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FIG. 17
Estimated incidence of MDR/RR-TB in 2021, for countries with at least 1000 incident cases

The seven countries with the highest burden in terms of numbers of MDR/RR-TB cases, and that accounted for
two thirds of global MDR/RR-TB cases in 2021, are labelled.
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Prediction of Susceptibility to First-Line Tuberculosis Drugs by DNA Sequencing
(The CRyPTIC Consortium and the 100,000 Genomes Project)

Table 4. Genotypic Drug Profile Predictions of Pansusceptibility.*

Mo. of Isolates
Predicted to
Prediction and Genotypic Drug Profile Hawe Profile
Isoniazid Rifampin Ethambutcl Pyrazinamide
Predicted to be pansusceptible
-] 5 5 5 4037
Predicted to be pansusceptible when U mutations are
inferred to ba consistent with suscaptibility
5 5 5 u 11
5 5 u 5 410
5 5 u u .
5 u 5 5 93
5 u u 5 i
Tedal 4562
Predicted to have some phenotypic resistance
] 5 Foars Rarh a7
5 it beant one K. no U ar F 153
R R Rors Rors 1273
Tedal 1523
Mo prediction made; drag profile prediction incomplete
u Sarld Sorl Sorld 150
Al beast ome F, no B i o]
At least cne R and one U, no F 495
At least one B and cne F, po U 155
At leazt one B, one U, and one F 18
Todal 1106

Ma. of Fhenotypically
le:impljhh Isolates
Predicted to Have Prafile
[#% Predicted Corectly)

3852 (97.9)

11 (106
305 (97.3)
[l

B3 [94.6)
20 [100)
4481 (97.5)

18 (4.5]
16 [22.5)
1 [0.1)
55 [3.00

126 [£4.0)
240 [85.7)
B(1.2)
119
0
175 [311.9)

" Amaong the 3865 profiles with comiplete predicticns, the sensitivity of penetic prediction was 95 ,4%, specificity 58.6%,
PP 97.0%, and NPV 97 9%, with predictions made for TE.0% of isclates. When predictions were made oaly in the ab-
sence of U mutations in isoniazid-related genes (with U mutations that were relevant to other drugs permitted), the

sensitivity was 94, 6%, specificity 98,836, PPY 97.0%, and NPV 97 3%, with predections made for 85.1% of molates.

NEIM 2018 OCT 11 379
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Isoniazid
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Negative Predictive Value ()
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Fig. 1 Head-to-head comparison of sensitivity of QFT-Plus, QFT-3G and T-SPOT in active tuberculosis patients
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Table 2 Head-to-head comparison of indeterminate/invalid of IGRAs

Group T-SPOT QFT-3G QFT-Plus
p=0.116
! l
A, Al (n=77) 7.8% (6/17) 3.9% (3/17) 1.3% (1/77)
B. Age (y/o) <80 (n=20) 5.0  (1/20) 0.0 (0/20) 0.0 (0/20)
C. Age(ylo) 280 (n=57) 8.8  (5/57) 53  (3/57 1.8 (157
D. CD4 <200/ul (n=23) 43 (1/23) 13.0  (3/23) 4.3  (1/23)
p=0.056
F | 1
E. CD4 2200/ul (n=54) 93 (5/54) 0.0 (0/54) 0.0 (0/54)
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Prednisone for the Prevention of Paradoxical
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Figure 1. Summary of recommendations on drugs for use in a treatment
regimen for patients with multidrug—resistant tuberculosis, including
strength of recommendation, certainty in the evidence, and relative
effects on death and treatment success. Additional details and other
outcomes of interest are provided in the full-length guideline and in
Appenpix B: Evibence Proriesin the online supplement. Success is defined as
end of treatment cure or treatment completion. aOR = adjusted odds
ratio; Cl = confidence interval; WHO = World Health Organization.



Treatment of Highly Drug—Resistant Pulmonary Tuberculosis
Francesca Conradie, N Engl j Med 382;10 March 5, 2020

bedaquiline at a dose of 400 mg once daily for 2 w followed by 200 mg three times a week
for 24 w pretomanid at a dose of 200 mg daily for 26 w
linezolid at a dose of 1200 mg daily for up to 26 w
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Figure 2. Time to Culture-Negative Status among Patients Who Were Positive
at Baseline (Intention-to-Treat Population).
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Duration
Regimen (months) Indications Contraindications
BPaLM (BDQ, pretomanmid, 6 MDR/RR-TB patients age 15 years  Exposure to any of the drugs
linezolid, MFX) or more; BPaL if documented composing the regimen
BPalL (without MFX) resistance to FQs for =30 days
All-oral, BDOQ-containing 9 Adults and children with Previous exposure to
regimens MDR/RR-TB second-line treatment
(including BDQ), FQ
resistance; extensive
pulmonary TB disease;
severe extrapulmonary TB
Individualised longer regimen =18 Patients with extensive forms of

DR-TB (e.g., XDR-TB); or not
cligible for the regimens
described above or who
previously failed shorter
treatment regimens

MDR/RR-TB = multidrug-/rifampicin-resistant TB; BD}} = bedaquiline; MFX = moxifloxacin; FQ
= fluoroquinolone; DR-TB = drug-resistant TB; XDR-TB = extensively drug-resistant TB.



