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Ekstrapulmoner TB (EPTB)=Akciger disi TB (AD-TB)

Akciger parenkimi disinda gortilen TB




AD-TB
e AC+AC disi tutulum birlikte oldugu grup
-Miliyer TB
-Larenks TB
-Plevra TB
e DSO, AC-TB olarak tanimliyor

* Tlrkiye SB; AD-TB olarak tanimliyor , bildirimi
Akciger TB olarak yapiliyor

(Tiirkiye’de Verem Savasi 2012 Raporu,2013 Ek-2 111)
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AD-TB siklik

EU; TB olgularinin %21.8'i AD-TB (3.2-46.0)

06> 30

Veri yok

European Centre for Disease Prevention and Control. TB surveillance and
monitoring in Europe, 2016.




Timeline | Landmarks in TB control
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BCG. Mycobacterium bovis bacillus Calmette-Guérin; DATS, directly observed therapy. short course; EPI. exgbnded programme of immunization; FIND. Foundation
for Innovative New Diagnostics; H-R-Z-E, isoniazid—rifathpicin—-pyrazinamide-ethambutol; MDR-TB, multidlug-resistant TB; PAS. para-aminosalicylic acid; RCT.
randomized controlled trial; S-PAS-H. streptomycin—PA%—isoniazid: TB. tuberculosis; XDR-TB, extensively dr}xg—resistent TB.

Ilk kombinasyon tedavisi HRZE/ RIPE

Tedavi protokoli ve tedavide kullanilan ilaclar cok
hizli degismeyen bir hastalik

Lienhardt C, Glaziou P, Uplekar M, Lonnroth K, Getahun H, Raviglione M .Global tuberculosis control: lessons learnt and future prospects.
Nature reviews ,microbiology volume 10, june 2012, 407-416



HIT LIST

Ant-TE drugs attack Mycobacterium tuberculosis In different ways, so combining different drugs
helps combat the bacterium developing ways to overcome a drug.
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Maxmen A. A combined effort, Combinations of anti-TB drugs are difficult to overcome because they attack Mycobacterium tuberculosis in different ways.
Nature 2013:54-6,vol 502.



AD-TB Yaklasim

e Konak tanimi yapilmali

e Sendrom tanimlanmali

e Mikrobiyolojik ekten gosterilmeli

e Tedavi secenekleri ve ek tedavi
modaliteleri degerlendirilmeli



Konak Tanimi?

e Immun durum- 6zellikler HIV durumu
-Primer TB riski daha yuksek
-AD-TB tutulumu yuksek
-Mortalite yuksek
-Direncli etken (MDR-TB veya XDR-TB) riski
e Eriskin /cocuk/ gebelik/emzirme
e Yasadigi yer (bakimevi, hapishane vs)
e Komorbid hastalik (DM, KBY, Bag doku hastaligi vs)



Sendrom Tanimi-enfeksiyon yeri?

e Pnémoni var mi? AC grf veya ek bulgular? Miliyer
tutulum?
e AD-TB aranir; diger organ tutulumlari...
e Sorular ve sorunlar
? Aktif TB var mi; miliyer tutulum
? Yeni TB mu veya reaktivasyon TB
? llac direnci riski var mi veya daha 6nce tedavi almis

e TUum bunlarin yanitina goére tedavi kisisellestirilir



Mikrobiyolojik etken?

? Enfeksiyon mu veya enfeksiyon disi enflamasyon mu

? Enfeksiyonsa TB disinda bir sey olabilir mi




AC ve AD-TB ide -Mi ' i i?
ayrimi
yapabilmeli

HIV
durumundan
etkilenmemel

i

llac
direncini
gosterebilm
eli

Aktif TB tanisi
(+)

Eriskin / cocukta

uygulanabilmeli

Latent ve aktif TB ayrimi

Weyer et al. J Infect Dis 2011;204(Suppl 4):S1196-202




Serolojik tani testleri

Inaccurate Serological Blood Tests for Dlagnos»s of
| TB banned by the Government of India in Public lnterest

e FDA onayi yok
e Guvenilirlik dusik, e

e Sensitivite ve spesifite -f_:“;' L) = m‘
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RESEARCH ARTICLE

Interferon-gamma release assays for the diagnosis of
extrapulmonary tuberculosis: a systematic review and
meta-analysis

Lin Fan', Zhou Chen?, Xiao-Hui Hao', Zhong-Yi Hu' & He-Ping Xiao’

e |GRA Quantiferon-TB gold (Celestis -Australia) ve T spot
(Oxford -immunotec -UK)

e 20 calisma,1711 hasta

sensitivite spesifite

Quantiferon 72 82
(%95-Cl %65-79)  (%95-Cl %78-87)

T.spot 90 68
(%95-Cl %86-93)  (%95-Cl %64-73)

Az ve orta gelismis ulkelerde IGRA testlerinin AD-TB ayirici tanisinda
etkinligi kisithdir



Molekuler testler

e Nukleik asid cogaltma testleri

-ARB (+) veya (-) orneklerde

-BOS, idrar, doku, eklem sivisinda degisken sensitivite
e GeneXpert -MTB/RIF (Cepheid Sunnyvale CA)
-M. tuberculosis yakalar ve RIF direnci (RpoB gen)
-Kalitatif MTB ARB (+) balgamda sensitivite % 98-100
-ARB(-) balgamda sensitivite: % 57-83
-Akciger disi sensitivite: % 53-95

Boehme et al. Lancet 2011;377:1495-505
Lawn et al. Future Microbiol 2011;6:1067-82



Kemik eklem tutulumu

Spondilodiskit (Pott Hastaligi)
Artrit (kalca ve diz )

Enflamatuvar stirec (Ponchet Hastaligl):simetrik
poliartrit, TB basiline asiri duyarlilik

Protez enfeksiyonu
Osteomyelit (uzun kemikler)




Pott Hastalig

e Sirt agrisi-suregen-yavas
ilerleme

e Spinal X-ray;
-erken evrede: N
-gec donemde: disk
dejenerasyonu (osteolizis)

Clev Clin J of Med. 2004; 71(7)537-549
J Craniovertr Junct Spin. 2012; 1(2)74-85



Pott Hastalig

BT; aksiyel kesitte dejenerasyon iyi gorulebilir

Garcia AR et all. Imaging findings potts disease. E Spine J. Review 2013; 22(4): 567-78



Pott Hastalig

e MRG;

-erken taniicin en iyi gorintuleme

-disk araligi degerlendirmede etkin,

-basiyi iyi gosterir

-0zel islemlerle STIR, FLAIR vb ile yag doku
baskilanmasi ve su baskilanmasi ile ‘soguk abse’
goruntusu

-T1 ve T2 sekans degisimi ile hiperintens ve
hipointens gorinum,



Garcia AR et all. Imaging findings potts disease. E Spine J. Review 2013; 22(4): 567-78




Tani

e BT esliginde biyopsi
e Cerrahi materyelde (operasyon)
-ARB(-) >%50
-Kultar
e Tek seride (UK)
ARB pozitifligi %75 ve kultur pozitifligi %76
(olgu sayisi 20)
e PZR-alternatif mi?
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Diagnosis of tuberculous vertebral osteomyelitis (TVO) in a developed
country and literature review

D Wang*'
"The National Spinal Injuries Centre (NSIC ), Stoke Mandeville Hospital (SMH), Aylesbury, Buckinghamshire, UK

eOlgu serisi ve Literatur derlemesi

eVertebra osteomyelitli 10 olgu,

eLiteratirde 188 makale derlenmis,

eHangisi daha iyi bir tani metodu; radyoloji/
laboratuvar, mikrobiyoloji/ patoloji iliskisi kurulan
makaleler

Conclusion: nical manifestations. discrepancy between ESR and WBC. plain radiographs
and PCR are keys to a correct




Tedavi

Cerrahi vs llac (slire?)



Internatonal Journal of Infectious Diseases 16 (2012) e774-«778

Contents lists available at SciVerse ScienceDirect

International Journal of Infectious Diseases

journal homepage: www.elsevier.com/locate/ijid

Review

Drug treatment of multidrug-resistant osteoarticular tuberculosis: a systematic
literature review

Inés Suarez-Garcia **, Arturo Noguerado®

e 12 osteoartiktler TB
- MDR-TB,
-6 hasta spinal TB,
-6 hasta ekstra spinal TB,
-5 hastada cerrahi tedavisiz yanit (+),

-Toplam tedavi stireleri 18 ay ile 24 ay arasinda degisiyor.
-1 hasta septisemiden ex

—(onclusions: Osteoarticular MDR-TB is very infrequently reported in the literature, The few cases —

reviewed suggest that it is possible to achieve a good outcome with second-line anti-tuberculous drugs,
and that surgery might be useful for cases in which an optimized medical treatment is not possible,




INT J TUBERC LUNG DIS 9(5):541-544
© 2005 The Union

The treatment of spinal tuberculosis: a retrospective study

S. Ramachandran,* L. J. Clifton,* T. A. Collyns,* J. P. Watson,* S. B. Pearson*

1998-2002 aras! Ingiltere 42 kemik TB
-34 spinal TB, 8 diger kemik TB

-38 (34 spinal TB, 4 kemik TB) hastanin kayitlarina
ulasiimis,

- 6 ay tedavi alanlarda (5/8 )relaps
-> 9 ay alan 30 hastada sifir relaps

CONCLUSION: Six months of treatment, as currently
recommended by the BTS, mayv be inadequate for bone

TR, including spinal TB.




Cerrahi vs Medikal

THE
SPINE
JOURNAL

ELSEVIER The Spine Journal 5 (2005) 7984

Results of nonsurgical treatment of thoracic
spinal tuberculosis in adults
Abhay Nene, MS (Orth). Shekhar Bhojraj. MS (Orth). FCPS (Orth). D Ortho™

The Spine Clinic, P.D. Hinduja National Hospital and Medical Research Centre, Veer Savarkar Road, Mahim, Mumbai 400 016, India
Received 15 January 2004:; accepted 24 May 2004

e 1998-2000, retrospektif, 70 spinal TB; Cerrahi yapilmayan
-42 spinal (21’i epidural) abse,

-8 norolojik kompresyon bulgusu

-9 ay tedavi, %98 (69/70), medikal tedavi basarisi
- %74 residuel hasar yok

-%23 kifoz gelisti

-40 ay bagimsiz gozlemci izleminde relaps yok




Cerrahi vs Medikal

Hoffman EB, Allin J, Campbell JA, Leisegang FM, South Africa
Tuberculosis of the knee.
Clin Orthop Relat Res. 2002 May;(398):100-6.

1979-1999, Afrika, retrospektif;

-Diz TB, 52 cocuk, sinovit, kemik erozyonu yok, eklem
arahigi normal (evrel,2)

-Sinoviyektomisiz, Anti TB tedavide; %93 basari
-Tedavi suresi 9 ay

Eklem TB; cerrahi tedavisiz basari daha yuksek




Unusual presentation of more common disease/injury

CASE REPORT

Glenohumeral joint tuberculosis with multiple
cold abscesses: an uncommon cause of shoulder pain

Betul Kizildag, Alper Sener,” Erkam Komurcu,® Ozan Karatag,’ Sule Kosar’

TREATMENT
The patient was thought to have right shoulder mberculous

oseoarthritis and multiple cold abscess involving the right
shoulder girdke muscles according to the MRI findings and
anti-IB meament was started. lsonizid 300 mg, rifampicn

Kizidag B, er &l BMJ Case Fep 2013.do10.1138/b3-2013-200592

600 myg, ethambutol 1500 mg and marphzzinamide hydmchlor-

ide 2500 mg were used for mital weament. He was then hospi-
talised in the orthopaedic clink for debridement on the 15th

day after the start of mearment. Debridement was not consid-
ered due to the age of the patient and the cardiovascular risk. A
total of 12 months of rearment with double ant-TB treatment

was planned for the patient 2 months later,

Glenohumeral eklem TB+
multiple soguk abse;
-Cerrahi yasi nedeniyle
yapilamadi,

-2HRZE, 10HR; toplam 12 ay
-Tedavi sonrasi izlemde
sorun yok




GIS

TB enteriti (Iliocekal tutulum en sik)
-Ulseratif(%60)
-Hipertrofik (%10)
-Ulserohipertrofik (%30)

TB peritonit

Hepatik tutulum (granilomat6z hepatit)
Pankreatit (Miliyer TB varliginda)
Kolesistit (Miliyer TB varliginda)
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® Estimated new TB
cases (all forms) per
+* 100,000 population

[Jo0-24 X
N 25-49

[ 50-99

B 100299 %
I 300 or more 2 &

1 No estimate

Crohn

Am J Gastroenterol 2009; 104:1003-1012



Tani

e Goruntileme( BT/ Baryum/ MRG)
-Paraaortik LAP
-Asimetrik barsak duvari kalinlasmasi
-lleocaecal kalinlasma
-Serbest sivi-ADA aktivitesi
e Endoskopi veya EUS
-ARB %10-30 sensitivite
-Kultdr - gayta
-Biyopsi
-PZR
e |GRA testleri- net degil, takipte onerilebilir(?)

Cur Opin in Inf Dis 2009. 22:490-496
Am J Gastroenterol 2009; 104:1003-1012



Tani-algoritmi

Flow chart 1: Algorithmic approach to diagnosis of abdominal tuberculosis

e Yiuksek olasilikli

High index of suspicion

semptomlar (karin I
agrisi, rahatsizlik hissi, USG ot sdcimen
kilo kaybi) [ | ]
° GoruntUIemede Suggestive Suspicious Normal
$ u p h e Tr:al Contrast ba‘r'ium studies CECT a‘;ydomen
e Histopatolojik veya ! !
. . .. Y - v v
mikrobiyolojik kanit Classical Suspicous | [ Classical Doubifl
ve/veya ‘ ! | |
. . Treat Endoscopic biops Treat Perform FNAC/ biops
e Anti TB tedaviye yanit — —

. Lingenfelser T, Zak ], Marks IN, et al. Abdominal tuberculosis;
still a potentially lethal disease. Am ] Gastroenterol 1993;88:744




Tedavi

Cerrahi vs llac (KSD?)



Cerrahi

‘Primum non nocere’
Oncelikle, zarar verme

e Fistul,

* Obstriksiyon,

e Striktur,

* Adhezyon,

 Durum tesbiti (tani koyma)

‘Palyatif yaklasim, major cerrahiden kacinilmali.’
Abdominal tuberculosis.Aston NO.World J Surg. 1997;21(5):492.

‘Endoskopik balon dilastasyonu uygun vakalarda denenebilir’
Endoscopic balloon dilation of ileal stricture due to tuberculosis.

Bhasin DK, Sharma BC, Dhavan S, Sethi A, Sinha SK, Singh K.Endoscopy.
1998;30(3):544.




Q] Med 2013; 106:347-354
doi:10.1093/gjmed/hct003 Advance Access Publication 30 January 2013

Abdominal tuberculosis: a retrospective review of cases
presenting to a UK district hospital

J.P. MAMO', S.O. BRI)! and D.A. ENOCH?

e 2008-2011 arasi Abd TB tanisi alan 17 hasta,
-4 hastada es zamanh AC TB var,

-HRZE, tedavi 6-12 ay

-6 hastaya cerrahi girisim (psoas absesi, obstriiksiyon, rezeksiyon);
tedavi sirasinda gelisen durumlar ve mortalite (%50)

-9 hasta sadece medikal (mortalite %0)




Clin Infect Dis. 1998;27(1):52.

CLINICAL ARTICLES

Corticosteroid Treatment of Peritoneal Tuberculosis

Abdulrahman A. Alrajhl. Magid A. Halim. From the Section of Infections Dizeases, Department of Medicine, King
Abdullah Al-Hokail. Fahad Alrabiah. and Faisal Specialist Th '.\,'.i.'l'-:l! and Research Centre, Rivadhk. Sawdi Arabia
Kawther AlI-Omran

e 1987-1996, Kral Faysal Hastanesi
-35 peritoneal TB; 9 anti TB+ KSD, 26 antiTB
-HRZE (9 ay) -Ortalama 24 ay takip

* 26 antiTB;
-19 (%73)...abdominal agri
-7 (%27)...tekrarlayan bulanti-kusma, yapisiklik
-5( %19)...Akut batin, 4 laparotomi

-3 hasta ex (Bir hasta 9 ay sonra, bir hasta tedavinin 8. digeri
10.haftasi; intestinal obstriksiyon ve sepsis

e KSD alan grupta; tedavi sorunsuz tamamlandi,




Eur J Gastroenterol Hepatol. 2001;13(5):581

Tuberculous peritonitis - reports of 26 cases, detailing
diagnostic and therapeutic problems

Kadir Demir?, Atilla Okten?, Sabahattin Kaymakoglu?, Dinc Dincer?,
Fatih Besisik?, Ugur Cevikbas®, Sadakat Ozdil?, Giingér Bostas?,
Zeynel Mungan® and Yilmaz Cakaloglu®

1995-1999, 26 TB peritonit, 25 hastaya laparaskopik 6rneklem,
-Baslangic; HZ+ streptomisin (40 glin) (R’siz tedavi rejimi), 2ay
-Sonrasinda;HE, 4 ay

- 18 hasta, Ik bir ay prednisolon+anti TB

-1 hasta serebral ve KC'de grantlom, R eklenip, 12 ay tedavi
planlandi, HKP ex

-1 hasta Hbs Ag tasiyici, KCFT bozulmasi, tedaviyi sorunsuz
tamamliyor,

-24 hastada tedavi basaril (24/26, %92)
-KSD alan hastalarda klinik diizelme daha hizl




doi: 10.1111/3.1365-2036.2005.02645

Aliment Pharmacol Ther 2005; 22: 685 700D

Systematic review: tuberculous peritonitis — presenting features,
diagnostic strategies and treatment

F. M. SANAL & K. 1. BZELZI

Division of Hepatology. Departiment of Internal Medicioe, Rigadh, Soaudi Arabie

Accepted for publication 27 July 2005

 6HRZE, 9HRZE/12 HRZE aralarinda fark yok

* Onceden mevcut KC hasari/hastaligi (+), daha etkin
-6 RZE
-2HRE, 7HR
-RE+florokinolon+ sikloserin, 12-18 ay
-E+SM+florokinolon+ll.kusak ilag, 12 ay

e KSD, erken donemde (ilk 2 ay) yararli




Intestinal tuberculosis
Helen D. Donoghue and John Holton

Canle ‘o Intecbous Dizesses ovd Ibern gliony Purpose of review

,Hlj :'.j" :'-,“"A:_":."!.:f:",",:"' prentan, one ity Calletn Intestinal tuberculosis (TB) is increasing due partly to the HIV pandemic. ts clinical
presentation mimics inflammatory conditions such as Crohn’s disease and

E\’::"‘f”“.":’,cf'],":“' 1:_4'._.. “?c?"\“‘jr;‘fqr"_lc'.i‘:" ‘:;j malignancies, which are becoming more prevalent, so the diagnosis is problematic.

Clevelar n.l_;:'-‘.‘-_«.'L Lu‘»-.l:'l Vili AJF, L,;r\' PR Recent ﬁndings

:.:34»':::: T:r:}uj;:k-d TR Greater awareness of intestinal TB is needed, both in couniries where TB is endemic
and developed countries with immigrant populations. Some strains of Mycobacterium

tubercwiosis are associaled with more extrapulmonary disease and greater

diszemination. thereby exacerbating the rise in HiV-associated extrathoracic TB. Recent

Current Opinion in Infectious Diseases 2000
22:490-495

6HRZE veya 9 HRZE, DOTS’a gére daha basarili,
HAART tedavisi alanlarda R’siz rejim

Anti —TNF alacaklarda 6ncesinde 3HR yada sirasinda TB
gelisirse 6HRZE,

KSD, kullanimi net degil? Anti —TB tedaviye olumsuz
etkisi yok
Cerrahi tedavi tstunluk yok




Jowernial of Microencapsulation, February Z009: 26(1): 83 89 informa
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Gelatin microspheres of rifampicin cross-linked with sucrose using thermal gelation
method for the treatment of tuberculosis

ABDUS SAMAD'. YASMIN SUELTANA'" ROOP K. KHAR'. K. CHUTTANI.
& A, K. MISHRAT

'Faculty of Pharmaey, Doparinient of Pharmaceasics. Jarma Hamdard, Fonidard Nagor, New Dolbs, Tdice and
“Depariment of Radiophannacenticals. Institure of Nudclear Medicine and Allied Sciences (INMAS ), Delhi, India

[ Received 10 July 2007 aoccepied 28 Aprd 20051

Dogal jelatin ve Stkroz bagi iceren RIF

GIS-TB’da hedef organda salinim ve yiksek MIC
dizeyi elde etme calismasi

Basarili; dagilim ve doku konsantrasyonu digerine
gore yuksek,
Klinik denemeye uygun,




Saaig M, Shah SA, Zubair M.
Abdominal tuberculosis: epidemiologic profile and

management experience of 233 cases.
J Pak Med Assoc. 2012 Jul;62(7):704-7.

e 2003-2008 vyillari arasinda Abdominal TB

e Pakistan
e 233 hasta; 6 HRZE planlanmis, tedavi sirasinda

-Akut batin 157 (%67,38)
-Per op striktur 161 (%69)

-Mortalite 5 (%2,4)




Cerrahi reserve olarak durmali,
Cerrahi komplikasyon tedavisi icin daha uygun

Obstriksiyon ileri derecede olmadigi surece
beklenmel,

Unutulmamali ki bu hastalarda cerrahi sonrasi
komplikasyon orani daha yuksek

Asil tedavi prensibi; anti TB tedavi olmali

Cerrahi endikasyonlar;

-Akut batin

-Kanama (Durdurulamayan, Rektal, Ozofagus)

-Fistal

* Major cerrahiden kacinilmali=rezeksiyon=anastomoz
problemleri



SSS-TB

TB-menenjit
Tuberkilom

Komminuke hidrosefali
Spinal TB Araknoidit
Proliferatif Araknoidit
Vaskulit




TB-menen;jit

* Evre-l: Prodromal faz; 2-3 hf, bas agrisi,halsizlik,
yorgunluk

* Evre-ll:Menenijitik faz; meningismus, bulanti, kusma,
kraniyel sinir tutulumu,

* Evre-lll:Paralitik faz; konflizyon, stupor, koma,
konvulziyon

Udani PM, Dastur DK. J Tuberculous encephalopathy with and without meningitis. Clinical features and pathological correlations. Neurol Sci. 1970 Jun;10(6):541-61.




Tani

e ADA
-taniyi destekleyen en iyi test
-lenfosit proliferasyonunu gosterir
-sensitivitesi %99-100
-spesifitesi cut off degerine bagh (<11,39IU/L ise

dusuk)

e ADA aktivitesi ayni zamanda
-SSS lenfomasinda
-Norobrusellozda
-Malaryanin SSS tutulumunda
- CMV’nin SSS tutulumunda (HIV)
- Kriptokok menenijitinde (HIV)




Cerebrospinal Fluid Research BioMed Cenr

Research

Cerebrospinal fluid adenosine deaminase activity: A complimentary
tool in the early diagnosis of tuberculous meningitis

Rajpal S Kashyap!, Rani P Kainthla!, Anju V Mudaliar!, Hemant J Purohit?,
Girdhar M Taori! and Hatim F Daginawala*!

—

Table I: The mean ADA activity (with range) in the CSF of TBM patients (n = 117), non-TBM infectious meningitis patients (n = 60)
and control patients with non-infectious neurological disorders (n = 104). The data are expressed as mean £ SD

Patient groups ADA activity (U/L/min) Mean £ SD Range
|. Tuberculous Meningitis (n= 117) 1431 £3.87 299-26.94
Culuure positive (n = 27} 1767 =4.18 5.01-2694
Clinically suspected {n = 90) 13.29 = 3,16 299-21.02
2. Non TBM infectious meningitis (n = 60) 9.25+2.14 4991396
Pyegenic meningitis (n = 41) 10,11 =199 501 1396
Viral meningitis (n = 19) 7.39 + 093 4£99-9.00
3. Non-infectious neurological disorders (n = 104) 2.71 £ 1.96 0.00-7.68
Headache (n = 32) 098 +0,19 011 120
Stroke (n = 29) 418+ 119 1.92-583
Venous sinus chrombosis (n = | 3] |.82-4.12
Guillian-Barre syndrome (n = |2) 538+ 216 263 768
Epilepsy (n = &) 2362079 1.01-3.18
Other neurclogical disorders (n = 12) .18 £ 047 0.5-1.87

Cutt of degeri 6nemli >11,39 IU/L ise sensitivite %83 ve spesifite %82




Tani

e ARB pozitifligi %5-30 tek incelemede
-2mL %95 alkol ilavesi ve santriflij sonrasi tup dibinden
bakilmasi; %71’e cikartir
-Yiiksek volimde BOS alinmasi (10mL)
- En az iki kisinin bakmasi
o Kultur (+)’ligi %45-71'dir, HIV(+)’'lerde >%88
e PZR %50 (hi¢ bir zaman kiltiir veya ARB yerine kullanilmaz
e GeneXpert/RIF; WHO oOneriyor,
e MTBDRplus( rpoB rifampin; katG and inhA for isoniazid
rezistans) gindemde ?

1.Thwaites GE et all.Improving the bacteriological diagnosis of tuberculous meningitis.J Clin Microbiol. 2004;42(1):378.
2.http://apps.who.int/iris/bitstream/10665/112472/1/9789241506335_eng.pdf

3.Barnard M et all. Rapid molecular screening for multidrug-resistant tuberculosis in a high-volume public health laboratory in South Africa.Am J
Respir Crit Care Med. 2008;177(7):787.



Tuberkilom

SSS parenkimal lezyon

Tek yada cogul

Meninks enflamasyonu yok
Anti-TB tedavi ile geriler
Kalsifiye kalir

Genc eriskin ve cocuklarda; nébet ve
intrakraniyel basing artisi



e d W g ) N 47 .
'W\\’ Lo A .

d

e Granulomlari gostermede en
etkin MRG
e Bazal tutulum sik




Tedavi

llac —=KBB sorunu?-siire?
KSD ?
Tuberkilom-Cerrahi?



J Infect Dis. 2005;192(1):79.

Effect of Antituberculosis Drug Resistance
on Response to Treatment and Outcome
in Adults with Tuberculous Meningitis

Guy E. Thwaites,'** Nguyen Thi Ngoc Lan? Nguyen Huy Dung.? Hoang Thi Quy.? Do Thi Tuong Oanh?

Nguyen Thi Cam Thoa,? Nguyen Quang Hien? Nguyen Tri Thuc,? Nguyen Ngoc Hai? Nguyen Duc Bang?

Nguyen Ngoc Lan? Nguyen Hong Duc,? Vu Ngoc Tuan? Cao Huu Hiep? Tran Thi Hong Chau,® Pham Phuong Mai,’*
Nguyen Thi Dung,® Kasia Stepniewska,* Nicholas J. White,"* Tran Tinh Hien,® and Jeremy J. Farrar'®

e 180 SSS-TB hastasi;
-72(%40) en az bir anti TB ilac¢ direncli
-10(%5,6) en az R veya H direncli (MDR)

-Klinik izlem, bakteriyel temizlenme, klinik yanit,
mortalite ve morbidite izlem, prospektif




Table 2. Nine-month outcome of tuberculous meningitis caused by Mycobacterium tuberculosis with
different drug susceptibilities.

No. severely No. partially No. completely
Drug resistance No. dead (%) disabled (%) recovered (%) recovered (%)
Fully sensitive (n = 108) 31 (28.7) 14 (13.0) 15 (13.9) 48 (44.4)
Resistant to INH only (n = 9) 2 (22.2) 4 (44 .4) 1(11.1) 2 (22.2)
Resistant to SM only (n = 24) 4 (16.7) 1 (4.2) 6 (25.0) 13 (54.1)
Resistant to INH and SM only (n = 28) 12 (42.9) 3 (10.7) 5(17.9 8 (28.6)
Resistant to RFP only (n = 1) 1 (100)
MDR (n = 10) |10 (100) |

NOTE. |[INH, isoniazid; MDR, multidrug resistant (organisms resistant to at least INH and RFP); RFP rifampicin; SM,
streptomycin.

* Tedavinin 9. ayda tum duyarlilarda dahi mortalite %28,7
* MDR’lilerin tamami ex

*TUm gruplarda mortalite %33,3 (60/ 180)

* Kombine R ve H direnci; kotu klinik gidisle direkt iliskili

* H ve/veya S direnci; bakterinin BOS’tan temizlenmesi ile
iliskili ancak klinik seyire etkisi yok,




N Engl ) Med 2004;351:1741-51.
Copyright © 2004 Massachusetts Medical Society.
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Dexamethasone for the Treatment
of Tuberculous Meningitis
in Adolescents and Adults

Guy E. Thwaites, M.R.C.P., Nguyen Duc Bang, M.D., Nguyen Huy Dung, M.D.,
Hoang Thi Quy, M.D., Do Thi Tuong Oanh, M.D., Nguyen Thi Cam Thoa, M.D.,
Nguyen Quang Hien, M.D., Nguyen Tri Thuc, M.D., Nguyen Ngoc Hai, M.D.,
Nguyen Thi Ngoc Lan, Ph.D., Nguyen Ngoc Lan, M.D., Nguyen Hong Duc, M.D_,
Vu Ngoc Tuan, M.D., Cao Huu Hiep, M.D., Tran Thi Hong Chau, M.D.,
Pham Phuong Mai, M.D., Nguyen Thi Dung, M.D., Kasia Stepniewska, Ph.D.,
Nicholas ). White, F.R.C.P., Tran Tinh Hien, M.D., and Jeremy ]. Farrar, F.R.C.P.

*545 hasta; >14y SSS-TB, Vietnam,
prospektif,randomize

-275 hasta dexametazone

-271 hasta plasebo (KSD)
*9 ay anti-TB tedavisi planlanmis
*Baslangicta Dexametazone ( es zamanl)
*Mortalite, morbidite, komplikasyon izlem




Table 1. Baseline Characteristics of the Study Population.

) Dexamethasone Placebo

:aruable (N=274) (N=271) .G ruplarln baslanglg
ge ——yr

Median 36.0 35.0 - 1 1

L 360 350 dzellikleri hemen
Male sex— no. (35) 168 (61.3) 163 (60.1) h
Diagnosis at discharge — no. (%) e m e n a y n I

Definite 98 (35.8) 89 (32.8)

Probable 130 (47.4) 131 (48.3)

Possible 44 (16.1) 47 (17.3)

Not tuberculous meningitis® Z (0.7) 4 (1.5)

Duration of symptoms — daysT

— 400 2 50 MRC: British Medical

Weight — k . .
g~ Consult Criteria, SSS-TB
Range 25-75 30-70 .
Scor':1 c: Glasgow coma scalef y " ev reSI
edian
R 3-15 3-15 ~ "
Cranial merve palsy — no. (%) 82 (29.9) 74 (27.3) I-NGrol OJl k bu Ig uyo kl
Hemiparesis — no. (34} 48 (17.5) 37 (13.7)
P:rr:pl'a)ra;:i:g— n:?(%] 28 (10.2) 11 (4.1) G KS> 1 5
MRC grade — no. (24)§
. %0 023) o || L1-GKS 11-15
T 122 (44.5) 125 (46.1) ~ N
HIV"sItatus—no. (25) s o (>15+n0r0|0j|k bUIgu)
Negatme 227 (323) wsorn ||| 111-GKS<10
Not tested 3 (1.1) 8 (3.0)
Lymphocyte count per mm3Y
CD4 cells
Median 64 66
Range 14-694 7-359
CD8 cells
Median 606 386

Range 134992 28-1001




* Tedavi protokoli
-H (5mg/kg/g)+ R (10mg/kg/g) + Z (25mg/kg/g)+ S(1g/
g),3ay
-PO nasogastrikten ve IM
-Sonrasinda 6HRZ
-HIV (+)’lerde S’in E ile degistirildi,
-Dexametazone (MRC Il ve lll);toplam 2 ay
1.hf- 0,4mg/kg/g
2.ht-0,3me/ke/e v —. |PO; 4 mg/g- 4 hf (her hf
3.hf-0,2mg/kg/g 1 mg doz azaltilarak
4.hf-0,1mg/kg/g

—




Dexametazone (MRC | );toplam 2 ay

e

- 1.hf- 0,3mg/kg/g
-2.hf-0,2mg/kg/g

S—

—

L e 2

AY

PO;

*0,1mg/kg/g (3.hf)
*3mg/g (hf'da 1mg
azaltma)

1,2,6,9 ayda klinik gidis ve sonrasi skorlama

GKS gerileme
Ateste cozilme

9 ayda bagimsiz arastirmaci degerlendirmesi




Table 2. Outcome Nine Months after Randomization, According to Disease-Severity Grade and HIV Status.*

OQutcome and Group

Death
All patients
Grade
I
1
i

Relative risk of death stratified ac-
cording to gradef

HIV status
Negative
Positive
Undetermined

Relative risk of death stratified ac-
cording to HIV statusg

Death or severe disability
All patients
Grade
|
1"
mn

Odds ratio stratified according to
gradef

HIV status
Negative
Positive
Undetermined

Odds ratio stratified according to
HIV status9

Dexamethasone

Placebo

no.ftotal no. (%¢)

87/274 (31.3)

112/271 (41.3)

15/90 (16.7)
38/122 (31.1)
34/62 (54.3)

26/86 (30.2)
50125 (40.0)
36/60 (60.0)

57227 (25.1)
27)44 (61.4)
33 (100)

Dexamethasone

67/209 (32.1)
37/54 (68.5)
8/8  (100)

Placebo

no.ftotal no. (%)

121274 (44.2)

19/90 (21.1)
57/122 (46.7)
45/62 (72.6)

93/230 (40.4)
28/44 (63.6)
33 (100)

134/271 (49.4)

30/86 (34.9)
61/125 (48.8)
43/60 (71.7)

96/217 (44.2)
38/54 (70.4)
8/8  (100)

Relative Risk
(95%5 Cl)

0.69 (0.52-0.92)

0.47 (0.25-0.90)
0.71 (0.46-1.1)

0.81 (0.51-1.29)
0.68 (0.52-0.91)

0.72 {0.51-1.02)
0.86 (0.52 1.41)
1.16 (0.71-1.91)
0.78 (0.59-1.04)

Odds Ratio

0.81 (0.58-1.13)

0.50 (0.25-0.98)
0.92 (0.56-1.52)
1.05 {0.47-2.31)
0.79 {0.56-1.13)

0.86 (0.59-1.25)
0.74 {0.32-1.72)

0.87 (0.62-1.24)

P Value

0.01

0.02
0.11
0.38

0.007

0.07
0.55
0.7
0.08

P Value

0.22

0.04
0.74
0.91
0.20

042
0.48

0.44

Dexametazone
*Evre I'de
mortaliteyi
azaltiyor (%17 vs
%30)

*Evre ll-llI'"de
azaltiyor ama p

anlamli degil




Table 3. Outcomes of 545 Patients Nine Months after Randomization.

No. of
Group Patients Outcome

Inter- Severe
Good mediate Disability = Death

number (percent)
Dexamethasone* 274 104 (38.0) 49 (17.9) 34 (12.4)| 87 (31.8)

* 9. ay
degerlendirmede
-Steroid alan
grupta kalici
norolojik hasarlar
arasinda fark yok

- Mortalite azalmis
ama anlamli degil

*HIV (+) hastalarda dahi
steroidin sag kalim Gzerine

Placebo 271 95 (35.1) 42 (15.5) 22 (8.1) 112 (41.3)
F
C Patients Infected with HIV
9-mo
1.0 follolw-up
|
, |
0 0.3 !
'S L Dexamethasone !
£ 06- i
wv I
1= |
o
-g 0.4— e A
2 Placebo 1=* ="
a 0.2 !
P=0.55 i
" % o 3
1 2 3 o« .
etkisi yok
Days
No. at Risk
Dexamethasone 44 24 20 16 4
Placebo 54 29 21 17 S
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Tuberculoma of the central nervous system @Cmsswk

Arthur R. DeLance?®, Michael Safaee @, Michael C. Oh 2, Aaron J. Clark?, Gurvinder Kaur ¢, Matthew Z. Sun?,
Andrew W. BollenP®, Joanna J. Phillips *®, Andrew T. Parsa **

“ Department of Neurological Surgery, University of California. San Francisco, 505 Parnassus Ave., Room 779M, San Francisco, CA 94143-0112, USA
b Department of Pathology, Division of Neuropathology, University of California. San Francisco, San Francisco, CA. USA

*Basi etkisi olusturan tuberkilom,
*Onlenemeyen Fokal/generalize
nobet

*Cap1>20mm,

*Orta hatta kayma,

*Intrakraniyel basing artisi
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Uriner-TB

* Granulom formasyonu,
* |nterstisyum tutulumu,
* Progresif medullar hasar,

* Renal papillada
destruksiyon,

* Abse,
 Fibrosis-skar

~

TUBERCULOSIS OF THE URINARY TRACT

>

nfundibuler stenosis with caliectasis

Moth eaten calyx

Parenchymel calcdication

Cortical scarming

Caseous mass

Hiked-up pelvis

Urothelial thickening

Adrenal calcification

. Central papilary necrosis

10, Cortical abscass with rupture info the
perinephnc space

11. Forniceal paplliary necrosls

12. Ureteral stricture

13. Beaded ureter

14, Thickened bladder wal
(small capacity bladder)

15, Granulation tissue

16, Intravesical seplations

17 Urethral stricture

18. Mesenteric iymphnode calcification

Simon HB et all.Genitourinary tuberculosis. Clinical features in a general hospital population.Am J Med. 1977;63(3):410.




GUS-TB iliskili Tablolar

TB interstisyel nefriti

TB glomerulonefriti
Sekonder amilodozis
Hiponatremi-SADH

lac iliskili nefrotoksisite

-R; nefrotoksik, ABY yapabilir

-E ve P; nefrotoksik degil ancak urik asit atilimini
azaltarak, hiperlrisemi yapabilir,

Infravesikal BCG sonrasi M.bovis



Tani

e Goruntuleme (IV Urografi)
-Ureteral darlik
-Renal pelvis distorsiyonlari
-Mesane fibrozisi

e BT
-Kalsifikasyon (%50)
-Cesitli seviyede darliklar
-Mesane duvari kalinlasmasi




Tani

e idrar ARB ve kultir
-Sabah ilk idrar (3-6 kez)
->5000 basil/mL(+)
-Sensitivite%11-88

e PZR
-Degisken calismalar var,
-Sensitivite %87-100
-Spesifite %93-96

e GeneXpert/RIF (tek calisma)
-Sensitivite %100
-Spesifite % 98,6

1.Hillemann D et all.Rapid molecular detection of extrapulmonary tuberculosis by the automated GeneXpert MTB/RIF system.J Clin Microbiol. 2011
Apr;49(4):1202-5.

2.Chawla A, et all.Can tissue PCR augment the diagnostic accuracy in genitourinary tract tuberculosis?Uro.Int. 2012;88(1):34-8.

3. Amin |, et all. PCR could be a method of choice for identification of both pulmonary and extra-pulmonary tuberculosis.BMC Res Notes.
2011;4:332.




Rev Urol. 2008;10(3):207-17.

Urogenital Tuberculosis:

Update and Review of 8961
Cases from the World Literature

André A. Figueiredo, MD, PhD,* Antonio M. Lucon, MD, PhD*

*Department of Morphology, Federal University of Juiz de Fora, Minas Gerais, Brazil;

+

Frequency of Tuberculosis-Affected Urogenital Organs

Table 1

Division of Urology, University of Sao Paulo School of Medicine, Sao Paulo, Brazil

!—r

Christensen, 1974'% Gurcin- Rudriguez et al, Muochaluva and Sturikov,
{United States) 1994 (Spain) 1997 (Russia)
Total (N) 102 8l 4258
1 72 A 20088
Kidney 604 914 100
Rilateral 9 145 B4
L Unilateral LAl /5.5 16.6
Uretes 184 A0 NR
Bladder 157 21 10.6
Prostate® b4 2 495
Epididymis* 22.2 118 55,5
Seminal vesicles 69 0 NR
Urethm 14 4 214

Valoes are percentages umbess atherwise noted.
*In relatiog to male patients.
KR, oot mpomed,

*TUm Uriner
sistem tutulur
ancak en sik
bobrekler

e Renal tutulum
tek/ cift tarafli
olabilir




e Hastalarin nerdeyse yarisi ilerleyen dénemde cerrahi
geciriyor

e Gelismis Ulkelerde daha sik

e Cerrahi tipi nefrektomi yada palyatif cerrahi

e Mesanede fibrozis nedeniyle buylltme operasyonlari
en stk (%8)

e Cerrahi anti-TB tedavinin 4-6.hfsinda yapilmali



Cerrahinin yeri?

* Tedavi sirasinda gelisen hidrops

* Primary genitourinary tuberculosis: rapid progression and tissue

destruction during treatment.Psihramis KE, Donahoe PK.J Urol. 1986 May;
135(5):1033-6.

* Urogenital tuberculosis: update and review of 8961 cases from the world
literature.Figueiredo AA, Lucon AMRev Urol. 2008;10(3):207-17.

 Ureteral striktir
*Renal tuberculosis.Becker JA.Urol Radiol. 1988;10(1):25.
*Role of early endourologic management of tuberculous ureteral

strictures.Shin KY, Park HJ, Lee JJ, Park HY, Woo YN, Lee TY.J
Endourol. 2002 Dec;16(10):755-8.



European

European Urology 48 (2005) 353-362
Urology

EAU Guidelines

EAU Guidelines for the Vi anagement of Genitourinary
Tuberculosis

Mete Cek™, Severin Lenk, Kurt G. Naber, Michael C. Bishop, Truls E. Bjerklund Johansen,
Henry Botto, Magnus Grabe, Bemard Lobel, Juan Palou Redorta, Peter Tenke

the Members of the Urinary Tract Infection (UTI) Working Group of the European
Association of Urology (EAU) Guidelines Office

Deparmment of Urology, Taksim Teaching Hospital, Istanbul, Turkey

* Anti TB tedavi HRZE/S ( 2 ay), HR (4ay)

e Rekurrens, komplikasyon, HIV(+); 9-12 ay
e MDR-TB; duyarlliga gore;>18 ay

* Cerrahi?




 Nefrektomi;
-Nonfonksiyone bobrek (kalsifiye/degil)

-Tim bobrek tutulumu+HT/ lreteropelvik birleske
tutulumu,

-Beraberinde renal karsinom

* Parsiyel nefrektomi

- 6 hafta anti-TB tedaviye ragmen kalsifikasyon iceren
polar lezyon,

-Takiple buylyen/ bobregin genelini tehdit eden
kalsifikasyon ,




Abse drenaji
Epidimektomi;
-Anti TB tedaviye yanit vermeyen kazefikiye abse,

- Anti TB tedaviye ragmen sabit kalan yada blylyen
kitlesel lezyon

Ureteral striktir

-Ureteropelvik bileske darligi; double J kateter

-Orta Ureter darligi;lireterostomi/ double J kateter
-Alt Grter darligl: anti-TB+KSD (<3 hf)+dilatasyon



nadir gorulen bir tablo
‘insanin yeter ki ters gitmesin isi muhallebi yerken
kirihr disi’

Mesane kanserinde immunoterapi
BCG (M.bovis) uygulamasi sonrasi TB?



hafif semptomlar

BCG uygulamasi

agir semtomlar
e >7/2 s ates

e <72 s ates
e Uriner semtom

e islemi ertele
e semptomatik tedavi

e sistemik bulgu

l

baska sebep olasi mi?

evet

vV

islemi ertele

Sva

Uveit ve reaktif artrit (M.bovis yok)

lokal bulgular(lriner)

sistemik bulgular+ ates

|

NSAID/ KSD

l

risk analizine gore karar

e e

e Anti-TB tedavi (6ay)
e Cerrahi

e Anti-TB tedavi (6ay)
e KSD

e Cerrahi

.—_—q

o~ .. .. . . . . . . .



KVS

* Myokardit (nadir)
* Endokardit (en nadir)

Perikardit




Perikardit

Konstruktif perikardit
EffGzyonun eslik ettigi konstriktif perikardit

Kardiyak tamponat




e Kardiyak siliet belirtisi
(%40-60)

e EKG’'de dusulk voltaj

e EKO’da perikardiyel
kalinlasma-eflizyon

e BT/MRG’da perikardiyel
kalinlasma ve mediastinal
trakeobronsiyal LAP




Perikardiyosentez

e Kanli perikardiyel sivi %80

e Ekslidatif, lenfosit hakimiyeti,perikardiyel lenfosit/
notrofil>1 (%86 sensitivite, %73 spesifite)

e ADA >30IU/L ise sensitivite %94, spesifite %68

e ARB (+) %40-60

o KUltlr (+) %53-75

e PZR taniya yardimci

1.Cherian G. Diagnosis of tuberculous aetiology in pericardial effusions.Postgrad Med J. 2004 May;80(943):262-6

2.Reuter H et all. Diagnosing tuberculous pericarditis.QJM. 2006;99(12):827.

3.Maisch B, et all.S Task Force on the Diagnosis and Management of Pricardial Diseases of the European Society of Cardiology

Guidelines on the diagnosis and management of pericardial diseases executive summary; The Task force on the diagnosis and management of pericardial dise
4 Burgess LJ, et all. The use of adenosine deaminase and interferon-gamma as diagnostic tools for tuberculous pericarditis.Chest. 2002;122(3):900.



CARDIOVASCULAR JOURNAL OF AFRICA + Advance Online Publication, September 2013

Cardiovascular Topics

Surgical management of effusive constrictive
pericarditis

FUAT BUYUKBAYRAK, ERAY AKSOY, SERPIL TAS, KAAN KIRALI

e Effuzyonlu konstriktif perikardit
-12 hasta( 5 idiyopatik, 4 TB, 3 malignite),
-10 hastaya perikardiyosentez basarisiz,
-1 hasta acil, 9 hasta elektif perikardiektomi,
-post op takip 3 ay-9 yil,
-mortalite 5 hasta (%41,6),




TABLE 5. RESULTS OF PERICARDIAL TISSUE BIOPSY AND FOLLOW-UP

Date of
Par- Aetiol- opera-

Intensive care unit

ient ogy tion  stay
1 ID 2004 8 days, LCOS, RE
RDS
2 TB 2004 1 day, uneventful
3 MG 2005 7 days, LCOS. RE
RDS
< MG 2005 2 days, uneventful
5 TB 2006 8 days. re-operation
for bleeding., RF, RD
6 ID 2006 6 days, re-operation
for bleeding, RF, RD
7 MG 2007 2 days. uneventful
8 TB 2007 8 days, LCOS.RD
9 ID 2007 1 day, uneventful
10 ID 2008 S5 days, low-dose
inotrope
11 TB 2008 2 days. uneventful
12 ID 2012 3 days. low-dose

inotrope

DATA

Pericardial
biopsy

Non-specific
inflammation

Granulomatous
inflammation

Neoplastic
involvement!

Neoplastic
involvement®

Granulomatous
inflammation
Non-specific
inflammation

Neoplastic
involvement®

Non-specific
inflammation

Non-specific
inflammation
Non-specific
inflammation

Granulomatous
inflammation

Non-specific
inflammation

Follow

up

(months) Qutcome

4.04

95.0

29

19.7

79.9

25.7

66.4

62.5

513

48.2

8.9

Death from
pneumonia + sepsis

NYHA class |

Death from disease
progression

Death from disease
progression

NYHA class Il
Death from

advanced HF

Death from disease
progression
NYHA class I
NYHA class |
NYHA class I
NYHA class 11

NYHA class I

ID: idiopathic, TB: tuberculous. MG: malignancy, LCOS: low-cardiac output syndrome,
RF: renal failure, RD: respiratory distress, NYHA: New York Heart Association, HF: heart

failure.

'Neoplastic cell invasion without definitive diagnosis.
‘Pericardial involvement of malignant mesothelioma (epitolid type).

‘Pericardial involvement of high-grade diffuse B-type cell lymphoma.

1 3

*TB hastalarinda
erken cerrahi
sonuclari iyi,
*Anti TB tedavi
yaninda KSD
tedavisi

uygulanmamis,




Lancet 2004; 363: 71727

SEMINAR

Seminar

Pericarditis

Richard W Troughton, Craig R Asher, Allan L Klein

Bakteriyel enfeksiyonlar
icinde en sik ekten TB

Cause of acute pericarditis

Idiopathic
Infectlons
Bacterial, tuberculous, viral (coxsackie, influenza, HIV, etc).

fungal, rickettsial, mycoplasma, leptospiral, listeria, parasitic,
and others

Vasculitls and connectlve-tissue disease

Rheumatoid arthritis, rheumatic fever, systemic lupus
erythematosus. scleroderma, Sjogren’s syndrome, Reiter
syndrome, ankylosing spondylitis, Wegener's granulomatosis,
giantcell arteritis, polymyositis (dermatomyositis), Behcet's
syndrome, familial Mediterranean fever, dermatomyositis,
polyarteritis, Churg-Strauss syndrome, thrombohaemolytic
thrombocytopenic purpura, leucoclastic vasculitis, and others
Diseases In adjacent structures

Myocardial infarction, aortic dissection, pneumonia,
pulmonary embolism, empyema

Metabollc disorders

Uraemic, dialysis-related, myxoedema, gout, scurvy
Neoplastic disorders

Primary

Mesothelioma, sarcoma, fibroma, lipoma, and others
Secondary (metastatic or direct spread)

Carcinoma, lymphoma, carcinoid, and others

Trauma

Direct

Pericardial perforation (penetrating injury, oesophageal or
gastric perforation) and cardiac injury (cardiac surgery,
percutaneous procedures)

Indirect

Radiation, non-penetrating chest injury

Assoclation with other syndromes

Postmyocardial and pericardial injury syndromes,
inflammatory bowel disease, Loffler syndrome, Stevens-
Johnson syndrome, giant-cell aortitis, hypereosinophilic
syndromes, acute pancreatitis, others

Modified with permission from Spodick DH. Pericardial disease. In:
Braunwald E, Zipes DP, Libby P, eds. Heart disease: a texitbook of
cardiovascular medicine, 6th edn. Philadelphia: WB Saunders, 2001
(reference 1).



Tedavi algoritminde

1) NSAI ilk secenek

2) Devam eden tablolarda
(TB gibi);ileri inceleme ve
KSD

3) Komplikasyon varsa;
-perikardiyosentez
-perikardiyektomi

Clinical features of
acute pericarditis

!

Basic investigations:

ECG, chest radiography,

complete blood count,
ESR, metabolic panel,
with or without TTE

|, [ Treat with NSAIDs | 1

y

Persistent or recurrent
symptoms

Treat with NSAIDs
and colchicine;

if refractory

»| consider
steroids;
investigations 2
directed at cause

v

TTE/TOE with
respirometry

Complications™*

tamponade

Pericardial effusion
with or without

TTE/TOE with
respirometry,
or CT or MRI
with or without
right-heart
catheter

v

Constrictive
pericarditis

centesis

scopy guided)

Consider pericardio- 3

(TTE or pericardio-

!

plus

Medical therapy
(diuretics)

consider surgical
pericardiectomy

Figure 1: Suggested approach to Investigation and
management of pericardltls and Its complications
TTE=transthoracic echo. TOE=transoesophageal echo. *Defined as

haemodynamic instability, right-heart failure, volume overload, or both,
or unexplained cardiovascular symptoms.




Rationale and design of the Investigation of the
Management of Pericarditis (IMPI) trial: A 2 x 2 factorial
randomized double-blind multicenter trial of adjunctive
prednisolone and Mycobacterium w immunotherapy in
tuberculous pericarditis

TB Perikardit, Cok merkezli, cift randomize, cift korli,
prednisolon ve Mycobacterium W immunoterapi

TB perikarditte mortalite ve kalici hasar %50’lerdedir,

TB perikarditte eflizyon birikimini azaltici etkin olan
KSD, immunoterapi (M. w) ile kiyaslanmistir,

TB perikardit tanili/olasi 1400 hasta,




Table I. Diagnostic criteria for TB pericarditis in @ TB-endemic country or community >

Diagnostic category Criteria

Definite TB pericarditis ® Tubercle bacilli are found in stained smear or culture of pericardial fluid; or
® Tubercle bacilli or caseating granulomata are found on histologic examination of pericardium
Probable TB pericarditis @ Evidence of pericarditis in a patient with TB demonstrated elsewhere in the body; or
® Lymphocytic pericardial exudate with elevated adenine deaminase activity; or
® A Tygerberg TB Pericarditis Diagnostic Index Score =6 in patients in whom pericardiocentesis
is not feasible, and other causes of pericarditis have been excluded

TB tanu:

-Perikardiyel sivida TB basili

-Perikard biyopsisinde TB basili veya kazeifikasyon grantlomu

TB olasi:

-Baska bir yerde TB tanisi konan perikardit veya

-Artmis lenfositik aktivite ile ADA pozitifligi

-Perikardiyosentez mumbkiin olmayan hastalarda Tygerberg skoru>6

Tygerberg TB perikardit Tani Kriteri Puani (>6 )-perikardiyosentez yapilamayanlar
-Kilo kaybi (1)

-Gece terlemesi (1)

-Ates (2)

-Serum globulin >40g/L (3)

-BK sayisi< 10x10° / L (1)




Prednisolon ve M. w immunoterapsinin tamponat ve
perikardiyel drenaj gerektiren effliizyon gelisimi lizerine etKkisi
arastirildi ve kiyaslandi,

Randomize

-oral prednisolon / plasebo (6 hf)

-M. w injeksiyonu / plasebo (3ay)
Takip

-2,4,6. hf

-3 ve 6. ay ve 6 aylik periyotlarla 4 yil

Primer sonlanim: 6lim/ perikardiyel kontriksiyon/
perikardiyosentez gerektiren tamponat

Sekonder sonlanim:imminmodilasyonun olumsuz etkileri
firsatci enfeksiyon (herpes zooster vb) veya malignite (kaposi
vb)



*1.hf; 120 mg/g,
Patients with Probable or Definite Tuberculous Pericardial Effusion
2.hf; 90mg/g (N = 1,400)
3.hf; 60mg/g I ; | -oral prednisolon / plasebo (6 hf)
. RANDOMIZE « .
4.hf; 30mg/g | -M. w injeksiyonu / plasebo (3ay)
5.hf; 15mg/g ¥ ¥
Prednisolone Placebo
6- hf; Smg/g Daily tapering dosa over Daily tapering dose over
6 weeks b weeks
v v . .
[ ranoomize | [ ranoomize | *2X2 (cift randomizasyon)
1 1
F 4 - &
Mycobacterium w Placebo Mycobacterium w Placebo
S doses: enrolment, 5 doses as for 5 doses: enrolment, 5 doses as for
weeks 2,4, 6 and active M w weeks 2,4, 6and active Mw
month 3 month 3

Primary outcome: composite of death, constriction, or
cardiac tamponade requiring pericardiocentesis

Secondary outcomes: opportunistic infections, malignancy,
effect on CD4+ T lymphocyte count, and immune
reconstitution disease.

MM Trial .'.h.dy dmign

Primer sonlanim: 6liim/ perikardiyel kontriiksiyon/perikardiyosentez
gerektiren tamponat

Sekonder sonlanim:immiinmodiilasyonun olumsuz etkileri firsat¢i enfeksiyon
(herpes zooster vb) veya malignite (kaposi vb)




4. Detectable RRR comparisons between the cell with
double placebo versus each individual drug (2-tailed
a =.0264, 10% drop-out and 6% lost to follow-up)

Double 1200- 1400- 1600-
placebo patient patient patient
event rate study study study

n =300 n =350 n = 400
vs 300 vs 350 vs 400
cell cell cell
comparison comparison comparison
80% 90%  80% 90%  80% 90%
pOwWer —power power ~power power  power

35% 30.2% 34.0% 282%  31.8% 26.6% 30.0%

40% 28.9% 32.5% 27.0%  304% 254% 28.7%

45% 278% 31.3% 260%  29.3% 24.5% 27.6%

Sonug:

-KSD ve M. w
immunizasyonu TB
perikarditte anti TB
tedaviye yardimcidir,

-KSD’lerin etkisi daha
erken cikmaktadir,

-immiuinoterapinin etkisi
daha uzun stirmekte ve
tekrarlayan efflizyona
etkisi daha glcluddar,




TB cilt tutulumu-siniflama-I

Eksojen kaynaktan inokUllasyon
-Primer cilt TB

-Tuberculosis verrikosa cutis
Otoinokullasyon veya endojen kaynaktan yayilim
-Skrofuloderma

-Tuberculosis cutis orificialis
-Lupus vulgaris

Hematojen yayillim

-Lupus vulgaris

-Akut miliyer TB

-Metastatik TB absesi



TB cilt tutulumu siniflama-I|

‘Usus magister est optimus’
Tecriibe en iyi 6gretmendir

Multibasiler (basil doku yada eksilidatta var)
-Skrofuloderma

-Tuberculosis cutis orificialis

-Akut miliyer TB

-TB absesi

Paucibasiler (basil yok/ cok az)
-Tuberculosis verrucosa cutis

-Lupus vulgaris

Tuberkuloid (basil yok TB aglerine duyarlilik)
-Papulonekroid tiberkiloid(PNT)

-Lichen scrafulosorum

-Eritema endiiratum Bazin (noduler vaskulit)



Nadir Gorulen Bir Cilt Tuberkulozu: Tuberculosis Verrucosa Cutis

Alper Sener'!, Suzan Sagar', Sevilay Oguz2, Ridvan Dumlu?, Ozlem Cakmak’

Onsekiz Mart Qniversitesi Tip Fakliltesi Enfeksiyon Hastaliklar ve Klinik Mikrobiyoloji AD./ Canakkale
Onsekiz Mart Universitesi Tip Fakiiltesi Dermatoloji AD./ Ganakkale

Olgu:

* 67y E, ciftci, oniki yildir KOAH nedeniyle
inhale kortikosteroid ve beta blokor kullaniyor.
*Sol bacak 1/3 distalinde t¢ haftadir devam
eden agrisiz, fistullze, lzeri yer yer nekrotik
kurutlanma iceren ve pirilan akinti sonrasi
tekrar kapanan yara (Resim 1).

*Farkli hekimlerce betalaktam ve beta
laktamaz inhibitori baslanmasina ragmen
iyilesmiyor

* Aspirasyon direkt baki ve kiltliriinde; her
sahada bol I6kosit ve eritrosit, gram negatif
bakteri ve GSBL (+) E.coli

*Hastaya ertapenem 1x1 gr IV tedavi baslandi.
* Tedavinin tglinct guint mikrobiyoloji
laboratuarindan gelen sonuclarda yara direkt
bakisinda 2-3 adet ARB basil goraldugi
bildirildi.

*HRZE, PO baslandi. Birinci ayda goriinim
(Resim 2).




TB cilt tutulumu-tedavi
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Management of cutaneous

tuberculosis

Table 1. Recommended dosage for initial treatment of cutaneous tuberculosis

Drug Daily dose Thrice-Weekly dose Children®
[soniazid 5 mg/kg, max 300 mg 15 mg/kg, max 900 mg 10-15 mg/kg daily;
20-30 mg/kg intermittent
Rifampicin 10 mg/kg, max 600 mg 10 mg/kg, max 600 mg 10-20 mg/kg
Pyrazinamide 20-25mg/kg, max2 g 30-40mg/kg max3 g
Ethambutol 15-20 mg/kg 25-30 mg/kg

*Dosage for children is similar, except that some authorities recommend higher doses of isoniazid and rifampicin.
Source: Based on American Thoracic Society, Infectious Disease Society of America and Centers for Disease Control and

Prevention.

HRZE baslangic tedavisi (2 ay) ve HR (4 ay) (AC TB ile ayni)




TB cilt tutulumu-tedavi

Table 2, Treatment regimen for cutancous tuberculosis

Resistance to isoniazid and Resistance to all
Chemaotherapy First-line drugs Resistance to isoniazid rifampicin first-line dnigs
Initial or bactericidal — Rilampicin s soniazid + Rifampicin e pymzinamice v Pyrazinamide « ethambutol + Tinjectable apent” 1 3 of he
phase pyrazinamide + streptomycin ethambuwl? quinolone antibiotic following ethionamide,
or ethambutol Streptomycin (or another evdoserine quinolone antbiotic,
2 months, daily injectable agent”) paraaiminosalioyiicacid
Conlinuation or Rifampicing soninzid Throughout (6 months) Throughout (1624 months) Mhraughout (24 months)
sterilizing phase 4 months, daily
2iweek ord fweek
Total duraton of 6 months at least i monthe 18-24 months 24 months
thempy

‘A fluoroquinek ne may strengthen the reglmen for patienss with extensive disease.
Pt kacin, kanamyein, or espreomycin, Allagonts should bo discontinued afrer 2-8 months, depending upon tlecance and response

*Toplam tedavi sliresi 6 ay

*H direncinde; RZE, 6 ay

*HR direncinde; ZE+FQ /S, 18-24 ay

*TUm birinci basamaklara direnc; S (enjektabl amicasin/
kanamisin/kapreomisin)+ 3’lU (sikloserin, etionamid, FQ, PAS),
24 ay
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TABLE 2. Drug regimens for culture-positive pulmonary tuberculosis caused by drug-susceptible organisms

Initlal phase Continuation phasa
Range of total evide
Interval and doses? Interval and doses*s oo::? (minimal Rl (evidancejt
Regimen Drugs (minimal duration) Regimen  Drugs (minimal duration) duration) HIV- Hiv*
1 INH  Saven days par week for 55 dosas 12 INWRIF  Saven days per wesk for 126 182-130 (26 wk) A Al
RIF (8 wk) or 5 wk far 40 dosas dosas (18 wk) or 5 dwi for 30
PZA (8 wi)¥ dosas (18 wK) Y
EMB 1 INFRIF  Twice waekly for 35 00ses (18 wk)  92-76 (26 wk) Al An*
1c™  INWRPT  Onceweekly for 18 dosas (18 wK)  74-58 (26 wk) Bl e
2 INH  Saven days par week for 14 dosas 2a INWRIF  Twice waekly for 36 doses (18 wk)  62-58 (26 wk) Al 8(In*
AIF (2 wk), then twica weekly for 12 20" INWRPT  Onceweeklyfor 18 dosas (18 wK) 4440 (26 wk) Bl E()

PZA doses (6 wk) or 5 d/wk for 10
EMB  dosas (2 wk),T then twice weekly

for 12 dosas {6 k)
3 INH  Thrae times weeky for 24 00ses 3a INWRIF  Thrae fimes weeidy for 54 00ses 78 (26 wk) B (1) 8(I
RIF {8 wk) {18 wk)
PZA
EMB
4 INH  Seven days perweek for 56 doses 2a INWRIF  Saven days par weak for 217 273-195 (39 wK) c c )
RIF (8 Wk} of 5 t'wh for 40 dogas dosas (31 wK) of 5 Wk for 165
EMB  (Bwk)! & INH/RIF dosas (31 wk)Y 118-102 (389 wk) c cm

Twice weakly for 62 doses (31 wk)

Dafinition of abbreviations: EME = Ethambulol; INH = Isoriazid; PZA - pyrazinemide; RIF - rifampin; RPT - nfapenting.
* Definitions of evidenca ratings: A - prafemed; B - accaptabie altemative; C - offer when A and B cannat be given; E - should never be given.
! Dafinition of evidence ratings: | = randomized cinical trial; Il = tata from clinkal tnals that were not randomizad o were conductad In other populations; | = expent opinion.

! When DOT Is used, dny be given & days/week and the nacessary number of doses acjusted accordingly. Afhough fere ars no studles that compare five with sevan
mmme@enw mmmmmwm'l i

§ pasents with cawtation on initial chast radiograph and posiive culures &t compiealion of 2months of tharapy soukd fEcaive & 7-mont {31 weak; aiher 217 doses jaaily] or 62 doses
[twice weekdy]) continuation phasa.

¥ Rve-day-a-week adminisiration Is always given by DOT. Rating for § daywesk ragimans s Alll.

* Not racommendad for HiV-infactad patiants with CD4* cell counts «100 calisyl

** Options 1¢ and 2b should be used only In HIV-negative patients who have smears at the Sme of compiesion of 2 monts of sherapy and wha do not have cavitation
?mmm(mmﬁammmwmm %ound fo have a positive cutura from the 2-manth specimen, treatmant shouid be extanded an extra




5.2.1. Six-month regimens

The current minimal acceprable duration of treatment for
all children and adults with culture-positive tuberculosis is 6
months (26 wecks). The initial phase of a 6-month regimen
for adults should consist of a 2-month period of INH, RIE,
PZA, and EMB given daily throughout (Regimen 1), daily

*Optimum tedavi HRZE (2 ay), HR(4 ay)
toplamda 6 ay (26hf) olmal

for 2 weeks followed by two times weekly for 6 weeks (Regi-
men 2), or three times a week (Regimen 3). The minimum

5.2.2. Nine-month regimen
If PZA cannot be included in the initial regimen, or if the

isolate is determined to be resistant to PZA (an unusual cir-

*Eger PZA baslanamiyorsa veya
direnc varsa; HRE(2 ay) sonrasinda
HR (7 ay), toplamda 9 ay olmall

cumstance, except for Mycobacterium bovis and M. bovis var.
BCG), a regimen consisting of INH, RIE and EMB should
be given for the initial 2 months (Regimen 4) followed by
INH and RIF for 7 months given cither daily or twice weckly
(Regimens 4a and 4b).

8. Treatment in Special Situations
8.1. HIV Infection

Tuberculosis and HIV Infection H IV (+ )’ Ie rd e:
V4

The treatment of tuberculosis in persons with HIV
infection is essentially the same as for patients without - -ri 1 /
HIV infection. There are two important exceptions to I N H rlfa pe ntl ne hf d €vam d d
this generalization: 1) Once weekly INH-rifapentine

in the continuation phase should not be used in any ku I Ia ni I Mama I I
HIV-infected patient: and 2) twice weekly INH-RIF

or rifabutin should not be used for patients with CD4* - I N H - R I F/ rifa b Uﬁ N / 2 keZ /hf,

lymphocyte counts less than 100/pl. Providers must be

alert to the potential for interactions among many of 100<C D4 (0] I an Ia rd a

the antiretroviral drugs and the rifamycins. Paradoxical

reactions that mimic worsening of tuberculosis are more k u I I ani I mama I I

common in patients with HIV infection and may com-

plicate therapy.




8.3. Extrapulmonary Tuberculosis

“’

randomized controlled trials, suggests that 6- to 9-month regi-
mens that include INH and RIF are effective (2—-76). There-
fore, among patients with extrapulmonary tuberculosis, a
6- to 9-month regimen (2 months of INH, RIE PZA, and
EMB followed by 4-7 months of INH and RIF) is recom-
mended as initial therapy unless the organisms are known or
strongly suspected of being resistant to the first-line drugs. [f PZA

cannot be used in the iniual phase, the continuation phase must be
increased to 7 months, as described for pulmonary tuberculosis.

The exception to the recommendation for a 6- to 9-month

regimen is tuberculous meningitis, for which the optimal length

of therapy has not been established, but some experts recom-

mend 9=12 maonths.

ot ¥ . PR :

forms of extrapulmonary tuberculosis, specifically meningitis

and pericarditis caused by drug-susceptible organisms. Evi-

~dence-based recommendations on the duration of treatment
for extrapulmonary tuberculosis and the use of corticosteriods
are shown in Table 13.

AD-TB;

* 6-9 arasi rejimler
onerilir,

2 ay HRZE, 4-7 ay HR,
*PZA baslanamazsa;
devam fazi 7 aya uzatilir,

TB-menenijitte toplam stre
9-12 ay olmalidir

KSD tedavisi menenijit ve
perikarditte anti TB
tedaviye ek olarak
onerilir.




~

TABLE 13. Evidence-based" gulgnes for the treatment of extrapulmonary tuberculosis and adjunctive use of corticosteriodst
Site Length of therapy (mo) Rating (duration) Corticosteroids? Rating (corticosteroids)
Lymph node 6 Al Not recommended DIl

Bone and joint 69 Al Not recommended Dl

Pleural disease 6 All Not recommended DI

Pericarditis 6 ( ATl Strongly recommended Al )
CNS tuberculosis including meningitis 9-12 Bl Strongly recommended Al
Disseminated disease 8 All Not recommended DIl
Genitourinary 6 All Not recommended DIl

Peritoneal \ 8 y All Not recommended DIl

N 4

: For rating system, see Table 1.
tDuration of therapy for extrapulmonary tuberculosis caused by drug-resistant organisms is not known.
Corticosteroid preparations vary among studies. See Section 8.3 for specific recommendations.

KSD tedavisi konusunda bu iki tablo disinda yararini gosterir
etkin calisma yoktur

Tedavi sureleri agisindan

bakildiginda ;

-Lenf nodu TB; 6 ay
-Kemik-eklem TB; 6-9 ay
-Perikardiyel TB; 6 ay
-Genitouriner TB; 6 ay
-Peritoneal TB; 6 ay

SSS —TB acisindan 9-12ay
onerilen strenin kanit dizeyi
daha dusuk
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Treatment of extrapulmonary 1B
and of TB in special situations

Pulmonary and extrapulmonary disease should be treated with the same regimens
(see Chapter 3).! Note that some experts recommend 9-12 months of treatment for
TB meningitis (2, 3) given the serious risk of disability and mortality, and 9 months
of treatment for TB of bones or joints because of the difficulties of assessing treatment
response (3). Unless drug resistance is suspected, adjuvant corticosteroid treatment
is recommended for TB meningitis and pericarditis (1-4). In tuberculous meningitis,
ethambutol should be replaced by streptomycin.

*AC ve AD-TB’da tedavi
secenekleri aynidir,
*Ana farkhliklar tedavi
suresindedir,

*TB menenjitte ve kemik eklem
TB’unda >9 ay tedavi sureleri onerilir,
*TB perikardit ve TB menenijitte ilag
direncli TB stiphesi olmadigi slirece
KSD tedavi eklenebilir,
*TB menenjitte ETM, Streptomisinle

degistirilmelidir,




Although sometimes required for diagnosis, surgery plays little role in the treatment
of extrapulmonary TB. It is reserved for management of late complications of disease
such as hydrocephalus, obstructive uropathy, constrictive pericarditis and neuro-
logical involvement from Pott’s disease (spinal TB). For large, fluctuant lymph nodes
that appear to be about to drain spontaneously, aspiration or incision and drainage
appear beneficial (3).

Tani icin bazen gerekli olsa da; cerrahinin yeri AD-TB’da
sinirlidir. Hidrosefali, obsturiktif Gropati, konstriktif
perikardit ve Pott hastaligi (spinal TB) n6rolojik
tutulumu icin rezervde tutulmahdir. Buayik lenf
nodlarinda da yararlidir.
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Eve Gidecek Mesajlar

‘Sapientia est potentia’
Bilgelik gticttir

* AD-TB tedavisinde

= [lac duyarh etken varliginda 6HRZE uygulanir,

= Eger baslangicta Z baslanamiyorsa toplam tedavi 9 aya
uzatilir,

= llac direncli etken varliginda duyarhliga gore secilir ve
sure >18 ay,

= KSD tedavisi sadece perikardit ve menenjit Ell ve
Elll'te yararlidir,

= SSS ve Kemik-Eklem TB tedavi stresi >9ay

= SSS-TB’da E yerine S kullanilmalidir




Eve Gidecek Mesajlar
‘Sapientia est potentia’
Bilgelik gtictiir

* Cerrahi tedavi sadece 6zel durumlarda uygulanir;
= Hidrosefali,
= Obsturiktif Gropati,
= Konstriktif perikardit,

= Pott hastaligi (spinal TB) nérolojik bulgular
varhginda,

= Blyuk lenf nodlari(?)
= Tiberktilom(?)




