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e TB’de 2015 d6nim noktasi

* “Stop TB” stratejisinden “End TB” stratejisine gegis yili



DSO Stop TB stratejisi

Stop TB stratejisi (2006-2015) Hedefi:
*2015’te TB’den olumleri ve TB sikligini 1990’a gore % 50’den daha
fazla disirmek

*2050’de TB'yi elimine etmek (Sikligi milyonda 1’in altina indirmek)

Box 1.2 The Stop TB Strategy at a glance (2006-2015)

‘ VISION ATE-freeworld

Todramatically reduce the global burden of TB by 2015 in line with the Millennium Development Goals (MDGs) and

GOAL
the Stop TB Parinership targets

B Achieve universal access to high-quality care for all people with TR

B Reduce the human suffering and sociceconomic burden associated with TE
OBIECTIVES B Protect vulnerable populations from TB, TB/HIV and drug-resistant TR

B Support development of new tools and enable theirtimely and effective use

B Protect and promote human rights in TE prevention, careand control

B MDCG 6, Target 6.c: Halt and begin to reverse the incidence of TR by 2015
TARCETS B Targets linked tothe MDGs and endorsed by the Stop TE Partnership:
— 201%: reduce prevalence of and deaths due to TB by 50% compared with a baseline of 1990

— 2050 eliminate TE asa public health problem {defined as <1 case per 1 millicn population per year)



End TB stratejisi hedefi:
*TB’den dlumleri 2015’e gore % 90-95 azaltmak
*TB sikligini 2035’te 100.000’de 10’un altina indirmek

Box 1.3 The End TB Strategy at a glance (2016-2035)

‘ VISION AWORLDFREEQFTE
— zero deathis, disease and suffering due to TB
COAL EMD THE CLOBALTE EPIDEMIC
MILESTOMNES TARGETS
INDICATORS
2020 025 506 20307 End TE 2035

Reduction in numberof TB deaths

compared with 2015 (3] 3550 Pl 0% 5%
Reduction in TE incidence rate 20% 50% BO% Q0%
Enmpared writh 205 (%) (==B510:0 D00} [(«=55100 D00} {=20M00000) 1000 Do)
TB-affected families facing catastrophic a a a a

costsdue to T (%)



Tuberkllozda ana bulgular

Diinya Saglik Orguitii (DSO) 1995’ten bu yana diizenli raporlama yapiyor
Her gecen yil TB raporlama, kayit ve bildirim iyilesiyor
Bilgiler diinya populasyonunun % 99’undan toplaniyor
Bilgi gonderen Ulke sayisi 205 (Dinyada toplam 221 tlke var-KKTC dahil)

TB 6lim sikhigi 1990 dan bu yana % 47 oraninda azaldi (Stop TB
stratejisinde hedef % 50 idi)



Yeni TB olgulari-2014

* Tahmini olmasi beklenen toplam 9.4 milyon yeni olgu
5.4 milyon erkek
3.2 milyon kadin

1 milyon ¢ocuk

YV V V V

% 12’si HIV-pozitif (% 80’i Afrika kitasindan)

WHO’nun raporladigi olgu sayisi 6 milyon
e Olgularin tahmini % 37’si tan1 almiyor ya da raporlanmiyor!

e Tedavi basarisi yeni olgularda: % 86 (2013 verisi)



e 2014 te toplamda 1.5 milyon TB’den 6lim
» 1.1 milyon HIV-negatif

» 0.4 milyon HIV-pozitif

v’ 890 000 erkek

v' 480 000 kadin

v 140 000 cocuk

B FIGURE z2.16a

Top causes of death worldwide in 2012.2® Deaths from TB
among HIV-positive people are shown in grey.
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Hastalik yuka ve sikhgi

e Dunya ortalamasi 100.000’de 133 (Hedef 2035’te
100.000’de 10’un altina indirmek)

* En fazla siklik Afrika’da (100.000°de 281)

B FIGURE 2.7

Clobal distribution of estimated TR incidence by rate and absolute number, 2014. The size of each bubble is proportional to

E n fa Z I a o Ig u gt') ru I e n U I ke I e r the size of the country’s population. High-burden countries are shown in red.b
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B FIGURE 2.8

Clobal trends in estimated rates of TB incidence (1990-2014), and prevalence and mortality rates (1990-2015).

Left: Estimated incidence rate including HIV-positive TB (green) and estimated incidence rate of HIV-positive TB (red).
Centre and right: The horizontal dashed lines represent the Stop TB Partnership targets of a 50% reduction in prevalence
and mortality rates by 2015 compared with 1990. Shaded areas represent uncertainty bands. Mortality excludes

TB deaths among HIV-positive people.
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B FIGURE 2.6
—

Estimated TB incidence rates, 2014

Estimated new TB
cases (all forms) per
100 000 population
peryear
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N FIGURE 2.10

Estimated TB incidence rates, 22 high-burden coumtries, 1990-2014. Estimared TB incidence rates (green) and estimared
incidence rates of HIV-positive TB (red). Shaded areas represent uncertainty bands.
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Coklu ilaca direncli TB (CID-TB)

 Tahmin edilen 480 000 olgu

* Raporlanan ve bildirilen 123 000 olgu

* Yeni olgularin % 3.3’

* Onceden tedavi almis olgularin % 20’si

e Eskiyillara gore siklikta belirgin degisiklik yok

B FIGURE 4.2
—

Percentage of new TB cases with MDR-TB*
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3.7. TEMASLI MUAYENESI VE KORUYUCU TEDAVI UYGULAMASI \

Tablo 10. TSM Verem Sovasi Dispanseri (VSD) Birimi Kowrtlonno Gdre TB Hosta Sawisi, Temasl
Muayenesi ve ilagh Koruma, 2002-2012

Temash Hasta Basina - Hasta Basina
¥IL m Muayene Yapilan Temash ;ll:ﬂ:lm ilach Korumaya
Sayisi Muayenesi Alinanlarnin Sayisi
2002 16376 J2.874 4,5 11142 0,7
2003 17923 85 887 4.8 15972 1,1
2004 17.510 85624 4,9 13 882 0,8
2005 20535 101.976 5,0 19664 1,0
2005 20.535 101.976 5,0 19 664 1,0
2006 20526 110017 54 23388 1,1
2007 19684 117455 6,0 23529 1,2
2008 15452 124 324 6,7 22 595 1,2
2009 17.402 115421 B, 6 21326 1,2
2010 16551 92143 6,0 13581 11
2011 15679 97924 6,2 19093 1,2
2012 14691 104912 7,1 20903 1,4
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YILLARA GORE TB OLGU HIZLARI, 2005-2012
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Sekil 13. Yeni Olgular, Onceden Tedavi Gérmiis Olgular ve Toplam Olgularda Olgu Hizlari, 2005-2012



Sekil 18. Yeni TB Olgularinin Yas Gruplarina Gdre Say, Yiizde ve Olgu Hizlari, 2005-2012

Sekil 15. Yeni TB Olgularinin Yas Gruplanna Gére Olgu Hizlari, 2005-2012

YIL

YAS GRUBU
Toplam 04 5-14 15-24 25-34 35-24 45-54 55-64 265
Yillar Yeni
Olgu Sayr | Olgu | Sayr (Olgu | Sayir | Olgu | Sayr | Olgu | Sayi |Olgu | Sayi1 |Olgu | Sayir | Olgu | Say1 | Olgu
% Hizi % Hizi % Hizi % Hizi % Hizi % Hizi % Hizi % Hizi
291 906 4,735 4.098 2.830 2.473 1.656 1.764
2005 18.753 4,4 6,5 36,8 31,5 29,0 34,0 37,4 41,5
1,6 4,8 25,3 219 15,1 13,2 8,8 9,4
271 842 4.608 4.113 2.738 2.398 1.715 1.859
2006 18.544 4,1 6,0 35,9 31,2 27,3 319 37,4 42,7
1,5 4,5 249 22,2 14,8 12,9 9,2 10,0
193 758 4.288 3.951 2.632 2.403 1.671 1.885
2007 17.781 33 59 34,6 32,3 26,9 31,4 344 37,7
1,1 4,3 24,1 22,2 14,8 13,5 9,4 10,6
232 717 3.770 3.637 2.515 2.273 1.783 1.833
2008 16.760 39 5,6 30,3 29,5 25,0 28,7 35,2 37,5
1.4 4,3 22,5 21,7 15,0 13,6 10,6 10,9
220 720 3.410 3.445 2.228 2.324 1.703 1.893
2009 15943 3,6 5,7 27,2 27,7 21,9 28,4 32,1 37,2
1,4 4,5 21,4 21,6 14,0 14,6 10,7 11,9
218 661 3.034 3.087 2.219 2.234 1.785 1.945
2010 15.183 3,5 5,2 24,2 24,4 21,8 26,6 31,0 36,5
1.4 4,4 20,0 20,3 14,6 14,7 11,8 12,8
196 548 2.725 2.898 2.103 2.079 1.894 1.974
2011 14.417 3.2 4,3 21,7 22,6 20,2 24,2 31,5 36,0
1,4 3,8 18,9 20,1 14,6 14,4 13,1 13,7
177 495 2.434 2.691 2.013 1.971 1.757 1.997
2012 13.535 29 3,9 19,3 21,0 18,6 22,6 28,6 351
1,3 3,6 18,0 19,9 14,9 14,6 13,0 14,7
YENi TB OLGULARININ YAS GRUPLARINA GORE OLGU HIZLARI, 2005-2012
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Akciger- akciger disi TB dagilimi

Tablo 24. Toplam TB Olgularinda Cinsiyete Gére Hastaligin Tutulum Yerinin Dagilimi, 2012

HASTALIGIN YERI
CINSIYET Akciger AC Disi Akciger+AC Disi TOPLAM
Sayl % Sayi % Sayl %
Erkek 6.024 69,0 2.329 26,7 374 4,3 8.727
Kadin 2.731 45,8 2.971 49,8 262 4,4 5.964
TOPLAM 8.755 59,6 5.300 36,1 636 4,3 14.691

Yizdeler satir yiizdesidir.
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Yasa gore hastalik tutulum yeri

TOPLAM TB OLGULARINDA YAS GRUPLARINA GORE HASTALIGIN TUTULUM YERI, 2012

24 : - .
402 22 " 56 1 35 373 iTs
O Akciger Digi
O Akciger*
593 58 &7,1 £4.4 £33 615 627 B25
0-4 514 15-24 253 3544 4554 Bh-64 B5ve £
Yag Grubu

* Akciger olgulan + “Akciger+AC Digr” olgular

Sekil 15. Toplam TB Olgularinda Yas Gruplarina Gére Hastaligin Tutulum Yerinin Dagihmi, 2012




Yillara gore tutulum yerindeki degisiklikler

Tablo 32. Yeni TB Olgularinda Akciger ve Akciger Digi Tiiberkiiloz Hastalarinin Dagihmi, 2005-2012

Akciger* Akciger Disi Toplam Yeni
Yit Sayl % Sayi % Olgu
2005 13.394 71,4 5.359 28,6 18.753
2006 12.935 69,8 5.609 30,2 18.544
2007 11.996 67,5 5.785 32,5 17.781
2008 11.318 67,5 5.4472 32,5 16.760
2009 10.296 64,6 5.647 35,4 15.943
2010 9.566 63,0 5.617 37,0 15.183
2011 8.852 61,4 5.565 38,6 14.417
2012 8.414 62,2 5.121 37,8 13.535

* Akciger + "Akciger+AC Digi”

Akciger TB yillar icinde azalmis, akciger disi TB artmis!




Yas gruplarina goére akciger disi organ tutulumlari

Tablo 38. Akciger Disi TB Olgularinda Yas Gruplarina Gire Tutulan Organlarin Dagihimi, 2012

YAS GRUBU
TOPLAM*
TUTULAN ORGAN 0-4 5-14 15-24 25-34 35-44 45-54 55-64 265

Sayi % Sayi | % Sayi % Sayi % | Sayi % | Sayi % Sayi % Sayi % Sayi %
Ekstratorasik LAP 24 | 304 | 88 | 395|227 | 238 | 362 | 304 287|324 |322|360 | 275 334 | 288 | 316 | 1.873 | 31,6
Plevra 1 1,3 42 | 18,8 | 426 | 50,9 | 406 | 34,1 | 225 | 25,4 | 162 | 18,1 | 134 | 16,8 | 150 | 20,8 | 1.64G | 27,7
intratorasik LAP 5 63 | 29 | 13,0 | 36 | 3,8 60 50 | 50| 56 (50 | 101 | 97 | 12,1 | 79 8,7 446 7,5
Gis, Periton 1 1,3 | 15 | 67 | 61 | 6,4 | 72 61 | 50| 56 | 50| 56 | 40 | 50 | 41 | 4,5 330 5,6
GUS 2 2,5 g 40 | 20 | 21 62 52 | 51| 58 | 58 | 65 50 6,3 47 5,2 299 5,0
Vertebra 1 1,3 8 36 | 26 | 2,7 34 2,9 | 29 33 | 46 | 5,1 437 53 64 | 7,0 250 4,2
Vertebra disi kemik/eklem | 14 | 17,7 | 4 1,8 15 1.6 14 1,2 | 28 33 | 26 | 29 45 5,6 51 5,6 198 33
Milier 3 3.8 4 1,8 | 21 2,2 20 1,7 | 23 2,6 16 | 1,8 14 1,8 43 4,7 144 2,4
Menenjit 12 15,2 | 11 4.9 22 2,3 26 2,2 16 1,8 11 1,2 5] 0,8 16 1,8 120 2,0
Menenjit disi MSS 1 1,3 2 0,9 2 0,2 1 0,1 5 0,6 2 0,3 13 0,2
Diger 15 15,0 | 11 4.9 38 4,0 132 ) 11,1 | 120 | 13,6 | 114 | 12,7 | 94 11,8 | 93 | 10,2 el7 10,4
TOPLAM 79 | 100,0| 223 | 100,0| 954 | 100,0 | 1189 | 100,0 | 885 | 100,0 | 895 | 100,0| 799 | 100,0 | 912 | 100,0| 5.936 | 100,0

*Sadece akciger disi tutulum olan 5.300 olgu ile akciger+akciger disi organ tutulumu olan 636 olgu alinmistir.



Mikrobiyoloji

Tablo 39. Toplam Akciger TB Olgularinda Mikroskopik Tetkik Sonuglari, 2005-2012

YAYMA MIKROSKOPISI
YIL Pozitif Negatif Bakilmadi Akz?;:?ﬂ*
Sayi % Sayi % Sayl %
2005 8.505 56,8 3.361 22,4 3.121 20,8 14,987
2006 9.132 62,0 3.298 22,4 2.310 15,6 14.740
2007 8.797 64,3 3.422 25,0 1.471 10,7 13.690
2008 8.073 63,0 3.345 26,1 1.395 10,9 12.813
2009 7.162 62,0 3.065 26,5 1.327 11,5 11.554
2010 6.452 60,1 3.058 28,5 1.230 11,4 10.740
2011 5.933 59,9 3.046 30,7 930 9,4 9.909
2012 5.583 59,5 3.129 33,3 679 7.2 9.391

* Akciger olgulan + “AC+AC Disi” olgular.




llac duyarhlik testi sonuclari-ila¢ direnci oranlar

Tablo 46. ilag Duyarlilik Testi (iDT) Calisilan Hastalarda Olgu Tanimina Gére Her Bir T8 flaci igin Toplam Direng Sonuglan, 2005-2012*

2005 2006 2007 2008 2009 2010 2011 2012
Direncli | % Direngli % |Direncli| % Direngli | % |Direncli| % | Direncli| % Direncli % Direncli %

Yeni Olgular n=3.237 n=4.135 n=4.142 n=4.221 n=3.720 n=4.350 n=4.226 n=4.757
zoniyazid 291 9,0 444 10,7 492 11,9 479 11,3 381 10,2 450 10,3 475 11,2 610 12,8
Rifampisin 144 4,4 185 4,5 202 4,9 166 3,9 143 3,8 177 4,1 157 3,7 199 4,2
Etambutol 97 3,0 147 3,6 115 2,8 143 3,4 131 3,5 152 3,5 162 3,8 201 4,2
Streptomisin 227 7,0 348 8,4 296 7.1 275 6,5 259 7,0 329 7,6 370 88 451 9,5
1D 101 3,1 131 3,2 120 2,9 125 3,0 55 2,7 110 2,5 116 2,7 151 3,2
Onceden Tedavi n=508 n=711 n=775 n=742 n=600 n=615 n=602 n=642
Gormius Olgular
zoniyazid 139 27,4 165 23,8 214 27,6 207 27,9 183 30,5 210 34,1 186 30,9 221 34,4
Rifampisin 107 211 141 19,8 145 18,7 162 21,8 135 23,2 159 25,9 168 27,9 159 24,8
Etambutol 51 10,0 94 13,2 B4 83 7 9,6 K 11,8 104 16,9 77 12,8 91 14,2
Streptomisin 7 15,2 121 17,0 107 13,8 96 12,9 110 18,3 124 20,2 127 21,1 160 24,9
GID S0 17,7 118 16,6 120 15,5 138 18,6 123 20,5 140 22,8 146 24,3 140 21,8

Tiim Olgular n=3.745 n=4.846 n=4.917 n=4.963 n=4.320 n=4.965 n=4.828 n=5.399
Izoniyazid 430 115 613 12,6 706 14,4 686 13,8 564 13,1 660 13,3 661 13,7 231 15,4
Rifampisin 251 6,7 326 6,7 347 7,1 328 6,6 282 6,5 336 6,8 325 6,7 358 6,6
Etambutol 148 4,0 241 5,0 179 3,6 214 4,3 202 4,7 256 52 239 5,0 292 5,4
Streptomisin 304 8,1 469 9,7 403 8,2 371 7,5 369 8,5 453 9,1 497 10,3 611 11,3
GiD 191 5,1 249 51 240 4,9 263 53 222 51 250 50 262 54 291 5,4

*Her bir ilag icin toplam direncli hasta sayisi belirlenirken, diger ilaglara direngli ya da duyarl olmasi dikkate alinmanustir.

n: Duyarlilik testi yapilan toplam hasta sawsi (Akcider olgulan+AC disi olgular).

INH, ETM,SM direncinde artma var, CiD TB sikhgi ayni!




CID-TB’de yillar icindeki degisim

Tablo 47. Yeni, Onceden Tedavi Gérmiis ve Tiim Olgularda CiD-TB Oranlari, 2005-2012

. Onceden tedavi )
vl Yeni olgular g6rmis olgular Tum olgular
ciD 05* CiD Op* CiD %o *
2005 101 3,1 90 17,7 191 51
2006 131 3,2 118 16,6 249 51
2007 120 2,9 120 15,5 240 49
2008 125 3,0 138 18,6 263 5,3
2009 a9 2,7 123 20,5 222 51
2010 110 2,5 140 22,8 250 5,0
2011 116 2,7 146 243 262 54
2012 151 3,2 140 21,8 291 5,4




Tablo 51. Tiirkiye'de VSD'lere Kayitli Yabanci Ulke Dogumlu Hastalann Cografi Kitalara Gére Dagilimi, 2012

| Sayi %o

ASYA
Afganistan 12
Azerbaycan 42
in 1
Endonezya 8
Ermenistan 1
Filipinler 1

T p AFRIKA
G u ru:!sta n 13 Etiyopya >
Hindistan 2 Fildisi Sahil 1
Irak 2 158 60.5 Gambiya 1
Kazakistan 5 ! Gana 1
Kirgizistan 5 Libya 2
Mogolistan 4 Mali 1
@;bekistan 11 m:;:;{a i 31 119
Sri Lanka 1 Ruanda 1
Suriye 23 Senegal 1
Tacikistan 1 Somali 12
Tayland 1 Tanzanya 3
Tarkmenistan 22 Zambiya 1

AVRUPA
Almanya 2
Belarus 1
Bulgaristan 37
Makedonya 4
Moldova 6
Norveg 1 72 27,6
Romanya 4
Rusya 6
Sirbistan 1
Ukrayna 2
Yunanistan 5




Tablo 54. illere Gére Toplam TB Olgu Hizi (100.000'de), 2005-2012

Adana 27,9 26,0 24,0 19,4 25,4 21,4 18,2 16,9
Istanbul 55,9 56,7 50,8 48,6 44,1 39,3 36,0 33,9

lzmir 29,0 28,4 27,7 23,5 22,2 15,4 17,7 17,3
Ankara 15,8 15,4 14,4 14,6 14,0 13,7 13,8 12,2

2010 Yili Tiim Tiiberkiiloz Olgularinda illere Gére Olgu Hizi Haritasi

Olzu Hiz (yiizhin niifusta)
P p—







Olgu tanimlamasi

* TB enfeksiyonu
» Temas var fakat hastalik bulgulari yok

* TB hastalig

» Klinik-radyolojik ve laboratuvar olarak hastalik
tespit edilmis olgular



Temasli yonetiminde neler yapacagiz?

DSO 6nerisi?

Module 8

Child TB Management
and IMCI

International Union 1/"*?"\\
T Against Tuberculosis %‘gfé World Health
and Lung Disease (¥ Organization

Community-based management of a
child who is a household or close
contact of an infectious case of TB

TONARDS
Z
Di S



Screening of child contacts n‘%

Ozelllikle kaynak yayma pozitifse tarama cok énemli

Anne ya da bakici yayma negatif olsa da tarama 6nemli

Taramada énerilenler (DSO)
*Semptom sorgulama

*Fizik muayene

*Tuberkullin deri testi

*Akciger grafisi

Sadece semptoma dayali tarama da kullanilabilir!



Symptom-based screening

Child in close contact with a case of sputum smear-positive TB8* ‘

N

Less than 5 years

N

5 Years and Qvar

Well ‘ Symptomatic”

' \

|

Symptomatic® wel®

N/

l

Preventive Thera pf Evaluate for TB disease No Treatment
if becomes Symptomatic* If becomes Symptomatic”

& . . . - .
Also consider if the mother or primary caregiver has sputum smear-negative

pulmonary TR

ESymplomatic: IF TR is suspected, refer 10 local guidelines on dingnosis of childhood TR

* Isoniazid 10/mg/kg daily for 6 months
*Unless the child is HTV-infected (in which case isoniazid 10/ma/kg daily for 6

months 15 indicated)

TO

DS




ULKEMIZDE COCUKLARDA TEMASLI
TARAMASINDA DURUM

SAGLIK BAKANLIGI

TUBERKULOZ
TANI ve TEDAVI REHBERI



Tuberkiloz hastasinin belirlenmis temashisinin muayenesinde yapilacaklar:

Tibbi Gykd alinir,
Fizik muayene yapilir.
Akciger filmi gekilir.

Oksirigi ya da baska semptomlan olanlar ya da filminde patolojik gortntii
bulunanlardan en az tg kez balgam alinarak, yayma ve Kaltdr yapilir.

Bulastinci (akciger-larinks-miliyer) TB temashisi her yastaki kigiye TDT yapilir.
Bulastinci olsun olmasin TB temashisi 15 yas altindaki gocuklara TDT yapilir.







Latent TB tedavisi- profilaksi

DSO- TC VSD rehberi 6 aylik INH tedavisi &neriyor
Bagisikligi baskilamis cocuklarda stire 9-12 aydir.

Kaynak olgu INH direncli ise rifampisin 4-6 ay sureyle (gtinltk
10mg/kg, maksimum 600mg) verilir.

Kaynak CID TB hastasi ise temasli cocuga koruma ?



Cocuklarda koruma tedavisi kimlere verilmeli ?

Bulastirici TB hastasi ile yakin temasi olan ¢ocuklar
TB olmayan TDT pozitif 15 yas alti cocuklar

* BCG asisizlarda 10 mm ve Uzeri,

 BCG asililarda 15 mm ve Uzeri,

* Immun siiprese hastalarda 5 mm ve Uzeri.
Tuberkiilozlu anneden dogan bebekler.

TDT konversiyonu (arada BCG yapilmamis olmak kaydiyla son iki yil icerisinde

TDT en az 6 mm artan veya pozitiflesenler).



Module 2

DIAGNOSIS OF
CHILDHOOD TB
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DSO TB hastaligi olgu tanimlamasi

Clinical Case Definition Categories for
Intrathoracic Tuberculosis in Children

*Confirmed TB
*Probable TB
*Possible TB
*TB unlikely
*Not TB



Confirmed TB (ispatlanmis- dogrulanmis TB)

1. TB ile uyumlu en az 1 sikayet ve bulgu
ve

2. Bakteriyolojik ispat-dogrulama

Graham SM, Ahmed T, Amanullah F, et al. Evaluation of tuberculosis diagnostics in children: 1. Proposed
clinical case definitions for classification of intrathoracic tuberculosis disease. Consensus from an expert
panel. J Infect Dis 2012; 205: Suppl. 2, S199-5208.



Probable TB (Muhtemel- olasi TB)

1. TB ile uyumlu en az 1 sikayet ve bulgu
ve
2. TB ile uyumlu akciger grafisi
ve
3. Asagidakilerden en az biri:
(a) Anti-TB tedaviye olumlu cevap
(b) TB temasi
(c) Immunolojik bulgu (TDT- IGRA)

Graham SM, Ahmed T, Amanullah F, et al. Evaluation of tuberculosis diagnostics in children: 1. Proposed
clinical case definitions for classification of intrathoracic tuberculosis disease. Consensus from an expert
panel. J Infect Dis 2012; 205: Suppl. 2, S199-5208.



Possible TB (MUmbktn- imkan dahilinde- akla uygun TB)

TB ile uyumlu en az 1 sikayet ve bulgu
ve

Ya
(1) TB ile uyumlu akciger grafisi
Ya
(2)Asagidakilerden en az biri:
(a) Anti-TB tedaviye olumlu cevap
(b) TB temasi
(c) immunolojik bulgu (TDT- IGRA)

Graham SM, Ahmed T, Amanullah F, et al. Evaluation of tuberculosis diagnostics in children: 1. Proposed
clinical case definitions for classification of intrathoracic tuberculosis disease. Consensus from an expert
panel. J Infect Dis 2012; 205: Suppl. 2, S199-5208.



Cocuklarda TB tanisinin dayanaklari

Semptomlar
Temas
Radyoloji
Mikrobiyoloji

Immunolojik bulgu (TDT- IGRA)



TB ile uyumlu klinik sikayet- bulgu

(a) Tedaviye direncli, aciklanamayan 2 haftadan uzun stren 6ksurtk

(b) Kiloda aciklanamayan %5 ve Uzeri kayip yada biyime durmasi ya da
geriligi

(c) Direncli (1 haftadan uzun) ve aciklanamayan ates (38 derece ve Ustl)

(d) Direncli ve aciklanamayan letarji- isteksizlik-halsizlik

(e) 0-2 ay arasinda ilave bulgular

» Aciklanamayan hepatosplenomegali

» Sepsis benzeri durum

» Neonatal pnomoni



Gedik et al. ltalian Journal of Pediatrics (2015) 41:73
DOl 10.1186/513052-015-0180-0

Evaluation of 563 children with chronic

i

RESEARCH Open Access
@ CrossMark

ITALIAN JOURNAL
OF PEDIATRICS

cough accompanied by a new clinical algorithm

Ahmet Hakan Gedik'", Erkan Cakir', Emel Torun?, Aysegul Dogan Demir’, Mehmet Kucukkoc?, Ufuk Erenberk?,
Selcuk Uzuner?, Mustafa NursoyB, Emin OzkayaB, Fadlullah Aksoyﬁ', Selim Gokce® and Kayhan Bahali®

Table 3 The last diagnosis of the patients

0-2 years (n=128)

2-6 years (n = 240)

=6 years (n=195)

Last Diagnosis n (%)
Total (n=563)
Atopic asthma 140 (24.9)
Reactive airway disease (Asthma-like symptoms) 107 (19.0)
Procracted bacterial bronchitis 67 (11.9)
Upper airway cough syndrome 51 @)
Physicogenic cough 31 (5.5)
Non-cyctic fibrosis bronchiectasis 28 (5)
Bronchiolitis abliterans 28 (5)
Rhinosinusitis 26 4.6)
Cystic fibrosis 20 3.6)
Tuberculosis 19 (3.4)
Prieumaia-Bronchoprneumonia 18 (3.2)
Gastro-esophageal reflux 15 2.7)
Tracheo-bronchomalacia 5(09)
Foreign body aspiration 3 (05)
Spontan resolution 2 (04)
Vasculer ring 1(032)
Pulmonary hemosiderosis 1 (02)
Tumor (Ganglioneuroma) 1 (02)

25 (19.5)
38 (29.7)
11 (86)
6(4.7)

3(23)
10 (7.8)
2(1.8)
11 (8.6)
2(1.8)
4(3.1)
5(7)
4(3.1)
2(1.8)

1(0.8)

69 (28.8)
52 (21.7)
33 (13.8)
26 (10.8)
4(1.7)
4(1.7)
13 (54)
16 (67)
1(0.4)
4(1.7)
10 (42)
5 (2.1)

1 (0.4)
1{0.4)

1 0.4

46 (236)




Tanida radyoloji

* PA AC grafisi ve yan grafi halen ¢ok kiymetli tetkikler
* Genelde ana bulgu tek tarafl perihiler LAP
* Eriskinlerde hassasiyeti % 60 iken cocuklarda hassasiyeti % 40, 6zgulligi % 74 *

*De Villiers RV, Andronikou S, Van de Westhuizen S. Specificity and sensitivity of chest radiographs in the diagnosis of
paediatric pulmonary tuberculosis and the value of additional highkilovolt radiographs. Australas Radiol 2004;48:148e53.



Genislemis mediasten Parankimal yayilim

LAP? Bronkopnémoni?
Timus?

Kitle?




Hangi olgularda BT?

 Tartismali ve kaynaklarda kesin cevabi yok

* Vaka bazinda degerlendirilmeli

* TB kanitiniz yeterli ve gicli degilse

* Hiler LAP g6stermede- tm- kitle ayirimi gerektiginde

» Kaviter hastalik ayirici tanisinda (Diger TB belirtecleri

olmadiginda)

Agnes Hamzaoui, Sadok Yaalaoui, Fatma Tritar Cherif, Leila Slim Saidi and Anissa Berraies .Childhood tuberculosis: a concern of the modern world. Eur Respir Rev 2014; 23:
278-291 | DOI:0.1183/09059180.00005314

World Health Organization. Guidance for National Tuberculosis Programmes on the Management of Tuberculosis in Children. 2nd Edn. Geneva, WHO, 2014.

Garrido JB, Ali"as Herna’'ndez |, Bonillo Perales A, et al. Usefulness of thoracic CT to diagnose tuberculosis disease in patients younger than 4 years of age. Pediatr Pulmonol
2012; 47: 895-902.

Gwee A, Pantazidou A, Ritz N, et al. To x-ray or not to x-ray? Screening asymptomatic children for pulmonary TB: a retrospective audit. Arch Dis Child 2013; 98: 401-404.






FO, 4 yas erkek-primer TB




Primer TB- mediastinal LAP Ayirici tani

-
l [ 3

Lenfoma m

Sarkoidoz =

Losemi ! |

Inflamatuar hastaliklar
Primer TB

Primer akciger timorleri

Hodgkin lenfoma



SB, 9 yas erkek,
sekonder-kaviter- eriskin tip TB







NONTUBERCULOUS PULMONARY CAVITARY

DISEASES OF CHILDHOOD
Erkan Cakir. MD,* Ahmet Hakan Gedik, MD, *

Engin Ari, MD, 1 Ali Ozdemir, MD, | Fatma Betul Cakir, MD, §

Selcuk Uzuner, MD, 7 Mehmet Bilgin, MD.§
and Sedat Zivade, MIDI

The Pediatric Infectious Disease fournal
DOI: 10.1097/INE.0000000000000545

TABLE 1. Etiology of Cavitary Pulmonary Lesions

n

&

Infectious diseases

Bronchiectasis

Postinfectious
destroyed lung
Cystic adenomatoid
malformation
Bronchiolitis obliterans
Foreign body aspiration
Thymic cyst
Post-traumatic
pseudocyst
Sarcoidosis
Carcinoid tumor

Etiology and isolated 27
microorganism
Necrotizing pneumonia 15

Haemophilus influenzae (2)

Streptococeis pyogenes (2)

Staphylococcus aureus (1)

Ruptured hydatid cyst

Lung abzcess

Nocardia (1) and Fusobae-
terium (1)

Fungal infection 2

Aspergillus fumigatus

[ 4

(L

Cystic fibrosis
Paeudomonas aeruginosa
Primary ciliary dyskinesia 2
Streptococeus pneumaonioe

and H. influenzae

ek ko ke

k.

64

10

[13
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NONTUBERCULOUS PULMONARY CAVITARY
DISEASES OF CHILDHOOQOD

Erkan Cakir, MD, * Ahmet Hakan Gedik, MD, *

Engin Ari, MD, 1 Ali Ozdemir, MD,} Fatma Betul Cakir, MD, §
Selcuk Uzuner, MD, 7 Mehmet Bilgin, MD, Y
and Sedat Zivade, MDI

a- Yabanci cisim aspirasyonu, b- Konjenital kistik adenoid malformasyon, c- Enfeksiyon (MSSA),
d- Apse (Nocardiyoz),e-Sarkoidoz, f- Post enfeksiy6z sekel, g- PCD, h- invazif aspergillus



SC, 2 yas, kiz, miliyer TB




13 yas kiz hasta, TB plorezi




Bakteriyolojik dogrulama

En az 1 pozitif kdiltir
 Balgam

e Uyarilmis balgam
* NFA

* Gastrik sivi

 BAL (Bronkoalveolar lavaj sivisi)



Taninin artirilmasi

Improving diagnosis of TB in children nzﬁ

* Improving collection of samples
— Sputum induction yield usually higher than gastric aspirate
— Two specimens better than one
— Sputum induction can be done as outpatient
* Improving diagnosis of TB infection
— IGRAs not recommended (not better than TST)
* Improving laboratory diagnosis
— Improving culture methods
— Xpert

=Balgam uyarimi
=iki ve Uzeri 8rnek alma

icin DSO 6nerileri

"|Interferon gama salinim testleri (IGST) 6nerilmemekte
mKultir metodlarinin iyilestirilmesi

=Xpert



Xpert MTB/RIF test
(Nukleik asit amplifikasyon testi)

* Cocuklarda kultirle karsilastirildiginda orta derecede duyarligi

ve cok daha iyi 6zgulligi bulunur.

e Rifampisin direncini de saptamasi nedeniyle 6nerilmektedir.

TO! DS
Xpert MTB/RIF studies in African children 5‘8
South Africa Tanzania Zambia
Nicol M etal Rachow A et al Bates M et al
Lancet Infect Dis 2011 Clin Infect Dis 2012 Lancet Infect Dis 2012
Numbers 452 164 930
Median age 19.4 months 5.8 years 2 years
HIV prevalence 24 % 51% 31%
Smear positive 27 (6%) 7 (4%) 15 (1.6%)
World Health Organization. Guidance for National Tuberculosis Programmes on
Culture positive 70 (15%) 28 (17%) 58 (6.2%) the Management of Tuberculosis in Children. 2nd Edn. Geneva, WHO, 2014.
Weyer K, Mirzayev F, Migliori GB, et al. Rapid molecular TB diagnosis: evidence,
Xpert sensitivity 74 % 75 % 72 9% policy making and global implementation of Xpert MTB/RIF. Eur Respir J 2013;
42:252-271.
Xpert specificity 98 % 100 % 99 % Reither K, Manyama C, Clowes P, et al. Xpert MTB/RIF assay for diagnosis of

pulmonary tuberculosis in children: A prospective, multi-centre evaluation. J

T —— 1 day 2 days Infect. 2014 Oct 13. Pii:S0163-4453(14)00304-1 doi:10.1016/j.inf.2014.10.003.


http://www.ncbi.nlm.nih.gov/pubmed/?term=Reither K[Author]&cauthor=true&cauthor_uid=25312863
http://www.ncbi.nlm.nih.gov/pubmed/?term=Manyama C[Author]&cauthor=true&cauthor_uid=25312863
http://www.ncbi.nlm.nih.gov/pubmed/?term=Clowes P[Author]&cauthor=true&cauthor_uid=25312863
http://www.ncbi.nlm.nih.gov/pubmed/25312863

TDT-IGST
Improving diagnosis of TB in children 5.%

* Improving diagnosis of TB infection
— IGRAs not recommended (not better than TST)

*TDT: Cevresel mikobakteriler ve BCG asisi yuziinden yalanci pozitiflik
oranlari yuksek

*IGST’ nin 6zglllugld TDT'den daha yliksek

*Her ikisi de aktif hastalik- latent TB ayirimini yapmaz!

* WHO: ilave IGST istemek TB hastalig tanisinda ilave katki

saglamadigindan eklenmesi dnerilmez

= s
i LA l; "

Sester M, Sotgiu G, Lange C, et al. Interferon-c release assays for the diagnosis of active tuberculosis: a systematic
review and meta-analysis. Eur Respir J 2011; 37: 100-111.



Bronkoskopi? Kimlere-ne zaman?

Kesin olmayan tani-ayirici taninin gerekli oldugu durumlar
AMS ya da balgam 6rnegi alinamamasi

Hava yolu tutulumunu dusiindliren durumlar;

e Atelektektazi

ePersistan bolgesel infiltrasyon

eHavalanma artisi

eTedaviye direncli klinik ve radyolojik durumlar

Goussard P, Gie R. The role of bronchoscopy in the diagnosis and management of pediatric pulmonary
tuberculosis. Expert Rev Respir Med. 2014 ;8(1):101-9.



BERONCHOSCOPIC EVALUATION IN CHILDHOOD

PULMOMARY TUBERCULOSIS: RISK FACTORS OF

AJRWVAY INVOILWVEMENT AMD CONTRIBUTIOMNM TO
THE BACTERIOLOGI. DIAGNOSIS

Erfkan Caliir: MM *F Arif Kaee, A, Eeovin O=kavea, AT G
ARrmet Hakan Gedik, M, & Leverne Midhvar, MDY, F and
Advestafa Nursone, A

The Pediatric Infectious Disease Journal # Volume 32, Number 8, August 2013

TABLE 1. Analysis of Characteristics and Risk Factors of Airway Involvement

Cases Without Caszes With Airway
Airway Involvement Involvement
in="75) n=92)
Factors (n) n (%) n (%) P
Gonder Female (77) 34 (44) 43 {56) =0.05*
Male (90) 41 (48) 49 {54)
Contact with TB Progent (131) 13 (43) 75 (67) =0.05*
Absent (36) 19 (53) 17 47)
TB skin test Pogitive (112) Bl (45) 61 i(55) =0.05*
Nepative (55) 24 (44) 3 (B6)
Reason of Initial evaluation (7T5) 45 (B8) a3 42) 0.002+
bronchoscopy Regsistance to TB an (34) 59 {66 Ordds ratio: 2.682
treatment (39) (Confidence interval: 1.43-5.02)
Ago proups -5 yr(48) 20 (42) 28 (68) =0.05*
5-10 ¥r (60) 26 (43) 34 (67)
=10 yr (59) 29 (49) 30 (51)
TB groups Primary TB (138} 59 (43) 79 (67) =0.05*
Post primary TE (11) ] (45) & 1]
Secondary TB (18) 11 (61} T (39)
Radiology LAP (T0) a2 (46) a8 i54) =0.05%
LAP with parenchymal 24 (41) 34 (58) =0.05*%
involvement (58)
Apo (mean) 102.4 mo 92.7Tmo =005
Duration of svmptoms 2.23 mo 3.62 mo =005
(median)
*2tagt,
°f test.

‘Mann-Whitney [T test.



WHO cocukluk TB tani akisi onerisi

TB dan stiphelendiren tipik ve persistan bulgular

— T~

Yayma negatif ya da yapilamadi Yayma pozitif

l

Klinik teshis

» Pozitif temas hikayesi

»TB ile uyumlu fizik muayene bulgulari Taberkiiloz tedavisi ver
»TB ile uyumlu radyolojik bulgular T

l \ ki ya da daha fazlasi varsa
Hicbiri yok

TB tanisi koy
Sadece 1'i var \

Cocuk hasta ise ileri arastirma igin Gocuk iyi ise 2-4 hafta sonra
hastaneye yatir ve tetkik et tekrar degerlendir







Tablo 1. Cocuklarda Akciger ve Akciger Disi Tiiberkiiloz Tedavisi

Tutulum yeri Baslangic tedavisi |dame tedavisi
Akciger TB* 2 ay HRZ 4ay HR

TB lenfadenit

Adir olmayan akciger disi TB

Kaviteli-yaygin akciger TB 2 ay HRZE(S) 4ayHR
Eklem-kemik TB 2 ay HRZE(S) 7-10ayHR
Miliyer T

Menejit TB

Konjenital-neonatal TB
Badistkid baskilanmis hastalarda TB

*Basil mispetse 4'i tedavi baslanir

TB tani ve tedavi rehberi, 2011



DSO son degisiklikler

Module 2

DIAGNOSIS OF
CHILDHOOD TB

Revised dosages

These are the revised dosages (WHO 2014) for children up to 25 kgs:

Rifampicin 15 (10-20) mg/kg/day
Isoniazid 10 (7-15) mg/kg/day

Pyrazinamide 35 (30-40) mg/kg/day
Ethambutol 20 (15-25) mg/kg/day

From 25 kgs, can change to adult dosages and preparations

Note also other revisions to recommendations:

1. Four drugs (RHZE) in intensive phase for all new cases in HIV
endemic setting

2. No intermittent regimens in HIV-endemic setting

3. Streptomycin no longer recommended for first-line therapy
4. 12-month regimens for TBM and osteo-articular TB



llaca direncli TB




Tiiberkiilozda Ila¢ Direnci ile ilgili Tanimlar

ilaca direngli olgu En az bir tiberkiloz ilacina direncli basille hastalanmis olgu.

Tek ilaca direng Sadece bir tlberkiloz ilacina direncli basille hastalanmis olgu.

Cok ilaca diren¢ (CID) | Hem izoniyazide hem de rifampisine direncli basille hastalanmis olgu.
Birlikte baska ilag direnci de olabilir.

Birden fazla ilaca diren¢ | izoniyazid ve rifampisin direnci birlikteligi haric diger birden fazla ilaca
direncli tiberkiiloz hastaligi durumunu belirler.

Yaygin ilag direnci (YiD) | CiD’e ek olarak, bir kinolona ve bir parenteral ilaca (Kapreomisin,
kanamisin, amikasin) direnc olmasidir. Birlikte baska ilag direnci de
olabilir.




llaca Direncli Tuberkiiloz Varhigindan
Kuskulanilmasi Gereken Durumlar

llac direnci olan bireyle temas 6ykiisi

llac direnci kuskusu olan bireyle temas (Kaynak olguda tedavi basarisizlig,

nuks tiberkiloz ya da yakin zamanda tiiberkilozdan 6lim)

IIk basamak tedaviye yanit vermeyen tiiberkiiloz hastasi cocuk

Daha onceden tedavi edilmis fakat niiks etmis tliberkiloz hastasi cocuk




Tek ilaca direncli TB tedavisi

Streptomisin- etambutol direnci

e Streptomisin (S), etambutol (E) ya da ikisinin de direncli oldugu durumlarda standart TB
tedavisi verilir, tedavide herhangi bir degisiklige gidilmez.

Tekli izoniyazid direnci
* Tedavi baslangicinda H direnci biliniyorsa veya kuskulaniliyorsa veya H direncinin sikliginin cok

yuksek oldugu toplumlarda H, R ve pirazinamid (Z) tedavisine, E eklenerek tedaviye
baslaniimalidir.

e jdamede H, R ve E’den olusan kombinasyon kullaniimali ve tedavi 9 aya tamamlanmalidir.
Yaygin ve agir hastaligl olan cocuklarda tedaviye ilaveten florokinolon eklenmelidir.

Tekli rifampisin direnci
* Tedavi basinda bilinen R direnci durumunda H, E, Z ve florokinolondan olusan dortli tedavi ilk
iki ay verilmeli, devaminda H,E ve florokinolonla tedavi 12-18 aya tamamlanmalidir.

* TedaviR ile baslamis ve diren¢ daha sonradan 6grenilmisse dortli tedavi (H,R,Z,E) idame
doneminde de devam edilerek tedavi 12 aya tamamlanir.

¢ WHO 2016 revizyonunda tekli R direncinin CID gibi tedavi edilmesini dnermektedir.



Cok Ilaca Direncli Tuberkuloz Tedavisi

CID-TB tedavisi bu konuda uzmanlasmis merkez ve kisilerce yapiimalidir
Parenteral ilaglarin verilme siresince hastanede yatirilarak tedavi verilmelidir
Tum tedavi glinlik ve direk gozetim altinda verilmelidir

Tedavi en az 4, yaygin hastalikta ise 5-6 ilacla yapilmalidir

Cocukta kultir ve ila¢ duyarhlik testi yapilamadi ise kaynak olgunun sonuclarina

gore tedavi verilmelidir
ID-TB tedavisinde eriskinlerde kullanilan tiim ilaclar cocuklarda da kullanilabilir

Tedavi suiresi 12-18 aydir



Ilag grubu Ilag ad Giinliik cocuk dozu (mg/kg) | Ganlik gocuk Gunliik eriskin | Ginliik eriskin
maksimum dozu maksimum
dozu (mg)* (mg/kg) dozu (mg)

Grup 1: Birinci Etambutol 15-25 1500 20-25 2000

basamak .
oral ilaclar Pirazinamid 25-40 2000 30-40 2000
Grup 2: Amikasin 15-22.5 1000 15-20 1000
Parenteral .
ilaclar* Kanamisin 15-22.5 1000 15-20 1000
Kapreomisin 15-30 1000 15-20 1000
Grup 3: Ofloksasin 15-20 ( 2 doza boliinerek) 800 15-20 800
Flurokinolo -
nlar Levofloksasin 7.5-10 750 7.5-10 750
Moksifloksasin 7.5-10 750 7.5-10 400

Grup 4: Ikinci Etionamid 15-20 (2 doza bolunerek) 1000 15-20 1000

basamak ) ) —
oral Sikloserin 10-20 (1- 2 doza bolunerek) | 1000 10-20 1000
ilaglar=* | pagwswx 150 (2-3 doza béliinerek) 12000 150 12000

eBirinci basamak oral ilaglar ilag duyarlilik testi de gbz 6niine alinarak tiim tedavi boyunca kullanilmahdirlar

eilac duyarlilik testi sonuclarina goére grup 2 parenteral ilaclardan biri tedaviye eklenmelidir. Parenteral ilaglar en az 6 ay ve kiiltir

negatiflestikten sonra 4 ay olmak Gzere kullanilmahdir.

eilac duyarlilik testi sonuclarina gore florokinolon grubundan bir ilag tedaviye eklenmeli ve tedavi siiresince kullaniimalidir.

eilac duyarlilik testine gére basile duyarli olan en az dért ilaca ulasincaya kadar grup 4 ilaglar tedaviye eklenmeli ve bu ilaclar

tedavi sliresince kullanilmalidir. Grup 4 ilaglarda ila¢ duyarhlik testi standart olmadigindan, ilag se¢imi, tedavi 6ykisd, yan etki

profili ve ekonomik maliyet durumlari géz oniine alinarak yapilmalidir

*Grup 1-4 arasindan, dort etkili ilagla tedavi rejimi olusturulamadi ise, grup 5 ilaglar icerisinden en az iki ilag tedaviye eklenmelidir




Grup 5:

* Etkinligi tam bilinmeyen 3. basamak
ilaclar (DSO tarafindan rutin
kullanim 6nerilmemektedir?)

Linezolid

Amoksisilin/klavunat

Klaritromisin

Tioasetazon

Imipenem/silastatin

Klofazimin




Ana degisiklikler

eilaclar yeniden gruplandiriimistir

*En az 5 ilacla tedavi verilmelidir.

The main changes in the 2016 recommendations are as follows:

A shorter MDR-TB treatment regimen is recommended under specific conditions

Medicines used in the design of conventional MDR-TB treatment regimens are now regrouped
differently based upon current evidence on their effectiveness and safety. Clofazimine and
linezolid are now recommended as core second-line medicines in the MDR-TB regimen while p-
aminosalicylic acid is an Add-on ogent

MDR-TB treatment is recommended for all patients with rifampicin-resistant tuberculosis,
regardless if isoniazid resistance is confirmed or not

Specific recommendations are made on the treatment of children with rifampicin-resistant or
MDR-TB

Clarithromycin and other macrolides are no longer included among the medicines to be used for
the treatment of MDR-TB

Evidence-informed recommendations on the role of surgery are now included

There is mo change in the role of the new drugs — bedaquiline and delamanid — which have now been
assigned to a specific subgroup of the Add-on agents

eSpesifik durumlarda kisa stireli tedaviler (en az 12 ay) yapilabilir

eRifampisin direncli vakalar H direncine bakilmaksizin CID gibi tedavi edilmelidir
eKlaritromisin ve diger makrolitler tedaviden kaldirilmistir

eKlofazimin ve linezolit cekirdek tedaviye dahil edilmistir



Table 6. Medicines recommended for the treatment of rifampicin-resistant and multidrug-resistant TB*

A. Fluoroquinolones® Levofloxacin Lfx
Maoxifloxacin Mfx
Gatifloxacin Gix
B. Second-line injectable agents Amikacin Am
Capreomycin Cm
Kanamycin Km
(Streptomycin® [5)
C. Other core second-line agentsz Ethionamide / Prothionamide Eto / Pto
Cycloserine f Terizidone Cs/Trd
Linezolid Lzd
Clofazimine Cfz
D. Add-on agents Pyrazinamide i
(not part of the core MDR-TB regimen) D1 | Ethambutol E
High-dose isoniazid H"
Bedaquiline Bdg
D2 Celamanid Dim
p-aminosalicylic acid PAS
Imipenem-cilastatin“ Ipm
D3 |Meropenem® Mpm
Amoxicillin-clavulanate® Amx-Clv
ﬂThiDaEEtazﬂ-l‘lE]: {T)

*En az 5 ilacla tedavi

eC'denenaz2ilag

eA ve B grubundan 1’erila¢

eD grubundan en az 5’e tamamlayacak sekilde tedavi eklenmeli



Guidelines on the

management of

=1  Cok ilaca Direngli Tiiberkiiloz Hastasi ile Temasta
Koruyucu Tedavi Ve izlem

Hastalik saptanmayan sadece temasi olan hastalarda koruyucu tedavi konusunda DSO’niin iki
yaklasimi bulunmaktadir;

* Birinci ve daha ¢cok onerilen yaklasim; temaslilarin koruyucu ilag verilmeksizin, yakin izleme
alinmasi ve en ufak bir kuskuda incelenmesi

« |kinci yaklasim; yarar/zarar orani gézetilerek dzellikle 5 yas alti kiicik cocuklarda ya da immun
supresyon- HIV pozitifligi gibi ylksek riskli hastalarda, temasda bulunulan direncli TB
hastasinin duyarli oldugu bilinen en az iki anti-TB ilacin en az 6 ay slreyle verilmesi

« |kinci yaklasima gore CiD tiiberkiiloz ile karsilasan cocuklara Z ve E ile 9 ay koruma tedavisi

onerilebilir.

* E direnci de olan durumlarda Z ve kinolon kombinasyonu ile koruma tedavisi verilebilir.



TESEKKURLER....




Yeni tani metodlari

e XPERT MDR/RIF kullanimda
 Gene XPERT Omni® gelistirilmekte, 2016’da kullanima hazir

e XPERT ultra ® kartusu gelisim asamasinda



Yeni tedaviler

e Bedaquiline (2013) ve delamanid (2014) kullanima baslandi (CID-TB’de)
* 8ilac gelistirilme asamasinda
e 1ilagfaz-1 calismalarina kadar geldi (TBA-354)

e 15 yeni asi adayinin ¢calismalari devam ediyor

B FIGURE 8.3 M FICURES.4
I

The development pipeline for new TB drugs, August 2015*

The development pipeline for new TBvaccines, August 2015

Discovery Preclinical development Clinical development
: ! - ! . . VPM1o0z begh
. Good
Lead :ﬂr:!d:"nl Laboratory
imizati ment Practice
optimization toxi
Cyclopeprides TBIME6 PBETZ169 TBA-354 Sutezolid (PNU- Bedaquiline (TMC-
Diarylquinolines CPZEM-45 Qzo3 100480) 207) with OBR® for
DprEInhibitors 50609 Sog MDR-TE
InhA Inhibitor, Indazoles SQ&41 Rifapentine for D5-TB Delamanid (OPC-
LeuRS Inhibitors, Ureas DC-159a AZD5847 £7683) with OBR®
Macrolides, Azaindoles Bedaguiline- for MDR-TB
Mycobacterial Cyrase Pretomanid- Rifapentine for LTRI W viral Vector
Inhibitars Pyrazinamide Pretomanid- B Protein Adjuvant
Pyrazinamide Analogs Regimen Moxifloxacin- B mycobacterial - hole Cell o Extract
Ruthenium(il) Complexes Pyrazinamide *  Experimental medicine tools /platfarms
Spectinamides SPR-113 Regimen

Translocase-1 Inhibitors 2 Initial safety and efficacy to begin 2015

Efficacy data likely availablein 2018

MVAB5A [MVASSA I ¢ Endpointdatashould beavailablein 2016
- N N . o . - - “Aerosol)* ¢ Prevention of infection data likely available in 2017
Chemical classes: fl . rifamycin, oxa nitroimidazole, diarylquinoline, benzothiazinone = o Preemonotniectondr eyl iy

Vaccines, 2015 — www.newthvaccines.org

2 Details for projects listed can be found at http:/fwww.newtbdrugs.org/pipeline.php and ongoing projects without a lead compound series identified
can be viewed at http.fwww.newtbdrugs.orgipipeline-discovery.php

b OBR=Optimized Background Regimen

Source: Working Group on New TB Drugs, 2015—www.newtbdrugs org



