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THis OFFICIAL STATEMENT OF.~ . AMERICA  .1ORACIC SOCIETY WAS ADOPTED BY THE A'TS BoarD oF DIRECTORS,
99. THis1s A JOINT S, “EM™  OF T+ AMERICAN THORAC ciETY (ATS) AnD THE CENTERS FOR DISEASE
ROL AND PREVEM™ .. THIS ' TArEMENT WAS ENDORSED BY THE COUNCIL OF THE INFECTIOUS DISEASES
SOCIETY OF AMERT . {__lL,-.‘:u'l'I 1,S. m _r 1999, AND THE SECTIONS OF THIS STATEMENT AS IT RELATES TO INFANTS
AND CHILDREN WE | END” _ BY .1 AMERICAN AcADEMY OF PEDIATRICS (AAP), Aucust 1999.




Although the terms "preventive therapy” and " -hemopro-
phylaxis” have been used for decades, they h e . 'so been
confusing. “Preventive therapy” has referrc » ¢ . = use of a
simple regimen (usually isoniazid) to pr_vent\ e _avelopment
of active 1B disease in persons kn~ = ¢ 1ik-ly to be infected
with M. tuberculosis, but it rarely == _"*s .( true primary pre-
vention (i.e., prevention of.infecti~~ .n persons exposed to

persons with infectious T 3} "o describe the intended inter-
vention more accur “=ly, thi- report uses the terminology
“treatment of T TBl - . her than "preventive therapy” or
“chemoproph ‘av'..” his change in nomenclature will hope-
fully pro’ .o.e ¢ =2*_r understanding of the concept for both
patients wnc ) -oviders, resulting in more widespread imple-
mentation, 7 chis essential TB control strategy.




TABLE 7 __
CRITERIA FOR TUBERCULIN POSITIVITY, PY Ry " GROUP

Reaction = 5 mm of Induration

Reaction = 10 mm of Indratio

Human immunodeficiency virus
(HIV)-positive persons

Recent contacts of tuberculosis
(TB) case patients

Fibrotic changes on chest
radiograph consistent with
prior TB

Patients with organ transplants
and other immunosuppressed
patients (receiving the
equivalent of = 15 mg/d of
prednisone for 1 mo or
more)*

Recent immigrants (i.e., within the last 5 yr"fron. w0 ‘ale e countries

Injection drug users

Residents and employees' | the f~"=win, «Isk congregate settings:
prisons and jails, nursing o a  Dthes long-term facilities for the eldertly,
hospitals and other health care far  .es, residential facilitias for patients with
acquirec aodefic” oy . .ome (AIDS), and homeless shelters

Mycobac riole~  "oratory personnel

Trsons witn the fol! - fing clinical conditions that place them at high risk:
- 7msis, di- 0 aellitus, chronic renal failure, some hematologic disorders
2.0 «emias and lymphomas), other specific malignancies (e.g.. carcinoma
a2 heod or neck and lung), weight loss of = 10% of ideal body weight,
istrectomy, and jejunoileal bypass

Shaldren younger than 4 yr of age or infants, children, and adolescents exposad
to adults at high-risk

*Risk of TBin | ‘entsweat  with corticosteroids increases with higher dose and longer duration.
tFor persons wh == othe  se at low risk and are tested at the start of employment, a reaction of = 15 mm induration is considered pos

Source: Adapted fro

-ers for Disease Control and Prevention. Screening tor tuberculosis and tuberculosis infection in high-risk populaf

Council for the Elimination of Tuberculosis. M.MW.R. 1995:44(MNa. RR-11):19-34,




RECOMMENDED DRUG REGIMENS FOR TREATMENT OF LATENT TUBERCULOSIS /= “.INF. 1. "l IN ."-LJLTS

Drug

Isoniazid

Isoniazid

Rifampin plus pyrazinamide

Rifampin

Interval and Duration

Daily for 9 mo*®
Twice weekly for 9 mo*?
Daily for & mo®

Twice weekly for 6 mo®
Daily for 2 mo

Twice wee  for . Mo

urd o,

Co ot

In human immunodeficiency viry- .fecte.  “tients,* azid may be administered
concurrently with nucleoside serse transcripta =" _ors (NRTIs), protease inhibitors, or
non-nucleoside reverse transe s (N o18)

Directly observed therapy (DOT) rwust be use  vith twice-weekly dosing

Not indicated fo="**-infected porse” " with fibrotic lesions on chest radiographs, or
children
DOT must  used" “Swice-weekly dosing
May also be . .-utop 2nswho are contacts of patients with isoniazid-resistant, rifampin-
~ceptible TB
Fu. ~cted . protease inhibitors or NMNRTIs should generally not be administered
one "L with rifampin; rifabutin can be used as an alternative for patients treated with
Lir, 4 anavir, amprenivir, ritonavir, or efavirenz, and possibly with nevirapine or soft-
1 saquinavir!
Dy must be used with twice-weekly dosing
"or persons who cannot tolerate pyrazinamide
For persons who are tacts of patients with isoniazid-resistant, rifampin-susceptible TB who
cannot tolerate pyrazinamide

HIV™
A

B (lI)

B ()

B (1)
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ivientes v contactos intimos de pacientes tuberculosos

Persomas cuya radiografia de tdraw presente imagenes indicativas de tuber s
inactiva '

sonas con sospecha clinica vwo radio a de presentar enfreme
losa '
Persomas que si estin infectadas tienen un especial riesy har~  Jesarr
de enfermedad tuberculosa '

Infeccion por el wvirus de la inmunodefici  ciak

Adiccidn a drogas por via parenteral

Marginacion social
Enfermedades inmunodepn. ==~ “=itosis, linfoma v otras neoplasias

Tratamiento inm*  “epresor prolong”  , tratamiento contra el factor de necro-

a
sis tumoral alfay . 1. R N 1 -

Persor- juesiest ¥ _.cta. L constituyen un riesgo social y epiderni
en  oded vwroll  tuberculosis activa

CL  sores de duarderias infantiles

Ters. Y _cente

» sonal sanitario

cersonal de prisiones

Estudios epidernioldgicos y control de programas antituberculosos







Tabla 9. Tratam:

Indicaciones (&)
Infeccion reciente (contactos, corversion tuberculinica)
Coinfectados por el VIH

Lesiones radiologicas de tuberculosis inactiva no tratada

QJuimioprofilaxis primaria (tratamiento de expuestos sip”~  _codn)
Nirios menores de 5 afios (D)

Infeccidn por el VIH (D)

Nifios y adolescentes (valoracidn individua. .. vene . (D)

Inmunodeprimidos

Tipo de tratamiento
. Hidracidas d =~ 6 meses o _auta estandar (A)
2. Hidr~ “das du  ate- a5
afeceranpo . VIH (Bl
| 5 (Bl

v o cesiduales en la radiografia de torax (B)

famgicina e hidracidas durante 3 iA)
fauta alternativa a hidracidas durante 6 meses
4. Rifampicina durante 4 meses, en pacientes sin infeccion por el VIH (B),
en pacientes con infeccidn por el VIH (D)

En resistencia a hidracidas




Indicaciones de quimioprofilaxis
(tratamiento de la infeccion tuberculosa)

Jovenes contactos intimos de

Inmunodeprimidos contactos de

Personas de cualquier edad, contac
en las microepidemias

Indicaciones prioritarias
Infectado por el VIH
Conver i

‘faL.tClb dc ‘1__11
~menor de”  .nos
Pacientes en list 'ee="" e trasplantes
Utilizacién de inti.._...dabu  ‘0s anticuerpos monoclonales
anti- oy .
Indicacioi 5a ~raru. .gualmente
e e contactos de enfermos baciliferos
icorr. s, incluido alcoholismo
0éticc
Neopl~-ias
Tr~" _aentos prolongados con corticoides
9 11111111110cle111ewles

Dc-snutn 16n: gaaue umm, \llldlullle\ de malabsorcién

Y dcn\ acion intestinal
o sanitarios
ones, asilos,

: , albergues, psiquiatricos, etc.
Innnmantes de ba]n 111\'61 econémico




Estudio clinico de latuberculosis en

Inmunodeprimidos
VaenciaME, Gil A, Diaz A, Torres A, LavillaP, Pintado V, L6pez JN@ azquez JJ

Rev Clin Esp 1989; 184: 352-356

HREVIESES
EADVP
OTB

ENoTB

n: 1832 EAS:1397 paci

Incidencia:
184 429/100 000

x10
1372

4 TB extrapulmonar / 2 fallecieron



Incidencia v caracteristicas de la tuberculosis
en pacientes con enfermedades reumaticas
autoinmunes

C. Vadillo Font, C. Hernandez-Garcia, E. Pato, I. C. Morado, M. Salido, E. Judez, P Maa C-n
B. Fernandez-Gutiérrez, L. Abéasolo v J. A. Jover

Servicio de Reumatologia. Hospital Clinico San Carlos. Madrid, -

Densidad de incidencia de tuberculosis par-

Diagnostico Pacientes Casos TB . “s-af s X p IC 95%

ACG 88 (9-2.031)
PME 79 / (14-3.107)
Otras vasculitis 87 T S C (113-3.320)
Artritis revrnatoide 1.016 _ 3.461) ; (100-455)
Espondilcartropatias 8502 : 2.275 (=162)""
Lupus eritematoso sistémico 158 466 ) (133-1.870)
Esderodermia 42 _ 124 (= 2.931)""
Sindrome de Sjsgren 76 157 (= 2.322)""
Miopatias inflamatorias 15 _ 62 (= 5.776)""
EMTC 21 106 (= 3.420)"
Poliartritis no filiadas _ #30 738 (=490
Uneitis™ <64 738 (= 499)

Total | 363 ™ 15 9.795 (86-252)

*Por 100,000 paclent  3f0. *" 2 ‘wen .aclentes con panuveitls, uweitls Intermedia v posterior. *** Intervalo de conflanza del 95,5%. ACG: arterltls de célu-
las glgantes; PMR: poall. 'q_la reurn? o EMTC: enfermedad mixta del telido conectivio.

DI poblacion general: 31/100000 hab-afio X5
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.m MTX CFA AZA Anfti-TNF

.1g. 1. L ms* ud de incidencia de tuberculosis (en escala loga-
ritr .\ e pacientes con artritis reumatoide tratados con di-
feren’ 5 farmacos modificadores de la enfermedad. SSZ: sul-
) «zina; OROim: aurotiomalato sodico; MTX: metotrexato;
CFA: ciclofosfamida; AZA: azatioprina.




High risk of tuberculosis in systemic lupus

erythematosus?

J-G Erdozain, G Ruiz-Irastorza”, M-V Egurbide, A Martinez-P ol } Ui "“--.Agu[rre

Department of Internal Medicine, Hospital de Cruces, University of th~ Rasq v vy, izkaia, Spain

1994-2003: 1063 pacientes-ano

Table 1 Summary of published series of tuberculosis in pati~=ts with system” "=~ erythematosus

Series (ref.) Study vears Cases po (00 00 =atiem pears (95% C) Extrapulmonary TB % Mortality %o

Fhilippines (9) 19851995 L4611 (110—0m97) 56
Hong Kong (10) 19842001 CRS25-8T77 66
Korea (11) 19792000 IS 213, 60
Korea IT (12} 1990190~ 587 "5 NR
[ndia (13) 1989 + S(1T3.-3347T) 22
Singapore (14) 1% 1979 21 (160-492) 50
Turkey (15) 197. W W 90-232) 45
India IT (16) ™R w2328 (1370-3604)

Malaysia (17) 19781 1067 (354-2304)

Madrid i Spain) {18} <200, 645 (129-1931)

Cruces (Spain) \ (9% 003 18T (39-547T)

CI: confidence interval: <ulosis; NR: not reported




Tuberculosis in patients with systemic rheumatic or pulmonary
diseases treated with glucocorticosteroids and the preventive
role of isoniazid: a review of the available evidence

Matthew E. Falagas »"*, Paraskevi T. Voidonikola®, Anna G. ‘gel. 'si

Estimated new TB
Cazes

(&l forms) per 107
population

J[imate

Organization corcerning the legal status of ary country, teritory, city or stea or of itz authorities, of concerning the delimitation of its frontiers or boundaries
Dotted lines on maps represent approximste border lines forwhich there may not yet be full agreement.

The boundaries and names shown and the designations used on this map do not imply the expression of any opinion whatsoever on the part of the World Health @'{r
R
@ WWHO 2006, All rights reserved




Table 3

Effect of isoniazid prophyla

Reference (setting)

Gaitonde et al. (India)

is (INHP) on the development of tuberculo:

Patients with
INHP

21

Patients without Mean+S.D.
any prophylaxis

21 (matche

TB) in patients receiving steroids with or without other* 1nosuy

A of pat® with

in TH Lap
. 4in - INHP
up

1 (in the INHP
group); there v
ano INHP group in
this study

n the INHP group
vs. 12 in the no INHP
group
1 in the INHP group
vs. 13 in the no INHP
group

\

for . mic rheumatic or chronic pulmonary

‘Trequency of

<velopment of TB (with
without INHP)

Comments

duction in
ce of TB with

No difference (but
insufficient duration
of INHP)
duction of
of TB with



Tratamiento esteroideo y tuber
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Fiabilidad Mantoux.
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Reactivaclo einfeccion.

Ison'é e/ eficacia, ¢toxicidad?
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Agentes anti TNF y tubergosis

a Anti-TNF monoclonal antibodies

Infliximakb

CoPsTM

humanized'

Adalimumab,
D2E7

hurman’

‘grafee

b TNF receptors

g

Lenercept

- - T .-___ PS5 human componants
_ Ny,

O

Hinge

L _agroept

PEGylated T
trun;-rlutﬂ-dpﬁ OO0 P55 THFR

Nature Reviews | Immunoclogy



Incidencia RR poblacion AR
ANo pre anti-TNF
2000 18P 90,1 % 19,9 %
200 1113 53 % 11,7 %

65 % extrapulmonares




Table 2. Recommendations of the Spanish Health Au . “riv. s and
the Spanish Society of Rheumatology regarding ti. . »a. ay meat of
TB risk in RA patients who are to underg- reatn ‘. ‘itn tumor
necrosis factor inhibitors®

Patients in any of the following categ = ou. oe treated for
9 months with 5 mg/kg body weight (ur .0 a maximum of
300 mg) of isoniazid d = .y. "

History of untreated or |~ . " treated TB, or exposure to an
active case of T" |
Chest radiograph : 0y = residual changes indicative of prior TB
infectio”
Reaction °° o mn  n diameter on PPD skin testing or on 2-step
* suag pr e e (when initial PPD result is <5 mm in
iar .« =), ~1th an interval of 7-10 days between steps




ARTHRITIS & "HE MATISM
Vol 52, No. 6, . 206 p 1766-1772

|soniacida: 324/385 (84 % ‘

Table 2. Rate of active TB in the BIOBADASER cohort before and after the” .. wcrece mend-  us, and risk ratio for the incidence of active
TB compared with the risk in the background Spanish population and in the ME™" " oah.

Patient-vears of Active 1B rate
exposure to No. of acti- . per 10 IRR versus IRE versus
TNF antagonists TBer - 2% C1) background {95% CI) EMECAR (95% CI)f

All TB cases
Pre-OR 6,126 22 (360-_T38) 2009 {12.0-36.8)
Post-OR 1,609 ' 117 (29-470) 4.7 (0.5-18.9)
I RRF.‘".'\"m n1-.=n-:|.1|.i-.1-n:-$ - 0.22 (0.03-0.88) -
TB cases with A only
Pre-OR 20 [ S6d (35T7-323) 22.6(12.6-40.6) 6.2 (2.6-169)
Post-OR 1, 9 05 (153-676) 3E(01-23.3) L0 {002-8.2)

I R‘Firl.'--.'-v-rn n1-.=n-:|.1|.i-.1-n:-$ . 2 0.17 i 0.004-1.02 I - -

*TB = tuberculosis; IF = inc’ e rie .00 95% Cl1 = 959 confidence interval (see Table 1 for other definitions).

T EMECAR patients we ‘patie.asy 1 theumatoid arthritis (RA) who were not treated with TNF antagonists and were followed up for 5 vears in
the Morbidity and Clinic  “xpress 1 of Rheumatoid Arthritis study.

£ IRR | nmendations = 1NCiG. « ratio comparing the rates of active TB before (pre-OR) and following (post-OR) the official recommendations
implemented on March 1, 2002 for the management of latent TB infection.
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Realizar Mantoux antes trat
Mantoux > 5mm: Infeccié
| soniacida 9 meses.

SI Mantoux neg
epidemiolg

o

sa latente.

2%

Ida s contexto.

sugestivo.

Arthritis Rheum 2005; 52:2968-2074



BTS GUIDELINES

BTS recommendations for assessing risk and for managing
Mycobacterium tuberculosis infection and disease in
patients due to start anti-TNF-o treatment

British Thoracic Society Standards of Care Committee*

= S}'l‘lprur‘ls suggest '“H-H__
’a:‘/ active TB/previous histary sy
T of TB/abnormal T
. chest radiograph?_—~"

Y R Ma

L
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-Q confirm = {_'\ir'lr'|ur1usuppr|:ss:_1r1i___.,
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\ | \ [see tables 3-5)
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Tuberculin test
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Table 5 Sample calculations based on data in tables 3
and 4

Annual risk TB risk Risks of

of TB adjusted <5 prophylaxis

disease/ for anti-TNF /100000 [ _ Sen it
Case type 100 000  effect (lable ) " co. ‘u. -

White Iy 35 278 Jbse

Prophylaxis

Black African \ “ 278 Prophylaxis
Age 35-4

Oh < ethe’ 1 o Ar0 Ohbservation
dge
m UK. v .

The  reighted average risk for prophylaxis with isoniazid (6H) is 278/
" .2 000 which is used tor these calculations. The » \-F-quFd average risk
for FIFEIFI'IPH in/isoniazid (3RH is higher ot ] 766/ 100 000, but this
regimen may need to be considered if a shorter dl_lrc:’rh_.-n ~_.-|:
chemoprophylaxis is needed on clinical grounds (see section 4.6).




INT J TUBERC LUNG DIS 10(10):1127-1132
©@ 2006 The Union

Tuberculosis in patients receiving anti-TNF agents esplte
chemoprophylaxis

&)

613 pacientes: criterios 45 profilaxis (36) Mg#nto

Table Characteristics of patients with active TB

: Intenval to Medication for
Age, Collagen vascular Site o. he  propaylaxis  active TB, collagen vascular
Mo. years Sex dizease T5T CXR active TR gimen months* disease

51 M Ankylosing Apical fibratic’ .. Pulmor IMH+RMPT 3 MTX-C5, adalirmumab
spondylitis :
43 M RA Apical fibrotic voDnary INH+RMPT 4 MATX-CS, infliximab
Fle =l calcification
50 Ankylosing Moo . " ph nodes Mone MTX-C5, inflixirmab
spondylitis
62 Psoriatic arthritis Mo Al MNasopharyrx Inadequate 25, infliximab
&0 RA Mo Pleural effusion  INH? MTX, inflizimak
52 RA - Apic.  ibrotic lesions  Pulmonary IMH+RMPT MTH-CS, infliximalb
59 Ankylosing Morrm Orophanynx Inadequate MT%-C5, adalimumab
dis b
48 Toagetssyr om0 Wormial Pulmaonary IMH* 5, adalirnurnab
54 ikylos - Normal Pulmonary INH* MTX-C5, infliximab
‘pondylitis
m 83 F h +  Mormal Spleen Mone MTx-C5, infliimat
1 43  F  Pso, _uritis +  Mormal Pulmonary IMH* 5, inflixirnab

* Interval betwesn starting anti-TMF agent and diagnosis of active TB.

t 3-month regirman.

+ g-month regimen.

TB = tuberculosis; Ra = Rheurnatoid arthritis, TST = tuberculin skin test; CxR = chest radicgraph; INH = isoniazid; RMP = rifampicin; MTX = methotrexate (up
1o 15 moiwesk), C5 = corticosteroids (up to 10 mofday prednisolone).




80 pacientes

45 _um senuioilidad
| 8[PAN  linfixmab | F [ 43 [Reacchir _sensibilidad
| 9|VOGT-KOYANAGI |[infliximab | 37 Re.  .persensibilidad
| 12[SJIOGREN [rituximab IF 82 |Neoplasia pulmonar
| 14| DERMATOMIOSITIS |infliximab 3
| 15|DERMATOMIOSITIS[infli A | R_10 8

DERMATOMIOSITIS [etar ¢, < 75 |Colecistitis CMV Probable

19| WEGENER rtux b o
20[LES S =
[ 33|WEGENER " _rituxin ) | M | 48 |Muerte subita (sospecha TEP) |Poco probable
| Teiroap

aximab

rituximab

Reacc hipersensibilidad Probable



Biological agent

4 infection
Meningits (crypto
: phagea!
2 cy s)and 1 flusyndr.
ellulitis lower.~~ __mi*y
respirato” e
Stil_ [ETANERCEPT | Meningi.

INFLIXIMAB

INFLIX . £ ponary TBC; pumonary legionella
INFLIXI : minor IRVAin 4
_NFLIXIR .er (MRSA + pseudo

LIXIM.

Svstemic
3is

L

iLE - N[ _iXIMAB
) iella) (1), leg cut
<" PA|INFLIXIMAB ab : ycardi ), bro eumania
C ) F it i i (1)
[Policondritis  |INFLIXIMAB arasternal abces ) - tip d pneurnonia
1
respiratory infections (31) {ns), pneumonia (6) (ns), other (17) {ns)
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Comparasion of an Interferon Gamma Assay with Tuberculin
Skin Testing for Detection of Tuberculosis (TB) Infection in
Patients wiht Rheumatoid Arthritisin a TB-Erglemic
Population
J. Rheumatol 2008; 35:776

----------------------------------------------------------------
...............................

| I5%e ol tha :
1 LTHI rate
{41%ofthe | . : found i
LTBIzate | 71777} Tty comtmls e
Foupd in -1 by QFT
controls .
1 w TST

~ Controls ! ' _ Conirpls ! RA
LTI with TST | LTBIwithQFT



Detection of latent tuberculosis in
immunosuppressed patients with autoimmune
diseases: performance of a Mycobac =n 'm
tuberculosis antigen-specific infen 2« assay

Ann Hheumn Uis 2008:67:B4-

5/24 12/110 407 42/98

2/91  15/43 26/80 20/35 ELISA TST
ELISA TST BCG vaccination No/Yes

Presence of risk factors Mo,/ Yes Number of test positives/total number of patients




Table 2 Interferon v assay and the tuberculin skin test according to the presenc. . abs '"f:__e of risk factors
for latent Mycobacterium tuberculosis infection and BCG vaccination -

Interferon v assay (IFNvy) Tuberculi=  .in tu . | B IFNy vs TST

Odds ratio Odds tio '
Characteristic (95% Cl) p Value 8% L p Value

Univariable analysis :
Presence of risk factor 23.8 (5.14 to 110) <0001 277( !21t06.27) 0.009
BCG vaccination 0.47 (0.15 to 1.47) . 020, .74 to 8.01) 0.025

Multivariable analysis
Prasence of risk factor 20.2 (5. .. ta4) o 4001 481 (1.80 to 12.8) 0.002 0.041
BCG vaccination 19 (0.4 0 F 0.37 5.83 (1.46 to 23.3) 0.013 0.20

Association between the pr.  «ace »* ay ri. factor for latent tuberculosis or BCG vaccination status and results of IFNy assay
(n=134) and TST (n=115) . - _nivariabli analysis and multivariable analysis including both the presence of risk factors and
BCG vaccination 8 ... .enden. riab'”  An odds ratio of 23.8 indicates, for example, that patients with a risk factor for latent
tuberculosis have aodds” apo. < IFNy assay, which is 23.8 times higher than the odds of patients without a risk factor. The
p value for differe 25 in wert  1ance between IFNy assay and TST is from matched-pairs logistic regression analysis. Refer to fig 2
for numbers of pa. s wi* gositive test results according to risk factor and BCG vaccination status.







Conclusiones \

* Investigacion y tratamient N
tuberculosa latente p
o ¢Actitud tratami
— Tipo EAS.
— Tipo | presion.

. Qumon prometedor ¢gold estandar?



“El que por la manana ha conseguido conocer la verdad,
ya puede dormir por latarde”
Confucio




