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Robert Koch
(1843-1910)

H avakoivwon Tng
avaKAAuywng Tou

M. tuberculosis
EYIVE OTIG
24 MapTiou 1882



«AvV 0 0PIONOGC TWV BUNATWY TTOU TTPOKOAEI MIO
aCOEVEIO OTTOTEAEI TO NETPO TNG OORAPOTNTAG
TNG, TOTE OAEG Ol OCOEVEIES KAl EIOIKOTEPA Ol
POREPOTEPES AOINWEEIS OTTWGS N BoufBwVviIKn
TTAVWANG, N ACIATIKI) XOA£PO KOl AAAEG, Ba

TTPETTEI VO KATATOXOOUV TTOAU TTicW ATro Tn
PUUATIWONY




Cristobal Rojas (1857-1890)
La miseria




H «TauTOTNTO TNG QUHATIWONG»

NMpooBaAAel Tov avOpwiro edw Kai 20,000 xpovia

‘Exel TpokaAEoel T peyaAuTepn BAGRN oT0 avOpwITIVO £i00G
aTTO OAEG TIG ACOEVEIEG

To HIKPORBIOKO TNG AITIO EXEI AVATTTUEEI TNV KAAUTEPN
TTPOCOPHUOCTIKOTNTA ATTO OAA Ta TTABOYOVA TOU AVOPWITOU...

...2 OICEKOATOMMUPIO AVOPWITOI Eival «TIWTTNAOI» (POPEIG TOU
Mycobacterium tuberculosis

Kabe xpovo: 8-16 ekaToppUpPIa VEOI ACOEVEIG, 2-3 EKATOMMUPIA
Bavarol

To 95% OAWYV TWV TTEPICTATIKWY KAl TO 98% Twyv BavaTwy Ao
QUUATIWON TTPOEPXETAI ATTO TIG PTWYXEG XWPEG




O1 oTaBuoi oTnV 1I0TOPIA TOU EAEYXOU TNG
PUMUATIWONG
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Adirondack Cottage Sanatorium
Saranac Lake, New York, 1906




H TTayKOOo IO ETTITTTWON TG QUUATIWONG
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O emITToAAONOG TNG Aoipweng amro HIV oTig
VEEC TTEPITTITWOEIC PUUATIWONG




H €€€EAIEN TNG ETTITTTWONG TNG PUMUATIWONG O€ 9
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TTEPIOXEG TOU TTAOVITN
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Ta Tpooc@ATA ETTIONMUIOAOYIKA OTOIXEIO OTNV
EAAGOQ

To 2011 dnAwOnkav cuvoAika 476 KpoUuo AT

267 (56.1%) 'EAAnveg ka1 203 (42.6%) aAAodaTroi
NMaparnpeital Baduiaia rTrwon amwd 2004 Kol HETETTEITA
ETiTTTwon Kara yewypa@ikn mepioxn: 2.6-5.9/100,000 aropa
MeyaAuTepn o€ ATTIKR, HIKPOTEPN 0 KpNTn — vnoia Alyaiou
75.2% TTVEUHOVIKN QUUATIWON

8% Traidia < 8 ETWYV

42.7% o€ atopa > 65 eTwy

AAANodaTtroil : 53.2% o€ nAIKieg 25-44 £Tn

MDR-TB: 'EAAnveG 1.9%, aAAodaTtroi 4.6%




Mapa Tnv paydaia I0TPIKA TTP0000...

H yvwon pag yia tnv maboyéveia TnG VOO OU TTAPAHEVEI
KaOnAwpévn Ta TeAeutaia 40 xpovia

H adiap@ioBnTnTn d1ayvwon Tng PUHATIWONG ECAPTATAI AKOMN
QTTO TNV HIKPOOKOTTNON KAl TNV KAAAIEPYEIO TWV TTTUEAWYV, OTTWG
Kol TpIv atro 120 xpovia !

H p1@apTTIKivn, TO TEAEUTAIO E10IKO (PAPHOAKO TTOU E1I0XON OTN
Oeparreia TNG vOoou avakaAupOnke To 1963...




To HIKPORIAKO AITIO TG PUHATIWONG

 Eival éva amré Ta akoAoufa pHIKPORIa TTOU OUVICTOUV TO KOUMTTAEYHO
Tou M. tuberculosis»

- M. tuberculosis
- M. bovis

- M. africanum

- M. microti

* To M. tuberculosis gival éva auoTnpa aspofio BakTnpidio, HE
KNPWOEG TTEPIBANHA, AVOEKTIKO OTO WYUXOG (TTAYy0) KAl TNV gnpavorn,
aAAa evaioBnTo oTn BEpHavon, TO NAIOKO QWG KAl TNV UTTEPIWON
OKTIVOOAia

Epgavicel 60 @opEg apyoTepo pUOUO TTOAAATTAQCIOOHOU ATTO TOV
OTA@PUAOKOKKO




QupudTwHa
[Mepioxn HE KEVTPIKN TUPOEIOK VEKPWON TTOU TTEPIRBAAAETAI OTTO
ETTIONAIOEIO HOKPOPAYQ, YIVAVTOKUTTAPO KOl T-AEN@OKUTTAPA.
ESWTEPIKA UTTAPXOUV OTOIXEIO OXNUATIOHOU iviwong
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H 10TOAOYIKI) €IKOVO TNG QUMUATIWONG O€
aoc0eveic e TTpOXWPNHEVN Aoipwen atro HIV

To i010 ICTOAOYIKO TTAPACKEUAONA OE
xpwon Ziehl-Neelsen: TroAudpifua
HUKOBaKTNPidIa KAl EAAXIOTN ATTOKPION
KUTTOPIKAG ATTAVTNONG TOU EVIOTN

AInBnon pe povotrrupnva aAAd artroucia
OXNHUATIOHOU QUUATWHMATOG
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O1 4 TTapAyoOVTEG TTOU TTPOOCOIOPICOUV TN
METAOOON TG PUMATIWONG

O ap1Buo6g Twyv HUKORBAKTNPIOIWY TTOU aTTEAEUBEPpWYVOVTAI
H cuykévTpwon (TTUKVOTNTA) TWV HIKPORiwV
H S1apKeIa TOU XpOVOU £KBEONG OTO HOAUOHATIKO TTEPIBAAAOV

H avooiakn KATAOTAOT TOU EKTEOEINEVOU ATOMOU




O1 000i HETAOOONG TS PUMATIWONG

To AVATTVEUOTIKO CUOTNHA: N OEPOYEVIG METAdOON Eival N
ONUAVTIKOTEPN

TO YOOTPEVIEPIKO oUOTNHO: EUBUVETAI TTOAU AIlyOTEPO (HETGOOON
HECW TWV QPOPUYYIKWY N EVTEPIKWY AEHPAYYEIWY META ATTO
HOAuvon pue M. bovis)

TO OUPOTTOIOYEVVNTIKO CUCTNMA: OECOUAAIKN HETAOOOT (KUPIWG)

Agppua kai BAevvoyovol: evVOPBaAHIoHOG

[MTAakoUvTIa HETAOO0ON




Qupuatiwon: piIo aoBEévelia TTOU MTTOPET VO
TTPOCTRAAAEI OAQ TO Opyava




NMNapayovTeg KIvOUVOU YIO TRV AVATTTUSN
PUMUATIWONG

NMapaywyv Kivouvou 2 XETIKOG Kivouvog

Noipwén HIV 50-100
EiIAEovVNOTIOIKN TTOPAKAMYN 27-63
2UMTTAYEIG OYKOI 1-36
MNMupitiaon 8-34
NeotrAaoieg TNG KEPAARG KAl TOU TpaxAou 16
Aigokabapon 10-15
AIHOTOAOYIKEG VEOTTAOTIEG 4-15
Ivwodeig BAaBeg 2-14
AvVOOOKATAOTAATIKI] aywyn 2-12
AigooiAia 9
faoTpEKTONN 5
XapunA6 cwpatiké Bapog 2-4
2aKXapwong d1aBnTng 2-4
Bapia KamrvioTIK ouvhBsia 2-4

DuoioAoyIkKoG TTANBUGHOG




H TTa0@oyéveia TG UUATIWONG

H poAuvon cuuaivel 6tav 10-200 poAUuCHEVA HIKPOOTAYOVIOIO
OlapETpOU 1-5u atroTiBevTal OTIG KUWEAIDES

Ta KUPeAIOIKA HOKPO@PAYA (PAYOKUTTWVOUV Ta BAKTNEIOIA KAl
TTAPOUCIACOUV TA AVTIYOVO TOUG OTA £10IKA T-Aep@OKUTTOPO

H avoooAoyikn amavrnon ekonAwvetal o€ 4-8 eBOOHADEG HE
HETATPOTIN TNG OOKIpjaoiag euuativng (TST, Mantoux)

270 OICTNHO AUTO TA HUKORBOKTNPIOIO NTTOPOUV Va EICEAOOUV OTO Aija
KOl va METa@EPOOUV o€ dia@opa 6pyava TOU CWHATOG

90% TWy aTopwy Ba TTapaAHEIVOUV XWPIG EVEPYO VOO O GTH (WK TOUG,
5% Ba ekdnAwoouyv Tpwrtotrabn TB ka1 5% emravevepyortroinon tng TB
apyoTEPO




KAIVIKN €IKOVO

Agv UTTAPXOUYV EI0IKA CUNTITWHOTA. 2UVRBWGS N Evapgn TnG vOoou
EM@aviICEl ATTIA CUNTTTWHATOAOYIO

80-85% TWYV TTEPICTATIKWY £XOUV TTVEUHOVIKI OUHHETOXN
KaBe KAIVIKO onHEio a1To KABe Opyavo UTTopEl va o@eiAeTal o€ TB

2UXVA UTTAPXOUV YEVIKA CUNTITWHOTA XPOVIAG ACINWOOUG VOO OU:
XOMNAOG TTUPETOG, AVOPESIa, KATARBOAR, EQIOPWOEIG, ATTWAEIO BAPOUG

2TNV META-TTPWTOTTAON PUHATIWON CUXVA UTTAPXOUV: BRXAg,
BAsvvoTTuwONG ATTOXPEHWN, VUKTEPIVOI IDPWTEG, AINOTTTUCT, EUKOAN
KOTTWON, TTUPETOG (EVioTE UYNAOGG)

‘Exe1 onpacia va utTtapxel N KAIVIKN uTTowia, 10iwg OTAV TA YEVIKA
CUHTTTWHOTA O10pKOUYV > 2-3 BOOHAOES




QupuaTiwdng TTAEUPITIC

MTropei va avatrTux0ei €iTe ME TN PREN MIOG UTTO-UTTE(WKOTIKING
OUAAOYNG HEOO OTNV TTAEUPIKI) KOIAOTNTA, EITE AINATOYEVWG

1/3 TwV acBevwy gg@avifouv Kal TTOPEYXUMATIKE BAARN

H 1o ouyvn Hop®n gival n oécia (Trovog, BAXAS, UYNAOG TTUPETOG).
H xpovia pop®n amavraral Kupiwg oToug NAIKIWHMEVOUG

1/3 Twv aoBevwy £xel apxika apvntikn Mantoux (kafiocTaral OpHwWG
0eTIKN o€ 8 EBOONADEG)

H Browia Tou UTTECWKOTA Eival XPAOCIHN
2/3 TWV TTEPICTATIKWY OEPATTEUOVTAI P’ EAUTWYV

Ta KOPTIKOEION KAl O1 EKKEVWTIKEG TTAPOKEVTNOEIG OEV ETTIOPOUYV
TTPOANTITIKA OTNV AVATTTUSN ETTITTAOKWY




H deppaTikn avTiopaon @uuativng (TST) (1)

H TST deiyxvel TV KAOTACTAON UTTEPEUAICONOING TOU CEVIOTN OTIG
TPWTEIVEG TOU M. tuberculosis

YmrepevaioOnoia prropei va TTPOKANDBEl KeI HETA ATTO
eMBOAIaoHO pe BCG

H OeTikotnTa TOU TST peTparal HE TNV HETPNON TNG OIOUETPOU
TNG KUTTAPIKNG OINOnong

H agiotrioTia Tng TST £xel 01a¢QOPOUG TTEPIOPICHOUG

25% TWV aTONWYV TTOU £XOUV HOAUVOEI Oa TTaAPOUCIACOUV
apvnTikn TST (peudwg apvnTikn)

AAAa aropa TTapoucialouv Yeudwg BeTIKN avTidpaon (Kokn
eKTipnon, BCG, Aoijwgn amro Hn-pUHATIWON HUKOBAKTNPIOIO)




H deppaTikn avridopaon @uuativng (TST) (Il)

Atopa pn poAucpéva Exouv apvnTikn TST avegdpTnTa a1TO TN
ouxXvoTnTa ETTavaAnyng Tng SoKIJaoiag

H TST €xe1 upnAn BeTIKA S10YyVWOTIKI agia HOVO O€ TTaIdIA KOl OE
HIKPOTEPO BaOUO O ACBEVEIG HE OVOCOAVETTAPKEIN

ATOHO HE YVWOTO CUYXPWTIOHO ME TTAOXOVTA (TT.X. OlIauOVH) OTNV
010 KATOIKIO), ICTOPIKO TTponynOsiong TB yia Tnv omroia Oev UTTHPSE
Oepatreia, HIV Aoipwgn, TPOc@ATN OPOHETATPOTI] OO TTPETTEI VA
Aappavouv TTPpo@PUAAKTIKA aywyr]. Opio BsTikoTNTOG TG TST: 5 mMm
AVESAPTNTA OTTO TO ICTOPIKO epBOoAIlacuou pe BCG

Opl0 BeTIKOTNTAG O€ ACOEVEIG HE AAAOUG TTAPAYOVTEG KIVOUVOU:
mlava 10 mm

Opl10 BETIKOTNTAG O€ ATOHO XWPIG TTAPAYOVTEG KIVOUVOU: 15 mm




H TeXVIKN TNG OlevEPyElag TG OoKIpaoiag Mantoux

ETIAECTE TO ONyEio O
amoéocTaon 3-6 cm amo Tov
ayKwva

ToTToBETAOTE TO AVTIBPAXIO OE
oTAaOEPN ETTIPAVEIQ

BeBaIwOEITE TTWG N TTEPIOXI OEV
EM@AVICEl OUAEG I TPAUMATO

KabapioTe To OEpHa ME
OIVOTTVEUHOTIKO OI1GAUHO




[poeToipacia TnG ocupiyyac (1)

EAEYETE TNV NUEPOMNVIA ARENG
oT1O QIaAidIo Kal BERAIWOEITE OTI
TTEPIEXEI QUMUATIVN

(6 TU og kaBe 0.1ml)

XpNOIJOTTOINOTE CUPIYYO HE
BeAdvn 27-gauge HAKOUG Ya- V2
inch




[poeToipacia Tng oupiyyag (Il)

 [epioTe TNV cuplyya pe 0.1ml
PUHATIVNG




NpaypaTtotroIinoTe TNV €veon ()

» EI10£ABeTe OTO OEPHA HE APYN
Kivnon Kal ME TNV TTAQYIOTOMI)
TNG BEAOVNG va BAETTEI TTPOG TA
ETTAVW




[MpaypaTotroinoTe TNV €veon (ll)

¥ tos 5"4o ge o tmderzal o g otion H ywvia e10680U TTPETTEl VO

gival 5-15°

H gioco00¢ yiveTal oTo dépua




NMNpayuarotroinoTe TRV £veon (lll)

 H akpn Tng BeAovng UTTopEi
Va QAIVETAI AKPIBWG KATW
aTTO TNV EMIPAVEIO TOU
O£pMATOG




NMNpaypaTtotroinoTe TNV £veon (IV)

» MeTd TNV £vECN TTPETTEI VA
ENPaVIOOEI Evag OKANPOG Kai
WXPOG TTOH(POG




EAEyETE TNV OOKIpOOIA

T. Im=pe=ct

O TTON@OG TTPETTEI VA EXEI
O1apeTPO 6-10 mMm

Av auTO OtV ETTITEUYXOEI,
ETavaAdaBare Tnv OOKINACIO OE
ATTOOTACN TOUAAXIOTOV 3 CM

aTTO TO TTPONYOUHEVO ONUEIO

KaraypayTe OAEG TIG OXETIKEG
TTANPOPOPIEG (TT.X. TOV XPOVO
Kal TOV TOTTo TG doKIPACiag,
TNV TTAPTION TNG PUHATIVNG K.O.)




AgloAoynon Tng 6okipaciag (l)

_“'-':"::"_!- =

AZIOAOYNOTE META ATTO 48-72
WPEG

E¢eTaOTE OE OUVONKEG KAAOU
QWTIOHOU

Mnv agioAoyeiTe TNV
gpubpoTnTa

AZIOAOYNOTE TNV ETTAPOT) TOU
OEPMATOG




AgloAoynon tng 6okipaaciag (ll)

 YnAa@ioTe KAl avayvwpioTE
HE Ta OAKTUAQ TA OpIA TNG

OepHATIKNG O1NONONG




AgloAoynon tng dokipaaiag (lll)

XpNOINOTTOINOTE TA OAKTUAG
OaG YIO VO ETTICNHAVETE TA
ATTWTEPA OpIa TNG d1NBnong




AgloAoynon tng dokipaoiag (1V)

Tubercu

1. Inspect

21

MeTpnoTe TNV 0INONON

TOTTOOETAOTE OTOV XAPAKO
TO0 0 OTO APICTEPO OPIO TNG

onuavong

AlaacTe TRV OIAUETPO OTO
0egI0 OplIo

AvV TO OpI0 BPICKETAI
EVOIAUECA OTNV KAIJOKA TWV
mm, XpPNOINOTTOINOTE TNV

HIKPOTEPN TIMN

Mnv ava@EPETE 1O
ATTOTEAEOHO OOV «BETIKO» I
«apPVNTIKO». ATTAd, YPAWTE
TOV APIONO TWV MM




XPNOINEG YVWOEIG VIO TNV EKTipnon Tng Mantoux

e To 90% Twv atopwy Pe BeTikn Mantoux 210 mm Kal TTPAKTIKA
OAA Ta adropa pe OeTIKA avTidpaon 215mm £xouv UTTOOTEI
Aoipwén amré M. tuberculosis

MikpOTEPO HEYEBOG TTONPOU 1 AVTIOPACEIG TTOU OXNHUaTICoVTaI
HETA a1To Xpnon euuartivng 250TU sival cuxva amroTéAeoa
OI0CTAUPOUMEVNG AVTIOPAONG HE NN-PUHATIWON
HUKOBakKTnpPidIa

Ev ToUTOIG avTIOpaCEIG HEYEOOUG 5-10mm BewpouvTal UTTOTTTEG
OE TTEPIOXEG TTOU OEV UTTAPXOUV GAAOU €id0UG NUKORBAKTNPIOIA,
HETA OTTO ETTAQPN ME ETIRERLAIWHEVO KPOUOHA PUHATIWONG N
pHETA atro BCG




H dokipaoia avixveuong Tng moapaywyng
IVTEPPEPOVNG —Y OTO Qi META ATTO OIEYEPON ME
avtiyova tou M. tuberculosis

O1 yéBodol avagépovral wg IGRA (Interferon-Gamma Release
Assays). ZuvnBsotepa yvwoTtég N QuantiFERON kar T-SPOT-TB

lNpokeiTal yia nEBodo ELISA trou aviyveuel Tnv ékKAuon IFN-y amo
PPECKO NITAPIVIOHEVO AipJa ATTO EUAIoONTOTTOINMEVA ATOHO OTOV
ETTWACETAI HE HIYHO OUVOETIKWY TTETTTIOIWYV TTOU HIMOUVTAIl 2
TTPWTEIVEG TTOU utTaApXouVv oTo M. tuberculosis: ESAT-6 ka1 CFP-10

‘Exe1 peyaAutepn €10IKOTNTA AT TNV doKipacia Mantoux (96-98%
gvavri 49% tng Mantoux)

H seuaiocOnoia tng ped6dou @Bavel 1o 67-89% évavri 33- 78% TnG




H cuveioc@opd Tou IGRA oT1n diIayvwon TnG
PUUATIWONG O€ EHPOAIOCCHEVO ATONO

Ta rooooTd 0sTikoU IGRA oe TB Ta TroocooTd BsTiIKOoTTOinONG TOU IGRA
aoBeveig Kal UyIEig ot oX€éon ME TN OIAPKEIA TNG BepaTtreiag

B T-SPOT.TB
OTST
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Positive rates 9%

.— (-1 mo 1-3 mo 3-6 mo

n=>54 n=22 n=13
n=>53 The duration of anti=TB treatment




Usefulness of Tuberculin SKin Test and Three
Interferon-Gamma Release Assays for the Differential
Diagnosis of Pulmonary Tuberculosis

Intern Med 2012; 51: 1199-
Yoshihiro Koba:!lglgi/[us:mki Abe, Keiji Mouri, Yasushi Obase,
Naoyuki Miyashita and Mikio Oka
e

Diagnostic method

Judgment Pulmonary TB (n=22) Non-pulmonary TB (n=44)

Positive —

— 13 (59.1%) 18 (40.9%:)
TST Negative 9 (40.9%) 26 (59.1%)
p§0.024
Positive g o
p=p.o1k 18 (81.8%) 3 (6.8%)
QFT-ZG NEgaﬁ\fE 3 {13-?%] 39 {BB-E%]
IndEtermmatE;:D-DDB 1 (4.5%) 2 (4.6%)
Positive - 19 (86.4%) 3 (6.8%)
QFT-3G Negative 2 (9.1%) 39 (88.6%)
Indeterminate 1 (4.5%) 2 (4.6%6)
Positive L 21 (95.5%) 6 (13.6%)
T-SPOT-TB .
Negative 1 (4.5%) 38 (86.4%)
Indeterminate 0 (0%) 0 (0%6)




Analysis of Factors Lowering Sensitivity of Interferon-y
Release Assay for Tuberculosis PLoS ONE, 2011

Nguyen Thi Le Hang1, Luu Thi Lien?, Nobuyuki Kubayashi3, Takuro Shimbo®, Shinsaku Sakurada®, Pham
Huu Thuong?, Le Thi Hong®, Do Bang Tam® Minako Hijikata®, Ikumi Matsushita®, Nguyen Van Hung’,
Kazue Higuchi®, Nobuyuki Harada®, Naoto Keicho’*

.
Abstract

Background: Imperfect sensitivity of interferon-y release assay (IGRA) is a potential problem to detect tuberculosis. We
made a thorough investigation of the factors that can lead to false negativity of IGRA.

Methods: We recruited 543 patients with new smear-positive pulmonary tuberculosis in Hanoi, Viet Nam. At diagnosis,
peripheral blood was collected and IGRA (QuantiFERON-TB Gold In-Tube) was performed. Clinical and epidemiological
information of the host and pathogen was collected. The test sensitivity was calculated and factors negatively influencing
IGRA results were evaluated using a logistic regression model in 504 patients with culture-confirmed pulmonary
tuberculosis.

Results: The overall sensitivity of IGRA was 92.3% (95% Cl, 89.6%-94.4%). The proportions of IGRA-negative and -
indeterminate results were 4.8% (95% Cl, 3.1%-7.0%) and 3.0% (95% CI, 1.7%-4.9%). Age increased by year, body mass
index <<16.0, HIV co-infection and the increased number of HLA-DRB1*0701 allele that patients bear showed significant
associations with IGRA negativity (OR=1.04 [95% Cl, 1.01-1.07], 542 [1.48-19.79], 6.38 [1.78-22.92] and 5.09 [2.31-11.22],
respectively). HIV co-infection and the same HLA allele were also associated with indeterminate results (OR =99.59 [95% Cl,
15.58-625.61] and 4.25 [1.27-14.16)).

Conclusions: Aging, emaciation, HIV co-infection and HLA genotype affected IGRA results. Assessment of these factors
might contribute to a better understanding of the assay.
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Time interval to conversion of interferon-v
release assay after exposure to tuberculosis

S.W. Lee**, D.K. Oh", S.H. Lee', H.Y. Kang', C-T. Lee®” and J-J. Yim"®
-}
ABSTRACT: The proper interval for repeating an interferon-y release assay (IGRA) among
tuberculosis contacts with initially negative results is unknown. The interval for IGRA conversion
after exposure to patients with active pulmonary tuberculosis in an outbreak setting was

evaluated.

In a platoon of 32 soldiers, four active pulmonary tuberculosis patients, in addition to one index
patient, were diagnosed during a contact investigation. For the other 27 contacts, a tuberculin
skin test (TST) and QuantiFERON: TB-Gold In-Tube (QFT-GIT) assay were performed. For soldiers
with a negative result on the initial QFT-GIT assay, the test was repeated at 2, 4, 8, 14, 18 and
30 weeks until positive conversion occurred. When conversion was identified, the subject was
treated for latent tuberculosis infection.

Initially, 17 (63.0%) soldiers gave positive QFT-GIT results, whereas 21 (77.8%) showed positive
TST results. Among 10 participants with initially negative QFT-GIT results, three showed
conversion at 2 weeks, three at 4 weeks and three at 14 weeks. Conversion did not occur during
the 30-week observation period in one contact.

Based on the tuberculosis exposure time-points among the contacts, IGRA conversion generall

|;:urred 4-7 weeks after exposure, although it could occur as late as 14-22 weeks after expnsure1




The Role of the Interferon Gamma Release Assay in

Assessing Recent Tuberculosis Transmission in a Hospital
Incident PLoS ONE, 2011

Louise Bradshaw'*, Elizabeth Davies?, Michael Devine?, Peter Flanagan?, Paul Kelly?, Kevin O’Connor?,
Francis Drobniewski®, Vladislav Nikolayevskyy?, Ibrahim Abubakar’

The study found that, among patients, increasing age was the
only factor associated with IGRA positivity. No other variables
were significantly associated with IGRA results among patients
or staff

School-age vaccination with BCG was found to be significantly
associated with testing IGRA negative

Transmission events from the index case to other staff
members or patients are unlikely

Fluctuation and reversion from positive results

close to the cut-off point means that positive results should at
least be interpreted with caution




Lee er al. BAIC Infectiows MD¥iseases 2011, 11107
http o wevereer biomedcentral.com/ 1471 -2334, 11107
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Performance of whole-blood interferon-gamma
release assay in patients admitted to the
emergency department with pulmonary infiltrates

yYoon Jee Lea'', q-—-h-—--—- ec'" ¥i Young Kim', Dong Il Won”®, Seung lck Cha', Jae Yong Park', Taes Hoon Jung'
and Chang Ho Kim!'™

1) Inpatients admitted to the ED with either pulmonary TB or non-
TB diseases were significantly more likely to have indeterminate
QFT results than outpatients with pulmonary TB

2) The sensitivity of QFT test for the diagnosis of pulmonary TB
showed significant difference between inpatients (58.0%) and
outpatients (82.8%)

3) Independent factors that were associated with indeterminate

QFT results in inpatients were lymphocytopenia, lower albumin
concentrations, and higher CRP levels

4) The inpatients with TB differed from the outpatients in terms of the
risk factors that were associated with nonpositive QFT results.




MikpoioAoyIKn diayvwon

H «kAaooikn» d1ayvwoTIK) pEBodoAoyia TrepIAAUBAVEI KOTA CEIPA:

. APeon Xpwon Kal HIKPOOKOTTNON ETTIXPICHATOG TOU KATAAANAOU
BioAoyikoU UAIKOU
KaAAiépyela og oTEPEO KAAAIEPYNTIKO HEoO (Lewenstein Jensen)
Avayvwpion ToOU NUKOBAKTNPIOIOU HE TN XPNoN BIoXNHIKWY
TEXVIKWYV
Aokipacia euaiobnoiag oTa AVTIQUHATIKA PpAPHAKA

NEWTEPEG TEXVIKEG

KaAAiEpyeia o€ uypo péco (BACTEC MGIT 960, BACTEC 460)
AVIXVEUOTN HE XpRonN HUKOBOKTNPIOPAYWYV
AVIXVEUOT ME OEIKTEG XPWHATOMETPIKNG AVAYWYNG




H xpwon emiXpiocyaTog

ATTOTEAEI TNV EUKOAOTEPN KaI TAXUTEPN MEBODO diayvwong Tng TB

2uvnOwg epappoletal n xpwon kata Ziehl-Neelsen 1rou aviyveuel
0{EAVTOXOUG MIKPOOPYaVIOHOUG (0X1 novo M. tuberculosis...)

MeiovékTnua: n piIkpn evaicOnoia (10,000 BakT./mL)

ATTOTEAECHATIKN O€ acOeveic HE oTTAAAIA, AIYOTEPO O a0BevEIG HE
oINONTIKES BAABEeG

H TEXVIKN XpWOoNG HE auramine €ival £ iICOU ATTOTEAECHATIKA KAl
AOyw pOOPICHOU EXEI EUKOAOTEPN AVAYVWOINOTNTA

To BeTIKO armroTéAeoua TTPETTEl va eTTIReBaiwveTal e Ziehl-Neelsen




MukoBaKTnpidla CE ETTIXPICHA TTTUEAWYV HETA
a1ro xpworn Ziehl-Neelsen (A) kai auramine (B)

B




MopPIaKEG OIAYVWOTIKEG TEXVIKEG

Genetic amplification techniques: Baciovral oTnVv TTapaywyn
avTiypapwy €101IKwV THNHAaTtwy Tou DNA (AMPLICOR) 1 RNA (Gen-
Probe) Tou M. tuberculosis

Opiopéveg TeXVIKEG (Line Probe Assays) HTTOpOUV VO AVIXVEUCOUV
TNV UTTAPEN HETAAAQSEWY TTOU APOPOUV TNV AVTOXI) TOU
HUKOBOKTNPIOIOU OTO oUuVRON AVTIQUUATIKA pApMAKA

OsWPNTIKA HTTOPOUV VA AVIXVEUOOUV TNV UTTAPEN EVOG KAl HOVO
HIKpofiou

H d1ayvwon eival Taxeia (o€ 2-8 WpPEG)
EvaioOnoia kai e101IKOTNTA > 98% O€ TTEPITTTWON OETIKOTNTAG

MikpoTepa TTocooTa (83-85%) o€ apvnTika OeiyHaTa




H diayvwon Tng pUHATIWONG O€ TTAEUPITIKI) CUAAOYN

To TTAEUPITIKO UYPO OE TTEPITITWOEIG PUHATIWONG OUVNOBWG EXEL:
- UPNAA eTTITTESA TTPWTEIVNG
- ETTITTEDA YAUKOCNG EAA@PWG KATWTEPA TOU TTAGCHATOG.

Mtropci va gival XapnAd av ouvouadleTal e pEUNATOEION apBpiTida, ENTTUNMA,
KaBuoTepnuévn d1ayvwon, TTPOoXwWpPnHEVN VOOoO HE cuvoo0 ivwon, I TTOXUTTAEUPITION

Ogivo pH

MepioocoTepa atmd 50% wpipa AsppokurtTapa. MITopei va ETTIKPATOUV
TTOAUHOP@POTTUPNVA OTO APXIKO OTAOIO

EAaxioTa peoodnAiaka kKuttapa (<10/1000 Asuka)

OETIKO TTPOOCOIOPICHO TNG ATTAMIVAoNG TNG adevooivng (ADA). Opio
40-45 IU (1oxupoO O10YyVWOTIKO CTOIXEIO)

YWnAo Aoyo (>1.2) poupauidaong uypou/ TTAGCHATOG




MikpoI10AOYIKEG TEXVIKEG WG BondnuaTa oTnVv
ETTIONMIOAOYIKN £PEUVA TNG PUMATIWONG

« XPNOIJOTTOIOUV HEBOOOUG EPEUVAG YEVETIKWY TTOAUNOPPICHWV
(RFLP)

« Mrropouv va fonénoouv:
- OTOV TTPOOCOIOPICHO TOU YEVIKOU ETTIONMIOAOYIKOU TTPOTUTTOU O€
Eva 6edopévo TTANBuo o
- OTNV EPEUVA ETTIONHIWYV KAl TOV EAEYXO TOUG
- OTO OIAXWPICHO TWV EEWYEVWY HOAUVOEWYV KAl TWV UTTOTPOTTWYV
- OTN MEAETN TNG TTIBAVNG OIANOAUVONG OTA EPyaCTHPIA

* Ta amoTEAECHATA TWV TEXVIKWY AQUTWY Ba TTPETTEI VO cuvoudalovTal
HE TO KAQOOIKA ETTIONMIOAOYIKO OEOOMEVA







“The most meaningful advance in the
history of twentieth- century medicine
arguably has been the development of

curative chemotherapy for
tuberculosis”




BaoIKES apXEC TNG OEPATTEIOG TG PUHATIWONG

H Oepartreia TTPETTEI VA AVTIMETWTTIOEI TOV HEYAAO apIiOuo Twv
HUKOBAKTNPIOiWYV TTOU TTOAAATTAOCIA{OVTAI OTOUG IOCTOUG TOU
¢EVIOTN TTAOPAAANAQ JE TNV IKAVOTNTO TOU MIKPORIiou va
HETaAAGoOETAI (CUVOUQOHEVN BepaTtTEia)

H Oepatreia TTPETTEI VA AVTINETWITIOEI TOUG OIAQPOPETIKOUG
pPUBOUG TTOAAATTAOCIOOOU TOU NUKOBOKTNPIOIOU O€
OIOPOPETIKEG AVATOHIKEG BDECEIG KOI OE OIAPOPETIKA ONHEIA
HEoa oTnV id1a TNV 10TIKN BAARN (Hakpa BepaTreia)




YTTOAOYICOMEVOG APIOUOG HUKORBAKTNPIOIWYV O€
OIOPOPETIKEG ICTIKEG BAALEC

QupaTtiwon pe BeTIKO emixpiopa: 107 — 10° BakiAol
Me oxnuaTtiopo omnAdiwyv: 107 — 10° BakiAol

Me 6indnon: 104— 107 BdakiAol

Me oxnuatiopo 6lwv: 104 — 10% BaxkiAol
QupaTiwdng adevormrdadeia: 104 — 108 BakiAol
Qupartiwon veppwy: 107 — 10° BakiAol

ESwmrveupovikn euuatiwon:104 — 10¢ BaxkiAoi




O apiBuog Twyv pUKORBAKTNPIOIWY TTOU
OTTAITEITAI YIO TNV ELHPAVION EVOG OAVOEKTIKOU
OTEAEXOUG O€ KABE pApUAKO

dapuako ApI1Ouog pIKpOoRBiwyv

looviadion (1) 1 X 10°—10°
PipapTrikivn (R) PapHKa 1 X107 —-108
LTPETTTOPUKIVN (S) 3  1ng 1 X 10°— 108
EGaupouToAn (E) YPappfg 1 X 10°—-10°
Mupadivapion (Z) 1 X 10%2 — 104
KivoAoveg 1 X 10°— 106
AAAa 1 X 103 — 106




Pdappoka 2nG YPOMMAS BepaTreiag

Kavapukivn
KaTtrpgoluKivn
AMIKOOoivVn
KukAooepivn
lNapa-apivooaAIKUAIKO
o¢u (PAS)
OctiokeTalovVN
AiveCoAiodn (;)

EOsiovapion-
TTPoOeIovauion

KivoAoveg:

- OITTPOYPAOLACTIVN
- opAogacivn

- Aeo@Aocaaivn

- oTTap@Aocaaivn
- HogIpAogaoivn




OEPATTEUTIKA OXNHOATO

ApXIKN Oepartreia pe evaiobnoia ota pappoka: 2IRZ/4IR

Me miOavoTnTa avroxXng otnv iooviadidn, oTnv apxikn ¢aon
TPOOTIOETAI EBauBOUTOAN

Av Ogv ptTOopEi Va xopnynoOei
- Trupadivapion (£): 2IRE/7IR
- 1ooviadion (I): 2REZ/7TRE

- prpapTrikivn (R): 2IEZ/7IE

- e0auBouToAn: 2IRZS/4IR




Huepnoiegc 6000AoYiEg

looviadidon

PipapuTrikivn

NMupadivapion

EOauBouToAn

2TPETTTOHUKIVN

5 mg/kg (HExp1 300mg)

10 mg/kg (pnExp1 600mQ)

15-30 mg/kg (HEXpP! 2 Q)

15-20 mg/kg

15-20 mg/kg (HExp! 1 9)




AVETTIOUUNTEG OPACEIG TWV AVTIQUMHATIKWY
POPUNAKWYV

looviadidon HmraTiTida, wepi@epIikn VEUpPOTTAOEIa, TTEAQAYPO
UTTEPEUAIoONnOia OEPUATOG

Pipaptikivn  HaTiTida, utrepeuaiodnoia kal pwrosuaiodnoia
OEPMATOG, HEIWON TNG OPACTIKOTNTAG TWYV AVTI-
OUAANTITIKWY, AVTITTNKTIKWY KAl UTTOYAUKOIMIKWYV
PAPMAKWY, YPITTWONG CUVOPOUT), OpOUBOKUTTOTTE-
VIKN TTOpPuUpa, aoBuoEIdNG OUCTTVOIA, AIHOAUTIKNA
AVOIMIO, OCEIO VE@PIKI OVETTAPKEIA

NMupadivapidon ApOBpalAyia, oupiki apBpiTida, vauTia, avopedia,
NITATITION, UTTEPEUNIOONCIO TOU OEPHATOG, YEVIKEU-
HEVEG AVTIOPACEIG

2TPETTTOHUKIVN AIBoucaieg O1aTAPAXES, KWPWOT, IAlyyO, aTTAACTIKN
AVAIHia, OKOKKIOKUTTAapAIHia

EQapuBoutoAn  OTTTIKN VEURITION, VAUTIO, TTEPIPEPIKI) VEUPOTTABEIO
utTEpevaIcOnoia (otravia)




AvVTOXN: OPICHOI OE OXEON HE TNV TTPOEAEUCT) TNG

NpwTtoTradng avroxrn: n £€§ apxng avroxn otnv Oepatreia o€
aToua TTou Osv UTTORBANBNKAV TTPONYOUHEVWG O€ avTi-TB aywyn

AeuTtepoTTOONG AVTOXN: N AVTOXN TTOU EUPAVICETAI KATA TN
OIAPKEIO TNG BEpATTEIOG ] O£ ATOMA TTOU €ixav RON uTToRBANOEi
o€ avTi-TB aywyn

2UVOAIKIN aVvTOXN: TO ABpoIoHO TNG TTPWTOTTAB0UG Kai
OsuTEPOTTAOOUG AVTOXNG

MeTOa@EPOPEV OVTOX: TO TTOOOOTO OIACTTOPAG MIKPORBIOKWY
OTEAEXWYV HE KAIVIKA CNUAVTIKA TTPOTUTTA AVTOXNG (METa@OpA
KAWVWY)




AvVTOXN: OPICHOI OE OXEON HE TNV EKTACT) TNG

MovoavToxn: n avroxrn o€ Eva amo 1a 5 TpwTtevovTa
AVTIQUMATIKA @ApMaKA

lNMoAuavroyxn (MDR): n avroxn otn pIautTikKivn Kai iocoviadion
(ka1 eEVOEXOMEVWG OE ETTITTAEOV PAPHAKO)

ExteTapévn avroxn (XDR): avroxn oTn pIQAMTTIKiVN, Ic0OVIAlion
Kol @OOPIOKIVOAOVEG KaI ETTITTAEOV O€ £va TOUAGXIOTOV ATTO TA
TPIA EVECIHO PAPMAKO OEUTEPNG YPAMMNG ONA. apIKaoivn,
KOVOHUKIVI, KOTTPEOHUKIVN

lNavavroxn (XXDR): avroxn o€ oAa Ta S100£CINA AVTIPUHATIKA
QApHAKOA




H OepaTreia TG avOeKTIKNG o€ 1 @APHUAKO
PUMATIWONG

looviadion RIF, PRZ, EMB, SM RIF, EMB
Pipaptikivp  INH, PRZ, EMB, SM INH, EMB
Nupadivapion PRZ, RIF, EMB, SM INH, RIF
EBapBoutoAn  INH, RIF, PRZ, SM INH, RIF

2rpemrtopukivn INH, RIF, PRZ, EMB INH, RIF




2UVIOTWHMEVN QYWY O€ A0BEVEIC NE OVOEKTIKI
(PUMUOTIWOT COE TTEPICOOTEPO PAPHUAKO

INH, SM RIF, PRZ, EMB, AK 6-9 pnRveg Avtarmrokpion ~ 100%
<5% utTOTPOTIN
INH, EMB (+/-SM) RIF, PRZ, FQN, AK 6-12 ppveg AvaAoyn avTatmrokpion

INH, RIF (+/-SM) PRZ, EMB, FQN, AK 18-24 pnveg XEIPOUPYIKN Bepartreia;

INH, RIF, EMB PRZ, FQN, AK, + 2 24 PAveg HETA XEIPOUPYIKN Bepartreia;
(+/-SM) TNV ApVNTIKOTTOinoN
INH, RIF, PRZ EMB, FQN, AK, +2 24 yRVEG HETA XEIPOUPYIKN BepartTeia;
(+/-SM) TNV APVNTIKOTTOINOoN
INH, RIF, PRZ, EMB FQN, AK, +3 24 Unveg pETA XEIPOUPYIKN OepaTtTeia;
(+/-SM) TNV APVNTIKOTTOINON

Avroxn o€ AK, SM, KAN: G0KINAOTE KATTPEOHUKIVN
EmiAoyn pHETASU EBeiovapidng, KUKAooEpivng, PAS, kAo@alipivng, apos/kKAaBouAaviko




Newer fluoroquinolones for treating
respiratory infection: do they mask
tuberculosis?

Eur Respir J 2010; 35: 606-613

K.C. Chang*, C.C. Leung*, W.W. Yew?”, T.Y. Lau*, W.M. Leung*, C.M. Tam¥*,
H.C. Lam™*, P.S. Tse*, M.Y. Wong*, S.N. Lee*, K.l. Wat* and Y.H. Ma*

ABSTRACT: Possible masking of tuberculosis (TB) in treatment of community-acquired respiratory
infection by newer fluoroquinolones has not been examined in randomised controlled trials.

We undertook a randomised, open-label controlled trial involving adults with community-
acquired pneumonia or infective exacerbation of bronchiectasis encountered in government
chest clinics in Hong Kong. 427 participants were assigned by random permutated blocks of 20 to
receive either amoxicillin clavulanate (n=212) or moxifloxacin (n=215). Participants were
followed for 1 yr for active pulmonary TB.

Excluding three participants with positive baseline culture, 13 developed active pulmonary TB:
10 (4.8%) out of 210 were given amoxicillin clavulanate, and three (1.4%) out of 214 were given
moxifloxacin. The difference was significant by both proportion and time-to-event analysis. Post
hoc analysis showed a significant decrease in the proportion with active pulmonary TB from 4.8%
to 2.4% and 0% among participants given amoxicillin clavulanate (n=210), moxifloxacin for
predominantly 5 days (n=127) and 10 days (n=87), respectively. The log rank test for trend also
showed a significant difference between the three subgroups. Regression models reaffirmed the
linear effect; the adjusted odds ratio (95% confidence interval) of active pulmonary TB after
moxifloxacin exposure up to predominantly 10 days was 0.3 (0.1-0.9).
| Newer fluoroquinolones appear to mask active pulmonary TB. |




Lee M, et al. N Engl J Med 2012; 367: 1508-18

Linezolid for Treatment of Chronic

Extensively Drug-Resistant Tuberculosis

RESULTS

Ey 4 months, 15 of the 19 patients (79%) in the immediate-start group and 7 of the
20 (35%) in the delayed-start group had culture conversion (P=0.001). Most patients
(34 of 39 [87%]) had a negative sputum culture within 6 months after linezolid had
been added to their drug regimen. Of the 38 patients with exposure to linezolid, 31
(82%) had clinically significant adverse events that were possibly or probably related
to linezolid, including 3 patients who discontinued therapy. Patients who received
300 mg per day after the second randomization had fewer adverse events than those
who continued taking 600 mg per day. Thirteen patients completed therapy and have
not had a relapse. Four cases of acquired resistance to linezolid have been observed.

CONCLUSIONS

Linezolid is effective at achieving culture conversion among patients with treatment-
refractory XDE. pulmonary tuberculosis, but patients must be monitored carefully for
adverse events.




[16TE XOopnyouvTal KOPTIKOEION OTN PUHATIWON;

o QuuaTiwdnG KNVIYYITIG: CUVICTATAI ATTO TTAISIATPOUG VIO TNV
ATTOPUYI AVATTTUSNG UOPOKEPAAiIag

Kexpoeiong pupariwon: o€ Bapia aocBeveig yia TNV TTapoxn
OUHTITWHATIKNG avaKou®Iong. Agv ETTNPEACEI OUCIACTIKA TNV
TTPOYVWON

QuuaTiwdnG TTEPIKAPODITIC: YIA TN HEIWON TOU KIVOUVOU
OUMQUTIKNG TTEPIKAPOITIONG KAI TNV ATTOQUYI TG UTTORBOANRG O¢
XEIPOUPYIKN ETTENROON




H xnueiomrpo@uUAagn Tng Aavlavouoag QUHATIWONG

YITapXOouV OIaPOPES ATTOYEWYV YIO TOV TUTTO KOI TO OPEAOG TG O¢€
O1a@POopPEG OHADEG KIVOUVOU

Eival ciyoupa amrapaitnTn O& ATONA HE:

- pupaTiwon kai AIDS

- TPOC®ATN HOAUvVON (10iwg TTaIdIA)

- OKTIVOAOYIKO EUPHOTA CUMBOTA ME UTTOAEIMpATIKA TB

H xnueiomrpo@uUAagn HE 1IcovIalidon £xel BEATIOTN OIAPKEIA 9 NAVEG

MOava id1a aTTOTEAECHATIKOTNTA £XEI TO OXNHA 2RZ

To oxnua pIPATTEVTIVNG —1C00VIAliONG Ot £’ atrag eBoOopadIaia
xopnynon X 12 (DOT) sival atmroTEAECHATIKO




Amedo-Pena et al. BMC Infectious Diseases 2011, 11:349
httpyfwww biomedcentral.com/1471-2334/11/349 BMC
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Latent tuberculosis infection, tuberculin skin test
and vitamin D status in contacts of tuberculosis
patients: a cross-sectional and case-control study

Alberto Arnedo-Pena'?”, José Vicente Juan-Cerdan?, Angeles Romeu-Garcia', Daniel Garcia-Ferrer?,
Rita Holgufm—GémezB, Jesus Iborra-Millet?, Concepcidn Herrero-Carot', Maria Jestis Sanchis PifianaZ,
Juan Bellido-Blasco'”, José Antonio Ferrero—‘v’egaz, Lourdes Safont Adsuara', Esther Silvestre Silvestre',
Noemi Meseguer Ferrer' and Vicenta Rodrigo Bartual®

Background: Deficient serum vitamin D levels have been associated with incidence of tuberculosis (TB), and latent
tuberculosis infection (LTBI). However, to our knowledge, no studies on vitamin D status and tuberculin skin test (TST)
conversion have been published to date. The aim of this study was to estimate the associations of serum
25-hydroxyvitamin D3 (25[0OH]D) status with LTBI prevalence and TST conversion in contacts of active TB in Castellon
(Spain).

Methods: The study was designed in two phases: cross-sectional and case-control. From November 2009 to
October 2010, contacts of 42 TB patients (36 pulmonary, and 6 extra-pulmonary) were studied in order to screen
for TB. LTBI and TST conversion cases were defined following TST, clinical, analytic and radiographic examinations.
Serum 25(0H)D levels were measured by electrochemiluminescence immunoassay (ECLIA) on a COBAS® 410
ROCHE™ analyzer. Logistic regression models were used in the statistical analysis.

Results: The study comprised 202 people with a participation rate of 60.1%. Only 20.3% of the participants had a
sufficient serum 25(0OH)D (= 30 ng/ml) level. In the cross-sectional phase, 50 participants had LTBI and no association
between LTBI status and serum 25(OH)D was found. After 2 months, 11 out of 93 negative LTBI participants, without
primary prophylaxis, presented TST conversion with initial serum 25(0OH)D levels: a:194% (7/36): < 20 ng/ml, b:12.5% (4/
32):20-29 ng/ml, and c0%(0/25) = 30 ng/ml. A sufficient serum 25(OH)D level was a protector against TST conversion a:
Odds Ratio (OR) = 1.00; b: OR = 049 (95% confidence interval (Cl) 0.07-2.66): and c: OR = 0.10 (95% CI 0.00-0.76), trends
p = 0.019, adjusted for high exposure and sputum acid-fast bacilli positive index cases. The mean of serum level 25(0OH)
D in IST caonversion cases was lower than controls 175 + 56 na/ml versys 259 + 137 na/ml (n =0041)

Conclusions: The results suggest that sufficient serum 25(0OH)D levels protect against TST conuersicm,l




O euBoAiacpuocg pye BCG

NMpooc@épel uPNAN TTPOCTACIA EVAVTI TG PUHATIWOOUG MNVIYYITIOOG
KOl TG KEXPOEIOOUG puHaTiwoNnG (75-86%). H cuvoAIkr TrpocTacia
gival pérpia (50%)

Agv TTpOoUAAOCOEI ATTO TN MOAUVOT OUTE TTPOCTATEUEI ATTO TNV
ETTAVEVEPYOTTOINOCT TNG VOO OU

AKOHN KOl JE TIG KAOAUTEPEG OUVONKEG OEV £XEI ETTITITWOT OTOV
BaBuo eVONUIKNAG TTAPOUCIAG TNG PUHATIWONG, OUTE OTOV £TIOCIO
apPIBUO TWV KPOUOHATWYV

XPNOIHOG O XWPEG ME UYNANR EVONMIKN VOGO

Agv gival Xpnoigog (oav HalIKO METPO) O XWPEG ME XOAHMNAN
EVONMIKN GUHATIWON




Towards new tuberculosis vaccines

Stefan Svenson,"** Gunilla Killenius,' Andrzej Pawlowski' and Beston Hamasur'

According to VWHO, about one third of the world’'s population
is infected with bacteria of the Mycobacterium tuberculosis com-
plex. Currently there is globally 9.15 million recorded cases of
overt tuberculosis (TB) annually and, due to lack of adequate
diagnostics, presumably a large but unknown number of non-
recorded cases. TB is estimated to cause |.65 million deaths
per annum which accounts for one-fifth of all deaths by infec-
tious diseases of adults in low-income countries. During recent
years a rapid spread of multi-drug resistant bacteria causing
about 0.5 million TB cases per year has worsened the problem.
The live attenuated Bacillus Calmette-Gueérin (BCG) vaccine
which is the only currently available TB vaccine does not confer
any significant protection against the most common and conta-
gious form of TB—adult pulmonary TB.




A Phase lla Trial of the New Tuberculosis Vaccine,
MVABS8SA, in HIV- and/or Mycobacterium

tl.l bercu,OSis—i nfECtEd Adu |t$ Am J Respir Crit Care Med Vol 185, Iss. 7, pp
769-778, Apr 1, 2012

Thomas J. Scriba'®, Michele Tameris'*, Erica Smit!, Linda van der Merwe!, E. Jane Hughes’,

Blessing Kadira!, Katya Mauff?, Sizulu Moyo!, Nathaniel Brittain®, Alison Lawrie3, Humphrey Mulenga’,
Marwou de Kock!, Lebohang Makhethe!, Esme Janse van Rensburg'!, Sebastian Gelderbloem?,

Ashley Veldsman'!, Mark Hatherill', Hendrik Geldenhuys!, Adrian V. S. Hill}, Anthony Hawkridge’,
Gregory D. Hussey!, Willem A. Hanekom'!, Helen McShane3#, and Hassan Mahomed'#

Rationale: Nowvel tuberculosis (TB) vaccines should be safe and effec-
tive in populations infected with AMycobacterium tuberculosis (N .EH)
and/or HIV for effective TB control.

O bjective: To determine the safety and immunogenicity of MWVASS A,
a novel TB wvaccime, among AM.ftb- and/or HIV-infected persomns im
a settimg where TB and HI'V are endemic.

Methods: An open-label, phase lla trial was conducted in 48 adults
wwithh AM.th and/or HI'V infection. Safety anmnd imMmmunogenicity were
analyzed up to 52 weeks after intradermal vaccination with 5 >= 107
plague-forminmng units of MWYVAB5SA. Specific T-cell responses were
characterized by IFMN-venzyme-linked immunospot anmnd whole blood
intracellular cytokine staining assavys.

Measurermernts and Main Results: PMWVABS A vwas well tolerated anmnd no
wvaccine-related serious adverse events were recorded. MWV ABSA in-
duced robust and durable response of mostly polyfunctional CD<4 "
T cells, coexpressing IFMN-, tumor necrosis factor-o«, and IL-2. Mag -
nitudes of pre- and postvaccination T-cell responses were lowvwer in
HiIv-infected, compared with HIV-uninfected, vaccinees. No signifi-
cant effect of antiretroviral therapy on immunogenicity of MVWVABS5 A
wvwas observed.

Conclusions: MvASDSA was salte and |rmrmu ooy enic in Persons vwith HIW |
and/or A .tb infection. These results support further evaluation of
safety and efficacy of this vaccine for prevention of TB in thhese target
Propulations.
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1.\ /1) Information to be obtained during the inferview of the fuberculosis contact

/.\: {88 Possible reasons for a false-negative tuberculin

skin test (generally D)
Degreg of exposure to the index case and locafion of possible fransmission Age <6 morhs
Risk of prior nfecion with Mycobacterium fubercuiosis (e.g. oreign-bom or pror tuberculosis contac) Age 65 yrs [137]
BCG vaccination status Cellular immune defects
Praious TST andlor IGRA st (e.g. HV infection, AIDS and lymphoproliterative disorders)

Acute or recent severe viral infection (e.q. rubella [138],

Age measles [139, 140] and mononucleosis [140]) and scarlet fever [140]
Tuberctlosis history (uberculosis, ltent inction wifh M. tuberculosis, previous nfituberculosis chemotherapy or prevenive ferpy)  immunisation with live vaccines within the past 6 weeks (e.g. measles,

Medical history and comarbidity (mmune status (table 2), risk of hepatits or co-medication) poliomyelitis, yellow fever, mumps [141] and rubella [142])

g . Severe dehilitating diseases (e.g. malignancies [143))
ymptoms of fuberculosis
Systemic high-dose corticosteroid therapy (=15 mg prednisolone

Condtions asocieted wih reduced acherence equivalent) or treatment with immunosuppressants

7. \:TEEW Sensitivity of the tuberculin skin test among Advanced pumonary berculosis [133, 144,

palients with nonzero reaction sizes central nervous system tuberculosis and disseminated tuberculosis [145]

Sarcoidosis [146]

Cut-off value Sensitivity % Reference Malnutrition [147]
Window period for manifest immune response to infection
=5 mm 05-G9 [131, 136] with Mycobacterium tuberculosis
=10 mm 91-95 Application errors (incomplete or subcutaneous tuberculin injection,
=>15mm 67-80 incomect quantity of tuberculin, inadequate storage of tuberculin)

Reading errors (too early or too late)
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7.\ IARER Classification of contacts around the index case according to the degree of exposure

1st circle of contacts (inner circle) Description

Close household contacts Those who live in the same household as the infectious case. Household contacts are considered,
by definition, fo share breathing space on a daily basis with the source case.

Close nonhousehold contacts Close nonhousehold contacts may include those persons with short exposure times to direct
face4o-face streams of air with a particularly high density of infectious droplet nuclei, such as may
occur during bronchoscopy or otorhinolaryngeal examination of patients with hence untreated
sputum smear-positive tuberculosis, and similar situations. For all other close nonhousehold
contacts, an arbitrarily defined cumulative exposure time of 8 h, if the index is sputum
smear-positive, or 40 h, if only sputum culture-positive has been recommended as a guiding
principle [18]. This group also includes contacts with regular, prolonged contact with the source
case, who share breathing space but do not live in the same household or who have spent time
with the source case in a confined space, such as a car, sweatshop or prison cell. These may
also include contacts, such as close friends and colleagues.

2nd circle of contacts (middle circle)

Casual contacts Those who spent less time with the infectious case. These may include frequent visitors to the home,
friends, relatives, school or class mates, colleagues at work or leisure contacts, members of a club
or team, or passengers in adjoining seats during aircraft travel of =8 h [201].

3rd circle of contacts (outer circle)

Community contacts Those living in the same community or attending the same school, sports club or workplace who

may have had sporadic contact.
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