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Mukopoktnpiéia - lotopikot otaOpoi

Amopovwon Kot attoAoyLlkog poAog tou M. Tuberculosis
=> Tuberkelbazillus (pvpatiwdng BakiAAog)

Eloaywyn tou 6pou Muko-Baktnpidto

Ta&wvounon pn moBoyovwy (atumwv) yla Tov
avBpwro pukoBaktnpdiwv

Robert Koch

(1843-1910) Enionun avayvwplon tou eiboug M. bovis

l

Kataypadn >100 etdwv pukoPaktnpldiwv




Meta to 1946 ta aviiBLloTika otV paxn Kata tnc pupatiwon
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AAAayEc ATS/CDC/IDSA 2016-8

KaBnuepwvr xopnynon pappakwyv Katd TNV eviatikn ¢aon Kot tn cuveXl{opuev
daon Beparneiog

PZA otnv kUnon o€ HIV (+), extetapevn, eEwWnMVEVHOVIKA VOCO
Oeparneia HIV (+) aoBeveig

6 nivecg Beparmeiog avti 8unvo r MeEPLOCOTEPO

9 uAveg eav dev Aapavouv avilpetpoikn Bepamneia

Koptikootepoeldn o€ TB mepikapditida povo i evtovng dpAeypovwdoug
avtibpaong, peyaiAng ocuAloync n umogia cuuPpuTIKNG Ttepkapditidog

Ye aoBeveic HIV (=) pe (-) apeon xpwon kot (-) KaAAEPYELA TITUEAWV TO 4uNVo
(2HREZ/2HRE) oxnua Bswpettat emopkec (avti yia 2HREZ/4HRE)

Xpnon poplakwv peBodwv dlayvwonc og TovAdxLotov eva deiypa emti urtoiog
gvepyoul TB

Xpnon poplakwv peBodwv svatoBnoiog eni evdeiéewv mBavng avOeKTIKOTNT
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TREATMENT OF TUBERCULOSIS (

AA\ayec WHO 2017
DS-TB

6unvn Beparmeia og HIV (+) aoBeveic

2017 UPDATE

Koptikootepoeldni o pupatiwdn pnviyyitido avetoptntwe Baputntog

785 World Health
xx‘h‘"“,}' Organization

Koptikootepoeldn oe TB mepkapditida

Y€ meplttwon umotponnc, n Bepameia yivetat faoel DST ( OxtL mAéov 2HRZES/1HRZE/5HRE)
Oxt 4unvo oxnuo — Oyt StaAeimovta oxnuota

The N EW ENGLAND JOURNAL of MEDICINE

II ORIGINAL ARTICLE |

Prednisolone and Muycobacterium indicus pranii
in Tuberculous Pericarditis

B.M. Mayosi, M. Ntsekhe, J. Bosch, S. Pandie, H. Jung, F. Gumedze, ]J]. Pogue,
L. Thabane, M. Smieja, V. Francis, L. Joldersma, K.M. Thomas, B. Thomas,
AA. Awotedu, N.P. Magula, D.P. Naidoo, A. Damasceno, A.C. Banda,

B. Brown, P. Manga, B. Kirenga, C. Mondo, P. Mntla, J.M. Tsitsi, F. Peters,
M._R. Essop. J.B.W. Russell, J. Hakim, J. Matenga, A.F. Barasa, M.U. Sani,
T. Olunuga. O. Ogah, V. Ansa. A. Aje, S. Danbauchi, D. Ojji, and S. Yusuf,

for the IMPI Trial Investigators™

NEIJM 2014;371:1121






Naykoopia enintwon INH non-MDR avOeKTIKAC
Qupatiwong

Metaél Tou GUVOAOU TWV MEPLOTATIKWY TB:
“* Naykoopiwc: 9.5% ocvudpwva Pe oToLXEL TNC:
WHO (1994-2013) o

< ztnv mpwnv 2oPietik) Evwon =>16.1%
2TOV UTTOAOLTTO TTayKOOULo TANBuouo =>7.5%
(1994-2009)

’Q. ., 0 ’ 14
»Ze oudla: 12% (120.000 vea mepLlotatika . Stagg HR, et al IntJ Tuberc Lung Dis

etnolwc) kuplwc Evpwrin, NotloavatoAlkn Acla *  World Health Organization. Globa
* Courtney M, et al Pediatrics Vol



Acdopeva otnv EAAada

1995-2016
«Avtoxn o€ H: 6,7% otouc '‘EAAnvec-10,33% otouc aAAodara
«Avtoxn o€ R: 2,9%ctouc 'EAAnvec-5,5% otouc aAAodamoucg
+MDR-TB: 2,3% otouc 'EAAnvec-4,8% otoug aAAodamoug

Data from the Microbiology Departme
Laboratory for Mycobacteria , Sotiria



INH avBektikn Qupatiwon

YYETWETOL PIE....
> Auénuévo kivduvo amotuylog Beparmeiag Ko utotpoTC vooou (X2 otnv KatG peTAAA

Menzies D, et alPLoS Med. 2009;6(9):e1000

> Auénuevn Bvntotnta acBevwy pe Qupatiwdn pnviyyitida (anwAela dpaotikotntac INH o

OLEPXETAL TOV QLUATOEYKEDAALKO PpayUo)
Vinnard C, et al BMJ. 2010;341:c4451

> Avaykawotnta ANPng mo Togkwy, HakporpoBeouwv Bepameutikwy oxnuatwy vPnAou
KOOTOUG

World Health Organization. Treatment of tuberculosis: guidelines. 4th edn. 200

» YynAotepo «kivbuvo e&eMéng oe MDR-TB (25x (8% vs 0,3%) mbavotnta €
LATPOYEVOUC avOEKTIKOTNTOK)




Oepamneia INH avOektikng TB

In patients with confirmed rifampicin-susceptible and isoniazid-resistant tuberculosis,
treatment with rifampicin, ethambutol, pyrazinamide and levofloxacin is recommended for a
duration of 6 months [Conditional recommendation, very low certainty in the estimates of

effects ©OOC]

» RIF- EMB- PZA- LEVOFLOXACIN yLo. touhdxlotov 6 UAVEC

In patients with confirmed rifampicin-susceptible and isoniazid-resistant tuberculosis, it is not
recommended to add streptomycin or other injectable agents to the treatment regimen
[Conditional recommendation, very low certainty in the estimates of effects () )]

» Aev ouvioTtatal N TPoocOnKn OTPEMTOMUKIVNC | AAAOU
EVECLLLOU TIapAyovTa

Drug susceptibility to fluoroquinolones should preferably be confirmed ahead of start of treatment

» ZUVIOTATOL EAEYXOC gvaLoONoiloC OTLC KLVOAOVEC OTNV apXn



Avixveuon avtoxnc npo evopénc Bepameiog

> Apeon evapén REZ- LEVOFLOXACIN (LVX) yia touAayxLlotov 6 HRVeC

(mapdtoaon Oepameiag oe aobBevelc e ekTETOPEVN omnAowdn
KaOUOoTEPNON OTNV aPVNTLKOTIOLNON AECWV/KOAALEPYELWV)

> Eml toxyupnc kAwikne vmoyiag (ry otevn emadni acbevn pe INH-avBektiki TB)
TOTE MPooOnkn kat H oto nopanavw Bepamneutiko oxnuo (HREZ-LVX)

o Edooov DST (-) ywa avtoxn otnv H tote Swakomn LVX kat cuvexion t
oxnuotoc 2HREZ/4HR




Avixveuon avioxnc Heta tnv Evapén Bepaneiog

Noyw:
» LN SlEyvwopEVNC avToXNE otnV apxn the Bepareiog
> avartuEénGc avioxng Kata tnv dtapkelo APNG Tou BepameuTikoU OXUATOC

Antapaitntn n dtevepyela (A emavainydn) poplakou eAeyyou svatcbnoioc og RIF
(Xpert MTB/RIF - Line probe assays)

< Emi evawocOnolac otnv R => REZ- LEVOFLOXACIN (LVX) yia TouAdxlotov 6 pn
< Emni avroxnc otnv R => O¢eparneia yia MDR-TB



ELOLKEC TEPLMTWOELC

> 2€ EUMEVOUOA BETIKA KAAALEPYELA 1] OE LN KALVLKH KOl OTTELKOVLOTLKN
QVTOTIOKPLOoN, amatteitol emavaAnn tov eAéyyxou evatobnoiac os RIF ko
FQNs (tbavika pe Xpert MTB/RIF - Line probe assays)

> 2e HIV (+) aoBeveic ouviotatal to 6unvo oxnua REZ-Lfx (€vapén ART evtoc
8 efbopadwyv amo tnv evapén tnc Beparelog, aveéaptnta amno tov aplopo
Twv CD4)

> Meploplopeva dedopeva yla e€wmveuvpovikn pupatiwon. To 6urnvo oxnua
REZ-Lfx miBava e€icou amoteAeoHATLKO.




KiwvoAovec

» HnpocOnkn FQN oto Beparmeutiko oxApa oxeTileTal PE:
» YynAotepa nooootd Beparneiag ((97.6% vs 92.8%)
» Meiwon aptBpol Bavatwv acBevwv pe INH avBektikr) TB

» Meilwon mBavotntwv e€€AEnc oe MDR-TB

» H AgBodAodaoivn cuvioTaTol WE MPWTN EMIAOYA AVAUECSA OTLC KIVOAOVECG OTNV AVILUETWTILON T
avOekTIknc TB

o NALYOTEPEC MOPEVEPYELEC CUYKPLTLKA HE TNV HotldbAotacivn
o ExeLpeletnBel meploodteEPO OTNV avTlpeTwrion tng INH avOektikng TB

o Agv aAAnAemibpd pe tnv RIF kot T avTlpeTpoLkd pappaka Onwe n poéipAoaaoivn

» TNV neputtwon un yopnvynonc LVX yopnyettol eVAAAAKTLKO TOUAQXLoTtoVv 6 unvec REZ

*H xopriynon evéolpou mapayovio Oev cuVIOTATAL

*  Ramachandran G et al, The Indian journal of m
»  University of Liverpool. HIV drug interaction



loovialién

» Xwpic Eekabapo nmAsovekTnua N mpooBnikn INH oto BepameuTtikd oxnua

» Eni petaAaénc oto yovidio inhA ota INH avBektika oteAexn (xwpic petaAAaén oto katG)
INH og unAn 66on (10-15mg/kg/day) eival amoteAeopatikn in vitro

» [epaltépw Epeuva amalteital

NMupalivopidn

» Xopriynon yla Alyotepo armo 4 uAveg oxeTleTal e XAUNAOTEPA TTOCOOTA BEPATIEUTIKNG ETLTUXLAC,
eldkotepa emi amouoiac FQN

Av dev pmopel va xopnynBel Z => mapAtoon Tou OXNHUATOC 0€ IUAVEC

Guyatt GH et al, BMJ: British Medical Journal .20




AAANayeEc otn Ospaneio DR-TB (2016)

» Oepaneia yia MDR-TB mpoteivetal ce 0Aoug Toug aoBeveig e avToxr
otn R

» OL pakpoAidec e oupmeplhapfavovtal ota Seutepevovta AvVILPUUATIKA
dappoKa

» 2umpodAlolaoivn — OpAotacivn dev cuumeplhapBavovtal ota
avTipupaTiKa GAapLLoKa

» 0Obnyleg yLo To pOAO TOU XELPOUPYELOU




AAANayeEc otn Oepaneio DR-TB

Treatment correlates of successful outcomes in pulmonary 3} ®)
multidrug-resistant tuberculosis: an individual patient data
meta-analysis

The Collaborative Group for the Meta-Analysis of Individual Patient Data in MDR-TB treatment-2017; Nafees Ahmad, Shama D Ahuja,

Onno W Akkerman, Jan-Willem C Alffenaar, Laura F Anderson, Parvaneh Baghaei, Didi Bang, Pennan M Barry, Mayara L Bastos, Digamber Behera,
Andrea Benedetti, Gregory P Bisson, Martin | Boeree, Maryline Bonnet, Sarah K Brode, James C M Brust, Ying Cai, Eric Caumes, | Peter Cegielski,
Rosella Centis, Pei-Chun Chan, Edward D Chan, Kwok-Chiu Chang, Macarthur Charles, Andra Cirule, Margareth Pretti Dalcolmo, Lia D’Ambrosio,
Gerard de Vries, Keertan Dheda, Aliasgar Esmail, Jennifer Flood, Gregory | Fox, Mathilde Fréchet-Jachym, Geisa Fregona, Regina Gayoso,

Medea Gegia, Maria Tarcela Gler, Sue Gu, Lorenzo Guglielmetti, Timothy H Holtz, Jennifer Hughes, Petros Isaakidis, Leah Jarlsberg,

Russell R Kempker, Salmaan Keshavjee, Faiz Ahmad Khan, Maia Kipiani, Serena P Koenig, Won-Jung Koh, Afranio Kritski, Liga Kuksa,

Charlotte L Kvasnovsky, Nakwon Kwak, Zhiyi Lan, Christoph Lange, Rafael Laniado-Laborin, Myungsun Lee, Vaira Leimane, Chi-Chiu Leung,

Eric Chung-Ching Leung, Pei Zhi Li, Phil Lowenthal, Ethel L Maciel, Suzanne M Marks, Sundari Mase, Lawrence Mbuagbaw, Giovanni B Migliori,
Vladimir Milanov, Ann C Miller, Carole D Mitnick, Chawangwa Modongo, Erika Mohr, Ignacio Monedero, Payam Nahid, Norbert Ndjeka,

Max R 0'Donnell, Nesri Padayatchi, Domingo Palmero, Jean William Pape, Laura ] Podewils, lan Reynolds, Vija Riekstina, Jérome Robert,

Maria Rodriguez, Barbara Seaworth, Kwonjune | Seung, Kathryn Schnippel, Tae Sun Shim, Rupak Singla, Sarah E Smith, Giovanni Sotgiu,
Ganzaya Sukhbaatar, Payam Tabarsi, Simon Tiberi, Anete Trajman, Lisa Trieu, Zarir F Udwadia, Tjip S van der Werf, Nicolas Veziris, Piret Viiklepp,
Stalz Charles Vilbrun, Kathleen Walsh, Janice Westenhouse, Wing-Wai Yew, Jae-Joon Yim, Nicola M Zetola, Matteo Zignol, Dick Menzies

Lancet 2018; 392: 821-34




Treatment correlates of successful outcomes in pulmonary
multidrug-resistant tuberculosis: an individual patient data

meta-analysis

12030 aocBeveig - 25 xwpeg - 50 peAetec \

PDappaka ntov dev Bonbouv
TNV entv)ia tng Oepamneiag
«Kavapukivn -0-07 (-0-08 to -0-05)
«Kampeopukivn -0-03 (-0-06 to0-00)
«Mupalivapion -0-03 (-0-04 to-0-01)
«EBelovapion -0-02 (-0-04 to -0-01)
«E6apBoutoAn -0-01 (-0-03 to 0-01)
«PAS -0-01 (-0-03 to 0-01)

“» Kavéva dappako dev eival amoteEAECUATIKO OTAV UTIAPXEL

dappaka mov awEavouv
AT TNV EMLTUXLA TNC
Oepaneiac
«KAopadlipivn 0-06 (0-01 to 0-10)
«KukAooepivn 0-05 (0-03 to 0-06)

enPeBatwpevn avOekTLkOTNTA

“* O 16avikoc aplOuoc papudkwy ivat 5 otnv apyikn daon Bep

Kol 4 otn ocuveXl(OUEVN

dappaka tov auéd
ONMUOVTILKA TNV ETILTU
N¢ Oepamneiag
e Atve{oAidn 0-15 (0-11 to 0-1
«AeBowAoacivn 0-15 (0-13 to
eMo&lpAoacivn 0-11 (0-08 to 0-
«KapBamevepeg 0,14 (0,06 to 0,21
«Bedaquiline 0,10 (0,05 to 0,14)
e Apikacivn 0-06 (0-04 to 0-08)
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Rapid Communication:

Key changes to treatment of multidrug- and
rifampicin-resistant tuberculosis

(MDR/RR-TB)

August 2018




MDR/XDR/RR-TB s

Xopnyouvtat 5 véa ¢pappaKa KOTA GELPA TTPOTEPALOTNTOLG
FQ+ Bd q+ LZd"‘CfZ"‘CS Rapid Communication:

Key changes to treatment of multidrug- and
GROUP

MEDICINE Abbreviation rifampicin-resistant tuberculosis
Group A:

(MDR/RR-TB)
Include all three medicines
(unless they cannot be used) Bedaquiline!#

Group B: Clofazimine -
Add both medicines

(unless they cannot be used)

Group C:

Add to complete the regimen and when
medicines from Groups A and B cannot be
used

[OR Streptomycin)”

p-aminosalicylic acid




%Surturo

Bedaquiline

Bedaquiline (TMC207)

» AvooteAAEL Tn ouvBeon tou ATP oto Mtb, mou eivatl amapaitnto yia 1o
LETAPOALOUO TOU

» Mpokettal ya pa dtapuAkivoAivn (diarylguinoline) mou dev epdavilel
SlaoTaupoUEVN avtoxn He T OOoPLOKIVOAOVEC

» H dpaon tng eival PakTnPLOKTOVOC YLa TA LETABOALKA EVEPYQ KOLL AN
pnetaPoAika evepya Mtb

» O peTaBoAlopoc TNE MpaypoTomnoleital amno to nmatiko eviupo CYP3A4

» Moapateivel to dtaoctnua QTc oto HKI kat dev mpEMeL va cuyxopnyeital pe
dappoKka Tou €xouv TNV WoLa entibpaon

» Kootocg: 30.000 USS

D Ambrosio L. ERJ Open Res, 2015 Diacon A



& Sirturo
bedaqguiline

Bedaquiline

Bedaquiline (TMC207)

» 2e avadpoutkn neAetn amo tnv N.APpLkn cuykpiBnKe n amoteAeoUATIKOTN
™n¢ Bedaquiline oe aoBeveic mou tnv €EAaPav avtl yia eveéoLpuo.

» OLaoBeveic mou e\afav Bedaquiline eixav upnAotepo MOCOOTO EMITUXOUC
Oepareiag

» H kaBuotepnuevn xopnynon BDQ oxetiletal pe avénuevn Bvntotnta

Zhao Y et al. Improved treatment outcomes with bedaquiline when substituted for second-line injectable agents in multidrug
resistant tuberculosis: a retrospective cohort study. Clin Infect Dis 2018

» Hxpnon tn¢ BDQ sivau cost-effective ouykpwvopevn pe Beparmneia pe eveoLi

Schnippel K, Firnhaber C, Conradie F, et al. Incremental cost-effectiveness of bedaquiline for the treatment of
rifampicin-resistant tuberculosis in South Africa: model-based analysis. Appl Health Econ Health Policy 2018.

“ XpNOLUOTIOLELTOL TIELPAMATLKA VLo TN Beparmeia TnC evaioBNTNC oTA MPpWTEVOVTA
SimpliciTB trial (NCT03338621)



e _
Oy Delamanid

Delamanid (OPC-67683)

» AvNKeL ota VITPOLULOal{OALaL KOl AVOLOTEAAEL TN OUVOEGN TWV HLOUKOALKWY
o&Ewv tou Mtb

» AlaBetel uPnAn SpaoTKOTNTA KAl TIPpWLKN Baktnploktovo dpaon in vitro
in vivo

» Elval dpaotikni €vavtl evaicOntwv Kot avBektikwv Mtb
A Mycobacterial Growth Indicator Tube System

1.0+

0.8+

* Hyxopnynon tng oe MDR-TB => avénon tou
apLOpOU AUTWV IOV OPVNTLKOTIOlNoOV TNV
KaAALEPYELO TITUEAWVY o€ 2 pnvec 45,5 vs 29,6%

0.6 Delamanid,
100 mg,

twice daily
0.4 A_l

Exel KaAo mpodih aoPpaAelag

Delamanid,
200 mg,
twice daily

R

. ;—'___l Placebo

* Avuéavel to QTc oto HKI

0.2

Cumulative Proportion of Patients
with Sputum-Culture Conversion

* Mmnopeti va cuyyopnynBet pe Bedaquiline o
Ferlazzo G et al. Lancet Infect Dis 2018;536-44 0 10 20 30 40 50

* Kdotog: 33.000 USS

D’Ambrosio L. ERJ Open Res, 2015



AavOavouvoca dupatiwon




EVKEKPLUEVO OEPATTEVTIKA OXNHOTO QYWY
Aavedvouoaq TB

looviadidn Kabnuepivd o 180 dooceic péoa o€ 9 MRVeES

anag (6unvo oxnua)
e 270 d00¢IC neEoa o€ 12 Pnveg

(9unvo oxnua)

lejeiieratan o 3-4 ynRveg KaBnuepiva
PigauTtrikivn

120 dO0¢€IC HECQ O€ 6 PNVEG

SOl 4 yRveg KaBnuepiva o 120 dd60¢Ic h€oa O€ 6 PNVES

looviadion & IR\ ATtrag e 12 doocIg
PipatrevTivn eBOouadIaiwg
DOT



H emttuyia tou oxnpotoc e€optatal amo To
TwV a.oc0evwv Tou To OAOKANPwWVoUV

11

Months of LTBI Treatment/Regimen




The WNMEW ENGLAND JOURMNAL of MEDICINE

ORIGINAIL ARTICLE

Four Months of Rifampin or Nine Months
of Isoniazid for Latent Tuberculosis in Adults

Table 2. Completion of Treatment in the Phase 3 Trial (Modified Intention-to-Treat Population).*

Isoniazid Rifampin Difference

Variable (N =2989) (N=3023) (95% C1)
percentage points
Treatment completed — no. (%) 1890 (63.2) 15.1 (12.7-17.4)

Within allowed time 1727 (57.8) 2136 (70.7) 12.1 (9.6-14.6)
Table 5. Adverse Events in the Phase 3 Trial (Safety Population).*

Isoniazid Rifampin Risk Difference

Variable (N=2809) (N=2887) (95% Cl)

percentage points

Total no. of events reviewed by data and safety monitoring 80 (2.8) -3.0 (-4.1to0 -2.0)
board (%)

Table 3. Primary End Point of Occurrence of Active Tuberculosis among All Participants.*

No. of confirmed or clinically diagnosed cases of active
tuberculosisy

9 8
Microbiologically confirmed active tuberculosis 4 —
Clinically diagnosed tuberculosis; 5 —
No. of cases of active tuberculosis per 100 person-yr

(95% Cl)

Confirmed cases 0.05 (0.02 to 0.14) 0.05 (0.02 to 0.14) <0.01 (-0.14 to 0.16)
Confirmed or clinically diagnosed cases 0.11 (0.05 to 0.21) 0.10 (0.05 to 0.21) <0.01 (-0.23 t0 0.22)




NEa OepameuTtiki emtAoyn vwa LTBI

INT J TUBERC LUNG DIS 22(12):1422-1428
© 2018 The Union
http://dx.doi.org/10.5588/ijtld.18.0168

Three-month weekly rifapentine plus isoniazid for tuberculosis
preventive treatment: a systematic review

Y. Hamada.,* N. Ford,' K. Schenkel,* H. Getahun*

» 12 efdopadlaiec SO0ELC
loovialidénc/Pidamevtivne (INH/RPT)

MNapopola amoteAsopatikotnta pe 6/9 INH
ALYOTEPEC TIAPEVEPYELEC

KaAUtepn cuppopdwon-oAokKARpwaon aywyng
Movo peocw DOT

Kootog

vV v v vV VvV Vv

Avtevdeiéelc: Eykupoouvn, maldld <2 etwy,
HIV umto Beparmeia, utoPia avOekTKOTNTOC
elte INH eite RIF

Events/total
Study 3HP  6/9H Risk ratio (95%Cl)
Active TB
Sterling, 2016 2/206 6/193 =« —_ 1.09 (0.62-1.90
Martinson, 2011 24/328  22/327 . 0.31 (0.06-1.53
Random effects model (/> = 53.0%, P = 0.145) ~ ————eeeuNSEmm—— 0.73 (0.23-2.29

All-cause mortality

Sterling, 2016 6/207 5/186 . : { 0.68 EO 37-1. 23;
Martinson, 2011 17/328  25/327 - 1.08 (0.33-3.47
Random effects model (/° = 0.0%, P = 0.489) ————— 0.75 (0.44-1.27)

Grade 3 or 4 adverse events :
Sterling, 2016 18/207 28/186 ——

0.68 50.40—1 .15;
Martinson, 2011 21/328  31/327 —a— 0.58 (0.33-1.01
Random effects model (/° = 0.0%, P = 0.691) ~ 0.63 (0.43-0.92)
Hepatotoxicity :
Sterling, 2016 3/207 12/186 <+———— ! 0.28 (0.10-0.74
Martinson, 2011 5/328 18/327 ——=——r | 0.22 E0.0B—O.TE%
Random effects model (/° = 0.0%, P = 0.796) ~==——m—— : 0.26 (0.12-0.95

Drug-resistant TB

Sterling, 2016 1/206 1/193 = - »  4.98(0.24-103.43)
Martinson, 2011  2/328 0/327 t : » 094 {0 06-14.87
0.26-15.44

Random effects model (/° = 0.0%, P = 0.420) -——_———-— 2.00

Completion rate §
Sterling, 2016 183/206  123/193 ;M

1.14 (1.08-1.20
Martinson, 2011 314/328  274/327 | 1.39 (1.24-1.57
Random effects model (1 = 91.0%, P = 0.001) - 1.25(1.01-1.55

|
0.1



Marks S et al. Systematic review, meta-analysis, and cost-effectiveness of treatment of latent
tuberculosis infection to reduce progression to multidrug-resistant tuberculosis. Clin Infect Dis

2017; 64: 1670-77

Bamrah
(PN=37434)
100.00

10.00

Denholm
(PM=594)

Schaaf
(PM=1230)

Adler-Shohet Williams
PM=624) (PMI=192) Model RR

1.00

0.10

0.02

0.01
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“In selected high-risk household contacts of patients with multidrug-resistant tuberculo
treatment may be considered based on individualised risk assessment and a sound cli
(Conditional recommendation, very low-quality evidence)

WHO. Latent tuberculosis infection: updated and consolidated guidelin
2018. https://www.who.int/tb/publications/20
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Original Investigation | Imaging

C A D Development and Validation of a Deep Learning-Based Automated
Detection Algorithm for Major Thoracic Diseases on Chest Radiographs

Eui Jin Hwang, MD; Sunggyun Park, MS; Kwang-Nam Jin, MD; Jung Im Kim, MD; So Young Choi, MD; Jong Hyuk Lee, MD; Jin Mo Goo, MD, PhD; Jaeshong Aum, PhD;
Jae-Joon Yim, MD; Julien G. Cohen, MD; Gilbert R. Ferretti, MD; Chang Min Park, MD, PhD; for the DLAD Development and Evaluation Group

E] Image-wise classification compared witih physicians

1.0

—

CONCLUSIONS AND RELEVANCE The algorithm consistently outperformed physicians, including
0.4 thoracic radiologists, in the discrimination of chest radiographs with major thoracic diseases,

\

Sensitivity

0.2
— DLAD (AUROC = 0.983)
—— Thoracic radiologists (AUROC = 0.932)
—— Board-certified radiologists (AUROC = 0.896)
o ——— Nonradiology physicians (AUROC = 0.614)
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Xpert MTB/RIF Ultra assay

WHO Meeting Report of a Technical Expert
Consultation: Non-inferiority analysis of Xpert MTB/RIF
Ultra compared to Xpert MTB/RIF

WHO 2017 —

Xpert® MTB/RIF Ultra
£

<«J0uotaon yla aviwkotaotoon tou Xpert/RIF pe to Xpert/RIF Ultra

/@) World Health
*# ¢ Organization

< 1610¢ avaAutn ¢ pe to Xpert — Newtepo AOYLOULKO Kal Soxeio cUAAOYN G OElYUATWY

<137 aoBeveic pe Z-N (-) kat (+) kaAAlEpyeio MTB ota mtuela:

= EvawoBnoia Xpert Ultra kat Xpert =>63% kat 46% avtiotolya

<« MeyaAUtepn evaloBnoia tou Xpert Ultra otnv avixvevon MTB oe deiypata pe Z-N
(-) kat kaAALEpyela (+), ota ratdid, otoug HIV(+) aoBeveic kol otnV €EWMVEUOVLKN
TB (1bLaitepa ENY)

*  World Health Organization. Next-generation Xpert® MTB/RIF Ultra assay recommended by WHO
*  Xpert MTB/RIF Ultra for detection of Mycobacterium tuberculosis and rifampicin resistance: a prospective multic




Xpert o€ dsiypata Kontpavwyv -Screening tool oe nawdia?

MYCOBACTERIOLOGY AND
AEROBIC ACTINOMYCETES

Journal of

, , , , Clinical Microbioclogy®
Taxela eneéepyacia-avaluon Konmpavwy pe Xpert ?,Qfﬂ-

280 nadia (MO 1515 WIVU'UV '12;5% H|V+) HE UT[OLlJll-a PTB Molecular Detection of Mycobacterium tuberculosis from Stools
in Young Children by Use of a Novel Centrifugation-Free

v v Vvy

2 delypata 0,6g 11 Selypo otuAeol Processing Method
sensitivity : 70.0% (95% Cl, 34.8 to 93.3) yta 0.6gr B R ST S Ak o L I BT IRy T Aok € HermRting T abutant Neaylyana. e Wendy Seevens

50% (95% Cl 18 to 81,3) yLa oTUAeO
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Specificity : 99% G

»  Kompava 14/94 (14,9%) vs 23/94 (24,5%) ntuela
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Xpert SR, mix

Stool Xpert® MTEB/RIF test for the diagnosis of childhood
pulmonary tuberculosis at primary clinics in Zimbabwvwe

Incubate at room T° for 30°
M. Chipindure,* K. Matevelke,” B. Makamure,* R. A. Ferrand,*s E. Gormo™*T i

*University of Zimbabwwe College of Health Sciences, Medical Laboratory Sciences, Harare, "University of
Zimbabwwe College of Health Sciences, Research Support Centre, Harare, *Biomedical Research and Training

Institute, Harare, Zimbabwwe; SClinical Research Department, London School of Hygiene & Tropical Medicine, F th Ij

London, UK;: "Traditional Medical Laboratory, University of KwaZulu-Matal, Durbamn, South Africa ass Ine suspensuon >
through the stool filter
unit LS

>

\iunadu. PP, 2012

‘Eva Seiypa (Xpert) vs pikpoBLloAoyika emiBefatwpévn TB (+ SS n/kat kaAALEpyeLa r/kat Xpert) \Tx’,f;’:ﬁ%’ﬂ.iﬂm . E

222 nmaubla , 5-16 xpovwv
Xpert ota kompava 13/19 (68%) pikpoBLloAoyikd emiBeBatwpévn TB



Xpert XDR

» Avtoxn oe INH, FQ’s, aptvoyAukooideg
» 90 min

Table 3. Sensitivity and Specificity of the Investigational Assay, with DMA Sequencing as the Reference Standard, in the Main Analysis

Population for Drug-Susceptibility Testing.*

Investigational-Assay Result + DNA
Drug Sequencing Result Sensitivity Specificity

M+M MMM NM+M MNM+NB

na. of specimens no. ftotal no. % (95% CI) no_ftotal no. % (95% CI)

Isoniazidf 151 1] 3 149 1517154 58.1 (54.4-99.8) 145/149 100.0 [37.6—-100.0)
Fluoroquinclonesf 91 0 4 208 91,95 955 (89.6-95.5) 208/208 100.0 (95 2-100.0)
Kanamycin§] 38 1 3 256 18741 92.7 (80.1-98.5) 256/257 99.6 (97.9-100.0)
Amikacind o a 1 267 3031 96.8 (83.3-99.9) 267267 1000 [98.6—100.0)

* There are no known silent mutations that cccur within the gene regions tested by the investigational assay for resistance. In the study, no
silent mutations in these regions were detected either by the investigational assay or by sequencing.

T The numbers of specimens with each combination of results for the investigational assay and DNA sequencing are shown. M+M indicates
specimens found to have a mutation by both methods, M+NM specimens found by the investigational assay to have a mutation and found
by DNA sequencing to have no mutation, NM+M specimens found by the investigational assay to have no mutation and found by DNA
sequencing to have a mutation, and NM+MNM specimens found by both methods to have no mutation.

1 One specimen was excluded because of an indeterminate investigational-assay result for katG (also found indeterminate for katG by se-

uencing).

{ qDﬂunm:iElJand maoxifloxacin are grouped as fluoroquinolones, since gyeA and gyrB mutations confer resistance to both drugs. One specimen
was excluded because of an indeterminate investigational-assay result for gyrd (no gyrd or gyrB mutation was detected by sequencing).

9 Six specimens were excluded because of an indeterminate investigational-assay result for rrs (five with no s mutation found by sequencing
and one with an frs mutation found by sequencing).

Evaluation of a Rapid Molecular Drug Susceptibili




Neotepec pebBodot dStayvwonc AavOavouvoac TB

Safety and efficacy of the C-Tb skin test to diagnose
Mycobacterium tuberculosis infection, compared with an
interferon y release assay and the tuberculin skin test:

a phase 3, double-blind, randomised, controlled trial

Morten Ruhwald, Henrik Aggerbeck, Rafael Vazquez Gallardo, Seren T Hoff, José | Villate, Bettine Borregaard, José A Martinez, Ingrid Kromann,
Antén Penas, Luis L Anibarro, Maria Luiza de Souza-Galvao, Francisca Sanchez, Jose Angel Rodrigo-Pendas, Antoni Noguera-Julian,

Xavier Martinez-Lacasa, Maria Victoria Tufiez, Virginia Leiro Ferndndez, Joan P Millet, Antonio Moreno, Nazaret Cobos, José M Miro,

Llanos Roldan, Angels Orcau, Peter Andersen, Joan A Cayld, the TESECWorking Group

Summary

Background Targeted screening and treatment ot Mycobacterium tuberculosis infection substantially reduces the risk of
developing active tuberculosis. C-Tb (Statens Serum Institute, Copenhagen, Denmark) is a novel specific skin test
based on ESAT-6 and CFP10 antigens. We investigated the safety and diagnostic potential of C-Tb compared with
established tests in the contact-tracing setting.

@i®

Lancet Respir Med 2017;
5:259-68

Published Online
January 31, 2017
httpy//dx.doi.org/10.1016/
52213-2600(16)30436-2



C-Tb Skin Test

Negative  Occasional Close Patients
controls contacts contacts with
(n=263) (n=299)  (n=319)  tuberculosis
41% BCG _ 34% BCG L
C-Th skin test
Positive [ 9w | 4906w 136(43%)
Negative 253 (96%)  250(B4%) 180(57%) 32(32%)
MNot done 1(=0-5%) 0 0 1(1%)
QuantiFERON-TE Gold In-Tube interferon y release assay
Positive 10 (4%) 57 (21%)  122(42%) 82 (81%)
Negative 253 (96%) 227 (B2%) 166(57%) 19 (19%)
Indeterminate 0 2 (=1%) 2 (<1%)
Mot done 0 13 26
Tuberculin skin test
Positive |4E (zm)l | 80 {z:ma}l 162 (51%) 90 (90%)
Negative 167 (78%)  219(73%) 154(49%) 10 (10%)
Not done 50 (19%) 0 0 1(1%)
Table 2: Results by tuberculosis test




C-Tb skin Test kat BCG

Proportion with positive tests (%)
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SPITTING
SPREADS DISEASE

Do not spit yourself--Ask others to stop

ISSUED BY THE
VIRGINIA ANTI-TUBERCULOSIS ASSOCIATION

1110 Capitol Street, Richmond, Va.
WRITE FOR INFORMATION ON CONSUMPTION




