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Session: Innovations in the production and use of surveillance data
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Session: Highlighting the latest development in the TB Vaccine era
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RIbTZC T A A A S0%H efficacy » FRAMGE] FFIFEH - BEATHT
M72/AS01: > ¥~ 2050 FERVEEIE R &S U 2=

Preliminary results

2018 The year of TB vaccmes

. A Pn-/post mee Dunuon of HN | Incidence rate reduction in 2050
| Veccioe POI/POO infection | efficacy protection®  indication China South Africa India
~ —— ———— 3 e ——— )
| '."i‘ | 16% 19% | 39% |
; ‘ e (13-20%) | (13-25%) | (32-53%)
| Assumed BFG a rm 50% 10years | Cotraindicated ) ‘
revaccination | o » % 21% 27% ’ 52%
L (17-27%) | (2035%) | (44-67%) |
| , 3% 3% 7%
4, S bt 25 mxw.m (2-4%) (1-5%) (5-10%)
su f——————q stsumed - - : —
r . 50% ! ':hvurﬂ cacy |
M72/AS01, rm | 10years | e 37% 32% 41%
§ s Guviesti} | (36-37%) | (26-37%) | (32-46%)
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Table 2. Vaccine Efficacy of M72/ASOL¢ versus Placebo for Each Case Definition of Pulmonary TB.#

Cohort and Case Definition M72/AS0L Placebo Vaccine Efficacy
No.of  Personyrof  Rate per100 No.of  Personyrof  Rate per100 % (%0%Cl) %(95%Cl) P Valuef
Participantst  Follow-up  Personyr (0% CI) Participantsi  Follow-up  Personyr (90% CI)

According-to-protocol

efficacy cohort

Fistdefinition 0 300 03(02t005 n WA 06(041008) SAO(139t0754) 540910782 004

o

Sensitivity analsi 30942 01(011003 I IS 05(03t007) 03 BL3to87]) 703 (194108%0)
Second defiton 7942 02(011004 I I3 05(03t007) S3(12810801) S83(0Stod2T) 005

)
)
)
Thirddefinition 6 3008 04(03007) 1S M4 07(051009) 353 (95t0618) 353 (-212t065)
)
)
)

-

Fourth definiton I NmB 05(03t007 v WA 07(051010) 364(59t0618) 364 (-l68to6s3)
Fith defiiton A I 06(04t008 0N VNS 08(06tl]) 292(131t0557) 292(-B710595)
Modfedffhdefiiton 20 3718 0504008 B NG 07(05tl0) 207 (110t0553) 207 2830593

ZRFRIFEE] > 7E post-hoc 43 HTH — U ARMERRIVEEIE.: {F 25 B LA FAVEFAH
EENEEARIAT 80% M efficacy » FIBAEARTY 25 priNZel#E » AlEHEY - 55
SMIZERENE 2 ArE RN W RO S RS - R0 - HRERS
NHEETS subgroup 347 ] DUMHELENY N Brgr bbb > power N R EREEE T I
R o BN - SE(EIFSC R R HHEHER 3 4 ANERL RN T AR e 2
HEN > ANBESEAE RIANRE I BEE - AlNE > B e
BRI N GEEF B SE R & OTTH 3 - BESE S SE G R > 2
S EASREHRAIRES - FUZ AR FHAPE B A Xpert BRRE (Y SRS (RS
49 80%) BN - INEEGHBUHFE - 1£—FltAA 8000 2 AHZa#E
KRG ATEE % (28R 3000+ i Zal s > SRS AR BOLREHIEEZRZ
Weak A o B iR AR TR 1) 2 (R AR R PRI IR B S BRIk T DAfige
T R{] efficacy (R H A LERHE R B RMAY - #E S0 AR 2 BrEah k4
IR AR (HEE b CEARE MrTRCESIEEE - BEEA
e B S A RA R o A (S AR SR IR T UG I SR S 4 SR DUE Ry
PP FT B R T AR -
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among adolescents HY Elisa Names BRI 53 Z40{a7E H4:31C (with 31C adjuvant ) ¥t
P 2 A TR e ORag JTRVER PR ERAS SR - 5 X% §1E POL, A9tk
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(S H R N A R E HA31C I B R A RURE - (B AR~ RES
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C Sustained QFT Conversion

100+ 20+

—— Placebo
90+
¥ o B - H4IC3
= BCG
£& g
3c 101 —
no g
L0 'l
3 E 50 5 1
i =
tU
L e e e
S o 0 6 12 18 24 30
£
o
o J:l:j:
0- I T T T 1
0 6 12 18 24 30
Months until Sustained QFT Conversion
No. at Risk
Placebo 310 302 287 263 122
H41C31 308 303 288 268 124

BCG 297 281 136

Mark Hatherill 2R4845 75— RAVEZEG HrA] > 7 SHZEE KHY panel discussion © 1
IR ERYES b 0 2018 FRZEIFE B —4 » IAFTA— A i
ANFE =R - BMEHE - ENEE SN s ERERAEY - I
G o BB RS AZRR TR AR - PS4 - BaafmEIRayE /D
BRI AR 16% ~ 37% K 50% > Q0552 POD FIRER] LMER /A4 36 > (55
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TB Scientific 2018 M tuberculosis infection: acquisition, control and clearance
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FRAY innate immunity VSR > A R ISRV RIF BT AR RIIAE(E - 38
F IR I G R ATERR -
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Inhibition Assay (MGIA) » {REFBEAVANSREAE HEREE K7 B (H AT 2 B BR A 1
BHETTHIMAR ARHETT MGIA - #3725 T KAy R e BOR T Re AR -

512 H4:31C fEimtbarybitse - 5436 QFT #8248 4 TU/ml BL3&5p = AR - 1
HAFIFIEZE S TERVEER - BRSMERAE 035 UM - ZEEEET 7554
RAEENH - R A REBCRAVHE - IITE S T AR R R R ETT
= B ERHE R R i o BN S MEAYEREEAA? "]~ ATRE
TR

PK/PD %78/ /72 workshop

£ TB V)5 T80 S B R VSRS - FFZ((I4E PK/PD BERIGEITAHRARY A
FRAEE ARG - 7 HRER L R PR B 45 ST TRBERITEDR] - 48 5/Y PK/PD
BFFEEEER 40 INH 1S BERTEEY) » AUC24hMIC FYLL BRI ERE 1A = AR RE M
EHEEYRAHZRER - BI0: INH L FEEE |72 3881 - INH SmPK AYHI&E
FEUALEHY fast acetylators 2R 2 FEAHYF-HIMERETJ(EBA) » {H INH Fl &40
Z 10mPK > AIET3E A0 ECO0 HAZE4E 33%F] 100% - Fritz4h > [EIRFEEEH PK/PD
BHZERR T i e SEY RIS 0 0N - SEYIRIVE BV S thBE B0 » B0 Linezolid
B BEINHI 234 4E Cmin >7-8 ug/ml E4E QT E]) - SR EIZEYIFE TB ikt
NHVRE At 2 RS 2HRE - HiZBs M EIer iR 2 & 5o BRHVERR (PH
7.39, range 7.19-7.54) » RILAFEE BT PK/PD DU AJE PK &Rl > &5 &Y% &
F&EEHIRE S IR EAREIE FH RO AR BB (] translation PKPD model 2R #E
TTERAREASRIVEI R TN - Pt N EEY) Z AR R AT 722 R (eradien) (EAE & S BT
SEVEMEEE © HAT whole genome sequencing HYRFFEAEEE.: TERAERIEAE 2 A
LIFREIAE clone HYSSZERED N ED) o R I #EEEA FR R EieEE - 1)
0B [ SEY) A AR B A BB R MIC DR B g AL PRI S
SE 25 3T o PRI 38 SR W SE BT R U7 BTV AR BERE 1S - B 4R A S
SRR ATTHIE T » 1B L B T RS SR & EE A
o FEIERHY section HHETERE] MIC HYFER] > {#&T disc diffusion KFEEYILLZ51]

MR SRR RS 22005, 1, 2, 4 ug/mL) » H{FEE MIC B{EHE &2 2%
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R A P BRI BRIV E AL - INILIREEA AR MIC > HERE A
FIA [ B B 2 [T ET T MIC ARBRAe St T o B ey 7 A i B AT b2 e (b
FaH'E e RV ER - NEEsERAT S RIS R EEEHYZE QC range, tElE 95%
Y MIC 2 fhifEis (EHEE A -

Correlation of PK/PD indices with linezolid
toxicity - effect on hematocrit

1 1 2 3 1 2 1 ‘ ST S VD
104 G toga AU 1og0 e

+Hematological toxicity was previously associated with C.,,, > 7-8 ug/ml
in non-TB patients.*

*In the NixTB trial, anemia was the principal toxicity mandating LZD
holiday or dose adjustment.*

1. Pea etal, JAC2012; 67:2034

2. Matsumoto et al, UAA 2014; 44:242
3. Cattaneo et al, [IAA 2013; 41:586

4. Conradie et al, CROI, 2017

K. Bigelow, Int! Workshop on Clinical Pharmacology of T8 Drugs,
2018, The Hague

Importance of QC strains

Table 1:
Tentative Quaity Control Ranges' for M tuberculosis QC strains

Drug M tuberculosis ATCC 27294
Amscn 0252
Cydioserine 40160
“Ethonamde T06-5
Ethambutol <2 -—
Isonazd <0.5 -— |
Kanamycin 0.6-5 -———
Moxfloxacn s05 >
Ofloxacn 05-2
PAS <05 -—
"Reampn s05 - —
Rdabutin (Ansamycin) s0.12 -— |
| Streptomycin 052

Note: ' Ranges based on In-house testing

Contact Thermo Fisher Scientffic Mcrobiology Technical Services for assistance in the
event that quality control discrepancies cannot be rescived . See final page for contact
information

Plates are quality controlled to ensure that the correct activity of drug Is present. Performance
of the procedure has not been established at this point

SO B ERE Sy 0 WHO  SAEEHEH” Technical report on critical
concentrations for TB drug susceptibility testing of medicines used in the treatment of

drug-resistant TB” -~ BliE KR AT = RIS 756 2 T E -
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Table 1. Critical and clinical breakpoints for ded
for the

TP

o
in (CC) #
Moxifloxacin (CC) 5
Moxifloxacin (CB) 4 - 20 - 1.0
Gatifl in (CC) ¥.9 05 =1 - 0.25
B. S.condbl. line Amikacin 30.0 2.0 - 1.0
injectable agents Capreomycin 40.0 4,0 | = 2.5
Kanamycin ¥ 30.0 = 2:5
(Streptomycin) 1 4.0 2.0 2.0 1.0
C. Other second-line Ethionamide V1 40.0 50 10.0 5.0
agents. Prothionamide ¥ 400 = = 25
Cycloserine / terizidone [C= - - -
linezolid - 1.0 1.0 1.0
Clof L - - - 1.0
D. Add-on agents D1 Pyrazinamide ¥ - - - 100.0
{not part of the core Ethambutol 7 2.0 5.0 745N 50
MDRTB regimen) D2 | Bedaquiline @ = - 025 | 10
Delamanid ™ = - 0016 | 0.06
D3 '9| pamincsalicylic acid ¥ -
Imipenem<ilastatin V)
Meropenem V1
Amoxicillinclavulanate V1 -
(Thioacetazone) 7 - - - -

All concentrations are in mg/L and apply to the proportion method with 1% as the critical proportion.
Unless otherwise stated, they are critical concentrations (CCs), as opposed to clinical breakpoints
(CBs). Chanaes to the previous version of the table are highliahted in red.(11)

WHO guideline updates

WH O $1#f INH Hi8E(H) S FFrHIARAERTES | SRIEEE 240 M ol 3
BRAE (5 P (47— & )T SERY Hr 5 NATHE S HVGHRIL ~ 18 SR8 1 22
Ol R 1 1%, 1 0%, 8%)  NILH#ETT T &4t mIB s ot g - (D
WIS EEE LSS SR LAY e /7 & 6 (8 H AY(HREZ-Lix; ()4l
PR EABAMGHE A 2HREZ/4HR i 5 2 & A WY T2 6 & RR-
TB 7> T PR RSR - #5/2A RMP PTEERIE0R 6 (DREZ-Lix (gt feEimig
SURTRE AN BB E R T e A N (E A PR o i EWH O s 2 i el
FQN M1 P Z A BEHIEERE T % o (HE SRR RN Ak
IR H AT FIESE - NRERZSEHVIRN AR A INH #YSEE (Fisor
) RIHEEE T o B N AE WHO FES 4R/ AARHY rapid communication of
RR/MDRTB treatment, TH& T4 ERBHFEAT & HAREZAY guideline, (HEL2 0 1 6 4
Fil— R R [FEIREE Y E4EHY MDRTB SRR 5N SR - (B
group A: FON, Bedaquiline, linezolid, clofazimin, JlI_ group B clofazimin, cycloserine
AR{EH > % group A/B BE(E FHHYSEYIERA e AIF I _E group C HYEEY) - 1E1kHY
RS PR B GRS RS2 PEIRYER Sy - WH O 2R B a] LUZ (B
F o AHIERRATEE 75 BT B HE B Bedaquiline, linezolid 1E A [E] B R AU L4 S F14%
YIERSRE S HE— T

10/25:
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Natonal TB prevalence surveys: digital innovations and their applicability in routine TB
control efforts

FHREEE RN R Al #VE T FEEF IR, 5 QBRI TR TR &
JE I e Y B T B AR S — SR TS B RA » P PREE R A LU R E
EHEEALEA BN TREER - TR TRIRAYE 22 D —HY barcode LAF]
REENETR LU X StteE &R LE - 540 X eE R A LU CADATB HYZE
HEREREERS —GARBEZEEERRE (Xpert) - [ H X YeB A E
Fllfalfkas b SLay B El ] L IE FI St A 55 © 5951 Xpert B &S5 R4
Al ERE TN B DAMRENIEZENE - LEINETHYR ARYIEEERR T AT
K16y eDOT 2tfaH DOT (VDOT) - AT B A HoAth sichs oG m] o s A FHEE12HY
BIPEFIECH] - 5140 Shoebox innovation 775 4% & {6 A AR KT T A audiometry
Bl > AT LLve A bE S B 5O A\ B E R E R TR A YA - INIEER A
{58 SRR > ] DANE FH 72 S5 B M B BB PR A — SR 2 L Eh e
AL ORI AN 882 2 -

4 H B H A RIT BY5RREE# Dr. Lisa Kawatsu #1756 H B BUE B Sk
HIES IR TR TR RSO » 1F SRBRELERIH A Ry Bk T A5 o 4 A R B A T
K > Ktk WHO Europe ¥ 2 BtV 452 2 A fHREEY working group DU
TES BRI S - BE RETDNKER - B ORERE A% - A5
FEEE B FEI5 - By TB #8432 MHE S » UL Dr. Lisa f1 RIT A%
EAIEENR E B R AR E DR & - H R BT 5 B 2w i L B 2Ry
SRAYERE o EEJTHARSUIE ST — F A GV e R B e T B R
BanREmEsk (AP SR) REEGERE—THENSIR » SLM IS
SRR TERIBER A = -
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Breaking beta: Heterogeneity in TB transmission and its impact on model projections
HAEY TB R B EAEERT - 5 2SR I FE SRR HIV &
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#8 ARTI FORST T AGHEAY < (B A5 A RV AN © S5 B [E beta (H
(splitting beta) A HE— T HEE A RAYEET - B0 © EIERTE A RE A FERY(GET40
lumping beta F1 splitting beta > 152 MIEEAZ A 548 %57 Al 5 142/100000 F1
229/100000 - JERIEAMHERITZER] - FrLLEFRFIEEFHRIERY beta HERAVEEE R
FE P A R (] ZE B — 0 AL case detection rate (CDR) B - Fher tHEARAHY
AR ©

FIMEEERE R SR B SE X7 transmission model > #HH contact saturation &
s BRI G ET - B« FEIRRYB SRS R B A R P Y exposure AR&I(E 36%
HETFRHEEAERER 8 B 19%0VEFE LR N » R EEEEEA
P RRECE R IEITAVELS) ~ UGB 5 B R B S B AR 3N
AR F N ZR - SR = 8 ARV EIR R IE - FRE S B iE N N
SRR (EET - T A A B R R B AT 5E R 0.0% Y1 Ag AT - B
Ee At e R IR IR IR S (R AR 52 B REETIRR: - EAHRNY
SRR EIE EAI R RE S 2 15% » Bt RS S E b B R AR A ST
X RHEE TG - AR ERE RGNV erEIER -

TR RE R ITHE - CANTH S & B R S T PR E S8t
SRR ETIR DL SOB NS AT - (R JTIVEN 20t INH F1 3HP 45 T2 A Diget:
SRR BEB AR o HiEEME TB A& A2t Ethionamide+EMB 7&{RIE
FUBEMNEE /T - FFDIEE TB HyREEEHLET 3365 A(01%)BHsa B R G5
DRTB ##f#E& RIlE 738 (44%)Ff4G LTBL VG » DLSERERE: DSTB Hl & £
59%, DRTB ##f8E Fy 47%, FEEITE AT AT AR ETO+EMB JBREHY G5
HIERJTHY 572 AT 8DHERIGE EA#E - 6B MEAER - 3% BAETRIALA
PR 0 IEIRERZL R B E - (HFH 3HP #Y 2251 AHER EAIOR B A FERIELFI
AIMECHS INH N1 ETO+EMB J2 5 > HAZ A 8225 hypersensitivity HYEE © AL
HAYE R 3HP BIfEFIAT hypersensitivity {7 & &R FIFTEZAVIER » WaE
FOfE A LTBI 2 J7 VB REEA AT 2252 © 5540 DRTB {#H] ETO+EMB HYZ £ MAE
HATEH ] > {E iS5 7§ Rag TT4n {3 B R HHAVER 2 -

HARHGFEEE C D CHY operational study * Detecting drug-resistant tuberculosis
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in patients with history of prolonged stay in high burden countries in Taiwan 1T /EH 3H

SLEERR
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Plenary symposium

TB E:BEnH5T EHVH AR o AN LEEO R LI AR I EAL S T2 AIHTT - %
R B AE {50 ] circulating RNA ZRTHMIZR = #2225 I #EZR AUC under ROC curve
#5074 > (EFEEHEIN_ AL 16 {E gene expression HIFZEHYE—M& Klig -
Tt o 5350 AT HYES Rt ZS/ NG - G A W SRR S B i (SR s D& 7 H
GEAZE ~ AR - EERHVZE - HIEMERTAZE] 18%LUK AUC ZE] 95% @ HiE
JEH AR —THEM -

FYNETA L E SRS IR AR B EE )7 > BEEEEHY Stream trial B RI{ERS
FEEEYIETS QTc M2 B EAT 5 PR EEER A levofoxacin HUA moxifloxacin » {EAH
BARVIITEAEIREYTE 2021 A BEHRE - S —RESIER TEE HIV B & THEL
RFE HIV B RIS 2 - E02F B S HIV W AR Z i E A B
E -

Implementation of the revised WHO tuberculosis infection control guidelines

E—hRHY WHO ERZLPEfHE5 48R 2009 4 - THEHESFAEREL 2019 F£-H

I—2e 7> A$EEAVER - HEA T BRERAYHE A T B (trage) » FR#ER AL
FAH BRH R RS TR 1 8 DA S BR AR A SR 2 o] DA B AEL I 2 8 72 B T [
e LSS - EE DHBZERE T o= o BERY IC AVBHST A=A
TESIRAE o R AR — A TR AR AR A IC YRR (Proposed indicator
list) - HATAIRESE FHAVEARAN MBI » FERTHYTES [ st A [F i tH A A 1
Sl A8 P st o PRV FR AR AR IC BATTHER: - 4D Global drug
facility (GDF) A & (L B2 By PPE & m4a B R isE S - N4 laboratory biosafety
AR F BT [
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Indicator List

Managerial IPC Process Measures

National TB infection control guideline scorecard

Proportion of health care facilities (small, medium, larger) with an updated (past 10 years) IPC Plan/SOP that
includes TB IPC measures

Proportion of health care facilities in the district/state with an active infection control committee responsible for
implementing the written infection control plan that includes airborne infection control

Proportion of health care workers trained in infection prevention and control.
Proportion of tertiary health care facilities in the district/state that have been subjected to facility risk assessment
for airborne infection control

roportion of facilities w/ > 90% of hospitalized patients screened for active TB
Proportion of facilities w/ > 90% patients with presumptive TB tested with Xpert
Proportion of facilities w/ > 90% patients with presumptive TB tested with Xpert within one day of admission
Froportlon of facilities w/ > 90% patients with presumptive TB initiating effective treatment within two days

rom hospital admission
troportion of facilities w/ > 90% patients with presumptive TB initiating effective treatment within one day of

pert diagnosis

WHO perspective: finding missing cases in the context of universal coverage/strategic
initiative to find missing people with TB

FH WHO Medical officer Dr. Nobu 2Rz 75 ¥ 17~ [F] B 22 71 T 8l 38 R 22 873 A e
REREAT - H FEE B = KA A (1) AR ABRIEER £, Q) W ADKE
NSRS B0 A WG BB, ) I A\ Esa2Brim sz - [EalEks
o P R R Y B R A g O A\ A A\ B RIS S DU A
CAHE ARG A Bal A g BrsiasR MR - FE IR R m RS
BTN A A SR A B Y B R IEE DUET TSR 2 BT DGR - S59ME
KNCV t7#2# Find and Treat all Missing Persons with TB (FTMP)ZEf% » #Eft
operational guide 2R B [FIB 22 25 70 A B AF - B B G B SR e DLR T
Ry A0E AR

FTMP FRAMEWORK
Vision Prioritize Implemenhﬂon areas
of tuberculosis sl g
Mission Stages Aw 4 f‘ A
Find all missing Prioritize Implement Evidence
persons with TB
and ensure access Guiding principles
to quality care
SKNCV
To divate T
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SR HFEEGE C D CHY operational study © Performance and epidemiological impact of

programmatic management of drug-resistant tuberculosis in Taiwan #E{ /&SR S 2%
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