involving San Diego and San Francisco TB clinic sites include muliiple TBTC

publications. The San Francisco and San Diego County TB Control Programs also have been

. highly productive in completing original research. Many of these studies focused on TB

diagnostics, LTBI or TB cohort outcomes and are detailed below. .

The Orange Countv TB Control Program

The OCHCS TB Program as a collaborator of CDPH TBCB contributed patrents and data
collection for TO #9, TO #25, and TO #28, in addition, this program partnered with UC Irvrne
investigators to evaluate the role of proteomics in LTBI and TB diagnosis and treatment
response. - : :

San Francisco County TB. Control Program

The San Francisco TB Control Program pamCIpated in the followmg muItrsrte TBESC studies:

TO #9, TO #25; and TO #28, and TO#33. In addition, they have served as co-investigators in
TBTC study.26 and other TBTC studies. The San Francrsco TB Control program has aiso ,
carried out and published original research, independently as well as in collaboration with UCSF
~ -researchers, on a wide range of topics from TB diagnostics lncludlng GeneXpert technology,
IGRASs, and the molecular epldemlology of TB. .

-San Diego County TB Control Program

The San Diego TB program has enrolled patlents in dlverse studies and has consistently-
demonstrated high enroliment rates. San Diego participated as a collaborator for the CDPH
TBESC site in multiple TBESC studies including TO#3, #8, #9, #25, #28, and #31. Patient
enroliment for TO#9 included approach, consent, enroliment, and in-depth interview of active TB
case patients. A large number of patients were successfully enrolled from this-site during the
study period.The Sari Diego clinic has also been a successful study site for numerous studies
involving TB diagnostic tests. The clinic participated in a multi-center prospective trial
evaluating performance of the amplified MTD test and successfully contributed a high number of
study subjects for several Tuberculosis Clinical Trials Consortium studies. The CDC funded
QuantiFERON TB study examined the utility of the first generation IGRA as a new diagnostic .
test for LTBl. The San Diego study site enrolled 297 patlents — the highest patlent enrollment of
any of the 5 study sites for this study.

Dr. Moser has served as Principal Investigator for the Border State S’cudy fo determlne :
demographlcs treatment, and movement patterns of Hispanic TB patients. As part of this multi-
site study, under Dr. Moser’s direction, the San Diego site approached, enrolied and interviewed
78 patients, the largest number of any site. Additionally, Dr. Moser and Dr. Chris Peter, Director
of San Diego Public Health TB laboratory, served as co-principal investigators in a multi-center

- study funded by Genprobe to determine performance characteristics of the MTD2 test for the
diagnosis of active TB.

UcsD

Dr. Garfein, in collaboration with Dr. Benson, will direct enrollment of HIV-infected panicipants |
. through the UCSD AVRC and Owen Clinic. The AVRC has completed more than 250 clinical
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trials since its inception, with an average annual enroliment of 100-125 patients, and an average
monthly census of more than 350 patients followed on study. Total enrollment in HIV/AIDS

clinical trials in its 23-year history is well over 2,000 patients. Dr. Benson’s clinical trial

* experience within the last 5 years relevant to this application include serving as the Pl and Chair -
of the Executive Committee of the NIH/NIAID AIDS Clinical Trials Group (ACTG).from 2003 to
the present, as well as Chair of the ACTG’s Scientific Agenda Steering Committee from 1996-
2003. In that role she has had extensive experience in the scientific and organizational
administration of a large multi-center, multi-national clinical trials network comprlsmg more than

75 cllnlcal research sites and laboratories i in 15 dn‘ferent countries.

Productivity: Previous Publlications

" Over 40 TB related studies have been published by CDPH TBCB authors since 1995 — The .

- proposed TBESC CDPH site principal investigator, Dr. Jennifer Flood has published extensively
on research related to TB and.other infectious pathogens (Appendix E). Several landmark
publications have included: effect of a screening program on domestic TB (Lowenthal), impact

- of rapid drug resistance assays, and cost-effectiveness of TB evaluations of new lmmlgrants

The San Francrsco TB program has a prolific research pubhcatlon record with numerous

* publications on TB in past 10 years; Similarly San Diego has published numerous articles on
topics spanning from M bovis, to lab testing to treatment adherence. in summary, the CDPH

- TBCB and its TB clinic pariner sites have extensive experience in conducting research. The
proposed Pl has over 15 years’ experience serving as principal investigator and co-investigator
in multi-site CDC and NIH studies with successful outcomes culminating in publications. CDPH
TBCB publications in the past 15 years include studies focused on TB diagnostics, LTBI and
outcome of TB patient cohorts; San Francisco, orange and San Diego TB programs have |
conducted numerous research studies, including those within the TBESC, and TBTC. Please
see Appendix A for a Ilst of selected research studies performed by CDPH TBCB and partner
sites.

Productivity: Scnentlﬁc Accomplishments

The proposed research team composed of CDPH Pl, director, PC and co- mveshgators have .
made significant contributions to TB control in scientific leadership and are not only subject .
matter experts but regularly sought for key scientific roles on evidence-based treatment and
diagnostic guidelines; national advisory committees, as journal reviewers, and mentors for a
range of scholars. :

Dr. Jennifer Flood recently served as an invited consultant on'a CDC advisory committee
charged with advising CDC on formulating recommendations on implementing the 12 dose
rifapentine INH regimen. She served for 4 years as a member of CDC’s Advisory Council for TB
Elimination. And is a President elect for the National Society of TB clinicians as well as an ,
NTCA Executive Board member representing High Morbidity TB states. She has been an invited
~Constultant to CDC teams-charged with evaluation of TB screening programs in Nepal and
Vietnam. She previously served as consultant on CDC Team to investigate an increase |n MDR
TBi in Armenia: .

As a member of TBESC she was elected to serve on TBESC research committee member for 4
years. She was also the recipient of several awards in TB control including the Renteln award:;
and superior accomplishment award. She has mentored numerous UCB, UCD, UCSF MPH,

MD, PHD , CDC Preventive Medicirie, EIS, CSTE fellows and students in completing original
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research and has served on publlc health doctoral student dissertation committees. Her
scientific accomplishments in TB control are also evidenced in the large number of invifations
received as a keynote speaker at scientific’ conferences Finally, she is a rewewer for AJPH
JTLD, and CID. - :

Dr. Lisa Pascopella was elected to the TBESC Translatmg Research into Practice Committee
and served as co-chair 2007-2008; also elected to the TBESC Research Committee and served
--for 5 years. Her pubilication record is listed in her biosketch; (see Appendix C).

Katya Salcedo received.an,award as the most successful TBESC project Coordlnator award in
20086.

Drs. Masae Kawamura and Kathleen Moser also have been nominated to contribute their
scientific expertise as part of national committees, guideline members or councils on TB control.
Dr. Kawamura served as Chair for ACET, contributed as a member and writer for the most
recent of the CDC IGRA Guidelines, contributed to multiple other evidence-based TB treatment-
and diagnostics guidelines including the CDPH/CTCA e TB treatment and B-notification -
guidelines. She is a recipient of the Henry Rentein award and Pl of the Francis J Curry Regional
and Training Center as well as Past presrdent of North American IUATLD.

Dr. R'ichard Garfein has been the principal investigator on many completed CDC and NIH
studies related to HIV, HCV and TB and innovative treatment adherence strategies. He also

" implemented the first ever QuantiFERON TB testing in Mexico to study the prevalence,

incidence and risk factors for TB infection among 1,056 mjectron drug users in Tijuana as part of
the NIDA-funded Proyecto El Cuete study. He was awarded the DHHS Secretary’s Award for
Distinguished Service, National Hepatitis C Recommendations Working Group. He also
received a CDC Honor award for work with the Hepatitis C Inter-Center Working Group. He has
received research support for multrple CDC, NIH, and USAID studles in the role of pnncrpal
mvestlgator . :

Dr. Mark Pandorl has recelved multlple awards lncludlng the Morrison Research Award and -
the Fleischener Award, Beth Israel Deaconess Medical Center, Boston, MA. He has published
numerous ground- breaklng investigations of HIV and STD molecular diagnostics( p. 3 of. -
selected publication (Pandori, JClin Microbiol 2009) and published one of the first evaluations of
the Cepheid Xpert MTB/RIF assay in a U.S. populatron : -

C. Provrde a detailed work plan showmg a table of activities and outcomes along
with a proposed tlmellne for each actlwty

: Table 2. WORKPLAN TABLE OF ACTlVlTIES AND OUTCOMES

Period ' Activities - Outcomes
Base period (6 s Review protocol , Study protocol and study forms W|II be
mos) e Suggest possible drafted in near-final form .
Sept. 2011- " modifications, -+ | Study support staff at each site (San
| Mar. 2012 . - improvements to protocol, | Francisco (SF), Orange (Or), San Drego

" and provide feedback on | (SD)) will be hired

practicality and feasibility o
Option penod 1 e Obtain IRB approval (local | All IRB approvals will be garnered
(6 mos) or deferral to CDC) CDPH TBCB central and site-specific

Mar. 2012- L : = (i.e. SF, Or, SD) implementation plans
- 41 |
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Period

Acfivities ‘

Outcomes

Sept 2012

e Prepare lmplementatlon
plan and pilot test
e Step-by-step plan for
-~ protocol implementation,
including:

)

. Staffing, materials,

and confidentiality
requirements
Patient recruitment
and enroliment
Data collection,”
entry, quality
controt and
assurance
Patient F/U at 6,
12, 18 & 24 mos
after LTBI dx
Methods for IGRA
blood sample
collection,
processing,
interpretation
Methods for TST
placement and
interpretation
Methods for
obtaining and
storing patient
serum

e Pilot test of study

O
O

Enroll 50 patients
After pilotis -
completed,
discuss with CDC
whether
modifications to

- the protocol are

needed.

 will be developed

Study nurses in SF, Or, SD WI" be hired
and trained _

50 patients will be enrolled in pilot -
Recommendations for study maodification
(forms/processes/procedures) based on
pilot findings will be submitted to cbCc
Pl

.| 'Option period 2
(1yn) |
Sept 2012-
Sept 2013

. Begln LTBI patient
enroliment, preventive
treatment, follow-up,

" observation, data
collection and analysis

‘e Complete study forms for
patients who refuse
participation, and for
patients who agree to

_participate in the study

Implementatlon plans finalized in

- response to final study protocol (modlfled

by CDC in response to pilot findings).

| 750 high-risk patients with LTBI and

750 high-risk patients without LTBI
enrolled (=1500)

Complete and accurate individual patlent
data forms and monthly cumulative
summary forms submitted to CDC
Retrospective and prospective data for
comparative effectiveness, outcome, and
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Period

Activities:

Outcomes

O

O

For participating patients:

Obtain blood for

IGRA testing, .

serum for serum
bank, apply, read
TST and record
TST results

For LTBI patients:
-complete all

required study
forms, offer LTBI
Rx, follow'up &

- complete form
. Ix/month for those
~ on Rx, and meet &

complete study

format 6, 12, 18 &
- 24 mos visits

At COT: repeat

QFT test,

complete study

~ forms (and form at
2 yr F/U period).

Enter or upload
datato CDC, -~
submit monthly
CDC cumulative
summary form
Collect cost-
related data

economiic analyses submltted to CDC.

| Ongoing participation in semi-annual

consortium meetings and consortium

commitfees .

Option period 3
[{(1yn) ,
Sept 2013-
Sept 2014

~.Continue conducting
“study as described in

option period.2

Focus on recruiting -
special LTBI populations
Parti“cipat’e- fully as a
member of the TBESC

750 high-risk patients with LTBI and

750 high-risk patients without LTBI
enrolied (= =1500) ‘
Complete and accurate individual patient
data forms and monthly cumulative -
summary forms submitted to CDC
Complete and accurate close-out forms
for all patients completing 2-year follow-
up (n=375) submitted to CDC
Retrospeciive and prospective data for
comparative effectiveness, outcome, and
economic analyses submitted to CDC
Ongoing participation in semi-annual

-consortium meetings and consortlum
committees.

(1yr)
Sept 2014-
Sept. 2015

Option- period 4

Continue conducting

- study as described in

option period 2
Focus on recruiting.

750 high-risk patients with LTBI and -
750 high-risk patients without LTBI :
enrolled (=1500)

Compilete and accurate lndlwdual patlent
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Peﬁod.

Activities

Outcomes

‘special LTBI populations
e Participate fully asa
member of the TBESC

data forms and monthly. cumulative
summary forms submitted to CDC
Complete and accurate close-out forms -
for all patients completing 2-year follow-

| up (n=750) submitted to CDC
-| Retrospective and prospective data for

comparative effectiveness, outcome, and
economic anatyses submitted to CDC.
Ongoing participation in semi-annual
consortium meetings and consortium
committees

(1yr)
| Sept2015- -
1 Sept 2016

Optibn period 5°

o Continue conducting
study as described in
option period 2 -

»  Focus on recruiting
special LTBI populations

o  Participate fully as a
member of the TBESC

750 high-risk patients with LTBI and -

750 high-risk patients without LTBI -
enrolled (=1500) _

Complete and accurate individual patient
data forms and monthly cumulative
summary forms submitted to CDC
Complete and accurate close-out forms
for all patients completing 2-year follow-
up (n=750) submitted to CDC
Retrospective and prospective data for
comparative effectiveness, outcome, and
economic analyses submitted to CDC

.| Ongoing participation in semi-annual

consortium meetings and consortium
committees

"‘Option period 6
(1yn)

Sept 2016-
Sept 2017

+ Continue conducting
~ study as described in
option period 2
e Focus on recruiting
special LTBI populations
e Participate fully as a
member of the TBESC

750 high-risk patients with LTB! and

750 high-risk patients without LTBI
enrolied (=1500)

Complete and accurate individual pa’uent

‘data forms and monthly cumulative

summary forms submitted to CDC
Complete and accurate close-out forms -
for all patients completing 2-year follow-
up (n=750) submitted to CDC
Retrospective and prospective data for )
comparative effectiveness, outcome, and
economic analyses submitted to CDC
Ongoing participation in semi-annual
consortium meéetings and consortium -
commitiees

Option period 7
(Tyn -

Sept 2017-
Sept 2018

e Continue conducting
study as described in
option period 2 -

. e Focus on recruiting
special LTBI populations -

e Participate fully. as a-
member of the TBESC

750 high-risk patients with LTBland

750 high-risk patients without LTBI
enrolled (=1500)

Complete and accurate individual patient
data forms and monthly cumulative
summary forms submitted to CDC
Complete and accurate close-out forms
for all patients completing 2-year foliow-
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Period

Activities

‘Qutcomes

.up (n=750) submitted to CDC _
-Retrospective and prospective data for

comparative effectiveness, outcome, and
economic analyses submitted to CDC

"| Ongoing participation in semi-annual

consortium meetings and consomum
commitiees

(1yn)
Sept 2018-
Sept 2019

Opﬁon period 8 |

Continue conducting
study as described in
option period 2

. Focus on recruiting

special LTBI populations
Participate fully as a .-
member of the TBESC

750 high-risk patients with LTBI and

750 high-risk patients without LTBI
enrolied (=1500) ‘

Complete and accurate individual pat|ent
data forms and monthly cumulative
summary forms submitted to CDC
Complete and accurate close-out forms
for all patients completing 2-year follow-
up (n=750) submitted to CDC
Retrospective and prospective data for
comparative effectiveness, outcome, and
economic analyses submitted to CDC
Ongoing participation in semi-annual
consortium meetings and consortium
commitiees

1 Option period 2
(1yr) _

| Sept 2019--
Sept 2020

Begin to close down study

(no new enroliments)
- Continue to participate

fully in TBESC

Complete and accurate close-out forms
for all patients completing 2-year follow- .
up (n=750) submitted to CDC

Ongoing participation in semi-annual
consortium meetings and consomum

committees,

| Option period
10 (1 yn)
Sept 2020- -
‘Sept 2021

Finalize stUdy close down
Perform final data (lab &
clinical) QA, clean up, and

finalize site-specific

dataset for main dlagnosrs
study

Prepare final report for
CDC

Continue to partlolpate

_fully in TBESC

Complete and accurate close-out forms
for all patients completing 2-year follow—
up (n=375) submitited to CDC

Finalized dataset completed and

submitted to CDC

Final study report submltted fo CDC
Completed participation in semi-annual
consortium meetlngs and consortium
committees ;

D. Descrlbe the relatlonshlp between the site and the clinics that will be providing -
therapy or follow-up of enrolled LTBI patients? What capacity does the applicant
have to recruit, test and collect data on the cohort of patients proposed for study?

CDPH TBCB is the lead agency in the state responsible for TB control. In carrying out this
responsibility, CDPH TBCB prov:des technical and financial assistance to each of the proposed

clinics in the form of :

+ field assistance fo mvestlgate outbreaks and help local TB programs fill programmatic
gaps that allowed TB to spread

e oversee the care of all multidrug resistant (MDR) and extensively drug resistant (XDR)
TB cases and their contacts to prevent spread of these deadiiest strains
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. work with local programs to evaluate and lmprove performance on key TB control
indicators (TB Indicators Project, TIP)

« collect data and conduct studies to evaluate and guide TB control mterventlons

« ensure fiscal accountability and efficient application of resources to hlghest priority
needs of the state and local TB programs

CDPH TBCB has a longstanding and ongoing collegial relatlonsh|p with all three local TB-
control programs and has a long history of successful research partnerships with proposed
clinics. Each of these clinics has worked with CDPH TBCB in- Task Orders 8, 9, 25 and 28, as
well as other research studies (HIV status among TB patients, adverse treatment outcomes
study, and others). As evidenced by this successful history, CDPH TBCB has the capacity to
partner with each of the clinics proposed to participate m the consortium; it has gamered letters
- of collaboratlon

Ateach local program, the TB controller is the medical director for the categorical TB clinics

~ where study participants will be recruited and as such have the capacity to recruit patients from
‘those clinics for study participation. The other collaborating clinics (HIV Clinic in San Diego and
the Refugee and HIV Clinics in Orange) are managed by close collaborators of the local TB*
program who have granted access to the. clinic populations:for purposes of recruiting study
participants. San Diego has a long-established research relationship- with Drs: Benson and
Garfein at the Antiviral Research Center at University of Califomia San Diego, who will be
partnering with the"San Diego TB program to perform this study Letters of collaboratlon have
been obtained from all clinic partners (Appendlx D).

E Describe the procedures necessary for collaboratmg clinic to alter their normal

_procedures to those specified in the CDC protocol, e.g. modify method of

diagnosing LTBI (e.g. adding IGRAs if not currently using), to change your current

LTBI preventive therapy regimen (e.g. addition of short course therapy), to modify

the current methods of providing LTBI preventlve therapy (e:g. adding directly

' observed preventive therapy)

The TB controller for each of the three TB programs is directly responsible for and has-authority
for making any changes needed in clinic standard operating procedures. There are no other
required approvals in each of the participating TB clinics. Modffication of operating procedures .
at the clinics will be disseminated to staff, accompanied by training of staff after study
" protocol/procedures are finalized. For example, the standard operating procedure for a subset
of patients who are evaluated in the TB clinic in San Francisco includes a QFT-GIT test. Since
the study will require placement of tuberculin skin test (TST) in addition to collection of blood for
the QFT-GIT, the TB controller will direct clinic staff to place and read TSTs on study
participants, or, will inform clinic staff that study staff will be performing these tasks on all
enrolied patients. in San Diego, the TB controller has authority over the refugee clinic, which is
located about 10 miles from the TB clinic. The County of Orange Health Care Agency has two
TB dlinics, one located in Santa Ana and one in Westminster. The Refugee Health Services
Clinic is located in Westmiinster, in the same suite as the TB clinic. The HIV clinic is located'in
Santa Ana, next door to the TB clinic, The TB Medical Director has authority over the TB and.
Refugee Clinic. In San Francisco, the TB controller also has direct authority to modify
procedures and protocols. In Orange and San Diego sites, the TB controllers will work with the
HIV clinic medical directors to ensure that client screening and follow-up procedures are
congruent with study procedures. Each of the HIV clinic medical directors provrded a letter of
collaboration (see Appendlx C). '
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Each participating clinic has been using QFT-GIT during patient evaluation for some groups of -
patients with LTBI for at least two years. Each clinic will incorporate the addition of placing a
TST on each patient enrolled in the study, soon after venipuncture for QFT-GIT, and according
to study protocol. Each participating clinic proposes the integration of current clinic staff
processes with future research studies; including the referral of LTBI patients to study staff for
enrollment; the inclusion of patient incentives and enablers and/or modified directly observed
therapy to encourage treatment completion and follow-up among study participants; and '
additional tracking processes to ensure follow-up activities for study participants: Each of these
clinics has experience using directly observed preventive therapy for a subset of high-risk
‘patients (see above), addition of DOPT for. groups not currently receiving DOPT would be eaSIIy
incorporated into current clinic processes. Each clinic has had experience with a variety of
treatment regimens for LTBI. In fact, two of three clinics have participated in the Tuberculosis -
Clinical Trials Consortium, including study 26, which evaluated the use of the shori-course
isoniazid rifapentine regimen for LTBI. These experiences provide ‘evidence for the capacity to

\ mcorporate a new treatment reglmen for LTBI in study clinics.

F. Discussion of facmtles and equ1pment proposed for use under the task order atall
‘participating sites o

' Cllnlc Sites *

- Each clinic site has the equment and factlities necessary to carry out the proposed study. In:

particular, each clinic has TB skin-testing equipment, radiographic equipment, sputum induction

facilities, and phiebotomy equipment on-site. Laboratory equipment for collection of specimens

for sputum smear and_culture are also available on-site. Additionally, computers .and network

access will be needed for study staff (and is reflected in the Business Proposal) Detailed

: descriptions of the individual clinic Sites are below: : :

The San Francisco County TB Control Program operates a single dedicated TB clinic. The clinic
is located on the campus of San Francisco General Hospital The San Francisco TB Clinic is
open Monday through Friday 8-5pm with drop-in and follow-up appointments scheduled. It has
a reception area for registration and chart storage, a waiting room, interview room, 4 exam-
rooms, a sputum induction booth, phlebotomy station, pharmacy, and drug dispensing station
and multiple staff offices. It is staffed by 10 nurses and 6 physicians, a social worker, multiple
interpreters, clerks, information technician, program manager, physician liaison, and
‘epidemiologist.. The nurses perform phlebotomy They also perform symptom review and drug
~adverse effect monitoring monthly, and dispense drug refills for patients with LTBI. Chest

~ radiographs are obtained on campus at the hospital facility. Chest films are completed within 1-2
hours of physician order, and digitally transmitted back to the physician, so the patient can .-
return to the clinic for clinician visit or disposition. Blood and sputum are transported to the
public health lab by courier. '

The Orange County TB Control Proqram operates two TB clinics: One Iocated in Westminster

and one in Santa Ara. The Refugee Health Services Clinic is located in Westminster, in the _

same suite as the TB Clinic. The HIV Clinic is located in Santa Ana, next door to the TB Clinic.
- The TB Program Management staff is located in Santa Ana in the same building as the TB .
Clinic. All TB and refugee clinics are open daily 8-4pm, with scheduled and drop-in
appointments at the TB clinics, and scheduled appointments only at the Refugee Clinic.

The San Diego TB Control Program operateé a dedicated TB ¢linic and provides a range of
services including sputum collection, tubereulin skin tests, QFT-GIT and chest x-rays.
Additionally, the program’ provndes treatment for LTBI and active disease. The San Diego TB
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clinic has.three exam rooms, sputum foyer, two sputum booths, two isolation rooms, and an x-
ray suite. The clinic is staffed by one fulltime physician, one registered nurse, three licensed
vocational nurses, two x-ray technicians and a supervising public health nurse. There is a
pediatric specialty clinic monthly staffed by rotating physicians from Rady’s Children’s Hospital.
Hours of the San Diego TB Clinic are 8am-4pm Monday through Friday. The refugee clinic in
San Diego consists of two exam cubicles in an exam room, a nurse station, and a blood draw
. room. This daily.clinic is staffed by an attending physician from UCSD (often with a few v
residents from the UCSD School of Medicine) or nurse practitioner (from the TB clinic, who
performs general health exams as well as LTBI treatment), one registered nurse, one
phlebotomist, and two interpreters. The attending physician posmon is currently on a rotation
among three prowders under contract from UCSD. .

~ University of California, San Diego clinicians see HlV—mfected patients at 1) the Owen Clinic,

which is located in the UCSD Medical Center Hillcrest Medical Office Building adjacent to the
UCSD Hillcrest Hospital 3.2 miles-from the San Diego TB Control Program; and 2) the Division -
of infectious Diseases Outpatient Clinics, which are held in the UCSD Medical Center
Outpatient Clinic or in the UCSD Thornton Periman Pavilion Outpatient Clinic on the La
Jolla/Thornton campus 10 miles from the San Diego TB Clinic. All clinics provide TB screening
- by TST and QFT-GIT, as well as treatment for active TB and LTBI. The combined total of -
patierits seen per day in.the UCSD Owen and ID clinics is 100-120. The Owen Clinic alone
sees over 4,000 patients per year. The Owen clinic is open from 8 am-5 pm Monday through
Friday. . -

Laboratory Facilities

Laboratory testing for the study including IGRA, AFB smears, cultures, and drug susceptibility
testing are performed at the local public health lab. For this study, we are requesting that costs
of QFT-GIT kits and processing of blood samples to perform and interpret QFT-GIT tests be
reimbursed (as described in the Busrness Proposal) Detailed descnp’uons of each mduvrdual
lab is below: :

The San Francisco Department of Public Health Laboratory (SFDPHL)

SFDPHL is a state-of-the-art microbiology laboratory under the jurisdiction -of the City and
County of San Francisco. The SFDPHL facility encompasses over 4600 square feet of
laboratory space, and is equipped with 5 class Il biosafety cabinets, 2 robotic DNA/RNA -
extraction units, EIA testing equipment (for automated and manual execution), 2 rapid
thermocyclers (for PCR), freezers (3x-80°C, 7x - -35°C) for the storage of blood and other
speCImens and 15 centrifuges for both clinical and molecular operations.

Approximately 120,000 lab tests are performed annually at the SFDPH.L, which is staffed by 20
laboratory personnel, 10 of whom are bachelor's-level laboratorians who have been trained and
certified by the State of California as Public Health Mlcroblologlsts 1 of whom is a doctorate -
level scientist. The SFDPHL is fully equipped with over 20 personal computers connected by

" intranet that are continually staffed by certified network professionals. The SFDPHL has
proximity to numerous support facilities, mcludlng San Francisco General Hospital, UCSF and -
UC Berkeley, with whom numerous collaborations take place on a regular basis. The laboratory
is funded in part through the Clty general fund, in addition to a number of federal and state
granting sources.
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SFDPHL has been performing QFT testing (first generation and subsequent versions) since late
2003 and QFT-GIT testing from 2008 to present. The laboratory and the TB clinic have a long-
established relationship. To-date the laboratory has done over 50,000 QFT tests, including
approximately 10,000 QFT-IT tests per year. In 2009, the SFDPHL performed 10,329 QFT
tests using an automated immunoassay processing dewce—_a DSX Automated ELISA System
by Dynex instruments, 2460 smears and cultures for AFB isolation. Between April of 2010 and
~April of 2011, the lab performed 187 NAA tests for MTB. All QFT testing at SFDPHL is
performed by licensed (CA State Certified) Public Health Microbiologists. These staff are
evaluated annually for bench level performance, and also perform proflc:lency testlng usmg
panels both internal and provided externally. :

Orange County Public Health Laboratory

QFT-GIT tests are performed in the Immunology section of the Orange County Public Health
Laboratory by certified Public Health Microbiologists. In2010, 1373 QFT-GIT tests were -
performed, in addition to 5830 acid fast bacilli smears, 5880 cultures and 547 nucleic acid
amplification tests (NAATSs), 214 genotyping, and 82 drug sensitivity tests from specimens of
patients suspected to have TB. This laboratory is a biosafety level-2 facility that uses a Thermo
Wellwash 4MK2 plate washer and a Biotech ELX 800 plate reader to perform QFT-GIT. The
laboratory has been performing QFT-GIT testing since April 2009. The laboratory is located-
across the parking lot from the Santa Ana TB Clinic and 5.73 miles from the Westminster TB
Chnlc :

San Diego Countv Public Health Laboratory

QFT-GIT tests are performed in the County of San Dlego Public Health Lab by State of
California certified Public Health Microbiologists. The laboratory implemented QFT-Gold in late -
20086, and QFT-GIT in August 2008, QFT-GIT is performed using the Dynex DSX Automated
System under BSL-2 conditions. All TB specimen processing and culture work is done in the
BSL-3 lab. In 2009 the Iaboratory performed approximately 3200 QFT—GIT tests and 3800 TB
cultures.
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- State of Califdrnia—Health and Human Services Agency

. California Department of Public Health
CBPH T
V)ROI\l_(V:HAPMAN, MD, MPH ‘ ) : . : N ’ EDMUND G. BROWN JR.

Director ' ‘ _ , : _ - Governor

November 2, 2011 -

Barbara Garcia, M.P.A.

Health Officer

San Francisco Department of Publlc Health
- Public Health

101 Grove Street, Room 308

San Francisco, CA 94110

Dear Ms. Garcia:

LETTER OF AWARD — San Francisco Department of Publlc Health TB Control
' ~ Section: Tuberculosis Epidemiologic Studies (TBESC)
Task Order 1, “Improvmg the Diagnosis and Treatment of
~ Latent Tuberculosis Infection”
FUNDING PERIOD — November 1, 2011 through September 28, 2012 .
This letter supersedes the Letter of Award dated October 14, 2011. The purpose of re-
issuing this letter is to augment Task Order 1 to provide out-of-state travel funds so that
the San Francisco County Principal Investigator, L. Masae Kawamura, M.D., may attend
the first semi-annual TBESC meetlng The meeting will be held December 8 and 9 in
 Atlanta, Georgia. :

AWARD

The California Department of Public Health (CDPH) Tuber‘CUlOSlS Control Branch
(TBCB) is awarding the San Francisco Department of Public Health up to $23,538 to
support this study. These funds are being awarded with the understanding that your
staff identified in this award will work with the staff of the TBCB in carrylng out study
efforts : ‘

This award is valid and enforceable only if 2012 Federal budget pro'l/ides sufficient .
funds available for the purposes of this study. '

MANAGING YOUR AWARD

Requirements for the use of these funds are listed in the enclosed Scope of Work
Budget and Part 1 of the FY 2011-2012 Policies and Procedures Manual (PPM) This
manual can be found on the CDPH TBCB internet site at:
http://www.cdph.ca.gov/programs/tb/Pages/L ocalAssistanceAward.aspx. ,
Reimbursement of your expenditures is contingent upon compliance with these

Tuberculosis Control Branch, 850 Marlna Bay Parkway, Building P 2" Floor Rlchmond CA 94804-6403
(510) 620-3000

Internet addresf 0@- cdph.ca.gov
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| Barbara Garcia, M.P.A.
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November 2, 2011

standards and procedures. The onIy-exception to the PPM requwements for this award
is that invoices for thls study may be submrtted monthly rather than quarterly

Invoicing for vour Award

A srgned orlgrnal invoice (in blue ink) must be submitted on your organization’ s
letterhead. Bill to the California Department of Public Health, TubercuI05|s Control
Branch. Marl invoices to:

California Department of Public Health
' Tuberculosis Control Branch

850 Marina Bay Parkway, Building P, 2"d Floor
Richmond, CA 94804-6403 S

Attn: Mr. Davrd Beers Fiscal Analyst

Inv0|ces for this study will not be processed until a signed “Acceptance of Award” has
.been recelved by the CDPH TBCB. ‘

ACCEPTANCE OF YOUR AWARD .
- To acknowledge your acceptance of this award and the condltrons attached to it, please
_return an original of the attached “Acceptance of Award” with an authorized signature to:

California Department of Public Health
Tuberculosis Control Branch

850 Marina Bay Parkway, Building P, 2™ Floor
Richmond, CA 94804-6403

Attn Mr Davrd Beers, Fiscal Analyst

Fiscal questions should be directed to the TBCB fiscal analyst, Mr David Beers, (510)
620-3012 or by e-mail at david.beers@cdph.ca.gov. Study related questlons should be
directed to Lisa Pascopella, (510) 620-3865 or by e-mail at :
lisa. bascobella@cdph ca.gov.

Srncerely,

. '.'" ’ o : -
o T i AT
..4-'. et ..7 — r‘acff_r'_r S T R

Su.e Spleldenne_r, RN, MPH, Chief ‘
Resources Planning & Management Section

- Enclosures:- Award Acceptance Form
- Scope of Work :
Budget
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INTRODUCTION FORM

Bv a member of the Board of Supervisors or the Mayor

Time Stamp or
Meeting Date

[ hereby submit the following item for introduction:

Il

1. For reference to Committee:
An ordinance, resolution, motion, or charter amendment

. Request for next printed agenda without reference to Committee
Request for Committee hearing on a subject matter
Request for letter begmmng “Supervrsor : inquires...”

C1ty Attorney request

Call file from Committee .

Budget Analyst request (attach written motion).

Substitute Legislation File Nos.

. Request for Closed Sess1on

10. Board to Sit as A Committee of the Whole

11. Question(s) submitted for Mayoral Appearance before the BOS on

B B o ol

DDDDDDDDDH'

Please check the approprlate boxes. The proposed leglslatmn should be forwarded to the
followmg

D Small Business Comm1ssmn R D Youth -CommiSsion

D Ethics Commission : N D Planning Co’mmission_

L] Building Inspection Commission ‘ '

Note: For the Imperative Agenda (a resolutxon not on the prmted agenda), use a different form ]

Sponsor(s) Mar

Subject: Resolutlon authorizing SFDPH to accept and expend retroactively a grant from SFDPH to
' participate in a program entitled "Tuberculosis Epidemiological Studies Task Order 1,
"Improving the Diagnosis and Treatment of Latent Tuberculosis Infection.” -
The text is listed below or attached:

Please see attéched.

Signature of Sponsoring Supemsor

F or Clerk’s Use Only:

Common/Supervisors Form . ] ' ' © " Revised 05/19/11
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