(@) PRENASCAN

INFORMOVANY SOUHLAS
S GENETICKYMI TESTY

1. Popis Ucelu odbéru vzorkd a genetického vysSetieni

Ucelem navrhovaného testu e neinvazivni prenatal-
ni stanoveni rizika chromozomalnich vad plodu - hlavné trizo-
mie chromozom( ¢. 21 (Downdv syndrom), ¢&. 18 (Edwardstv

syndrom) a ¢. 13 (Pataullv syndrom), které patii mezi nejCastéjsi chromo-
zomalni vady zpUsobené vétsinou danym nadpocetnym chromozomem.
Test mUze stanovit riziko u vad pohlavnich chromozom( a také riziko
pro daldi trisomie chromozomd 9, 16, 22 a nékteré mikrodele¢ni syndro-
my (1p36, Van der Woude (1g32.2), 2933.1, Cri du chat (5p), DiGeorge
2 (10p14), Jacobsen (11g23), Prader- Willi/Angelman (15g11.2), 16p12.2).
Upozorfiujeme, Ze stanoveni téchto rizik ale neni dosud validovano a ne-
vylucuje tedy moznost uvedenych chromozomalnich anomalii u plodu.
Chromozomalni vady se projevuji zvlastnim vzhledem, mentalnim posti-
Zenim a mnohocetnymi vadami organd. LéCba chromozomalnich vad nenf
v soucasné dobé mozna. Pohlavi plodu je stanoveno prikazem DNA chro-
mozomu Y.

2. Popis navrhovanych metod a postupt

Test je provadén z odbéru cca 10 ml krve. Asi ve 3% piipadd je nutno
odbér vzorku krve opakovat vzhledem k nedostatec¢né koncentraci DNA
plodu v krvi matky. Pokud se test provadi pfed 12. tydnem téhotenstvi rizi-
-ko opakovani odbéru je 6%. Opakovany odbér mdze byt vyzadovan kvili
jinym neoc¢ekdvanym divoddm, napf. poskozeni zkumavky pfi transportu
nebo pfi nestandardnich laboratornich podminkach. Odbér krve je prova-
dén pomoci vpichu jehly po dezinfekci mista vpichu. Vzorky krve budou
ulozeny ve zkumavkach EDTA/Cell - Free DNA znacky Streck a promicha-
ny jemnym otaéenim (osm az desetkrat) nebo z nich bude odstfedénim
extrahovana a poté zmrazena plazma nebo DNA.

Poté budou vzorky krve, plazmy nebo DNA odeslany do spole¢nosti BGI
Hong Kong Co., Ltd., se sidlem 2/F, 16th Dai Fu Street, Tai Po Industrial
Estate, Tai Po, Hong Kong. Vysledkem neinvazivniho prenatélni testu je
odhad rizika postiZzeni plodu trizomii tzn. “Fetalni Aneuploidii” vypocteného
ze zjisténych Usekl chromozomt plodu technikou ,sekvenovani nové ge-
nerace“ spojenou s bioinformatickou analyzou vysledk(. Prenatalni nein-
vazivni vySetfeni je bez rizika spontanniho potratu nebo infekce a je vysoce
presné — odhali vice nez 99 % pfipadd postizeni plodu vyse uvedenymi
trizomiemi. Vysledek vySetfeni bude pripraven do 3 tydnd od pfijeti vzor-
kd, ale v 90 % pripadd bude vysledek hotov jiz do 2 tydn(. Platba za test
bude vracena pokud test neni uzavien ani po druhém odbéru, pokud je
pravdépodobné Ze vysledek pfi druhém odbéru bude znam po 24. tydnu
téhotenstvi nebo pfi faleSné-pozitivnim vysledku.

3. Rizika vykonu, neo¢ekavanych nalezl pro pacienta a genetic-
ky pfibuzné osoby

PFi odbéru krve zcela ojedinéle mize v misté vpichu jehly dojit ke vzniku
modfriny, nebo zcela vyjime&né k zanétu. Vysledky neinvazivni prenatalniho
vySetfeni mohou mit pro Vas, pro Vas plod a pro pribuzné osoby nasledu-
jici pfima zdravotni ¢i jina rizika a ddsledky: predikce rizika postizeni plodu
chromozomalni vadou se zavaZznou prognézou.

| kdyz posledni publikované udaje ovéfily ucinnost tohoto testu u 99,91%
pripadu trizomie ¢. 21, 98,79% pfipadl trizomie &. 18, 98,7% pfipadl tri-
zomie ¢. 13 pfi riziku falesné negativniho vysledku testu <1%, nemdze byt
zatim povazovan za diagnosticky test, ale pouze za vysoce efektivni scree-
ningovy test. Proto i v pfipadé positivniho nalezu postizeni plodu je nutno
vysledek ovérit invazivnim vysetfenim choriovych klkd (CVS) nebo plodové
vody (AMC), zatimco normalni vysledek testu nemUize zcela vyloucit posti-
Zeni plodu. Je to dano limitaci sou¢asné technologie.

Vysledky tohoto testu mohou byt zkresleny, pokud sama matka ma chro-
mozomalni odchylku, pokud je test proveden v ¢asném téhotenstvi, kdy
jesté neni v krvi matky dostatek volné DNA plodu nebo pokud ma plod
vzacnou kombinaci chromozomalnich odchylek (napf. chimerismus, mi-
kroduplikace, mikrodelece). Vysledky testu také mohou byt zkresleny cizi
DNA, pokud matka dostala transfuzi nebo je po transplantaci kmenovych
bunék. Podle publikovanych vysledkl a nasich zkuSenosti je Ucinnost
PRENASCANU u dvoj¢at podobna jako u jednocetnych téhotenstvi. U&in-
nost testu kolem 99% prokazana u jednocetnych téhotenstvi mize byt u

dvojc¢at odlisna.
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INFORMATION AND CONSENT
TO GENETIC TESTING

1. Description of the purpose of sampling and genetic testing

The purpose of the proposed test is a non-invasive prenatal risk asse-
-ssment of fetal chromosomal disorders — primarily trisomy of chromo-
-some No. 21 (Down s.), trisomy No. 18 (Edwards s.) and trisomy No.13
(Patau s.) which are top three of the common chromosomal abnormalities,
usually due to the presence of one extra copy of given chromosome. The
test can determine the chance of disorders of sex chromosomes and the
chance of other trisomies of chromosomes 9, 16, 22 and some syndromes
of microdeletions (1p36, Van der Woude (1g32.2), 2gq33.1, Cri du chat syn-
drome (5P), DiGeorge 2 (10p14), Jacobsen (11g23), Prader-Willi / Angelman
(15g11.2), 16p12.2). Please note that the assessment of these risks has
not been validated yet and the possibility of the mentioned chromosomal
anomalies of the fetus cannot be therefore excluded. Individuals affected
by chromosomal disorders can be characterized by special facial features
and mental retardation often accompanied by multiple organ abnormali-
ties. At present, there is no cure for most of these disorders. Fetal gender
is assessed by detection of Y chromosome DNA.

2. Description of the proposed methods and procedures

The object of the procedure is blood sampling of approximately 10 ml.
A repeated blood sampling may be required due to a low concentration
of fetal DNA in about 3% cases. If the test is performed before 12. week
of pregnancy, the risk of resampling is 6%. Repeated blood sampling may
be required due to other unpredictable reasons such as damage of blood
samples or abnormal experiment procedures. Blood sampling is perfor-
med by using a special needle after disinfecting of the injection place.The
blood samples will be packed in EDTA/Streck’s Cell — Free DNA BCT and
mixed by gentle inversion 8 to 10 times. They can be also centrifuged and
the plasma part or DNA will be extracted and freezed.

After this procedure the samples will be sent to BGI Hong Kong Co., Ltd.,
registered office in 2/F, 16" Dai Fu Street, Tai Po Industrial Estate, Tai Po,
Hong Kong. The Non-invasive Prenatal Genetic Testing will provide an es-
-timation of the fetal risk being affected by ,Chromosomal Aneuploidies”,
by detecting fetal chromosomal materials with the new generation of high-
-throughput sequencing technology, coupled with advanced bioinforma-
tics’ analysis. This method is non-invasive, with no risk of causing mis-
carriage and intrauterine infection, and is highly sensitive, with accuracy
over 99%. The report will be available within 3 weeks from the time when
the laboratory receives the sample, but in 90% of cases the report will be
available within 2 weeks. Payment for the test will be returned if the test
is not finished even after the second sampling, if it is likely that the result
of repeated sampling would be known after 24" week of pregnancy or at
a false-positive result.

3. Risks of the medical procedure, and of unexpected findings
for the patient and genetically related people

The sampling of blood could rarely cause bruising or exceptionally infla-
-mmation in the place of injection. The test has for you, for the fetus or
relatives these direct health or other risks and consequences: prediction of
foetal multiorgan involvement with serious prognosis.

Although the latest research suggested that this test is highly accurate,
with detection rate of fetal Trisomy 21, Trisomy 18 and Trisomy 13 are
99.91%, 98.79% and 98.70% and a false negative rate <1%, this test still
cannot be considered diagnostic at present. It could only be considered as
a highly efficient screening test. Therefore, a positive result should still be
confirmed with conventional karyotyping procedure, while a normal result
cannot totally exclude the possibility of an affected fetus. This is the limita-
tion of the current technology.

The following situations are limited in our test: mothers with chromosomal
aneuploidies, very early pregnancy, chimera, chromosome microdeletion
or microduplication. If the pregnant women have received allergenic blood
transfusion, transplantation or stem cell therapy, there will be a possibility
of falseresult because of exogenous DNA. Based on reported studies and
our experience the performance of PRENASCAN in twin pregnancies is
probably similar to that in singleton pregnancies. Sensitivity and specificity
of this test about 99% is based on singleton pregnancies but can be diffe-
rent in twin pregnancy.
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4. VySetfeni ma tyto alternativy

m Invazivni vySetieni: Odbér choriovych kik{ (CVS) nebo plodové vody (AMC)
m Neinvazivni vySetfeni nabizena jinymi spole¢nostmi.

Méate pravo zvolit si z vySe uvedenych alternativnich vysSetreni.

5. Udaje o mozném omezeni v obvyklém zp(isobu Zivota a v pra-
covni schopnosti, Udaje o lé€ebném rezimu a vhodnych preven-
tivnich opatrenich

V pfipadé odbéru krve zadna omezeni nejsou. Samotné vysetreni je prova-
déno neinvazivng, a proto Vas nijak neomezuje v obvyklém zpUsobu Zivota.

6. Pouceni o pravu pacienta svobodné se rozhodnout o postupu
pfi poskytovani zdravotnich sluzeb
V souladu s § 28 odstavec 1 zakona ¢. 372/2011 Sb., o zdravotnich sluz-

bach, ma pacient pravo svobodné rozhodnout o postupu pfi poskytovani
zdravotnich sluzeb, pokud jiné pravni predpisy toto pravo nevylucuji.

7. Souhlas s vysetfenim

4. Alternatives of the medical procedure

® Invasive tests: chorionic villi (CVS) of amniotic fluid (AMC) sampling
m Non-invasive tests provided by other companies.

You have right to choose among the above mentioned alternatives.

5. Information on potential limitations in the usual way of life and
work skills, information about treatment regime and appropriate
preventive measures

In the case of blood sampling there are no restrictions after the procedure.

The testing is non-invasive and so it does not limit you in the usual way of
your life in any way.

6. Information about patient’s right to decide about the methods
of medical services freely
In accordance with Article 28 Para 1 of the Act Number 372/2011 Coll., on

medical services, the patient has right to decide freely about the methods
of medical services, if other acts does not avoid this right.

7. Consent with the testing

Timto vyslovné udéluiji:
/I hereby expressively grant my consent to:

svUj souhlas s vySe definovanym odbérem vzork( krve, s jejich odstredé-
-nim a extrahovanim plazmy nebo DNA a s jejich odeslanim spolecnosti
BGI Hong Kong Co., Ltd., se sidlem 2/F, 16" Dai Fu Street, Tai Po In-
dustrial Estate, Tai Po, Hong Kong, prostfednictvim spole¢nosti GENNET
Lab s.r.o. Také udéluji souhlas spole¢nosti BGI Clinical Laboratories (Shen-
-zhen) Co., aby vzorky podrobila neinvazivnimu genetickému testu chro-
mozomalnich odchylek a spolecnosti GENNET Lab s.r.o., aby vysledky
testu interpretovala.

Prohlasuiji, Zze jsem byla oSetfujicim Iékafem Uplné a dostatecné informova-
na o ddvodech vedoucich k planovanému vySetreni. Lékal mne podrobné
a srozumitelné seznamil s postupem a povahou navrhovaného vysetrenti,
jeho vyhodami a Uspésnosti. Dale prohlasuiji, ze jsem byla lékafem pouce-
na o nasledcich a moznych rizicich této metody, o jejich alternativach, ale
i 0 jinych zavaznych okolnostech s vySetfenim souvisejicich. Lékar mne
téZ informoval o moznych omezenich ve zplsobu Zivota a v pracovni
schopnosti po provedeni této metody a o mém pravu svobodné se roz-
hodnout oposkytnuti tohoto vysetfeni. Méla jsem moznost se lékare zeptat
na v8e,emu jsme nerozuméla. Lékar mi vSechny doplnujici otazky jasné
a srozumitelné zodpovédél. Véem bodlm uvedeného poudeni i odpoveé-
dim nadoplfiujici otazky jsem Uplné porozuméla.

Dale prohlasuiji, Ze jsem lékari sdélila vSechny skute¢nosti vyznamné pro
posouzeni mého zdravotniho stavu. Akceptuji upozornéni, ze v pfipadé
nepravdivosti tohoto prohlaseni nejsou vySe uvedené spolecnosti, ani
oSetrujici Iékar odpovédni za tim zplsobené nasledky. Zavazuji se, ze do-
jde-li k jakékoliv podstatné zméne, budu spolecnost neprodlené pisemné
informovat.

Souhlasim s tim, aby mé osobni Udaje byly pfedany vyse uvedenym spo-
leCnostem, a ze moje klinické Udaje budou uzity mym lékafem nebo la-
boratofi k auditdm, ke kontrole kvality vySetreni a védeckym ucellim pfi
zachovani anonymity mych osobnich tdajd.

the above specified sampling of my blood, for subsequent centrifugati-on
and extraction of plasma or DNA and for sending the samples through the
company GENNET Lab s.r.o. to the company BGI Hong Kong Co., Ltd.,
residing in 2/F, 16" Dai Fu Street, Tai Po Industrial Estate, Tai Po, Hong
Kong. | also grant my consent to the company BGI Clinical Laboratories
(Shenzhen) Co. Ltd to the non-invasive genetic tests of Chromosomal Ane-
uploidies and to the company GENNET Lab s.r.o. to the interpretation of
the test results.

| proclaim that | was informed by the doctor fully and in a satisfied way
about reasons leading to the planned testing. The doctor explained me
detail and clearly the methods of the testing, with it s advantages and
success rate. | further proclaim that | was informed by the doctor about the
consequences and potential risks of the method, about its alternatives and
about other important circumstances. The doctor also informed me about
possible restrictions in the way of life and working ability after performance
of this method and about my right to decide about the testing freely. | had
chance to ask the doctor about everything what | did not fully understand.
The doctor answered all my questions clearly and in a satisfying way. |
confirm that | understood all answers to my questions.

| further proclaim that | informed the doctor about all facts important to
consider my health. | accept the warning that in case of untrue of this
statement neither the above mentioned companies nor the doctor, are not
responsible for the caused consequences. | undertake the obligation to
inform the company in case of any change in a written form.

| agree that my personal data will be transferred to the above mentioned
companies and to the use of my clinical data by my physician and/or the
laboratory for the purposes of auditing, quality assurance and research
provided that | remain anonymous, unidentifiable, and all my personal in-
formation particularly is removed from any reports or publications.

Matka / Mother:
Chci znat pohlavi plodu (Ano) (Ne):
| want to know the gender of the fetus (Yes) (No):

Podpis matky / Signature:

Ja, nize podepsany(a)

timto potvrzuji, ze jsem fadné informoval(a) pacientku, jak uvedeno vyse.
Dale potvrzuiji, Ze u pacientky bylo provedeno genetické poradenstvi v
souladu s platnou legislativou.

I, the undersigned,

hereby declare that | have instructed the patient with the content of this
consent in an appropriate way as listed above. | furthermore confirm that
patient has been provided with relevant genetic counseling required by
legislation.

Datum / Date:
Podpis / Signature:
Referencie/Referenes:
1/ Chiu RW, et al. BMJ. 2011 Jan 11, 342:c7401. 2/ Ehrich M, et al. Am J Obstet Gynecol. 2011 Mar; 204(3).205.e1- 11. 3/ Dan S, et al. Pre jagn. 2012 Nov 9:1-8.
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