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WEBINAR GOALS

o Discuss why LTBI is an important issue in TB elimination

» Discuss the LTBI screening/testing/treatment process

o Describe currently recommended LTBI treatment regimens

 |dentify what is new/different about recommendations

» Discuss benefits of implementation of recommendations

Provide resources to help operationalize recommendations
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What type of work organization are you linked to?

A-Public Health Departments and TB Programs
B-Community Health Clinics- includes Free/Charity, Rural Health
C-Hospital

D-Private Medical Practice
E-Long-Term Care
F-Correctional Facility-
G-Homeless Shelter
H-Other (enter in chat box)

ROLE OF LTBI TREATMENT IN TB ELIMINATION

Tuberculosis (TB) Disease:
Only the Tip of the Iceberg

There are two types of TEB conditions:

_—
TEB disease and latent TB infection -

People with are sick
» ) from active TB germs. They
o sually have symptoms and may

But, if the B germs become active,

they ca [Tl TB disease.

U e

risk for davelcping' Te disease
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BREAKING THE CYCLE OF LTBI PROGRESSION TO TB

« Ultimate goal is to interrupt transmission of active TB.

» Adherence to treatment of active TB interrupts direct
transmission.

TheWorld Health

MMMMMMM

90°% - Treatin.g I__TBI prevents TB by indirectly interrupting
i rosdrootery transmission

To Prevent TB
from Spreading

» TB is thus not only treatable and curable, but also
preventable
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PREVENTION OF ACTIVE TB VIA LTBI TREATMENT MAKES SENSE

Individual Organization Society
Wellness Investigations Secondary transmission
Morale Resources Loss of work years
Productivity Liability Chronic morbidity
Lung health
$19,000
K87 70 TREAT
TB DISEASE
TO TREAT
LATENTTB
INFECTION Treatine latent TB
$600 : Tea 1§1g a en
infection is less costly
[ ™)

than treating disease.
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BURDEN OF LTBI IN THE UNITED STATES

Latent Tuberculosis Infection

Affects up to..

13 MILLION
people in the US!

‘Without treatment,
of infected
persons will develop
TB. Among those
5 to 10%,

LATENT
TUBERCULOSIS (TB) B el el TE
BY-THE-NUMBERS e

Number of Cases

268

TB IN VIRGINIA (VA), 2010-2019
TB Case Distribution by Region, VA,
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2019

2020

YTD 2021

(Central 612 526 30|
Eastern 829 630 46|
Northern 4190 3588| 273|
Northwest 503| 459 29
Southwest 531 365 33

ONEOE

(Grand Total 6665|

5568|

411

Data is preliminary and subject to change

LTBI BURDEN IN VIRGINIA BY HEALTH PLANNING REGION

https://www.vdh.virginia.gov/content/uploads/sites/13/2016/03/Maps05-1.pdf
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Think
Latent TB
Infection!

REACHING THE US GOAL OF TB ELIMINATION

* Modeling studies suggest TB elimination goal possible with LTBI
testing/treatment increase strategy

» Finding/treating those at high risk for LTBI a priority as rate of
active TB disease decreases

» Persons at high risk for LTBI fall into 2 categories:
» Those who have been recently infected
» Those with clinical conditions that increase risk of progressing from LTBI to TB

disease

 Clinicians, health care agencies, & community organizations serving

at-risk populations, critical to TB elimination goal
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LTBI: SCREENING...TESTING....TREATMENT

Process of finding/treating those at high risk for LTBI entails:

» Conducting a risk assessment
Symptom review
LTBI risk
Risk for progression to TB if infected

» TB testing
IGRA or TST
Clinical evaluation to exclude TB disease if test results positive

e LTBI treatment initiation
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What is the purpose of a TB risk assessment?
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GROUPS AT RISK FOR LTBI OR FOR PROGRESSION TO TB ONCE INFECTED

=

PEOPLE WHO
USE DRUGS

@

HOMELESS

o P ,
7 50 £
F People with health HAVE
problems that make it SILICOSIS
| === | hard to fight TB disease.
. S~ o R R
- SHELTERS
| * nosernis |, sEEEREE PEOPLE LIVING
FACILITIES
ONbERS'VERS Anlflnl, - HIV
m RECEIVING
ORGAN OR
HAEMATOLOGICAL
Q;e RECEIVING TRANSPLANTATION
RECEIVING ANTI-  DIALYSIS
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True or False: “Not all individuals who complete a TB screening will need a TB test”

100%

A. False
V/B. True
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A GLANCE BACK AT 2000 LTBI TREATMENT RECOMMENDATIONS

Treatment of latent

— NS .
Rating® {Evidance" fuberculosis infection
Duration Treatment of latent tuberculosis infection (LTBI) is an important component
Drugs {ma) Interval HYV- Hive SfETRielimination programs. Tomote ol e With o I WainCldene=iof T

Meta-analysis,

randomized 1 962—20 1 4

Isoniazid 9 Daily Allly Adlly clinical trials
Twice weekly Bl B S U L T e Bravantan o oo T companng =
o . numerous medications with placebo.
Isoniazid 6 Daily Bl Clly e Regimen_ " ™ Sags Ratio (95% o1y
Twice weekly Bl Cil ¥ NH & montha '™ 884 §3—ia:,'s%§
N il sorazicl NH 72055 month a5t ggﬁ?—g?gg)
! 2 months : 29750
Rifampin-pyrazinamide 2 Daily Bl Al EMB = ethambutol Sl 535 (3737958
: BEMES demnion SESCING (e 22iigsiee
. = rifabutin = = 3 e
o & Tace weekly  C{ll Cil EBT = nopenfine ot sy
Rifampin 4 Dhaily Bl B{lly (P = izl anlls s RMETINHFZAT S 832 g§i§§§§%
NH-EMB 091 (0322742
" A= preferred; B = acceptable alternative; C = offerwhen A and B cannotbe given. Among different LTBI treatment regimens, various
1o = therapies containing rifamycins for 3 months or C’
I=randomized dinical i data; 1= data from clinical trials thatare notrancomizedor were conductedin other e wore Sfficacious mt preventing T, -3
populations; Il = xpert opinion. potentially more so than INH alone. These
regimens may be effective alternatives to INH
monotherapy under current guidelines. Clinicians
should take cost, toxicity and efficacy into account &

to make informed decisions on which treatment
plan is best suited to the individual patient.

Stagg HR, Zenner D, Harris RJ, et al. Ann Intern Med. 2014;161:419-28.

Focus after 2000 Guidelines on efficacy studies of new drugs & comparisons of shorter &
longer regimens
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In the past year, what treatment regimen did you often/most prescribe/favor
for clients diagnosed with LTBI?

40%  40%
Daily INH (9 months)

Twice weekly INH (9 months by DOT)
Daily INH (6 months)
Twice weekly INH (6 months by DOT)
Rifampin (4 months)
INH-RPT 12 weekly dose (3 months)

. INH-RIF(3 months)

20%

@ mMmo o w>
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Centers o isease ontol and Preenton

Wocbiity and ortaty Weedy Report
Februay 14,2000

Recommendations and Rearts Vel 69/ No.

Guidelines for the Treatment o Latent Tuberculossnfecton:
Recommendations from the
National Tuberculosis Controllers Association and CDC, 2020

THE NTCA/CDC 2020 UPDATED LTBI TREATMENT GUIDELINES:

Systematic literature review by a CDC-NTCA committee

Recommend the most effective & least toxic LTBI treatment regimens
Recommend shorter treatment regimens that favor treatment completion
Present the recommended treatment regimens in order of preference

Recommend treatment regimens comprising
» three preferred rifamycin-based regimens and
* two alternative monotherapy regimens with daily isoniazid

Encourage healthcare providers to prescribe these preferred shorter & more
convenient regimens, when possible
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For clinicians

EVIDENCE-BASED REVIEW: ‘GRADE’ CRITERIA APPLICATION

‘Conditional Recommendation

The overwhelming majority of individuals in

The majority individuals in this situation would
this situation would want the Jority

want the suggested course of action, but a

recommended course of action and only a . N -
sizeable minority would not.

small minority would not.

The overwhelming majority of individuals
should receive the recommended course of

Different choices will be appropriate for
different patients and you must help each
patient arrive at a management decision
consistent with her or his values and

action. Adherence to this recommendation
according to the guideline could be used as
a quality criterion or performance indicator. preferences. Decision aids may be useful to
Formal decision aids are not likely to be
needed to help individuals make decisions
consistent with their values and

help individuals make decisions consistent with
their values and preferences. Clinicians should
expect to spend more time with patients when

preferences. working towards a decision.

Policy-making will require substantial debates
and involvement of many stakeholders. Policies
are also more likely to vary between regions.
Performance indicators would have to focus on
the fact that adequate deliberation about the
management options has taken place.

The recommendation can be adapted as
policy in most situations including for the
use as performance indicators.
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ELEMENTS OF 2020 UPDATED LTBI TREATMENT RECOMMENDATIONS
IN ORDER OF PREFERENCE

TABLE 3. Recommendations for regimens to treat latent tuberculosis infection

Recommendation Evidence
Priority rank* Regimen (strong or conditional) (high, moderate, low, or very low)
Preferred 3mos isoniazid plus rifapentine given once weekly Strong Moderate
Preferred 4 mos rifampin given daily Strong Moderate (HIV negative)
Preferred 3 mos isoniazid plus rifampin given daily Conditional Very low (HIV negative)
Conditional Low (HIV positive]
Alternative 6mos isoniazid given daily Strong® Moderate (HIV negative)
Conditional Moderate (HIV positive)
Alternative 9 mos isoniazid given daily (onditional Moderate

Abbreviation: HIV = human immunodeficiency virus.

* Preferred: excellent tolerability and efficacy, shorter treatment duration, higher completion rates than longer regimens and therefore higher effectiveness; alternative:
excellent efficacy but concerns regarding longer treatment duration, lower completion rates, and therefore lower effectivenass.

* No evidence reported in HIV-positive persons.

$Strong recommendation for those parsons unable to take a prefarred regimen (e.g, due to drug intolerability or drug-drug interactions).
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THE 2020 UPDATED LTBI TREATMENT REGIMENS AT A GLANCE

Lat Treatment regimens for latent TB infection (LTBI) use isoniazid (INH), rifapentine (RPT), or rifampin (RIF). CDC and
atent

Tuberculosi= the National Tuberculosis Controllers Association preferentially recommend short-course, rifamycin-based,
o 3- or 4-month latent TB infection treatment regimens over 6- or 9-month isoniazid monotherapy.

Infection Clinicians should choose the appropriate treatment regimen based on drug susceptibility results of the presumed
Treatment source case (if known), coexisting medical conditions (e.g-, HIV*), and potential for drug—drug interactions.

Regimens https://www.cdc.gov/mmwr/volumes/69/rr/rr6901a1.htm?s_cid=rr6s01ai_w

| bruec | bpuRraTiON FREQUENCY TOTAL DOSES DOSE AND AGE GROUP

Adults and children aged =12 yrs

INH:
15 mg/kg rounded up to the nearest 50 or
100 mg; 900 mg maximum

RPT:
ISONIAZID' 10-14.0 kg; 300 mg
AND 2 months Once weekly 12 ;;-igi-g tﬁ:: 233 me
-t -1 ! = mg
RIFAPENTINE s
(3HP) =50.0 kg: 800 mg maximum

Children aged 2-11 yrs

INH': 25 mg/kg; 900 mg maximum
RPT'": See above

Adults: 10 mg/kg; 600 mg maximum

=
et
=
=
=

RIFAMPIN® -
(aR) &= 41 months (B B e Children: 15-20 mg/ke'; 600 mg maximum
Adults
ISONIAZID" INH': 5 mg/kg; 300 mg maximum
N RIF®: 10 lcg; 600 i
il 3 months Daily 20 - me/ke —
RIFAMPIN® Children
z INHT: 10 20 mg/ksg®; 200 mg maximum
(3HR) B RITS: 15-20 mg/kg; 600 mg maximum
- Daily 180 Adults .
= 6 months = Daily: 5 mg/ke: 300 meg maximum
= ISONIAZIDT Twice weekly® 52 Twice weekly: 15 mg/kg; 900 mg maximum
£
o (6H/9H) Daily 270 Children .
= 9 months ~ Daily: 10-20 mg/kg*; 300 mg maximum
Iwice weekly® 6 Twice weekly: 2040 mg/kg*; 900 mg maximum

Uving with HIV

LTBI Treatment
Guidelines
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PREFERRED RIFAMYCIN-BASED REGIMENS*

» Three preferred rifamycin-based regimens in preference order are:
» 3 months of once-weekly isoniazid plus rifapentine (3HP)
» 4 months of daily rifampin (4R)
» 3 months of daily isoniazid plus rifampin (3HR)

» Preference based on effectiveness, safety, and high treatment completion
rates.

« Should not be used for patients for whom rifamycins contraindicated

« (including those taking medications with significant drug-drug interactions
with rifamycin).

DEPARTMENT
OF HEALTH

(*A rifamycin-based regimen includes either rifampin or rifapentine) VD H:5

PREFERRED REGIMEN 1: 3HP €D

« 3-month regimen of 12 once-a-week doses of isoniazid (INH) and rifapentine
(RPT) is 15t preferred regimen

« Recommended for people > 2yrs old

» Persons on HIV/AIDS antiretroviral medications with acceptable drug-drug
interactions with RPT

« NOT recommended for the following individuals:
o Children younger than 2 years of age
» People with HIV/AIDS taking antiretroviral medications with clinically significant or
unknown drug interactions with once-weekly RPT
» People presumed to be infected with INH- or RIF-resistant M. tuberculosis
&« » Pregnant women or women expecting to become pregnant during the 3-month regimen

period
t/ VIRGINIA
VD H:::-

2/11/2021
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PREFERRED REGIMEN 2 : 4R «a@»

4-month regimen of rifampin (RIF), given daily is the 2" preferred regimen
» Should be completed within 6 months
» Recommended for HIV-negative adults and children of all ages

» Especially recommended for people who cannot tolerate INH or who have
been exposed to INH-resistant TB

» Should not be used to treat HIV-infected people taking some combinations
of antiretroviral therapy

___ . When rifampin (RIF) cannot be used, sometimes another drug, rifabutin
)Q:? (RBT), may be substituted

PREFERRED REGIMEN 3: 3HR G

« 3-month regimen of INH and RIF given daily is the 34 preferred
regimen

» Recommended short-course for adults and children of all ages

» Recommended for HIV-negative and also for HIV-positive patients as
drug interactions allow.

13
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ALTERNATIVE ISONIAZID MONOTHERAPY REGIMENS

« Two alternative isoniazid monotherapy treatment regimens are the 4t
preferred regimen

» Regimens of 6 or 9 months daily isoniazid with 6 months considered first
» Are as efficacious as rifamycin-based shorter-course regimens

» Higher toxicity risk

» Lower treatment completion rates

» Effectiveness decreased by higher toxicity risk/lower treatment completion
rates.

f/ VIRGINIA
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ALTERNATIVE ISONIAZID MONOTHERAPY REGIMENS

« Alternative regimens of 6 or 9 months daily INH when short-course
treatment not an option

» 6H strongly recommended for HIV-negative adults & children of all ages
« 6H also a treatment option for HIV-positive adults & children of all ages

» 9H rated another option for HIV-negative/positive adults & children of
all ages

« Daily self-administered treatments. May also be given twice weekly by
DOT

V. VIRGINIA
DEPARTMENT
OF HEALTH
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NTCA/CDC 2020 RECOMMENDED LTBI TREATMENT COMPLETION
TIMEFRAMES
Regimen Duration | Doses Complete Within

INH-RPT (#1 preferred) 3 months 11-12 16 weeks

Rifampin (#2 preferred) 4 months 120 6 months

INH-RIF (#3 preferred) 3 months 90 4 months

Daily INH (Alternative) 6 months 180 9 months

Twice weekly INH (Alternative) 6 months 52 DOT 9 months

- Daily INH (Alternative) 9 months 270 12 months
Twice weekly INH(Alternative) 9 months 76 DOT 12 months

VDH:::x-

MAKING A CASE FOR SHORTER-COURSE REGIMENS
- Intended for screening 100%
- 50+
=
LTBl “Cascade g 80— Initially tested
f g 71-9% (71.8-72-0)
0 ’ :Z 707 Received a tes
£ I i it
Care £ 604 %er:-?; (65-6-66-9) EEF.‘E;;"&.;E?"‘;G'?EE"'“
]
T? 50 Completed medical
= lati
_*..zz 40 23.7% (42.5-44.9) Accaprad anc startad
= Recommended for 30-7% (26-8-32-1)
.‘Lé' 304 treatment
= 35-0% (33-8-36-4)
E =4 20+
2 -
= Completed treatment
10— 18-8% (16-3-19-7)
o]

Alsdurf et al Lancet ID 2016 V D Hl":.;:-f;?:-&‘f .
OF HEALTH
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LTBI RESOURCES: HOT OFF THE PRESS......

V. VIRGINIA
DEPARTMENT
OF HEALTH

TESTING AND TREATMENT OF LATENT TUBERCULOSIS INFECTION IN THE UNITED STATES:

Clinical Recommendations

‘_'

NEW 2021 RESOURCE

CLINICAL RECOMMENDATIONS
‘Companion Document’ to 2020 LTBI treatment guidelines

Developed by NTCA’s National Society of TB Clinicians (NSTC)

A ‘living document’ with dynamic nature that resides on NTCA
website -www.tbcontrollers.org/resources/tb-infection/clinical-
recommendations/#.YCAxtHdKiYU

Practical guidance/clinical expertise to “put 2020 guidelines
to work”

Does not replace clinician clinical judgment

16
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PRACTICAL GUIDANCE

» Determining when to test for LTBI, immunologic test to select/clinical
interpretation of results

» Deciding whether to start client on LTBI treatment
* Prescribing correct drugs and dosing for treatment regimens
* Monitoring and managing LTBI Treatment ——

» Treatment options for specific populations, for example:
= + pregnant, breastfeeding and post partum clients

 contacts to pan-susceptible and drug-resistant TB

+ LTBI clients with comorbidities that place them at higher risk for progression to TB

V. VIRGINIA
DEPARTMENT
OF HEALTH

OTHER AVAILABLE LTBI RESOURCES**

“= | Latent Tuberculosis Infection: A Guide for Primary Health Care Providers:
® | www.cdc.gov/tb/publications/ltbi/default.htm

Latent TB Infection Treatment Regimens-Treatment Table
www.cdc.gov/tb/topic/treatment/pdf/LTBITreatmentRegimens. pdf

Rutgers Global Tuberculosis Institute. Management of Latent Tuberculosis
Infection in Children and Adolescents: A Guide for the Primary Care Provider:
2020 globaltb.njms.rutgers.edu/educationalmaterials/productfolder/ltbichildren

**Links to above resources, in addition to the February 14, 2020 guidelines and other VDH LTBI resources,
can be found on the VDH TB Program webpage www.vdh.virginia.gov/tuberculosis/tb-infection-ltbi/ VDHWW

A
DEPARTMENT
OF HEALTH

2/11/2021
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2020 UPDATED LTBI TREATMENT GUIDELINES SUMMARY

* Why act on recommendations?

» Preferred regimens have excellent tolerability and efficacy, shorter
treatment duration, and higher completion rates

+ Alternative regimens have excellent efficacy but longer treatment duration
and lower completion rates

» Assertion that shorter regimens have higher treatment completion rates is
evidence-based

» Both category regimens have similar efficacy

Shorter regimens therefore more effective due to higher completion rates

v VIRGINIA
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Questions

A Q&A document will be provided to all attendees after the
session.
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