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1. Cekanova, M., & Rathore, K. (2014). Animal models and therapeutic molecular targets of cancer: utility and limitations. Drug design, development and
therapy, 8, 1911.
2. Zhang, W., Huai, Y., Miao, Z., Qian, A., & Wang, Y. (2019). Systems for of the of action of traditional Chinese
medicine in drug discovery. Frontiers in Pharmacology, 10, 743.
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Functional cell assays §
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Most likely 2
In vivo incorporation §
animal studies of 3D culture
cell assays
FIG. 2. Drug discovery assay cascade. Example assay cascade for drug discovery
and where 3D culture assays could be included. Created using BioRender.com.
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Lee, J. Y., & Chaudhuri, O. (2021). Modeling the tumor immune microenvironment for drug discovery using 3D culture. APL bioengineering, 5(1), 010903
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v Pharmacodynamics (PD): &4£0| STl [E 22ty St Fi. 1. Pumcoipmcadyam PAPD) ok
v Pharmacokmetlcs (PK) )\Iao_” m Q;ggl I‘”I_H 7_1% ics and pharmacodynamics (modified from tm m;mlmd with

permission.
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1. Derendorf, H., & Meibohm, B. (1999). Modeling of (PK/PD) concepts

and perspectives. Pharmaceutical research, 16(2), 176-185.
2. The Complete Guide to Insulin Types [w/ Downloadable Charts] (agamatrix.com)
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Target Affinity
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High Throughput
Screening (HTS)

1. EXRAgonist Assay Kit (TR-FRET) (bpsbioscience.com) )
2. High Throughput Screening Market to Set Phenomenal Growth (openpr.com)
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Curve Fitting for Immunoassays: ELISA and Multiplex Bead Based Assays (LEGENDplex™) (biolegend.com)
principles_of_pharm [TUSOM | Pharmwiki] (tulane.edu)
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Tully, David C., et al. "Discovery of tropifexor (LIN452), a highly potent non-bile acid FXR agonist for the treatment
of cholestatic liver diseases and nonalcoholic steatohepatitis (NASH)." (2017): 9960-9973.
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What is the Difference Between Biochemical and Cell Based Assays - Pediaa.Com
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Figure 3. Induction of FXR target genes BSEP and SHP in vitro in rat primary hepatocytes by compound 1. Primary rat hepatacytes were treated for 24 h
with compound 1 or vehicle only, and gene expression was determined by real-time quantitative PCR. *p < 0.01, **p < 0,001, and ***p < 0.0001
compared to vehicle by one-way ANOVA.
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Tully, David C., et al. "Discovery of tropifexor (LIN452), a highly potent non-bile acid FXR agonist for the treatment of cholestatic liver diseases and nonalcoholic steatohepatitis (NASH)." (2017): 9960-9973
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In vivo mimic system &

. . . . - Epithelial tissues Standard 20 models
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FIGURE 1| Schematic reg ation of &g spor
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Torras, N., Garcia-Diaz, M., Fernandez-Majada, V., & Martinez, E. (2018). Mimicking epithelial tissues in
three-dimensional cell culture models. Frontiers in bioengineering and biotechnology, 6, 197.




2022 sk Atora|sta] 302

&4 7|'d Pre-meeting Workshop

AIMS BioScience

In vivo PD marker
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Figure & Induction of FXR target genes SHI' asd BSEP in rt liver by compounds | and 16 following single oral dose. Dose in mg kg vehicke 0.6%
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1. Schaap, F. G., Trauner, M., & Jansen, P. L. (2014). Bile acid receptors as targets for drug

Nature reviews &

2. Tully, David C., et al. "Discovery of tropifexor (LIN452), a highly potent non-bile acid FXR agonist for the treatment of

D , 11(1), 55-67.

ic liver diseases and itis (NASH)." (2017): 9960-9973,
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in Medicine, 13(05), 393-408.
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US20190161483A1 - Methods for using fxr agonists - Google Patents
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In vivo Efficacy (PoC)
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Chulpanova, D. S., Kitaeva, K. V., Rutland, C. S., Rizvanov, A. A., & Solovyeva, V. V. (2020). Mouse tumor
models for advanced cancer immunotherapy. International journal of molecular sciences, 21(11), 4118.
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In vivo Efficacy (PoC)
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Hemandez, Eloy D., et al. "Tropift diated ion of itis and fibrosis is i with the
antioxidative gene expression profile in rodents." Hepatology communications 3.8 (2019): 1085-1097.
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Desroy, N., Housseman, C., Bock, X., Joncour, A., Bienvenu, N., Cherel, L., ... & Heckmann, B. (2017). Discovery of 2-[[2-Ethyl-6-[4-[2-(3-hydroxyazetidin-1-yl)-2-oxoethyl] piperazin-1-yl]-8-methylimidazo
[1, 2-a] pyridin-3-yl] 4-(4-fluorophenyl) thiazole-5 (GLPG1690), a first-in-class autotaxin inhibitor undergoing clinical evaluation for the treatment of idiopathic pulmonary fibrosis.
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In vivo Efficacy
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Hernandez, Eloy D., et al. "Tropift diated of and fibrosis is with the

antioxidative gene expression profile in rodents." Hepatology communications 3.8 (2019): 1085-1097.
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Figure 1. FE test curve with relevant parameters and P-V curve measured at D14 post
BLM challenge. Significant improvement in group treated with Nintedanib in therapeutic
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1. Cekanova, M., & Rathore, K. (2014). Animal models and therapeutic molecular targets of cancer: utility and limitations. Drug design, development and
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YYazdani, Saleh, Ruchi Bansal, and Jai Prakash. "Drug targeting to myofibroblasts: Implications
for fibrosis and cancer.” Advanced drug delivery reviews 121 (2017): 101-116.
AIMS BioScience

as Iz &

oy = = "
H2Zd 25 Ih=z0 S oA
Multiple factors Animal PK Animal PK Human PK predic

' ' \

Cell based In vivo In vivo
Efficacy PD marker Efficacy

Target Affinity Clinical trial

Biological : Efficacious Dose .
Disease relevant Primary

Target Efficaci o
icacious .
Interaction PD marker Endpoint
Concentration Concentration
Human, Animal e Target-engaged T Secondary
entifyin osing Interva .
species Uit PD marker 9 Endpoint
marker PD marker

AIMS BioScience




