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g 60; Yem oTanyatoTca muenoungHble KNeTKU NErKnx npu tybepkynése?
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- Are myeloid cells in pulmonary TB lesions different?
o 12
Es ok KakoBa nx poib B UMMYHUTETE M UMMYHOMNATO/IOTUN?
) |2 | What are their specific roles in immunity and immunopathology?
° Kakyto nHpopmaumio ans pa3paboTkm HOBbIX METOA0B Ie4YeHUn
BBl K e N NPodUNakTUKM Tb y Ntogen MOXKHO NONYYUTb UCNOJb3YA
Figure 2. The proliferative response of FCA-immune lymph node cells is na6opaTOpr|X Mb“'uel‘;‘?

suppressed by the PA lung cells. 4 x 10° lymph node cells were co-
cultured for 48 hr (Con A) or 72 hr (PPD) with indicated numbers of

. 5D
mitomycin-C-treated lung cells from infected (closed symbols) or intact Wh at can we learn abo ut h uman TB USIng Iabora to ry mice:
(open symbols) mice in the presence of PPD (a, b, c,) or Con A (d). The



Mbiwn nnHuMmM C3HeB/Fel pa3suBatoT HEOObLIYHYIO ANA MbILEN NAaTONOIMIO

Necrotic TB granulomas and cavities in C3HeB/FeJ mice




HoBbIN rEHETUYECKMI IOKYC KOHTPOIMPYET HEKPO3 B JIEFOYHbIX OYarax
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5€Ta-MHTepC|)epOH UrpaeT BaXHYHK POJib B HyBCTBUTE/IbHOCTU K Ty6epKyne3y
IFNb drives the sst1-mediated susceptibility
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Interleukin-1 receptor antagonist mediates type I interferon-driven
susceptibility to Mycobacterium tuberculosis. Daisy X. Ji, ... Igor Kramnik, K.
Heran Darwin, Russell E. Vance. Nature Microbiology, 2019



TH® nHayumnpyeTt XpoOHUYECKNI cTpecc u 0bpa3oBaHue BeNKOBbIX arperaTos

TNF induces unresolving oxidative and proteotoxic stress and in B6.5st1S Mphs

Hsp70 protein expression
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HaKonneHne nNpoayKTOB OKUC/IEHUNA XKUPOB B YYBCTBUTE/IbHbIX
MaKpodarax cTuMmynmpoBaHHbIX THD nnm 3aparkeHHbix MTH

Accumulation of lipid peroxidation products in TNF-stimulated or Mtb-infected macrophages

B6.Sst1S

>

Untreated

-

TNF

400
300
200 - ns
—
100_] ﬂ i
0_

% Mean IntDen of 4HNE

TN - - + o+

C TNF + TNF +
Anti-IFNAR Ab  Isotype control Ab

TNF + Mtb

N

[=]

o
]

150

% Mean IntDen of 4HNE
a o
o o
1 1

—
£2
S
o
1

B6
E.

Il B6 [ B6.Sst1S

B6.Sst1S

ST
:

+
+

0
-
=
»
0
©
o0

TNF + Mtb

/TN F\

NFkB—>AOD—ROS

N7

IFN

AVTOKaTaII UTn4ecroe BocCnasaeHune

YcuneHHoe pekpyTupoBaHue
MOHOULMTOB N HEUTPOPUIOB

YBennyeHue npoayKkumm npoTeas
Aerpagmpyowmx MaTpumKc

MpoayKuna meanaTopos anonTosa
N UMMYHOCYMPeccuu



HakonneHue nNpoayKToB OKUC/IEHUSA }KUPOB B JIEFTOYHbIX O4arax BOCnasieHms

Accumulation of lipid peroxidation products in pulmonary TB lesions
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AHanus IKCMPECCUUN TeHOB B ZIETOYHbLIX OYarax

Spatial gene expression profiling in TB lesions
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AHanus IKCMNPECCUUN TreHOB B ZIETOYHbLIX OYarax

Spatial gene expression profiling in TB lesions
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Inhibition of the Integrated Stress Response pathway reduces lung damage and
increases resistance to Mtb of the sst1-susceptible B6.Sst1S mice
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Channeling macrophage

polarization by rocaglates increases IL-4
macrophage resistance to Mycobacterium tuberculosis
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