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Utility of humanized animal models for in vivo evaluation of NK-TICA®, novel
Bicycle® tumor-targeted immune cell agonist® (Bicycle TICA®) designed to engage
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Figure 1: Numbers of NK cells based on FACS analysis of cells
isolated from blood (A-B) or tumor (C-D). Human NK cells were
defined as: hCD45+, hCD3-, hCD56+ (hHSC.NCG and
hNK.NCG models) and mouse NK cells defined as mCD45+,
MCD3-, mCD49b+ (C57BL/6-hNKp46 model). Blood samples
were collected from mice with small tumors (Avg. ~200mm3,
~100mm3, ~50mm3 and ~300mm3 respectively) and tumor
tissue was collected when tumors were larger (Avg.
~600mMm3, ~500mMm3, ~1600mMm3 and ~2000mm3
respectively). Cb57BL/6-hNKp46 model showed higher
proportion of NKp46- cells in blood which could be due to
unspecific staining of pan NK marker CD49b. Dotted line in A
and C represents the average number of NKp46+ NK cells.
Numbers above columns represent mean; * indicates cohorts
where some of the samples had low event count (>20). Error
bars indicate mean with SD;

» C5/BI/6-hNKp46 mice with MC38 syngeneic tumors are immunocompetent and show the highest number of circulating
and tumor-infiltrating NKp46+ NK cells across models tested here. These mice, in contrast to NCG.hlL15 strain, show lack of
non-physiological NK cell expansion and are free of donor-dependent variability. Taken together, C57BI/6-hNKp46 MC38
model is the most optimal experimental tool for in vivo evaluation of NK-TICA® providing the tumor-targeting Bicycle®
cross-reacts with the mouse ortholog expressed on MC38 cell line.

» hHSC-and hNK-NCG.hIL-15 models with A431 xenografts have utility in NK-TICA® studies wherein the analysis of human
NK cells is critical. However, the limitation of these models is poor NK tumor infiltration, which confines biomarker analysis
to circulating NK cells.

']
-------

o oEW
" i+t 44

-
- wowow

Bicycle Therapeutics, Inc.
R E F E R E N CES 4 Hartwell Place

Lexington, MA

02421-3122, USA
[1] Charles River, strain code: 572; T. +1617-945-8155
[2] Arina, A., Murillo, O., Dubrot, J. et al. Interleukin-15 liver gene transfer increases the number and function of IKDCs and NK ?lityv‘v’;?TB*uhL'ﬂ‘;"“
cells. Gene Ther 15, 473-483 (2008); Granta Park
[3] Pearson T, Greiner DL, Shultz LD. Creation of "humanized" mice to study human immunity. Curr Protoc Immunol. 2008; Cambridge

[4] Gempharmatech, strain code: TO04886;
[5] Jiging Ma et al., Chin J Cancer Bioter, 2021; [6] Biocytogen, strain code: 111946

CB216GS, UK
T. +44 (0)1223 261503

bicycletherapeutics.com



		2022-10-20T12:43:52-0700
	Digitally verifiable PDF exported from www.docusign.com




