Supplementary Materials

Figure S1

O

Spike sense

Spike antisense



Figure S2




Figure S3

2 yr Males

110 y
5
$ 1004 -A- Mock
B I I 1 1 A 10A2
T .
3 o ' A 10°3
&
g o I 1 A 10
[}
o

70

T T T T T T T T
D0 D1 D2 D3 D4 D5 D6 D7

Percent starting weight

110+

1004

90+

80+

70+

2 yr Females

T T T T
DO D1 D2 D3

-©- Mock

O 1072 R2(
O 1073 R2(
O 10" R2(



10 week

8 h I ©F war o4 ) Ay ) - Y ; X
< (xo0L ‘2 Kep) (X00t ‘£ Aep) (X001 ‘L Kep) (X00t ‘L Kep) (¢ Aep) (¢ Kep)
N ewapa Aleuow|nd ewsaps Aleuow|nd sipluownaud siuownaud yiesp ||2d sieepuy uoljewwejul
|ensiaqu| |eniisianu| |eiyouoig Je|noseA

Figure

-oydpuoiqiiad



Figure S5




Figure S6

Bronchial
cell death
(day 2, 400x)

Peribroncho-
vascular
Inflammation
(day 7, 400x)

Interstitial
pneumonitis
(day 7, 400x)

Endovascular
Inflammation
(day 4, 400x)

Pulmonary
edema
(day 7, 400x)




Figure S7

Contribution of variables to Dim-2
Contribution of variables to Dim-1

0=

Tethered_gene_counts_tukeys_heatmap_sig_differences

(‘unlrihuliuns (% i
Contributions (%)

IFIT2 | — = ==
RSAD2 - [— E—
1SG15 { — — === e =
CXCL10 | N— M o | |
GBP2 { I— — —
IRF7 | —— — = e e =
15G20 { m— == —
Gm14446 | m— = m—
IF144 | I e i s | pse | —
M1 | — = ==l
IFiH1 | —— — 1] —
DDX58 { — — ——— = — —
TFTTV1 4 — — — ==
IRF1 | I— = =] ==
IFNGR1 == —
MX2 1 I— — It e ===
TNFRSF1B - | S — ===}
DHX58 { — — —— =]
1M25 | I—— e=—— e — i
IFNAR 1 | —— =5 ] == =1 ==
iL6 | m— = =1 [—— 0
EIF2AK2 | —— —l— = ——
cl12 | Ji=—- === == == M neg
IRF2 1 I = | S— I — B ros
CCL4 1 —— == =
CCL3 | — — ! —
RFS | I—— = —
IFNAR? | — — =
IL18 =
TLR4 — =m= =]
TLR3 { —— = e
1L15 | m— — — ——
1FNB1 | E— = == — —
TLR? | m— = = == ——
TNF | E— = pm—
IFNL3 | — = = e =
OAS1b | I I — I ———— ]
IL1A 1 —— — ==
NLRP3 1 —— E— — —
1FNA2 { E— = == = =
IFNL2 { m— — = — ==
GBP1 | m— =
ifnat1 | E— = =
3 > > > > > > > > > > > > > 3 > > N
C L L ELEELEELELELELEE N tqu W u"Q POSIPUP
S R S R e ST P R N N S AT AP A
&L F & & « (.(P (.‘9 (SP "_sp “_.(9 ‘_CP & SER & 4“. &
jS" Q>§i' jS(- Qj&# bj\ Q}‘\* 8 o o Q,}x 0,} Q.}x D7 D7 D7 D7 D7 D7 D7 D7 7
V4 4 ¢ & & N & & N N g 4
A T LIPS L R R R O N S S IR R PR PR AN
IR IR P FFELELEFT I § . f ¢S
W T R I ZA A A P P Y W2 o) ®7 VOV o7 v
o7 Q7 N R D D Qj\ ’Lj q’j



Figure S8

tethered Counts at Baseline
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Figure S9

1: <25% of cells/profile
2: 25-50% of cells/profile
3: 50-75% of cells/profile
4: >75% of cells/profile
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Figure S10

TGC over time
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