D
" State of TB

Karen Jacobson, MD, MPH

WANTED:
LEADERS March 24, 2021

TB-FREE

C« E N )\ o ‘.‘ rl
N N2
= -

BOSTON -
UNIVERSITY é?gn;ﬁgﬁg

EXCEPTIONAL CARE. WITHOUT EXCEPTION PU BI.lC

@ HEALTH



Conflicts to report

* None



Where we were at the end of 2019

e e e ° FIGURE 1. Trends in estimated incident tuberculosis (TB) among all persons and among persons living with human immunodeficiency virus
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* Estimated 3 million not diagnosed or
reported

e 1.4 million deaths from TB O
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* TB incidence falling 2% per year 2015-
2019 (9% cumulative reduction)
Reported TB Cases and Rates

* 8,916 new TB cases, lowest incidence United States, 1993-2019
rate (2.7 per 100,000 persons) in the

=
o

Cases per 100,000 persons

5,000

i i i e | A
US since reporting began in 1953 fan. )
§1°’°°° ....'.IIIIII.. X

0

1993 1995 1997 1999 2001 2003 2005 2007 2009 2011 2013 2015 2017 2019
Year

MMWR Morb Mortal Wkly Rep 2020;69:281-285; WHO: Global TB Progress at risk, October 2020



WHO End TB strategy 2035 goals

THE END TB STRATEGY

VISIoN A world free of tuberculosis
- 2610 deaths, disease and suffering due to tuberculosis
GOAL End the global tuberculosis epidemic
kIO | MILESTt_JHES ThHE §T5 | iy
i 2020 2025 SDG 2030* END TB 2035
Reduction in number of TB deaths |
compared with 2015 (%) — 3?5_ = _?5% N - _gf'_ . 95%_ |
Reduction in TB incidence rate 20% 50% BO% 0%
compared with 2015 (%) (<BS5/100000) | (<55/100000) | (<20/100000) (<10/100 000)
TB-affected families facing
catastrophic costs due to TB (%) tero Zero lero Zero

* The United Nations is in the process of defining a post-2015 development agenda. A set of “Sustainable

Development Goals” (50Gs) are being developed for 2030; TB is proposed to be part of the agenda and

poals,
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COVID-19'S IMPACT ON TB IS PROJECTED
TO SET PROGRESS BACK 5 TO 8 YEARS --
RESULTING IN AN ADDITIONAL 1.4 MILLION
TB DEATHS BETWEEN 2020 AND 2025.

Source: Stop TB Modeling Study
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Global TB trends

COVID-19 has had an enormous impact on the number
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" reported people with
TB to be facing significant challenges
accessing treatment and care

of people seeking and receiving healthcare for TB.

IN KENYA

0 OF PEOPLE
5 0 / 0 WITHTB
reported having trouble finding
transport to care facilities

IN INDIA

350/ OF PEOPLE
O wituTs
reported health facilities
they normally visit closed

[ GLOBALLY ] Policy and program officers reported 68% 88%
significant drops in TB notification us GFIC
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Potential increase in TB deaths due to TB service disruption

in the context of the COVID-19 pandemic globally

TB deaths, including HIV+ (millions)

25
TB deaths would be set back close to 2009 levels,
eliminating approximately 10 years of progress
2 e 525,000
additional TB deaths in
2020 compared to 2018 as
15 arestit of the COVID-19
pandemic
1
05
2000 2009 2018 2020

P TBdeaths(actual) @  Estimated TB deaths (including HIV+) as a result of the COVID-19 pandemic, due to disruption of TB services
in the context of a 3-month lockdown and a 10-month restoration of services

i Projected TB deaths based on continuation of trends prior to COVID-19



Global impact of COVID-19 on TB

* 12 months of COVID-19 eliminated 12 year progress in global fight
against TB (to 2008 levels)

* 20% drop in diagnosis and treatment for TB worldwide

* Nine countries™ with most TB cases (60% of global TB burden) saw declines in TB
diagnosis and treatment ranging from 16-41%

* Impact of lockdown on TB transmission not yet known

* In India and South Africa, people coinfected with TB and COVID-19 had
3x higher mortality than people with TB alone

Stop () Partnership

*Bangladesh, India, Indonesia, Myanmar, Pakistan, Philippines, South Africa, Tajikistan, Ukraine



United States TB trends

*In 2020, 23% (1,747) decline in reported TB cases during the
pandemic
* Normally would expect about 100 fewer from 2019

* Under-ascertainment versus true decline unclear
* Fewer persons arriving in the United States
* Less in person screening
* Reassign public health staff from TB to COVID-19 activities

Molly Deutsh-Feldman, CDC, End TB NAR Union 2021 Conference talk



2020 successes and ways forward



Detection and diagnosis

MTB Detected
RIF Susceptible

* Scaling of rapid molecular c
tests and DST towards <80 min

universal access I
Xpert®

MTB/RIF Ultra
(or Xpert® MTB/RIF) | High risk XDR or pre-XDR TB

High risk mono-INH or MDR-TB
4-6 Weeks
Initiate or

Optimize
Treatment’

Culture Sample and Adjust
Perform Phenotypic Treatment if

Drug Susceptibility Needed"
Testing

* Biomarkers | MTENogatie
* Incipient and subclinical TB
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TB disease spectrum—Dbeyond symptoms

* 852 cases per 100,000 persons The First National TB
Prevalence Survey
* Males 1094 vs Females 675 per 100,000 L Sl gl

* Highest ages 35-44 years and >65 years
* Lowest participation in youth and males

* 2/3rds of HIV uninfected, symptomatic persons \

had not sought care

* HIV uninfected more asymptomatic than HIV
infected individuals

e Estimated 39.5% of TB cases not found

* How improve systematic screening for TB
disease




Treatment shortening therapeutics

Study 31/A5349 Schema

l Screen for eligibility ]

Key Notes:

* All treatment: daily 7/7

* Flat P dose of 1200 mg I Consent, enroll I

* M dose of 400 mg ' l

* Food guidance: food with RPT,

no food with RIF | Randomize 1:1:1.‘
Regimen 1 Regimen 2 Regimen 3
(control) (investigational) (investigational)
2RHZE/4RH 2PHZE/2PH 2PHZM/2PHM

(26 wks) (17 wks) (17 wks)

4 v Y

NON-INFERIOR!

Evaluation for primary outcome at 12 months after randomization, secondary at 18 month

SECONDARY: Evaluate safety and tolerability of the regimens, extensive PK of
ALL TB drugs and EFV, biobanking



o TB may play a role in the
development of cardiovascular

disease
TB appears to be a marker for increased
cardiovascular disease risk. This risk
may be related to smoking or systemic
inflammation caused by TB, but the
research is limited.

We need to evaluate TB survivors for the presence of
comorbidities and provide support for modifiable risk

— THE IMPORTANCE OF ——

LINKING TUBERCULOSIS SURVIVORS
10 PRIMARY CARE

2 w3
R

factors, such as cessation programs for smoking.

o We have a growing population of TB survivors

The World Health Organization estimates TB can have Iong-term harmful effects on

58 million people survived TB between mental health P N
2000 and 2018, due to improvements
in TB treatment and detection. Mental health after completion of TB
treatment is poorly documented, but up
TB survivors may be living with to 70% of people on TB treatment
chronié:sondilionds associa'ljedTvaith, experience changes in their mental health
Caused by, or made worse by 15. due to stigma, isolation, and inadequate ~a

i i ial rt.
o TB survivors are at an increased social suppo

- . A simple assessment tool, such as the Patient Health Questionnaire-9©
risk for premature mortallty could be used to assess mental health in TB survivors. Those with

depression or severe anxiety should be referred.

+ H Despite completing treatment, TB survivors,
in both high and low income countries, o We need to better advocate for the

experience three times higher mortality health and wellbeing of TB survivors
than their local populations.

We need to support TB survivors through
0 their treatment by recognizing the long term
effects of TB. An excellent first step is to
ensure that people completing treatment

are linked to primary care. ,
Av)

Scan the QR code for the references
used to create this infographic.

e Estimates of residual lung damage in TB
survivors range from 18 to 80%

Pulmonary TB can cause irreversible lung
damage, which can lead to loss of lung

function, long-term respiratory symptoms,
and chronic respiratory disease.

Emerging evidence suggests that pulmonary
rehabilitation programs may be beneficial for

https://sites.google.com/view/
link-tb-survivors-to-care/home

@ Kamila.Romanowski@becde.ca
Created by Kamila Romanowski, C. Andrew Basham, and James C. Johnston

post-TB lung disorders.


https://sites.google.com/view/link-tb-survivors-to-care/home

Massachusetts



Rate of Tuberculosis Cases, United States and Massachusetts, 1997-2018

TB Case Rate Per 100,000
Population
N N
o o

0.0

I I I I I I I I I I I I I I I I I I I I I I

2000 2003 2006 2009 2012
Year

1997

=+=Rate-MA = =Rate-US

Data current as of 1 March 2021

Data gathered from Massachusetts Virtual Epidemiologic Network

Courtesy of Andy Tibbs, Jennifer Cochran



Distribution of Tuberculosis Cases by Race/Ethnicity Massachusetts, 2020

Hispanic
12%

(N=142)

Data current as of 1 March 2021
Data gathered from Massachusetts Virtual Epidemiologic Network Courtesy of Andy Tibbs, Jennifer Cochran



Rate of Tuberculosis Cases by Race/Ethnicity Massachusetts

2010-2020
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*NH — Non-Hispanic

Data current as of 1 March 2021
Data gathered from Massachusetts Virtual Epidemiologic Network

Courtesy of Andy Tibbs, Jennifer Cochran




Trends in Tuberculosis Cases among Non-US Born* Persons,

Massachusetts, 2010-2020
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Data gathered from Massachusetts Virtual Epidemiologic Network




Other 2020 TB Data Insights - Massachusetts

e 2020 TB cases ARE impacted by COVID pandemic

 20% decline in cases

 ~40% decline in reported latent TB infection (preliminary data)

 More study needed to determine direction and extent of impact
* Increased respiratory precautions (likely cause of decline in flu cases)?
* Decreased international travel (88% of TB cases seen in non-US born)?
* Decreased care seeking for mild cases?
* Misclassification of COVID/TB co-infected cases (similar symptoms and

radiographic presentation)?

* 98% of culture-confirmed isolates were genotyped and little to no local clustering
was seen outside of households



Thank you

#TheClocklsTicking

to reach the #TBTargets2022
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