Pﬁ Fetal Aneuploidy Screening

LABORATORIES

Patient: Client: ARUP Test Code: 3004764

DOB: I  Aoe: 37 Sex: F -

Patient Identifiers: ||| NN Collection Date: 03/09/2023
Physician: || NG Received in lab: 03/10/2023

Visit Number (FIN): | NN Completion Date: 03/17/2023

Test Information
Method

DNA isolated from the maternal blood, which contains placental DNA, is amplified at specific loci using a targeted PCR assay, and
sequenced using a high-throughput sequencer. Sequencing data is analyzed using Natera’s proprietary algorithm to determine the fetal
copy number for chromosomes 13, 18, 21, X, and Y, thereby identifying whole chromosome abnormalities at these locations, and if
ordered, the microdeletion panel will identify microdeletions at the specified loci only. If sample fails to meet the quality threshold, no
result will be reported for the specified chromosome(s). The test requires sufficient fetal fraction to produce a result.

Patient Report

Patient's genetic report from Natera continues on following pages.
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: Maternal Age at EDD: : Additional Reports: ~ N/A test. not diagnostic. It evaluates genetic
. Gestational Age: 14 weeks/ 3 days : Report Date: 03/17/2023 information in the maternal blood, which is a
t S : 5 3/09 mixture of maternal and placental DNA, to
- Wiatemal Welght: ¢ -mples Collicted: ganeg determine the chance for specific chromosome
 Patient ID: i Samples Received: ~ 03/11/2023 abnormalities. The test does NOT tell with
: Collection Kit: £ 4 Mother Blood : certainty if a fetus is affected, and only tests for
© Accessioning ID: 23068109081 ks : the conditions ordered by the healthcare provider.
: & . i3 © Alow risk result does not guarantee an unaffected
: Case File ID: S f
: Sa it . fetus.

FINAL RESULTS SUMMARY

Result Fetal Sex Fetal Fraction(s)

HIGH RISK due to fetal DNA N/A 1.3%

fraction S

A ;

Fetal fraction is an important quality control metric. There is insufficient fetal DNA in this sample to obtain a reliable result using standard
NIPT methods. Therefore, an additional proprietary analysis was performed, incorporating fetal fraction, maternal age, maternal weight,
and gestational age. Based upon the results of the additional analysis, this pregnancy is at high risk for triploidy, trisomy 18 or trisomy 13.
The risks for tnsomy 21 and monosomy X are unchanged.

ThlS isa screenlng test only Genetlc counsellng, comprehensuve ultrasound evaluatlon and the optlon of dlagnostlc testlng should be
considered. Natera will accept a repeat sample. No irreversible decision should be made based upon the results of this screening test

alone.
RESULT DETAILS: ANEUPLOIDIES
Condition Tested ! Result Risk Before Test ? Risk After Test*®
Trisomy 21 No Result 1/12 ‘_ N/A

Tnploudy, Trlsomy 18 or Trlsomy 13 ngh RISk» B 238

1. Excludes cases with evidence of fetal and/or placental mosaicism. 2. Based on maternal age, ges!atnonal age, and/or general populanon as appllcable References available upon
request. 3. Risk after test reflects the results from the fetal fraction based risk (FFBR) algorithm and data from a published study of 1148 women [McKanna et al. Ultrasound Obstet
GCynecol. 2018 Jul 16, doi: 10.1002/u0g. 19176 [Epub ahead of print]].

Testing Methodology: DNA isolated from the maternal blood, which contains placental DNA, is amglified at specific loci using a targeted PCR assay and is sequenced using a high-throughput sequencer. Fetal fraction
is determined using a proprietary algorithm incorperating data from single nucleotide polymorphism-based (SNP-based) next-generation sequencing [Pergament E et al. Cbstet Gynecol. 2014 Aug;124(2 Pt 1):210-8).
If the estimated fetal fraction is 22.8%, sequencing data is analyzed using a proprietary SNP-based algorithm to determine the fetal copy number for chromosomes 13, 18, 21, Xand Y [Ryan A et al. Am J Obstet
Gynecol 2014 Nov;211{5):527.e1 527.¢17]. if ordered, speciic microdeletions will be evaluated using similar methodology [Waprer RJ et al. Am J Obstet Gynecol. 2015 Mar;212(3):332.¢1-9]. If a sample fails to
meet the quality threshold, or the fetal fraction is insufficient, an additional algorithm is utilized to determine whether there is an increased risk for triploidy. trisomy 18 and trisomy 13 [McKanna et al. The European
Human Genetics Conference. Copenhagen, Denmark. May 27-30. 2017]. However, some samples will not procuce a result due to failure to meet the necessary quality thresholds.

This test has been validated on women with 2 singleton, twin or egg doror pregnancy of at lezst nine weeks gestation. Aresult will not be avalable for higher order multiples and multiple gestation pregnancies with
an egg donor or surrogate, or bone marrow transplant recipients. Complete test panel is not ilable for twin g i and preg; ies achieved with an egg donor or surrogate. For win pregnancies with a fetal
fraction value below the threshold for analysis, a sum of the fetal fracticns for both twms wnll be rcportcd Findings of unknown significance will not be reported. As this assay is a screening test and not diagnostic,
fake positive: and false negatives can occur. Hugh rick test results need di. ti by al ive testing hods. Low rick results do rot fully excdude the diagnosis of any of the syndromes nor do they
cxcludc the ibilit of othcr ch b Ities or birth dcfcc(s which are nol a part of this test. Po(cnml sources of inaccurate (csul(s include, but are not limited to, mosaicism, low fetal frachm

i of current d i of samgles. This test will not identify all deletions 4 with cach micr ] . This test has been vali on full region

only and may be unable to detect smaller ddmons Microdeletion risk score is dependent upen fetal fraction, as deletions on the maternally irherited copv are difficult to identify at lower fetal fractions. Test results
should ahways be interpreted by a dinician in the context of clinical and familial data with the availability of genctic counsding when appropriate.

Disclaimers: This test was performed by Natera, Inc. 201 Industrial Rd. Suite 410, San Carlos, CA 94070 [CLIA 1D 05D1082992). The performance characteristics of this test were developed by Natera, Inc. This test
has not been cleared or approved by the U.S. Food and Drug Admiristration (FDA). This laboratory is reguated under CLIA as qualified to perform high-complesity testing. © 2021 Natera, Inc. All Rights Reserved.

ReriewedBy: (A~~X32 >  Wenbo X, MD. Ph.D. FACMG, Senor Laboratory Dicctor

CLIA Laboratory Director: ). Dianne Keen-Kim, Ph.D,, FACMG
IF THE ORDERING PROVIDER HAS QUESTIONS OR WISHES TO DISCUSS THE RESULTS, PLEASE CONTACT US AT 650-249-9050 #3. Ask for the NIPT genetic counselor on call.

Report ID 8646170-151085581 . natera
201 Industrial Road Suite 410, San Carlos. CA 94070 Delet Thens

CUA ID#05D1082992; RPT-10012 Rov. 04
Natera, Inc,  1-855-866-NIPT (6478)
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Case File ID: fetus.

High Risk Due to Fetal Fraction Result

What does this result mean?

This patient's sample has insufficient fetal DNA (low fetal fraction) for analysis using the Panorama SNP-based algorithm. Low fetal fraction has
been associated with early gestation age, high maternal weight, sub-optimal sample collection, pregnancy loss, low molecular weight heparin,
and certain fetal fraction related chromosomal abnormalities (triploidy. trisomy 18 and trisomy 13). '*

Additional analysis is performed on samples with low fetal fraction to assess the chance for FF-related chromosomal abnormalities. Based on
this "low fetal fraction algorithm", which adjusts for maternal age, gestational age, and maternal weight, an increased risk for these conditions
has been identified. An increased incidence of pregnancy loss has also been observed with this result. *

What are FF-related chromosomal abnormalities?
Pregnancies with triploidy, trisomy 18, or trisomy 13 tend to have smaller than average placentas. 7 In general, babies with one of these
conditions have serious birth defects and significantly shortened lifespans. It is rare for a baby with triploidy to be liveborn.

The cell-free DNA assessed in NIPT is placental in origin, therefore, it is likely that a pregnancy with a smaller placenta will have a lower fetal
fraction. There are other factors known to be associated with lower fetal fraction, including gestational age and maternal weight.

Why is there a "No Result" for trisomy 21 and monosomy X?

Natera's study did not find an increased incidence of trisomy 21 or monosomy X among low fetal fraction cases.1Therefore, these conditions
are not considered to be FF-related chromosomal abnormalities. Although some studies have suggested that trisomy 21 and monosomy X
might be more common among cases with low FF, most publications are consistent with Natera's findings. *’ It is important to note that "no
result" is not equivalent to "low risk".

What follow up is recommended?

An ultrasound to confirm viability and gestational age should be performed, if not already done. Once viability and gestational age are
confirmed, genetic counseling, comprehensive ultrasound evaluation, and diagnostic testing should be offered in accordance with ACOG and
ACMG guidelines. **** Natera will accept a repeat sample.
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Patient Supplement for High Risk Due to Fetal Fraction Result

What does a “High Risk for Triploidy, Trisomy 18, and Trisomy 13" result mean?

The results of the Panorama test show that there is a lower than expected amount of fetal DNA in the blood sample. Although most of the time
this finding is associated with a healthy baby and normal pregnancy outcome, this finding may be found with early pregnancy, high maternal
weight, sample collection issues, pregnancy loss, and some chromosome abnormalities.

We refer to these chromosome abnormalities as “fetal fraction-related chromosome abnormalities”: triploidy, trisomy 18, and trisomy 13. The
chance for one of these conditions with this “high risk"” result is about 1/17 (5.7%). Most pregnancies with this result do not have one of these
conditions, but further evaluation and testing should be considered.

What is triploidy?

Triploidy is caused by an extra set of chromosomes. Usually, humans have 46 chromosomes that come in 23 pairs. Fetuses who have triploidy
have three copies of every chromosome instead of two, resulting in a total of 69 chromosomes. Almost all pregnancies with triploidy miscarry.
The few babies that are born with triploidy usually do not live past a few days of life. It is rare for a live born baby at full term to have triploidy.1

What is trisomy 18 (Edwards syndrome)?
Trisomy 18, also called Edwards syndrome, is a chromosome condition caused by an extra copy of chromosome 18. Babies with trisomy 18
often have serious birth defects and survivors experience severe intellectual disability. About 1 in 3,000 babies is born with trisomy 18.1

What is trisomy 13 (Patau syndrome)?
Trisomy 13, also called Patau syndrome, is a chromosome condition caused by an extra copy of chromosome 13. Babies with trisomy 13 often
have serious birth defects and survivors experience severe intellectual disability. About 1 in 5,000 babies is born with trisomy 13.1

How do these conditions happen?
In most cases, triploidy, trisomy 18, and trisomy 13 happen by chance. There is nothing parents do before or during pregnancy that causes
these chromosome conditions. Trisomy 13 and trisomy 18 occur more commonly in pregnancies with older mothers.

What is the next step?

You and your pregnancy healthcare provider should discuss these results, Often your healthcare provider will refer you to a genetic counselor
and/or high risk pregnancy specialist who will review the results, and your personal and family history. A detailed ultrasound is often performed
to look for any problems, and confirm that the due date assigned is correct. They will also discuss tests that are available that can tell for sure
whether or not your baby has one of these conditions.

Two different tests are available during pregnancy to check the baby's chromosomes. One test is chorionic villus sampling (CVS). CVS can be
done at 10 to 13 weeks of pregnancy. Another test is amniocentesis (amnio). Amnio can be done as early as 15 weeks of pregnancy. Both of
these tests have a small chance of miscarriage.

If you do not want diagnostic testing during pregnancy, chromosome testing can be done after your baby is born, most easily using blood from
the umbilical cord at the time of birth.

Where can | learn more about triploidy, trisomy 18, and trisomy 13?
Your healthcare provider can refer you to a genetics professional in your area. A genetics professional can answer any questions you have
about your Panorama test results. They can also tell you more about these conditions and about follow-up diagnostic testing.

Additional information on these conditions be found online:

- March of Dimes: http://www.marchofdimes.com/baby/birthdefects_chromosomal.html
- The Support Organization for Trisomy 18, 13, and Related Disorders (SOFT): www.trisomy.org
- Unique: http://www.rarechromo.org/information/other/triploidy %20ftnw.pdf

Where can | find a genetic counselor?

You may find a local genetic counselor through the National Society of Genetic Counselors at www.nsgc.org . If you would like to speak with a
Natera genetic counselor regarding your high-risk Panorama result, you can schedule a 15-minute information session at naterasession.com or
by contacting us at 650-249-9090.
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