What is claimed is:

1. A method of screening for a Cas9 molecule/gRNA molecule complex to be
administered to a subject, the method comprising:

(a) generating a plurality of samples, each sample comprising a Cas9 molecule/gRNA
molecule complex generated by combining a Cas9 molecule and one of a plurality of gRNA
molecules;

(b) detecting a melting temperature (Tp) value of the Cas9 molecule/gRNA molecule
complex in each of the plurality of samples; and

(c) selecting at least one sample from the plurality of samples based on one or more of
(1) a comparison of the Ty, values in the plurality of samples to a Tp, value of a reference Cas9
molecule/gRNA molecule complex or a pre-determined threshold Ty, value, or (ii) a relative
ordering of the Ty, values of the plurality of samples.

2. The method according to claim 1, wherein the step of detecting the Ty, value
of the Cas9 molecule/gRNA molecule complex in each sample of the plurality of samples
includes assessing each sample in the plurality of samples by differential scanning
fluorimetry (DSF).

3. The method according to claim 1, wherein the gRNA is a chimeric gRNA.

4. The method according to claim 1, wherein the gRNA is a modular gRNA.

5. An isolated complex of a Cas9 molecule and a gRNA molecule having a
melting temperature (Tp) at least 8° C greater than a Ty, value of the Cas9 molecule in the
absence of the gRNA molecule selected according to the method of one of claims 1-2.

6. A composition comprising an isolated complex of a Cas9 molecule and a
gRNA molecule having a melting temperature (Ty,) at least 8°C greater than a Ty, of the Cas9
molecule in the absence of the gRNA molecule selected according to the method of one of
claims 1-2.

7. The composition of claim 6, wherein the difference of the melting temperature
(Tw) of the non-naturally occurring complex of a Cas9 molecule and a gRNA molecule and
the melting temperature (Tpy) of the Cas9 molecule in the absence of the gRNA molecule is
assessed by differential scanning fluorimetry (DSF).

8. The composition of claim 6, wherein the gRNA is a chimeric or modular
gRNA.

9. A method of determining the stability of a Cas9 molecule/gRNA molecule

complex, the method comprising:
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