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RNA fixation and detection in
CLARITY-based hydrogel tissue

Researchers in Dr. Karl Deisseroth's lab have patented a versatile and robust RNA
fixation and detection method in transparent intact tissues. One of the current
challenges in neuroscience is to understand molecular identity, activity level and
circuit wiring of individual cells within intact brain networks. Methods to investigate
neuronal networks in intact tissues have been developed but are not optimal. For
instance, these methods have used antibody staining for molecular analysis. This is
costly and has a low success rate. In addition, these approaches may not be
compatible with RNA detection and thus a wealth of biological information is left
behind. There is a need to develop additional methods to visualize neuronal
networks including the RNA in intact tissues. To help meet this need the inventors
developed this technology which provides methods for fixation and detection of RNA
in transparent intact tissues. These methods allow for cellular-resolution
transcriptional profiling of large intact mammalian tissues, with reliable detection of
diverse markers for non-coding transcripts, cell identity and activity history.
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Examples of RNA detection
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Stage of Development: Other

Deisseroth Lab researchers demonstrated that this technology robustly measures
activity-dependent transcriptional signatures, cell-identity markers, and diverse non-
coding RNAs in rodent and human tissue. The group uses the technique in ongoing
research and actively maintains RNA in CLARITY resources.

Applications

e Tissue and organism research
o Label neuronal structures
o ldentify and characterize cell types in intact tissues
o Assess neuronal activation in whole brain context
e Clinical histology
o Analyze spatial changes in RNA expression in disease states

Advantages

Better preservation of RNA as compared to existing techniques
Allows simultaneous labeling of RNA products

Advantageous over protein labeling methods, as it has:

Scalable molecular phenotyping

Lower cost

Availability for all transcripts

Consistency across populations

Inclusivity of non-translated mRNA

Versatile- can use a variety of probe types and amplification methods
e Satisfies unmet need- includes comprehensive set of probes to label mMRNAs
(including activity-regulated transcripts)
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