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Cas? Nickase mRNA expresses a version of the
Strepfococcus pyogenes SF370 Cas9 protein (CRISPR
Associated Protein 9) that and contains a D10A amino
acid substitution.This MRNA also contains a C-terminal
nuclear localization signal followed by a HA tag.

Cas9 functions as part of the CRISPR (clustered regularly
interspaced short palindromic repeats) genome editing
system. In the CRISPR system, an RNA guide sequence
targets the site of interest and the Cas? protein is
employed to perform the DNA cleavage. While wild-type
Cas9 creates a double stranded break at the farget site,
Cas9 nickase creates a single stranded break. This favors
homology-directed repair and decreases the occurrence
of non-homologous end joining.

This mMRNA is capped using CleanCap™, TriLink’s
proprietary co-transcriptional capping method, which
results in the naturally occurring Cap 1 structure with
high capping efficiency. It is polyadenylated, modified
with 5-methoxyuridine and optimized for mammalian
systems. It mimics a fully processed mature mRNA.

Handling

Clean Cap™ Cas9 Nickase mRNA (5moU)
CRISPR Associated Nickase Protein mRNA
(5-methoxyuridine)

Catalog # L-7207

L-7207-20 (20 ygrams)
L-7207-100 (100 pgrams)
L-7207-1000 (1 mg)
L-7207-BK (Bulk amount)

1.0 mg/mLin T mM Sodium Citrate (pH 6.4)
MRNA Length: 4,497 nucleotides

Store at or below -40°C

QC Analysis

Identity and Purity
Agarose Gel Mobility; Pass
Concentration: + 6%; Pass

Product released by Quality Assurance

'A standard conversion factor of 40 ug/OD ,,, was used to calculate
quantity.

Store at or below -40°C.Thaw and work with Cas9 Nickase mRNA on ice. Upon first use, pulse spin before opening and
aliquot into single use portions. Do not vortex. Use only certified RNase-free reagents and consumables with proper RNase-
free technique. Use of barrier tips is recommended. Avoid freeze/thaw cycles. Do not mix with media containing serum

unless first complexed with a stabilizing fransfection reagent.

Not for resale without express written permission. For research use only. Not for use in humans. No license under any patent or patent pending is granfed or implied by the purchase of
any TriLink product. TriLink does not warrant that the use or sale of the products delivered hereunder will not infringe the claims of any United States or other patfents or pafents pending
covering the use of the product alone or in combination with other products or in the operation of any process. All and any use of TriLink product is the purchaser’s sole responsibility. For
additional licensing restrictions, please see the license agreement at www.trilinkbiotech.com/cleancap/license.asp
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Cas9/CRISPR Products and/or technology incorporated therein (the "Products”) is provided under a Limited License granted by Broad, MIT,
Harvard, lowa, UTokyo and Rockefeller (each an “Institution, collectively the “Institutions”) and TriLink BioTechnologies LLC, (*TriLink") to the
Buyer of the Product (the "Limited Licensee”) conveying to the Limited Licensee the non-transferrable right to use the purchased amount of
the Products in infernal research conducted by the Limited Licensee in accordance with the following requirements:

Vi.

Vii.

viii.

The Limited Licensee shalll not sell or otherwise transfer Products (including without limitation any material that contains a Product in
whole or in part) to any other person or entity, or use Products to perform services for the benefit of any other person or entity,

The Limited Licensee shall use only the purchased amount of the Products purchased from Company, and shall use Products and
components of the Products only for its internal research excluding (a) any human or clinical use, including, without limitation, any
administration info humans or any diagnostic or prognostic use; (b) any human germline modification, including modifying the
DNA of human embryos or human reproductive cells; (¢) any in vivo veterinary or livestock use; (d) the development, manufacture,
distribution, importation, exportation, fransportation, sale, offer for sale, marketing, promotion or other exploitation or use of the Patent
Rights or a Product for or as a festing service, therapeutic or diagnostic for humans or animals; (e) Products that provide nutritional
benefits and are regulated by a regulatory authority as a drug or biologic pursuant fo Section 505 of the Federal Food, Drug, and
Cosmetic Act of 1938, as amended, Section 351 of the Public Health Service Act of 1944, as amended, or any successor laws, or
equivalent laws or regulations in jurisdictions outside the United States; (f) any agricultural use, including but not limited to the use or
application in the cultivation, growth, manufacture, exportation, or production of any fobacco product; and (g) any use or application
relating to gene drive (the "Field”), except to the extent the Limited Licensee has a separate license from the Institutions to use the
Products outside of the Field, and not for any Commercial Purposes,

The Limited Licensee shall use Products in compliance with all applicable laws and regulations, including without limitation applicable
human health and animal welfare laws and regulations,

Institutions shall provide no warranties of any kind to the Limited Licensee (statutory or implied) concerning the Intellectual Property

or Products, including without limitation, as to Product quality, condition, description, merchantability, fitness for a particular purpose,

noninfringement of infellectual property rights or the absence of latent or other defects, and all such warranties are hereby expressly
disclaimed,

Institutions shall expressly disclaim any warranty regarding results obtained through the use of the Products, including without limitation
any claim of inaccurate, invalid or incomplete results,

Institutions and their directors, trustees, officers, employees, agents, faculty, offiliated investigators, and students, shall have no liability
to the Limited Licensee, including, without limitation, for any loss of use or profits, business inferruption or any consequential, incidental,
special or other indirect damages of any kind, regardless of how caused and regardless of whether an action in contract, fort, strict
Product liability or otherwise,

The Limited Licensee shall indemnify, defend and hold harmless TriLink, each Institution and and their current and former trustees,
directors, officers, faculty, offiliated investigators, students, employees, and agents and their respective successors, heirs and assigns
against any liability, damage, loss, or expense (including without limitation reasonable attorneys’ fees and expenses) incurred by or
imposed upon any of the Indemnitees in connection with any claims, suits, investigations, actions, demands or judgments arising

out of or related to the exercise of any rights granted fo the Limited Licensee under the Limited License or any breach of the Limited
License by such Limited Licensee, provided that, to the extent the foregoing is not permitted by law, the Limited Licensee agrees, fo the
extent permitted by law, that it, and not the Indemnitees, shall be responsible for any liability, damage, loss or expense arising out of or
related to the exercise of any rights granted fo the Limited Licensee under the Limited License or any breach of the Limited License by
Limited Licensee, and

The Product and its use may be the subject of one or more issued patents or pending patent applications owned by one or
more Institutions and the purchase of the Product does not convey a license under any claims in the foregoing patents or patent
applications directed to the Product or use, Production or commercialization thereof, except as expressly set forth in the Limited
License.
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