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During TB infection, CD4" T cells are activated with antigen
presentation through MHC class [ and CDE™ T cells are also ,ﬁb <
activated with antigen presentation through MHC class L

IFN-% in acquired immune responses is mainly produced by
Thl and Tel. Other T cell subsets, such as Thl7 or Treg
modulate immune responses against TB infection.
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antigen-specific T cell

Individuals exposed to disease/infection have specific T-cell ymphocytes in their blood that maintain an immunological
memory for the antigens (immunologically reactive molecules) of the priming disease/infection .

The addition of antigen to blood, collected from a primed individual ,results in the rapid re-stimulation of antigen-
specific effector T cells, resulting in the release of cytokines (e.g., IFNy).

Effector T cells are able to respond quickly when exposed to the priming antigen.

Thus , the production of IFNy in response to antigen exposure is a specific marker for cellular immune response
against that antigen (recall response). This IFNy response may be used to quantify the recall response.

QIAGEN#t7R—LR—T KUY https://www.qgiagen.com/us/resources/technologies/qft_technology-spotlightpages/#basis
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activaled with antigen presentation through MHC class |
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Results

Compared with QFT-GIT, the sensitivity of QFT-Plus in patients with active TB
was 1.3% higher (95% confidence interval [CI], -0.3% to 2.9%); in 2 studies of
patients with very low probability of LTBI, the specificity was 0.9% lower (95%
CI, -2.4% to 0.6%). These differences were not statistically significant. The
agreement between QFT-Plus and QFT-GIT was high, with a pooled Cohen’s
kappa statistic of 0.83 (95% CI, 0.79 to 0.88). The reproducibility of OFT-GIT
and QFT-Plus was similarly poor. All participants in the studies to estimate
sensitivity were aged =15 years, and only 6 were people living with human
immunodeficiency virus. We found no studies to assess predictive ability.

EENERERERELIZQFT-PlusDREE (L.
SN BELGERIIRonghof-

Conclusions

QFT-Plus has diagnostic performance that is very similar to that of QFT-GIT.
Further studies are needed to assess the sensitivity of QFT-Plus in
immunocompromised patients and younger children before concluding if this
new version offers advantages.

QFT-GITIZEEL T1.3% (95%Cl -0.3~2.9%)

QFT-PlusD B AN EAFFESN D REIIGEHREICH L EE . /NMNEICEIT DREFAFIFZ L
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Results: We selected 15 articles. Studies were mainly observational and cross-sectional, performed in 8
countries. Sample size differed in the TB group (27 to 164) compared to LTBl group (29 to 1031). Pooled
sensitivity of QFT-Plus for active-TB was 094 (091 and 095 for TB1 and TB2, respectively), whereas
pooled specificity for healthy status was 0.96. Pooled sensitivity and specificity for LTBl was 0.91 and
0.95, respectively.

Conclusions: We show that QFT-Plus is more sensitive compared to QFT-GIT for detecting M. tuberculosis
infection, mainly due to TB2 responses.

FIZ.TB2MEMEN = &I2KY . QFT-PluslZQFT-GITIZEEL TRYU S B B L a i
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QFT-Plus vs. T-SPOT, TST
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Comparing QuantiFERON-TB Gold Plus with Other Tests To
Diagnose Mycobacterium tuberculosis Infection
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negative/QFT-Plus positive. QFT-Plus had similar concordance as QFT-GIT with TST
(77% and 77%, respectively) and T-SPOT (92% and 91%, respectively). The study

TABLE 4 Comparing both QFT-GIT and QFT-Plus with TST and T-5POT
Test agreement (n/total [%])*

Category QFT test” TST T-SPOT

All QFT-GIT 393/508 (77) 445/482¢< (92)
QFT-Plus 391/506 (77) 437/480~7 (91)

Non-U.S. born QFT-GIT 328/436 (75) 378/410¢ (92)
QFT-Plus 328/434 (76) 372/408=4 (91)

US. born QFT-GIT 64/71 (90) 66/71 (93)
QFT-Plus 62/71 (87) 64,71 (90)
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SERIES “UPDATE ON TUBERCULOSIS"
Edited by C. Lange, M. Raviglione, W.W. Yew and G.B. Migliori
Number 2 in this Series

The risk of tuberculosis related to tumour
necrosis factor antagonist therapies: a
TBNET consensus statement

I. Salovic, M. Sester, J.J. Gomez-Reino, H.L. Rieder, 5. Ehblers, H.J. Milburn,

B. Kampmann, B. Hallmich, R, Groves, 5. Schreiber, R.S. Wallls, G. Sotglhs,

E.H. Schilvinck, D, Golettl, J.P. Zellweger, A. Diel, L. Carmona, F. Bartalesi, P. Ravn,
A. Bossink, A. Duarte, C. Erkens, J. Clark, G.B. Migliori and C. Lange

TABLE 3 | :-i.._'.._
First author [ref.]  Country Type of study Adalimumab Etanercept Infliximab Comments
E1=5® I>JLIL® L=Z—KR@ |
Warus [12] LISA Cases voluntanly repored R — e e Efaniaroapt versius inllomalk
o US FDA : p=<0.0001
Bussano [105]  Canada Semchotawecepnamsey | OIR 29.3 for adalimumab
prescriplion database
Gouez-ReEmo [14] Spain Data from regisky p=ns, wite confidence inferval
TusacH [106] France Data from registry SIH 1 E fDr Etal"IE!'DEF}t SIR 29.3 for adalimumab
a 4w SR 1.8 o clanercepl
SIR 18.6 for infliximab. il
p-0.0001
Fomseca [107] Portugal Daa from registny 4 cazes/171 patents 1 case/333 palients B cases/456 patienis Exposure 15 not. provided

US FDi: US Food and Drsg Adminstration; IR incidence rale; AR adjusted rale: ralio; ns: nonsgnificant; SIR; standardised incidenca ratio.
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Guidelines for the Treatment of Latent Tuberculosis
Infection: Recommendations from the
Mational Tuberculosis Controllers Association

and CDC, 2020

2020

Pty 14, MO0

Summary

Comprebensive guidelines for trearment of latent tuberculpsis infection (LTBI) ameng persons living in the United States were
Last published in 2000 (American Thoracic Sociery. CDC rargeted ruberculin testing and trearment of latenr tuberculosis
infection. Am | Respir Crit Care Med 2000;161:5221—47). Since then, several new regimens have been evaluated in clinical
trials. To update previous guidelines, the National Tuberculosis Controllers Association (NTUA) and CDC convened a committee to
conduct a systematic literature review and make new recormendations for the most effective and least toxic regimens for treatment
of LTRI among persons who live in the United States.

The systematic literature review included clinical trials of regimens to treat LTBI. Quality of evidence (high, maderate, low, or
very low) from clinical trial comparisons was appraised using the Grading of Recommendations Assessment, Development, and
Fvaluation (GRADE) critevia. In addition, a network meta-analysis evaluated regimens that had not been compared directly
in clinical mrials. The effectiveness outcome was tubercsdosis disease; the toxicity owtcome was bepatotoxicity Strong GRADE
recontmendations n:?m'mﬂr at least moderate evidence .ulf .ﬁﬂ‘r veness and that the desirable OO HERCES Mm'ﬂgi‘ma' the undesirable
consequences in the majority of patients. Conditional GRADE recommendations were made when determination of whether
desirable consequences outweighed undesirable consequences was uncertain (e.g., with low-quality evidence).

These updated 2020 LTBI treatment guidelines include the NTCA- and CDC-recommended treatment regimens that comprise
thwee preferved rifamycin-based regimens and two alternative monotherapy regimens with daily sowiazid Al recommended treatrment
reginens are intended for persons infected with Mycobacterium wberculosis shat is presumed to be susceprible to isoniazid or
rifampin. These updated guidelines do nor apply when evidence is available thar the infecting M. uberculosis stmain is resistant
to both oniazid and rifampin; recommendations for treating contacts exposed to multidrug-resistant tuberculosis were published
in 2019 (Nahid I, Mase SR. Migliori GB, et al. Treatment of drug-resistant muberculosis. An official ATS/CDC/ERS/IDSA
clinical pracrice guideline. Am ] Respir Crir Care Med 2009;200:¢93—<142). The three rifamycin-based preferred regimens
are 3 months of once-weekly isoniazid plus rifapentine, 4 months of daily rifampin, or 3 months of daily isoniazid plus rifampin.
Prescribing providers or pharmacisis whe are unfamiliar with rifampin and rifapentine might confuse the mwo drugs. They are
not interchangeable, and caution should be taken to ensure that patients receive the correct medication for the intended regimen.
Preference for these rifamycin-based regimens was made on the basis of effectiveness, safecy, and high treatment completion rates.
The twe alternative treatment regimens are daily isoniazid for 6 or 9 months; isoniazid monatherapy is efficacious but has ligher
taxicity risk and lower treatment com Pklfm rates than shorter rifam Ju'm-ba.mf FEGITRENRS.

T sumarrary, sbort-course (3- to 4-month) rifanycin-based treatment regimens ave preferred over longer-course (69 month) isoniazid
mamotherapy for treatment of LTBL These updated guidelines can be wsed by clinicians, public health officials, policymakers, health
care arganizations, and other state and local stakeholders whe might need w adapr them to fir individual dinical croemstances.
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