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Fig. 3 | Phe-BF3 desilylation releases gasdermin
from NP-GSDMAS3 to induce pyroptosis.

a, Cartoon of the experimental design. Purified
GSDMA3(N + C) was conjugated to a nanoparticle
to obtain NP-GSDMAS3. b, ¢, Hela, EMT6 or 4T1
cells, or primary BMDMs, were treated as
indicated. NP + GSDMA3, nanoparticles mixed
with the GSDMA3(N + C) complex. b, Confocal
images of the treated HelLa and EMT6 cells. Scale
bars, 20 um. Propidium iodide (Pl) and annexin V—
fluorescein isothiocyanate (FITC) were added to
the cells 15 min before imaging. ¢, Flow-cytometry
measurements of cells positive for propidium
iodide and annexin V. priBMDM, primary BMDM
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Fig. 4 | Treatment with NP-GSDMA3 and Phe-BF3
causes tumour regression

in mice. a, PET-computed tomography images of
mice bearing 4T1 tumours that intravenously
injected with [89Zr]|GSDMA3, NP—-[89Zr]GSDMA3
or [18F]PheBF3. b—g, BALB/c mice were implanted
subcutaneously with 4T1 (c—e) or EMTG6 (f, g) cells,
followed by intravenous (iv) or intratumoural (it)
injection of NP-GSDMAS3 or Phe-BF3 alone, orin
combination. b, Treatment scheme. Inc—e, n =7
mice per group. In f, g, n = 8 mice for PBS and
NP-GSDMA3(mut) + Phe-BF3, 6 mice for NP—
GSDMAS3 and 7 mice for NP-GSDMAS3 + Phe-
BF3. ¢, f, Tumour volume of an individual mouse.
d, Photographs of representative tumours on
day 26. e, g, Average tumour weight or volume.
Mean + s.e.m., two-tailed unpaired Student’s -
test. GA3, GSDMA3(N + C).
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Fig. 5 | A low level of tumour-cell pyroptosis induces
effective antitumour immunity and synergizes with
anti-PD1 blockade.
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