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Crospera’” IS
a proven leading
indicator of rejection™

-

for early detection, timely intervention,
and enhanced graft survival
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\Vore accurate transplant rejection
survelllance matters

Organ failure is still a problem—driven by late-stage antibody mediated rejection®

o ¢ grafts are ® ABMR @
: grafts are lost of graft :
lost in 010 . 6 4° / il post-transplantation
the first 5 n 10 years o alures are is omnipresent, according

H 19
immunologic to BANFF criteria™

1.5 outof 5 vears’ 1in2

Current tools are lagging, often inaccurate and have known limitations

Serum creatinine

» Sensitivity: 52%°
May incorrectly classify up to one out of every two
patients experiencing active rejection as normal®

Donor-specific antibodies
» Area Under the Curve:® 0.66
50% of histologically and molecularly proven

Donor-specific ABMR were DSA-negative®
antibodies

(DSA) Biopsy
10.3% of biopsies have complications!

High patient discomfort, high risk of complications,
low cost-effectiveness

Serum
creatinine

Better treatment relies on earlier detection

This is why leading transplant societies and organizations have incorporated dd-cfDNA, like the Prospera™ test,
as part of their suggested standard of care.'>

Early treatment of rejection has led to improved outcomes

of patients had early ABMR and @ 240/ \ of patients had late ABMR and
(o]

o ” : .
63 /o stabilized or improved after six months responded poorly to treatment's
of treatment’®

The Prospera™ non-invasive, donor-derived cell-free DNA (dd-cfDNA)
surveillance tool more accurately determines rejection risk early'® for a chance

of timely interventions and improved graft survival.




FIRST-LOOK PUBLISHED ANALYSIS FROM THE PROACTIVE STUDY

Prospera™ is a proven leading indicator of rejection’®

Key Finding 1: The Prospera™ test predicted antibody-mediated rejection (ABMR) up to five months
and T cell-mediated rejection (TCMR) up to two months in advance of biopsy-proven rejection’

Prospera™ dd-cfDNA levels versus serum creatinine prior to biopsy-proven rejection
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Key Finding 2: Increased Prospera™ levels in non-rejecting patients are associated with
worsening clinical graft function’

T 1 test: 60.2 ml/min/1.7m? Two or more elevated Prospera™ tests in a patient were correlated
% o4 test: 45.4 mi/min/1.7m? with worse eGFR.! This observation is consistent with recent

£ findings indicating that elevated Prospera™ result in non-rejection
5 . . biopsies is often associated with sub-threshold ABMR and should
‘:5, therefore not be considered a false positive.'

# of increased Prospera™ dd-cfDA test results

Key Finding 3: Consistent Prospera™ performance across validations and real-world settings to benefit
any patient population' -6

T 3 16 u
Sigdel, et al Halloran, et al Bromberg, et al Sites

Validated across multiple sites,

Sites 1 US site 25 US & International 40 US sites . . :
diverse populations and practice

Cohort tvoe 217 protocol & 367 indication 1631 real-world PRSI

yp indication biopsies* biopsies™ patients surveilled™*
Rejection reference standard Pathology MMDx® Pathology Sensitivity
. Highly accurate to identify those

Sensitivity 89% 83% 79% with rejection

Specificity 73% 81% 85% Negative predictive value

Negative predictive value 95% 91% 98% Rlule—gut (S el unnegessary
biopsies and make appropriate

Positive predictive value 52% 68% 33% referral decisions

Area under the curve 0.87 0.88 0.88 AERICEDEIRD

Differentiates rejection from

non-rejection with great precision
MMDx is a central biopsy diagnostic system that measures genome-wide mRNA expression to assign molecular diagnoses

* 25% prevalence of active rejection ** 36% prevalence of active rejection *** 8% prevalence of active rejection

Data based on the ProActive Study interim data may be subject to change based on the final resutls of the ProActive Study



The premier choice In transplant

Keeping our promise in transplant and nephrology since 2019

Oncology Signate!

Residu

Miscarriage

Proven
technology

Prospera

Transt

published
manuscripts'”

Cllnlca”y First published study

relevant from the largest
registry on the value of
surveillance testing in
kidney recipients’

Vistara®
Single-gene NIPT

Spectrum™

Next-generation NIPT Preimplantation genetics

Altera

Tumor genomic profile

Renasight™

Kidney gent

Guidelines-supported RCT to demonstrate
renal genetics testing to noninferiority of heart
nephrology'” dd-cfDNA vs biopsy'”

First test to offer quantity Enrolled 2 multisite studies:
of dd-cfDNA to improve dd-cfDNA with multi-organs;

performance as a single managing rejection treatment'”
test'®

Explore diagnostic value in multi-organ Identify non-invasive biomarkers to

. and other allografts
Committed

to the future Leverage biomarkers to monitor and
optimize immunosuppression levels and technology to improve allograft

treatment efficacy

distinguish between rejection types
Apply machine-learning

surveillance

Set up time with our Natera team to include
Prospera™ test as part of your surveillance protocol

References:

1. Bromberg, et al; on behalf of the ProActive Investigators. Elevation of Donor-derived Cell-
free DNA Before Biopsy-proven Rejection in Kidney Transplant. Transplantation ():10.1097/
TP.0000000000005007, April 08, 2024. | DOI: 10.1097/TP.0000000000005007

2. Bunnapradist, et al. “Increases from baseline dd-cfDNA fraction are associated with acute
allograft rejection in kidney transplant recipients,” American Transplant Congress, June 2023,
San Diego

3. Sigdel TK et al. Optimizing detection of kidney transplant injury by assessment of donor-derived
cell-free DNA via massively multiplex PCR. J Clin Med. 2019;8(1):19.

4. Cooper, et al. “Donor derived cfDNA fraction levels in stable kidney transplant recipients in the
first year after transplant,” American Transplant Congress, June 2023, San Diego

5. Halloran, et al. Antibody-mediated Rejection Without Detectable Donor-specific Antibody
Releases Donor-derived Cell-free DNA: Results From the Trifecta Study. Transplantation. 2023
Mar 1;107(3):709-719. doi: 10.1097/TP.0000000000004324. Epub 2023 Feb 21

6. Gauthier, et al. Distinct Molecular Processes Mediate Donor-derived Cell-free DNA
Release From Kidney Transplants in Different Disease States. Transplantation ():10.1097/
TP.0000000000004877, December 27, 2023. | DOI: 10.1097/TP.0000000000004877

7. Stegall et al. Through a Glass Darkly: Seeking Clarity in Preventing Late Kidney Transplant
Failure, J Am Soc Nephrol. 2015; 26 (1):20-9

8. Lamb KE, Lodhi S, Meier-Kriesche HU. Long-term renal allograft survival in the United States: a
critical reappraisal, Am J of Transplantation. 2011; Mar;11(3):450-62.5.

9. Sellares, et al.. Understanding the Causes of Kidney Transplant Failure: The Dominant Role of
Antibody-Mediated Rejection and Nonadherence. American Journal of Transplantation. 2012;
12: 388-399. https://doi.org/10.1111/j.1600-6143.2011.03840.x

. Halloran, et al. Disappearance of T Cell-Mediated Rejection Despite Continued Antibody-

Mediated Rejection in Late Kidney Transplant Recipients. J Am Soc Nephrol 26: 1711-1720,
2015. doi: 10.1681/ASN.2014060588

. Plattner, B.W, et al. Complications and adequacy of transplant kidney biopsies: A

comparison of techniques. The Journal of Vascular Access. 2019; 19(3), 291-296.https://doi.
0rg/10.1177/1129729817747543

. “ASTS Statement on Donor-Derived Cell-Free DNA (Dd-Cf-DNA).” Position Statements, ASTS,

6 Mar. 2023, https://asts.org/docs/default-source/position-statements/dd-cfdna-position-
statement.pdf

. Brennan et. al. Kidney transplantation in adults: Clinical features and diagnosis of acute

renal allograft rejection, UptoDate. Available from https://www.uptodate.com/contents/
kidneytransplantation- in-adults-clinical-features-and-diagnosis-of-acute-renal-allograft-rejection

. “ESOT TLJ Consensus Conference Highlights Report.” ESOT, March 2023, https://esot.org/

esot-tliconsensus-conference-highlights-report/

. Pifieiro, et al. Influence of Persistent Inflammation in Follow-Up Biopsies After Antibody-

Mediated Rejection in Kidney Transplantation. 2021. Front. Med. 8:761919. doi: 10.3389/
fmed.2021.761919

. Halloran, PF. et al. Combining Donor-derived Cell-free DNA Fraction and Quantity to Detect

Kidney Transplant Rejection Using Molecular Diagnoses and Histology as Confirmation.
Transplantation: June 29, 2022 - doi: 10.1097/TP.0000000000004212

. Natera Internal Data on File, March 2024

13011 McCallen Pass, Building A Suite 100 | Austin, TX 78753 | natera.com

Prospera™ has been developed and its performance characteristics determined by the CLIA-certified laboratory performing the test. The test % n a‘te ra ‘ PrOSpera'”

has not been cleared or approved by the US Food and Drug Administration (FDA). CAP accredited, ISO 13485 certified, and CLIA certified.
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