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#1 Background Intra-tumoral delivery of MUC1 CAR-T controls tumor 43 Superior control of tumor growth via intra-tumoral

#2

locally delivery of MUC1-CAR compared to IV delivery.

As immune-therapies for solid tumors progress, the tumor microenvironment (TME) presents several
hurdles that CAR T-cells need to overcome for efficient tumor control. To limit T-cell effectiveness
against the tumor, the TME employs a variety of mechanisms including tumor evasion, secretion of
immunosuppressive factors or cellular resistance, among others. Despite being the most aggressive
breast cancer subtype with a dismal prognosis, therapeutic options for triple negative breast cancer
(TNBC) remain limited to date. Tumor-associated MUC1 antigen is hypoglycosylated in cancer and
overexpressed in many TNBC patients, thus providing a useful target for CAR T-cell therapies. TALEN®- g

(a) Schematic representation of the experimental timeline (b) In vivo tumor growth of MUC1-CAR or  (a) In vivo tumor growth curve for MUC1-CAR, NTD and PBS treated tumors with intra-tumoral (IT) or
NTD (Non-transduced T cells)-treated tumors and their distal PBS-treated control tumors transplanted  intra-venous (IV) delivery (b) Survival curve showing extended survival for animals treated with
on the contralateral mammary fat pad) (c) Flow cytometry analysis of the number of hCD45+ cells per  MUC1-CAR with IT delivery (¢) Tumor weight comparison at termination for MUC1-CAR treated
EpCAM+ cells per gram of tumor at termination (day 80). (d) Side by side comparison of tumor growth  tumors using IT or IV delivery (*p < 0.05, ***p < 0.001)

in intravenously (i.v.) vs intratumorally (i.t.) treated mice.
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cell accumulation and inflammation

(a) Schematic representation of the experimental timeline (b) In vivo tumor growth (left) and survival
(right) for animals treated i.t. with NTD, MUC1-CAR APD1-IL12 with/without TGFBR2 (c) Flow
cytometry analysis of the number of hCD45+ cells per EpCAM+ cells per gram of tumor 22 days after
treatment in satellite animals treated i.t. with NTD, MUC1-CAR with/without APD1-1L12 and TGFBR2
KO. (*p-value < 0.05, **p-value < 0.01, ****p < 0.0001)

(a) Flow cytometry analysis of PB at day 26 of mice from #7; left: percent of hCD45+ cells among live
cells, middle: percent of CD8+ cells among hCD45+, right: percent of LNGFR+ cells among hCD45+
cells. (b) Spleen weight for satellite animals from #7 collected at day 22 or 49 days after treatment (c)
ELISA analysis of IL12 and IFN-gamma concentration in serum collected from NTD (day 26), MUC1-
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e Unarmored MUCI1-CAR T-cells only showed antitumor activity when infused
intratumorally and activity was limited to site of infusion.
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