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F16. 3B
COMPONENT CONCENTRATION
SAMPLEND. | SAMPLE NAME | SAMPLE TYPE NAME IS NAME (nM)
| Mib-CDCI551 [ CELL EXTRACT cdi-AMP oXMP 1.27E+02
2 Mib-CDC1551 | CELL EXTRACT c-di-AMP oXMP 1.29E+02
3 Mib-disA-KO | CELL EXTRACT cdi-AMP XMP UNDETECTABLE
4 Mtb-disA-KO | CELL EXTRACT | c-di-AMP XMP UNDETECTABLE
FIG. 3C
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Figure 11. c-di-AMP produced by M. tuberculosis induces autophagy in macrophage

cells.
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Figure 12. Attenuation of virulence and pathogenicity in c-di-AMP over-producing M.

tuberculosis strain.
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NAME DESCRIPTION
PLASMIDS
pSD5 hsp60 MYCOBACTERIAL EXPRESSION PLASMID WITH hsp60 PROMOTER
pMH94tyg INTEGRATIVE MYCOBACTERIAL EXPRESSION PLASID WITHOUT PROMOTER
pSDShsp6O.MT3692 | disA OVER-EXPRESSION PLASMID
pMH94Hyg MI3692 | PLASMID USED FOR COMPLEMENTATION OF Mib-disA-KO
M. TUBERCULOSIS STRAINS
Mib-(DC1551 WILD TYPE M. TUBERCULOSIS
Mrb-disA-KO M. TUBERCULOSIS TRANSPOSON MUTANT FOR dish GENE (MT3692)
Mib-COMP dish COMPLEMENTED Mib-disA-KO STRAIN
Mib-OF M. TUBERCULOSIS (DC1551 STRAIN OVER EXPRESSING disA (MT3692)
ERDMAN WILD TYPE M. TUBERCULOSIS ERDMAN STRAIN
ERDMAN-OE | M. TUBERCULOSIS ERDMAN STRAIN OVER EXPRESSING disA (MT3692)
M. BOVIS BCG STRAINS
BEG | M. BOVIS BCG PASTEUR
BCG-OE BCG STRAIN OVER EXPRESSING dish (MT3692)

RECTIFIED SHEET (RULE 91) ISA/KR

" FIG. 14



PCT/US2016/017248

WO 2016/130616

15/23

$
oA@ S
NN
1 1 | 00
50
0l .WI
=
T S
133
T {0t
£
. N L AYG
Vel ol
4\ 4 b 5 8l §1 V10
b b £ 6l 9 | vpae
b v £ 6l 9 174 94
¥ b £ 61 9 1/ NS
8L YIIM 01 J3IM (1-AvQ)
ASSY AVSSY [AVE (0AVD) AVSSY W] (AV ) |
W1/nd) W1/0d) ) | NOLDZNI | -NOIDHINI-Td |NOILYZINNWWI 5dnoY9

INIWTHIGE DIW

RECTIFIED SHEET (RULE 91) ISA/KR



PCT/US2016/017248

WO 2016/130616

16/23

vsip
-904.

904

904

lles

[uondajui-1sod yoom g1] ASojoyied ssouo :9T a.n3i4



WO 2016/130616 PCT/US2016/017248
17/23

C e,
%
o
[
[] [ ] —0\’)& g'__'
S O
P —
[ & =%
-_—
o
= . |
= K
S @ e =N 9
= v -

 Namas/ndy0l6on

**p<0.01; % p < 0.05; ONE WAY ANOVA FOLLOWED BY TURKEY MULTIPLE COMPARISON TEST

- -
%,
| "
g 2=
* 7 S
S o
5 o -,
© % %
=)
nw @ e
oNm/nd01807

RECTIFIED SHEET (RULE 91) ISA/KR



PCT/US2016/017248

WO 2016/130616

18/23

481 94

J1d VININS

!

4
—

Bun/470 6oy

-£
N 1 Ava
V8l 9l

8l 5l ¢ 9¢ 14 iolL

9 S _ 4] st Vaop-n

9 S L 4 51 N4

9 § L 4} 51 INDVS

8L ¥3IM JAREEL]
AVSSY Wi AVSSY “WWI LAvG 10AvQ) {(Ava zi}
JOLSIH/ND | /0ISiH/ndD ) NOLID3NI |  NOLLYZINNWWI SN0y

INIWi¥34X3 91d VAKIND

RECTIFIED SHEET (RULE 91) ISA/KR



Figure 19: Gross pathology an
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Figure 21: Gross pathology of Lungs [18 week post-infection]

Number in the box is gross pathological score.
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