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NOi dung

. Ho4 tri liu du phong bénh lao (TPT)

. Céac phac do TPT dang dugc khuyén céo
. Khinao sé khoi dong TPT?

. Quan ly TPT nhu thé nao?




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

There are two types of TB conditions: p

TB disease and latent TB infection. UL

- People with are sick

Y from active TB germs. They
' o %Jally have symptoms and may
«_-ipread TB germs to others.

Tuberculosis
Preventive
Treatment

Hoa tri lieu du phong bénh lao

B germs become actlve,

or QLTS

. Millions 'of people in the U. S.have "
latent TB mfectnon Wlthout tl'eatmemthey are at

To learn more about TB, visit
www.cdc.gov/tb




WHO coi TPT la “tru cot” trong End TB

* Muc tiéu TPT cho 30 triéu nguoi trong 5 nam (2018-2022)
* Nam 2021, chi dat~12.5 triéu (42%)
« Khu viic Pong Nam A

» “doéng gép” 45% s6 ca bénh lao toan cau

* Ty lé t&rvong do lao +8.6% (so v&i 2015)

e C6thé gidm ty sudt mac mdi 8.3% (so véi 2015) khi 4p dung TPT

Public Health in Practice 8 (2024) 100518




Lao tai hoat dong (reactivation) tu LTBI

e 5-15% tién trién thanh

Initiation of

bénh lao trong 2 nam dau NWRFR  infoction

* Nguy co giam dan tiém
can 0% sau 8 nam
* Nguy cotron doi 10%

Latent
infection

Rahlwes, K. C. et al. (2023). Virulence, 14(1)
Enferm Infecc Microbiol Clin. 2018;36(1):38-46



A
Pathology

1 CNS
Brain edema
Vasculitis; endarteritis
obliterans
Meningitis; ventriculitis

2 Lymph nodes
Lymphadenitis

3 Pleura
Pleuritis

4 Heart
Pericardial effusion/
adhesions
Myocarditis
Coronary obstruction
Aortitis

5 Spleen
Splenomegaly
Abscesses

6 Kidney/urinary tract
Renal interstitial nephritis
Ureteral fibrosis

7 Abdomen
Peritonitis
Mesenteric adenopathy

8 Intestine
lleotyphlitis
Intestinal strictures
Perianal abscess

9 Genital tract
Ascherman’s syndrome
(uterus)
Epididymo-orchitis
(testes/epididymis)

10 Bone and joints
Pott's disease

Clinical manifestation(s)

*Herniation
*Brainstem/basal
ganglia infarcts
*Foraminal obstruction &
hydrocephalus

*Chronic draining
cutaneous fistula

*Effusions & *adhesions

Right heart failure

Arrythmias
*Myocardial infarction
*Aneurysm

Cytopenias

Dysuria; hematuria
*Hydronephrosis;
postrenal failure

*Ascites
Abdominal pain

Bloody diarrhea
Bowel obstruction

Infertility

*Discharging scrotal sinus

*Spinal cord compression
& paraplegia

*Kyphosis

*Cold' psoas abscess

»
/‘V()A
y ' *Asterisk indicates clinical manifestation also observable at autopsy

Cavitation

Granuloma

o————Infiltrate

® Primary TB
® Post-primary TB

ao cO thé tai hoat
va tién trién & bat cu
co quan nao

Scriba et al., Sci. Immunol. 9, eado5951 (2024)




Nhiém lao (TBI) hay nhiém lao tiém &n (LTBI

Prediction of
progressionto TB
disease

|

Infection eliminated Latent TB Subclinical Active
: infection TB disease TB disease

Triage test Diagnostic test
for TB disease for TB disease

T
With innate or With acquired
immune response* immune response

Mycobacterium
tuberculosis

L)
AP
— —

Granuloma

—
S

Negative Positive Positive Positive Usually positive

Negative Positive Positive Positive Usually positive

Culture Negative ol Negative Negative Intermittently positive Positive

Sputum smear Negative Negative Negative Usually negative Positive or negative
Infectious No No No Sporadically Yes

Symptoms None Mild or none Mild to severe

Preferred treatment Preventive therapy Multidrug therapy Multidrug therapy

Pai M. et al. Nat Rev Dis Primers 2016



TPT

TB treatment

>

Biophenotype Tuberculosis infection
(MET-A-NAD or LTBI)
ST
4
v !f
N=F
Symptoms Absent
Microbial burden +
Imaging—chest Normal
radiograph
Tuberculosis DNA in Negative
sputum or oral sample
Infectiousness No

Asymptomatic Symptomatic tuberculosis After tuberculosis
tuberculosis (subclinical) (active tuberculosis lung disease
disease)
\
/\l. 2
&
. =
Absent Present Present
e e Absent or +
Often abnormal Abnormal Abnormal
(maybe normal)
Positive Positive Could be positive
Probable (but unknown) High risk No

(might be non-infectious)

Lancet. 2025 Mar 21:S0140-6736(25)00555-0

Lancet 2025; 405: 850-66

Tuberculosis: from exposure to post-tuberculosis sequelae

Tuberculosis infection

Infected person has no symptoms,

and is not contagious. Might eliminate
the infection but remain positive on
tuberculosis infection tests

People with HIV infection or who take
immunosuppressive treatment, or who
have other conditions affecting
immunity have higher risk of
developing the disease

Symptomatic tuberculosis

People with tuberculosis disease might
also have the following: cough, fever,
weight loss, and night sweats.
Whether symptomatic or
asymptomatic, they may or may not
have positive microbiologic sputum
examination

» Uninfected person with negative tests
for tuberculosis infection is exposed to
Mycobacterium tuberculosis

~50% will become infected with close,
prolonged exposure. Usually have no
symptoms at this time

p Asymptomatic tuberculosis

People with tuberculosis disease may
have no symptoms or minimal
symptoms yet have a positive sputum
test or abnormal chest x-ray. They can
be detected by screening, such as
contact investigation, or migrant
screening programmes. If not detected
and treated, many will progress to
symptomatic disease

A d

® Post-tuberculosis effects

Disability primarily includes pulmonary
impairment, but can also include
psychological sequelae, as well as
neurological sequelae, bone deformity,
infertility, kidney failure, or other
problems depending on the site

affected




First hypothesis that First recommendation
isoniazid hasarolein for treatment of TBI by

First trial of IPT in PLHIV
published, and first
WHO recommendation

First WHO guidelines
on prevention, and

TB prevention ATS about IPT in PLHIV End TB Strategy
1965 1993 2015
1957 1990s 2011
First trial of isoniazid Renewed interest in TPT ATS first
as a preventive following onset of the HIV  recommended

treatment

Cac phac do TP
dang duoc khuyén cao

Khuyén cdo ctia WHO
Phac do cua NTP

pandemic and first trials of 3HP
alternative regimens

The Challenge of Tuberculosis in the 21st Century (ERS Monograph)




Khuyén céo cia WHO 2024

Phac do chuan

TPT véi Levofloxacin
e 6L

“In contacts exposed to MDR or

RR tuberculosis, 6 months of
daily levofloxacin should be
used as TB preventive treatment.
(Strong recommendation,
moderate certainty of the
estimates of effect).




6H/9H 3HR 3HP 1HP 4R

Drug(s) Isoniazid Isoniazid/rifampicin Isoniazid/rifapentine Isoniazid/rifapentine Rifampicin

Duration, months 6-9 3 3 il 4

Frequency Daily Daily Weekly Daily Daily

Age All ages All ages >2 years >13 years All ages

Pregnancy Safe for use Safe for use Not known Not known May be safe, although no safety
or efficacy data are available
specifically in this population

Dose Age <10 years: Age <10 years: Age 2-14 years: Age >13 years: Age <10 years:

Interaction with
ART

Toxicity

Isoniazid
10 mg-kg~*-day™*
(max. 300 mg-day™)
Age >10 years:
Isoniazid
5 mg-kg-1-day-1
(max. 300 mg day-1)

No restriction

Hepatotoxicity,

peripheral neuropathy,
rash, gastrointestinal

upset

Isoniazid 10 mg-kg~*-day™*
(max. 300 mg-day™)

Rifampicin 15-mg-kg™*-day™

(max. 600 mg-day™)
Age >10 years:
Isoniazid 5 mg-kg™*-day ™
(max. 300 mg-day™?)
Rifampicin 10 mg-kg™*-day™
(max. 600 mg-day™)
Contraindicated:

All PIs, NVP/most NNRTIs
Use with caution: TAF
Adjust dose: DTG, RAL
No restriction:

TDF, EFV (600 mg)
Hypersensitivity reactions,
hepatotoxicity, rash,
gastrointestinal upset,

hypoprothrombinaemia, orange
discoloration of body fluids

Isoniazid
300-700 mg-week ™"
Rifapentine
300-750 mg-week ™"
Age >14 years:
Isoniazid 900 mg-week™*
Rifapentine 900 mg-week !

Contraindicated:
All PIs, NVP/NNRTIs, TAF
No restriction:
TDF, EFV (600 mg),
DTG, RAL

Flu-like syndrome,
hypersensitivity reactions,
gastrointestinal upset,
orange discoloration of
body fluids, rash,
hepatotoxicity

Isoniazid 300 mg-day™*
Rifapentine
600 mg-day ™

Contraindicated:
All Pls, NVP/most
NNRTIs, TAF
No restriction:
TDF, EFV (600 mg),
DTG, RAL
Hepatotoxicity,
hypersensitivity
reaction, rash,
gastrointestinal upset,
orange discoloration of
body fluids

Rifampicin 15 mg-kg™*-day™*

(max 600 mg-day™)
Age >10 years:

Rifampicin 10 mg-kg-1-day-1

(max. 600 mg-day-1)

Contraindicated:

All Pls, NVP/most NNRTIs, TAF

Adjust dose: DTG, RAL
No restriction:
TDF, EFV (600 mg)

Rash, gastrointestinal upset,
hepatotoxicity,

hypoprothrombinaemia, orange

discoloration of body fluids

H: isoniazid; R: rifampicin; P: rifapentine; Pls: protease inhibitors; NVP: nevirapine; NNRTIs: non-nucleoside reverse transcriptase inhibitors; TAF: tenofovir alafenamide; DTG:
dolutegravir; RAL: raltegravir; TDF: tenofovir disoproxil fumarate; EFV: efavirenz; max.: maximum. *: doses recommended by the WHO: body weight 10.0-15.9 kg=300 mg,
16.0-23.9 kg=500 mg, 24.0-30.9 kg=600 mg, >31.0 kg=700 mg. *: doses recommended by the WHO: body weight 10.0-15.9 kg=300 mg, 16.0-23.9 kg=450 mg, 24.0-30.9 kg=600 mg,
>31.0 kg=750 mg. Reproduced and modified from [9] with permission.

The Challenge of Tuberculosis in the 21st Century (ERS Monograph)



Phac do ciia NTP-VN 2024

Tuwong tuw véi khuyén cdo cuia WHO
6H

3HP

1THP

3HR

4R

6L

BOYTE CQONG HOA XA HQI CHU NGHIA VIET NAM

- Dic 1ap - Ty do - Hanh phic

S6: 162QP-BYT -
Ha Ngi, ngdyl9 thang0lInim 2024

QUYET PINH
vé vi¢c ban hanh tai li¢u chuyén mén
“Huéng din Chin dosn, diéu tri va dw phong bénh Lao”

BQ TRUONG BQ Y TE
Can cir Ludt Kham bénh, chita bénh nam 2023;
Cén ci Nghi dinh s6 95/2022/ND-CP ngay 15 thang 11 nam 2022 ciia Chinh
phii quy dinh chirc ndng, nhiém vu, quyén han va co céu 16 chicc ciia BG Y té;

Theo dé nghi ciia Cuc truong Cyuc Qudn Iy khdm, chita bénh.

QUYET PINH:

Piéu 1. Ban hanh kém theo Quyét dinh ndy tai liéu chuyén mén “Hudng din
Chéan doén, diéu trj va du phong bénh Lao”.

i lidu chuyén mén “Huéng din Chén doan, diéu tri va dy phong
bénh Lao” dugc ap dung tai cac co s¢ kham bénh, chita bénh.

Piéu 3. Quyét dinh ndy c6 hiéu luc ké tir ngdy ky, ban hanh va thay thé Quyét
dinh s6 1314/QD-BYT ngay 24/03/2020 ciia B truéng Bo Y té vé viéc ban hanh
Hudng dfin chin do4n, diéu trj va dy phong bénh Lao.

Pidu 4. Chc 6ng, ba: Chanh Van phong B9, Chanh thanh tra B, Cuc trudng
va Vu trudmg cie Cuc, Vu thude B Y té, Gim déc S Y té cac Tinh, Thanh phd
tryc thuge Trung wong, Giam dbc cac Bénh vién tryc thuge Bo Y &, Thia truéng Y
té cac nganh chiu trach nhigm thi hanh Quyét dinh nay./.

Noi nhgn: KT. BQ TRUONG
- NhuDieud; U TRUGNG
- B§ trudmg (dé blc);

- Chc Thi trudng; /

- Cdng thong tin dién tir B Y t&; Website Cuc KCB;

- Luu: VT, KCB.

Tin Vin Thufn




100+
Intended for screening

904
Initially tested
804
Received a test result
70

60 Referred if test positive
50 Completed medical evaluation
40
Recommended for treatment

304

Intended for treatment
204
10 Completed treatment

Khi nao se
kha'i dong
TPT?

Proportion defaulting from screening and treatment, %




Theo khuyén cdo cua WHO 2020

HIV duong tinh ’ Tiép xtc ho gia dinh ‘ Nhém nguy co khac*

I I

Hién tai c6 bdt ky triéu chiing C6 triéu chiing 7*
nao* cia Ho, S6t, Sut cin hodc

D3 m6 hoi vé dém

= 5tubi

Khéo sét bénh lao |¢————
TST hodc IGRA

Chﬁgg Chni-idinh [ Duong tinh/
iBu tri
dy phong?*

[ Khong c6 bénh lao ‘

khéng sdn c6

l

Bt thudng

Y

Khong XQ nguc thing/
Binh thuong/

Hoan diéu tri
du phong

Y khéng sin c6
Diéu tri du
phong##

.

Theo doi bénh lao khi cin thiét, ngay ca d6i véi nhiing bénh nhén da hoan thanh diéu tri du phong




Theo huéng dan cia NTP-VN 2024 (1

) SO PO 7: QUY TRINH CHAN DOAN, DPIEU TRILAO TIEM AN
(Ap dung doi voi tre tiép xiic hé gia dinh bénh nhan lao phéi dudi 05 tudi va nguoi nhiem HIV)

Tré tiép xiic dwéi 5 tudi Ngudi nhiém HIV/AIDS moi lira tudi

l |

Kham phat hlgn triéu ching: Kham phat hlgn triéu chirng:

Ho, st, sut cin hodc khong ting can, ra md héi dém, suy dinh Ho, sot sut can hodc khong tang cén,

dudng, nhiém trung hé hap kéo dai, bAt thudng phét trién hé ra md héi dém, tién sir tiép xiic (tré nho dudil0 tudi)
xuong khdp, ndi hach, v.v..

1 v
Khéam phét hién, chn doén
bénh lao

Mic bénh lao

Theo d3i: Triéu chimg
nghi méc lao xudt hién

Diéu trj lao




Theo huéng dan ciia NTP-VN 2024(2

) ~ SODPO 8: QUY TRINH CHAN DOAN, PIEU TRI LAO TIEM AN
(Ap dung doi véi ngueoi tiép xic hd gia dinh bénh nhén lao phoi tie 05 tudi tré lén va cac nhom nguy co cao
khac)

1. Ngudi tiép xiic: tir 05 tudi tré 1én,
2. Ngwdi 6 nguy co' cao (trir ngwdi nhiém HIV/AIDS)
Il

Diu hi¢u nghi mic lao:
(xem tai myc 1.1 tri¢u ching 1dm sang nghi méc bénh lao,
cua phan II chan doan bénh lao)

TST, TBST hoic IGRA

A4

Kham phat hién, chin doan bénh lao

Binh thwong Mic lao

Diéu tri lao tiém 4n Didu trj lao

Bulieu ¥ z
oo J oo g st

Ghi chi: (*) Nhing trwéng ho'p dang diéu trj LTA c6 ddu hiéu nghi lao nhung khdm chén dodn durgc logi trir bénh lao céin quay lqi tiép tuc digu tri
lao tiém én ngay va khéng céin xét nghiém lai Mantoux/IGRA




Loai tri’ bénh lao hoat dong

* 4 triéu chng: ho, s6t, sut cadn, ddo mo6 hoi trom vé dém
* Triéu chung...
* Trieu chu’ng va triéu chung...

* Lao hoat dong c6 thé & phoi hodc ngoai phoi
- X-quang nguwec liéu rang c6 du?
* Vai tro cua xét nghiém vi sinh?




Pirng loai trir TB chi bang triéu chirng + CXR

Culture Positive TB By QuantiFERON status
No Previous TB history

(==}

A Culture Positive TB By QuantiFERON status
979 HHCs

51 TB cases

1l
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Proportion free of culture positive TB
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Time (months) Time (months)
Number at risk Number at risk

a1 40 32 [ QFT Nogative 43 “
195 189 159 o QFT Positve 171 164 159

QFT Negative QFT Positive ‘ QFT Nogative

Culture Positive TB by PET/CT status
No Previous TB history

Culture Positive TB by PET/CT status

o

L

145 Symptomatic HHC

L

L

137 HHC with abnormal
chest radiograph

Proportion free of culture positive TB

000 020 040 060 080 1.00

Proportion free of culture positive TB

0.00 020 040 060 080 1.00
N

0 12

o

36 24 36 48 72
Time (months) Time (months)
Number at risk Number at risk

No abnormaity 108 106 No abnormaity 105 103 101

L]

Other abnormaites &3 & Other abnormalites 81 80 80 6
Subclinical TB - Inactve 30 % 13
6

727 asymptomatic HHC with normal chest radiograph SecincuT® 2 21 i TS 18 ¥ .
. No abnormalit Other abnormalities | abacmat er abnormaliies
(n=684) or chest radiograph not done (n=43) Subclnical T8 - nactve subina T8 | gy s

Subclinical T8 - Inactve Sutcinical TB

1
3
1
0

medRxiv [Preprint]. 2025 Jan 20:2025.01.20.25320843
medRxiv [Preprint]. 2023 Jul 3:2023.07.03.23292111



Khuyén cdo ciia WHO 2024

HIV-positive Household contact Other risk groups®

N2 N2

Screen positive for TB? Screen positive for TB?
with symptoms, CRP CXR with symptoms, CXR
(+/- CAD) or mWRD" (+/- CAD) or mMWRD?

N

—

V.

G 25 years |
J

Evaluate for TB and TST, IGRA
other conditions or TBST

A4 No TB disease’ \L L
| TPT contraindicated?’ le
| unavailabl

[€ Positive or | Negative |
( CXR'

( Normal or
unavailable

Defer TPT | |

I
> v

Follow-up for TB disease as necessary, even for people who have completed TPT




Table 1. Risk-Based Approach for Latent Tuberculosis Infection (LTBI) Testing and Treatment.*

Findings Based on History Recommended Action
Any of the following high-priority risk factors: Testing for M. tuberculosis infection should be ~n
Household or other close contact with someone with infectious active tuberculosis performed. If LTBI is present, LTBI treatment N h a n
diseasei is recommended unless there are medical con- 4
Birth, residence, or prolonged travel (>1 mo) in a setting in which tuberculosis dis- traindications or clinically significant drug—drug
ease is common (most countries in Africa, Asia, Eastern Europe, Latin America, interactions that cannot be mitigated. * A
and the Pacific Islands) d I e n
Other circumstances based on local epidemiology (e.g., corrections facilities and ®

homeless shelters)§
Immunosuppression (HIV infection or current or planned immunosuppression with
the use of a TNF-a antagonist, glucocorticoids equivalent to prednisone at a dose c
°

of 2 mg per kilogram of body weight per day or 15 mg per day for =1 mo, or other

immunosuppressing medications)i: Ve
Any of the following biologic factors that confer generally modest increased risk of In the absence of epidemiologic risk factors (as n h o m
progression to active tuberculosis disease if M. tuberculosis infection is presentf: noted above) for tuberculosis exposure, testing
diabetes mellitus; chronic kidney disease; leukemia or lymphoma; cancer of the for M. tuberculosis infection is generally not rec- A Vi
head or neck; chronic malabsorption, gastrectomy, or intestinal bypass; a body- ommended. However, if LTBI is present, LTBI
mass index (the weight in kilograms divided by the square of the height in meters) treatment is recommended unless there are medi- c a n
of <20; silicosis; current or former smoking status; or an age of <5 yr{| cal contraindications or clinically significant drug—
drug interactions that cannot be mitigated. a
No epidemiologic risk factors for tuberculosis exposure and no host risk factors for ~ Testing for M. tuberculosis infection is not recom- ta m
progression to active tuberculosis disease if M. tuberculosis infection is present mended.
V 4
* This table is based on recommendations from the National Society of Tuberculosis Clinicians.® HIV denotes human immunodeficiency virus, So at
and TNF-a tumor necrosis factor a.

T Tuberculin skin test (TST) results are interpreted at the listed positivity thresholds on the basis of epidemiologic or host risk and to improve
test positive and negative predictive values. Interferon-y release assays currently have absolute thresholds for positivity without incorpora-
tion of host or epidemiologic risk. LT B I
i The TST positivity threshold is 5 mm or more.
§ The TST positivity threshold is 10 mm or more.
9§ Children 5 years of age or younger are at high risk for rapid progression to active tuberculosis disease after infection, and severe forms of
tuberculosis (including disseminated and central nervous system tuberculosis) are more likely to develop in such children than in older
:7:’.%)) children or in adults.

N EnglJ Med 2021;385:2271-80




Ra quyét dinh hoa trij liéu du phong

X 4 ot
* (1) Nguy co dién tién thanh kberculoss disease
lao hoat dong |

Assess potential benefits vs. potential risks of
LTBI treatment
Biologic risk factors for progression from
LTBI to active tuberculosis disease
Drug—drug interaction

* (2) Nguy co bién cé bat Lo ik f e fc
khi st dung thudc

Potential benefits of Potential risks of
LTBI treatment LTBI treatment
outweigh potential risks outweigh potential benefits
(applies to most persons) (less common)

. '

Educate patient about tuberculosis signs
and symptoms
Document evidence of LTBI in medical record
Reevaluate risk—benefit ratio over time as
patient’s medical conditions change

Treat for LTBI

N EnglJ Med 2021;385:2271-80




100+
Intended for screening
90
Initially tested
80
Received a test result
70
60 Referred if test positive
507 Completed medical evaluation
40
Recommended for treatment
304

Intended for treatment
20
10 Completed treatment

Quan ly TPT
nhuw thé nao?

Proportion defaulting from screening and treatment, %




TPT c6 gay khang thubc trong tuong lai?

e Chuwa c6 bang chirng thuyét phuc TPT (néu da loai trir active TB)
gay khang thuobc

» Khang thubc thuong dén tir diéu tri TB khong tuan thi hoac phac
do khoéng phu hgp

» Can theo doi sat, néu active TB xuat hién trong hoac sau TPT, thuc
hién xét nghiém kiém tra tinh khang thuéc (DST)

Violet Chihota et al. Drugs (2025) 85:127-147




Thoi diém st dung thudc sinh hoc/ghép tang

« NTCA/NSTC (02/2025): khuyén cdo bat dau thudc ’c ché mién
dich sau =21 thang TPT dé bao ddm dung nap/tuén thu

* Anti-TNF c6 nguy co bung phat lao cao hon IL-17/IL-23 - ching
cl chua ré rang vé TPT hay thoi diém st dung thudc (e ché mién
dich

« Tuong tac CYP giira Rifamycin véi cac thuéc 'c ché mién dich

» Khong tri hoan ghép tang vi TPT, néu chua hoan tat trudc ghép =
ti€p tuc ngay sau ghép khi 6n dinh (thuong chon INH)

Testing and Treatment of Latent Tuberculosis Infection in the United States: Clinical Recommendations
Clin Transplant. 2019 Sep;33(9):e13513




Quan ly bién co bat lgi (AE)

.. 12.0%
Clinical |

10.0%

A Sy s
Prev

Luca Melny 6.0%

Grade 3 and 4 AE AE leading to drug discontinuation
m6-9H m3-4HR =m3HP 24R

Clin Infect Dis. 2023;77(2):287-294



Adverse Events Categorization Number of Cohorts n/N Pooled Adverse Events % (95% Cl)

All Studies
Any adverse events® 256 18994/175 069 9.0% (7.3% to 11%)***
Adverse events judged to be related to study drug? 146 7749/98 447 7.0% (5.3% to 9.3%)***
Adverse events judged to be related to study drug by independent panel® 20 1567/23 012 4.1% (1.3% to 12.2%)***
Grade 1 and 2 adverse events® 31 2353/24 238 16.4% (8.7% to 28.7%)***
Grade 3 and 4 adverse events® 74 1655/38 960 2.4% (1.7% to 3.5%)***
Adverse events leading to permanent drug discontinuation® 228 8780/160 909 3.7% (3.1% to 4.5%)***
Death judged to be related to study drug® 20747, 25/181 993 .00011% (0% to .00102%)
Death judged to be related to study drug by independent panel® 37 19/31 924 .00996% (.00111% to .08941 %)

Only pediatric cohorts
Any adverse events® 31 359/7961 2.3% (1.2% to 4.4%)***
Adverse events judged to be related to study drug? 16 69/4185 1.3% (.6% to 2.9%)**
Adverse events judged to be related to study drug by independent panel® 4 5/1276 .03% (0% t0 9.6%)*
Grade 1 and 2 adverse events® 3 6/1446 1% (0% to 6.5%) *
Grade 3 and 4 adverse events® 12 206/4299 3.1% (1.2% to 7.5%) ***
Adverse events leading to permanent drug discontinuation® 26 54/7903 A% (2% to .9%)**
Death judged to be related to study drug® 34 0/10 453 0% (0%,0%)
Death judged to be related to study drug by independent panel® 9 0/2777 0% (0%,0%)

Only adults or cohorts with mixed age population groups
Any adverse events? 225 18 635/167 108 10.7% (8.6% to 13.1%)***
Adverse events judged to be related to study drug? 130 7680/94 262 8.5% (6.4% to 11.3%)***
Adverse events judged to be related to study drug by independent panel® 16 1562/21 736 8.69% (3.25% to 21.25%)***
Grade 1 and 2 adverse events® 28 2347/22 792 23.4% (14.7% to 35%) ***
Grade 3 and 4 adverse events® 62 1449/34 661 2.3% (1.5% to 3.4%) **
Adverse events leading to permanent drug discontinuation® 202 8726/153 006 4.7% (4% t0 5.6%)**
Death judged to be related to study drug® 243 25/171 540 .00014% (.00001% to .0014%)
Death judged to be related to study drug by independent panel® 28 19/29 147 .01722% (.00307 % to .0966%)
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Regimen Outcome AE Judged to Be Related to Study Drug?® Grade 3 and 4 AE® AE Leading to Permanent Drug Discontinuation® Death Judged Due to the Drug®
>24H N cohort 2 6 D 6
n/N 184/1303 137/2482 73/2482 2/2482
Estimate (95% Cl) 5.9% (1% to 27.7%) *** 5.6% (2.8% to 11.1%) *** 1.3% (2% to 7.6%) *** 0.081% (0% to .249%)
12H N cohort 7 1 13 14
n/N 204/11 742 21/150 292/13 230 5/13 267
Estimate (95% Cl) 1% (0.3% to0 3.7%) *** 14% (9.3% to 20.5%) 1.6% (.6% to 4.3%) *** 0.038% (.01% to .081%)
6-9H N cohort 84 24 113 132
n/N 4704/60 362 758/13 532 6230/102213 12/110426
Estimate (95% Cl) B6.:4% (4.5% to 9.1%) *** 2.7% (1.3% to 5.2%) *** 4.1% (3.2% t0 5.2%) *** 0.00009% (0% to .00358%)
3-4HR N cohort 14 7 29 29
n/N 419/4426 22/1553 362/8458 0/8458
Estimate (95% Cl) 1018%)(5.1% to 21.4%) *** 0.9% (3% to 3%)* 3.8% (3.4% to 4.3%) *** 0% (0%, 0%)
3HP N cohort 16 19 33 37
n/N 1801/9724 463/9867 1178/16 847 1/16847
Estimate (95% Cl) 3116%)] (18.7% to 48.1%) *** 3.6% (2.2% to 6%) ¥ 8.2% (6.1% to 10.8%) *** 0.00004% (0% to .01822%)
4R N Cohort 18 4 24 27
n/N 306/7164 56/3865 343/11 171 0/10 900
Estimate (95% Cl) 4.7% (2.1% t0 10.3%) ¥+ 0.6% (.1% to 3.6%)° 2.9% (1.8% to 4.6%) ¥+ 0% (0% to 0%)
1HP N Cohort 0 0 2 2
n/N 17/1896 0/1896
Estimate (95% Cl) 0.9% (6% to 1.4%) ** 0% (0%, 0%)
Placebo N Cohort 4 4 9 10
n/N 131/3698 56/1462 230 /6177 5/6177
Estimate (95% Cl) 3.6% (1.5% to 8.1%) ** 0.4% (0% to 20.6%) *** 0.7% (2% to 3.1%) *** 0.0001% (0% to .025%)
Controls—no treatment N Cohort Not applicable 9 Not applicable Not applicable
n/N Not applicable 142/6049 Not applicable Not applicable

Estimate (95% Cl)

Not applicable

2.2% (1.2% to 4.1%) ¥*

Not applicable

Not applicable
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Hepatoxicity Judged to Be

Grade 3 and 4

Death Due to Hepatoxicity
Hepatoxicity Leading to Study Judged to Be Related to the Study

Regimen Outcome Related to Study Drug® Hepatotoxicity™® Drug Discontinuation® Drug®
>24H N cohort 2 6 4 7
n/N 184/1303 66/2482 19/2021 2/2482
Estimate (95% Cl)  5.9% (1% to 27.7%) *** 2.6% (1.3% t0 5.3%) * 0.9% (0% to 10.8%) * 0.081% (0% to .249%)
12H N cohort 7 5 9 11
n/N 129/8815 58/1695 73/9658 3/8967
Estimate (95% Cl)  0.9% (.2% to 3.8%) *** 3.1% (9% t0 9.6%) *** 0.8% (.3% t0 2.2%) *** 0.033% (.005% to .087%)
6-9H N cohort 75 55 86 95
n/N 1193/36 775 1606/43 177 762/41 254 4/64 359
Estimate (95% Cl) 8:8% (2.3% t0 4.8%) ***  2.1% (1.5% t0 3.1%) *** 2.2% (1.6% to 3.0%) *** 0.0001% (0% to .01297%)
3-4HR N cohort 9 12 13 21
n/N 96/1153 39/2250 30/1712 0/3092
Estimate (95% CI)  B5I29%1(2% to 12.9%) *** 1.4% (0.7% 10 2.7%) * 15% (9% t0 2.6%) * 0% (0%,0%)
3HP N cohort 17 19 20 27
n/N 130/8881 60/6281 51/3987 0/12119
Estimate (95% Cl) 106%) (.9% to 3%)*** 1.0% (7% t0 1.2%) * 0.8% (5% to 1.4%) * 0% (0%, 0%)
4R N cohort 18 16 20 22
n/N 63/6535 37/8305 29/9182 0/5427
Estimate (95% Cl)  0.6% (.2% to 2.0%) *** 0.4% (2% to .8%) * 0.2% (1% to .6%) * 0% (0%, 0%)
Placebo N cohort 3 4 6 6
n/N 25/684 46/1599 13/2119 0/1769
Estimate (95% Cl)  0.1% (.0% to 43.5%) * 2.5% (1.1% to 6%) *** 0% (0% to 47.4%) * 0% (0%, 0%)
Controls—no N cohort Not applicable 5 Not applicable Not applicable
treatment
n/N Not applicable 9/3937 Not applicable Not applicable

Estimate (95% Cl)

Not applicable

0.2% (1% to .4%) **

Not applicable
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Variable Levofloxacin Placebo Risk Difference (95% Cl) P Value

percentage points

Participants taking at least one dose of levofloxacin or placebo  960/1023 (93.8) 962/1018 (94.5) -0.7 (-3.5t02.2) 0.65
— no./total no. (%)

7 AN
P H A‘ -D O 6 LfX Participants with one or more adverse events —
no./total no. (%)

Any grade 306/960 (31.9) 125/962 (13.0) 18.9 (14.2 to 23.6) <0.001
Grade 1 or2 290/960 (30.2) 111/962 (11.5) 18.7 (14.0 to 23.3) <0.001
Grade 3 or 4 29/960 (3.0)  19/962 (2.0) 1.0 (-0.3 to 2.4) 0.14

Permanent discontinuation of levofloxacin or placebo because
of adverse event — no./total no. (%)

Total 71/960 (7.4) 117962 (L.1) 6.3 (4.3 t08.2) <0.001
Grade 1 or 2 adverse event{ 59/960 (6.2) 7/962 (0.7) 5.4 (3.6t07.3) <0.001
Grade 3, pregnancy only 4/960 (0.4) 3/962 (0.3) 0.1 (-0.4 to 0.6) 0.70
Grade 3, non-pregnancy related 8/960 (0.8) 1/962 (0.1) 0.7 (0.1t0 1.3) 0.02
Grade 3 or 4 hepatotoxic event 1/960 (0.1) 0/962 0.1 (-0.1t0 0.3)9 0.59
Grade 3 or 4 musculoskeletal event 1/960 (0.1) 0/962 0.1(-0.1t00.3) 0.59
Grade 3 or 4 prolongation of corrected QT interval 0/960 0/962 — —
Death 0/960 0/962 — —

Adverse events in participants taking at least one dose of — -
levofloxicin or placebo|

Total no. of adverse events 422 162
Adverse events classified grade 3 or 4 — no. (%)** 31(7.4) 20 (12.4) -5.0 (-11.3to 1.3) 0.12

Grade 3-5 adverse events that were probably related to levo-
floxacin or placebo — no. of events/total no. (%)

Grade 3-5 adverse event of any type 10/422 (2.4) 2/162 (1.2) 1.1 (-1.0t0 3.3) 0.31

Grade 3 or 4 hepatotoxic event 1/422 (0.2) 0/162 0.2 (-0.2t0 0.7) 1.009

Grade 3 or 4 musculoskeletal event 4/422 (0.9) 1/162 (0.6) 03 (-1.2to0 1.9) 0.67
I \},)} Grade 3 or 4 prolongation of corrected QT interval 0/422 0/162 0 —
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Panh gia két qua diéu tri

Phac do
6H

Hoan thanh diéu tri
dung du 180 liéu hoac it nhat 146 liéu trong 6 thang lién tuc hoac trong thdi gian
khéng qua 8 thang
dung dd 90 liéu hoac it nhat 68 lieu trong 3 thang lién tuc hoac trong thai gian khong
qua 4 thang
dung du 12 liéu hoac it nhat 11 lieu trong 12 tuan lién tuc hodc trong thai gian khong
qua 16 tuan
dung dd 28 liéu hoac it nhat 23 liéu trong 1 thang hoac trong thai gian khong qué 40
ngay
dung du 120 liéu hoac it nhat 96 liéu trong 4 thang hoac trong thoi gian khéng qua 5
thang
dung dd 180 liéu trong 6 thang hoac trong thoi gian khong qua 8 thang




Panh gia két qua diéu tri

 That bai diéu tri: mac bénh lao trong qua tri diéu tri
* T’ vong
« Mat dau, bé tri: bi gian doan diéu tri

e 8tuan vdi 6H, 6L

e 4tuan vdi 3HR, 3HP, 4R

* 10 ngay vaGi 1THP

* Ngirng diéu tri do doc tinh cta thudc
* Khong danh gia




Take home messages

* Nhan dién dugc bénh nhan LTBI tu TBI (!)
e Quyét dinh TPT can dua lén ban can gilra lgi ich va nguy co

* Lua chon phac d6 vao cac yéu té tinh cd san, dac tinh strc khoé
nén, twong tac thuoc, kha nang dung nap, nguy co bién c6 bat Lgi

* Lubén theo ddi sat kha nang bung phat bénh lao trong thai gian TPT

* Ngung TPT vi AE/SAE chua c6 chirng cf cho thay tang nguy co
khéang thudc trong twong lai




Know how to ask questions

Know how to ﬁ’ncf answers

Never give up



