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NEYEHUE Tb

TB treatment (1/2)
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NEYEHUE Tb

TB treatment (2/2)

ALL, 888, Anfo.-Nr 13890, ¢, 30 Johre. Taberkulose ine rechten O ber- uml ALLL 26 Deeclbe il Volkre Edole nach vingeitager Plastik -8,
Midtekzoachof mit kiciner Kaverne und geringer Strovung linlo.

Ulrici H: Klinik der Lungentuberkulose Berlin: Springer 3rd ed. 1944
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COBPEMEHHDbIE NMPENAPATbI TEHEHUA

Modern drug treatment of TB (1/3)

1943: CTPENTOMMUMUMH streptomycin (STM, S)

1949: Mapa-aMmUHOCANNLNNO0BAA KUCNOTAQ,
HACK PAS (para-aminosalicylic acid)

1952: usoHunasupg, isoniazid nw, 1

1954: nupasnHamup, pyrazinamide z», z)
1955: LUMNKNOCEPUH cycloserine

1956: ITUOHAMMA cthionamide (1963 clinical standard)
1957: KAHAMMUUMUH Kanamycin (k)
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COBPEMEHHDbIE NMPENAPATbI TEHEHUA

Modern drug treatment of TB (2/3)

1959: pudamuumH B> pudamnuumt (1963)

rifamycin B --> rifampicin (1963) (RMP, R)

1962: 3TaM6yTOII ethambutol (EMB, E)

1965: PM(I)aHEHTMH rifapentine

1987 ﬂEBO(I)ﬂOKcaU,MH levofloxacin
1989: N\OKCM(I)HOKcaU,MH moxifloxacin (MXF)
1999: raTMd)ﬂOKcaU,MH gatifloxacin

2012: GEAaKBVlﬂMH bedaquiline

Herzog H Respiration 1998;65:5-15;
Ledo SC; Portaels F in: Palomino JC; Ledo SC; Ritacco V: Tuberculosis 2007, 25-51
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COBPEMEHHDbIE NMPENAPATbI TEHEHUA

Modern drug treatment of TB (2/3)

1954-1957: 9aUHréypcKkmmn meroa;

CrpentomuumH + NACK + nsoHmasug
Edinburgh method: streptomycin + PAS + isoniazid

100% u3neuyeHune Tb - pazymHas uenb
cure for tuberculosis is a reasonable objective

Cep AxoH KpodTOoH
Sir John Crofton (1912-2009)

http://www.who.int/bulletin/volumes/87/12/09-051209/en/index.html
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CTAHAAPTDBI IEHEHUA NETOYHOIO un
BOCINPUMMYUBOIO K NMPENAPATAM Tb

Standard treatment for pulmonary, drug susceptible TB (DS-TB)

Haya/ZlbHaA cTaaMA: 2 mecAaula U3oHMa3unAa +

pndamnuumH + nupasuHamup, + stTambyrton

2 months initial phase: isoniazid + rifampicin + pyrazinamide +
ethambutol (2HRZE)

U nocnse followed by

4 mecAua 3aKpenuTesibHaA ctTagua: USOHMa3uA
+ pudamnuumnH (4HR)

4 months consolidation phase: isoniazid + rifampicin (4HR)
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NEYEHUE C KOMHDEKLUEU BUY

Treatment in HIV-coinfected (1/2)
OAMHaKOBaﬂ CXeMa Same regimen

Hauatb npnem APB (2 HUOT,, 1
HHWOT) start ART (2 NRTI, 1 NNRTI)

KOTPUMOKCA30A co-trimoxazole
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NEYEHUE C KOMHDEKLUEU BUY

Treatment in HIV-coinfected (2/2)

bonee BbiCOKanA CMEePTHOCTDb Higher mortality

BocnanutenbHbIU CUHAPOM
BOCCTAaHOB/IEHUA UMMYHUTETA

Immune reconstitution inflammatory syndrome (IRIS)

PucKk npnobpereHmna nekapcTBeHHO-
yCTOﬁqMBOrO TDb Risk of drug-resistant TB
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NEYEHUE NEKAPCTBEHHO-
YCTONYUBOIO T (MANY TB)

Treatment of Drug-resistant TB (MDR) (1/5)

3HauyeHue nekapcrBeHHo-ycronumsoro Th:
YCTONYMNBOCTb K U3OHMA3NAY U pUAMIMULIUHY W,

NOTEHLMANbHO, APYTMM NPOTUBOTYDOEPKYNE3HbIM
npenapartam nepBon IMHNK

Definition of multidrug-resistant tuberculosis (MDR-TB):
Resistance against isoniazide and rifampicin and possibly other
first-line anti-tuberculotic agents
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MY Tb

MANY-TB cpean HoBbIx cnydaes TybepKynesa (2/5)
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MY Tb

MANY-TB cpean nponevyeHHbix cnydaes Tb (3/5)
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NEYEHUE NEKAPCTBEHHO-
YCTONYUBOIO T (MANY TB)

Treatment of Drug-resistant TB (MDR) (4/5)

TecT Ha YyYBCTBUTENIBHOCTb K Npenapatam

nepea Hayasi0M NevyeHunsn
Drug susceptibility test (DST) before treatment

MuHumym 4 npenapaTta € NOJIHOU UK
NpPaKkTU4YecKu NonHou 3pPpeKTUBHOCTbIO

At least 4 drugs with either certain, or almost certain effectiveness

[Mpu BO3MOXHOCTU, Ie4eHUue NnepopanbHO

Treatment with oral agents if possible
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NEYEHUE NEKAPCTBEHHO-
YCTONYUBOIO T (MANY TB)

Treatment of Drug-resistant TB (MDR) (5/5)

rPYNnbl NPENAPATOB ANA NEHEHUA MJ1Y-
Tb

Groups of drugs to treat MDR-TB

Companion handbook to the WHO guidelines for the programmatic management
of drug-resistant tuberculosis 2014, p 77 (EN)
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Interaction Charts

Drug Interactions - Use of electronic
databases to detect interactions.

Webcasts - HIV2014, Glasgow
Meeting Report - HIV2014, Glasgow

Drug Interaction — Efavirenz or darunavir/r
and pitavastatin

Drug Interaction — Raltegravir and
amlodipine

Meeting Report - 54th ICAAC, Washington
Click here for previous news items

SITE UPDATES

Expansion of the comedications list to
over 600 drugs
A major update to the drug interaction
database has seen the addition of nearly 90
new comedications...

>>more

Corticosteroids — new comedications and

News & Archive

LATEST ARTICLES DRUG INTERACTION CHARTS

About Us Pharmacology Resources Links

Now Includes Cobicistat

e
e Access our comprehensive, user friendly,
- free, drug interactions charts
=
=
_\’\ CLICK HERE

_ Providing clinically useful, reliable,
& up-to-date evidence-based information

To view low bandwidth version click here

INTERACTION CHARTS FOR PHONES AND TABLETS

HIV iChart - NEW VERSION AVAILABLE

A new version of the interaction app for mobile devices is now
available. The new app includes tablet support for Android

Ry

",,” devices and is fully compatible with the latest versions of iOS
= (iI0S7 and above). Note, existing users of the app on i0S6

Meetings

should not install the new app.

g e e

Feedback Home

© LIVERPOOL

EDITORIAL SPONSORSHIP

We are pleased to announce Editorial
Sponsorship from BHIVA, EACS and
the International Congress on Drug
Therapy in HIV (Glasgow).

Brinsh HIV Association
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Charts reviewed May 2015. Full information available at www.hiv-druginteractions.org and www.hiv-druginteractionslite.org
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Colour Legend

No clinically significant interaction expected.
These drugs should not be coadministered.
Potential interaction which may require a dosage adjustment or close monitoring.

Potential interaction predicted to be of weak intensity (<2 fold TAUC or <50% L AUC). No a priori dosage adjustment is recommended.




NEYEHUE NEKAPCTBEHHO-
YCTOUYMUBOIO Tb (MY Tb)

TeCT Ha YyBCTBUTE/IbHOCTb K Npenapartam
nepepn Havyanom sevyeHunA

MuHumym 4 npenaparta € NOJIHOU UNU
NpPaKkTU4YecKu NonHou 3pPeKTUBHOCTbIO

Mpn BO3MOXKHOCTH, /Ie4eHne NepopanbHO
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NEYEHUE NEKAPCTBEHHO-
YCTOUYMUBOIO Tb (MY Tb)

8Km6-Lfx7-Eto7-Cs7-27/12Lfx7-Eto7-Cs7-27
= 8 MeC.:

Kanamycin (Km) = injection
Levofloxacin (Lfx)
Ethionamide (Eto)

Cycloserine (Cs)
Pyrazinamide (2)

DS Tr =l [TPC
AIDS Treatment } ru
Gt MesKIyHapo/Has KOATHITS 10 TOTOBHOCTH K JICUCHHIO
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STEP 1

Choose an injectable (Group 2) Kanamycin

Amikacin

Capreomycin
Choose a drug based on DST and treatment history. Streptomycin is generally not
used because of high rates of resistance in patients with MDR-TB.

SO Choose a higher generation Levo-floxam.n
fluoroquinolone (Group 3) Moxifloxacin
Use a later generation fluoroquinolone. If levofloxacin (or ofloxacin) resistance
is documented, use moxifloxacin. Avoid moxifloxacin if possible when using
bedaquiline (see Annex 4).
STEP 3 Cycloserine/terizidone

Add Group 4 drugs Para-aminosalicylic acid (PAS)

Ethionamide/prothionamide

Add two or more Group 4 drugs until there are at least four second-line anti-TB
drugs likely to be effective. Ethionamide/prothionamide is considered the most
effective Group 4 drug. Consider treatment history, side-effect profile, and cost.
DST is not considered reliable for the drugs in this group.

European
EA AIDS Treatment
TG Group




STEP 4 Pyrazinamide
Add Group 1 drugs Ethambutol
Pyrazinamide is routinely added in most regimens; ethambutol can be added if the
criteria for an effective drug are met (see Section 5.7.1 for definition of “effective
drug”). If isoniazid is unknown or pending it can be added to the regimen until DST
results become available, see Section 5.8.
STEP 5 Add Group 5 drugs Bedaquiline
Linezolid
Clofazimine

Amoxicillin/clavulanate
Imipenem/cilastatin plus
clavulanate

Meropenem plus clavulanate
High-dose isoniazid
Clarithromycin
Thioacetazone

European uly, ITP C
AIDS Treatment Q ru

| MestyHapo/Has KOATHITA 110 TOTOBHOCTH K JICYCHHIO.
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bnharogapto 3a BHUMaHue!

Thank you for your attention!
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XDR-TB: Countries reporting at least one

- At least one case reported

\ [ ] No cases reported
Global AIDS Report 2013 " B Not applicable

| INSISTUTE OF
| INFECTIOUS DISEARES



Extensive Drug-resistant TB (XDR-TB)

- Definition wHo 2013)

- MDR-TB, and additional resistance to
- one of the second line injectables, Am, Km, Cp
- one of the fluroguinolones

- Risk factors

- HIV infection

- Incorrect TB treatment (Lancet Infect Dis 2013;13:529)

- Intermittent treatment, prescription errors, poor compliance and
substandard quality of drugs

- Two or more previous courses of ATT (PLOS One 2008;3:€2957)

- Bilateral/cavitary lesions in MDR-TB (AM J Resp Crit Care Med 2010;182:426)



XDR-TB

Rules for constructing regimen:

 Empiric regimen (until DST available)

* May use > 4 drugs in the intensive phase (¢/in fpidemiol 2014,6:111)

* Existing MDR-TB regimen+ Inj (Am) + not used Group 4 + 2 group 5
(Cfx,Amx/Cly, Lzd)

 Cfx has better culture conversion rates (J dntimicrob Chemother Jun 2014 epub)

* Individualise according to DST
- High dose INH (if inhA resistance) (¢ 7 tuberc Lung nis 2008;12:129)
- Duration: I8 mo’ s post culture conversion



