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PATSIENDI INFORMEERIMISE LEHT

NIPTIFY Focus Plus on CE-IVD margisega sdeluuring, mis hindab loote kromosomaalsete haiguste riski alates 10+
rasedusnadalast. Uuringu jaoks vOetakse rasedalt kuni kaks katsutit veeniverd. Test hindab lootel kromosoomide 13 (Patau
siindroom), 18 (Edwardsi sindroom), 21 (Downi siindroom) trisoomia riski, tidruk-lootel Gthe X-kromosoomi puudumist (Turneri
siindroom ehk monosoomia X) ja mikrodeletsioon 2211 (DiGeorge siindroom) esinemise riski. Soovi korral maaratakse loote
kromosomaalne sugu.

NIPTIFY testi tundlikkus on enam kui 99,9% trisoomiate 21, 18 ja 13, monosoomia X ja 22g11 mikrodeletsiooni* suhtes. Testi
spetsiifilisus on enam kui 99,9% trisoomiate 21 ja 18 ning mikrodeletsioon 22g11 suhtes. Monosoomia X ja trisoomia 13 suhtes
on testi spetsiifilisus 99,2%.

ULE-GENOOMNE UURING ja JUHULEIUD

NIPTIFY testi kdigus teostatakse kogu genoomi uuring, millel on vGime tuvastada tervete kromosoomide koopiaarvu muutusi
(trisoomiad ja monosoomiad) ning deletsioone ja duplikatsioone kliiniliselt olulistes genoomi piirkondades (mikrodeletsioonid ja
mikroduplikatsioonid). Analtsi on kaasatud nelja tilpi kdrvalekaldeid: trisoomia v6i monosoomia teistes autosoomides kui 13,
18 ja 21; osalised muutused kromosoomides 13, 18, 21; sugukromosoomide kdrvalekalded nagu Klinefelteri siindroom (XXY),
Jacobsi siindroom (XYY) v&i trisoomia X (XXX) ning mikrodeletsioonid ja mikroduplikatsioonid kliiniliselt olulistes genoomi
piirkondades. NIPTIFY raporteerib nimetatud korvalekalde kui juhuleiu ja AINULT SIIS, kui tuvastatakse muutuse korge risk.
Juhuleiud ei ole kliiniliselt valideeritud. Rohkem informatsiooni uuritavate juhuleiu piirkondade ja kaasuvate haiguste kohta
leiab kodulehelt NIPTIFY.ee/tulemused

TULEMUSED

NIPTIFY tulemused saadetakse Terviseportaali hiljemalt 10 t60paeva jooksul parast vereproovi jdudmist Tervisetehnoloogiate
Arenduskeskuse laborisse. Testi tulemuse ja jargnevate analllside vajaduse peab patsiendile selgitama arst, &mmaemand v&i
meditsiinigeneetik. Test vGib anda jargmised tulemused:

Madal risk. Tulemus naditab, et proovis ei tuvastatud trisoomiat 13, 18, 21, monosoomia X ega 22qll mikrodeletsiooni.
Tdendosus, et lootel esineb kromosoomhaigus on vdaga madal. Jargneb tavaparane raseduse jalgimine.

Kdrge risk. Tulemus naitab, et lootel on suur tdendosusus kromosoomide 13, 18 v3i 21 trisoomia, monosoomia X v&i 22q11
mikrodeletsiooni esinemisele. Kdrge riski tulemuse korral peab patsienti nGustama arst voi meditsiinigeneetik, kes teeb koos
patsiendiga otsused vajaminevate lisauuringute kohta. Ainult NIPTIFY tulemuse p&hjal ei tohiks teha otsuseid raseduse jargneva
kulu kohta, sest kromosoomihaiguse k&rge riski peaks kinnitama invasiivse diagnostilise testiga (looteveeuuringuga).

Juhuleid. Lootel on tuvastatud kdrge risk kliiniliselt olulisele juhuleiule. Juhuleiu korral peab patsienti ndustama arst voi
meditsiinigeneetik, kes teeb koos patsiendiga otsused vajaminevate lisauuringute kohta. Ainult NIPTIFY tulemuse pdhjal ei
tohiks teha otsuseid raseduse jargneva kulu kohta, sest juhuleiu korral peaks kdrge riski kinnitama ultraheliuuringuga véi
invasiivse diagnostilise testiga (looteveeuuringuga).

Ei ole vBimalik madrata. Vereproovi pdhjal ei olnud v&imalik usaldusvaarselt hinnata kromosoomhaiguste esinemise riski
(vahem kui 0,5% juhtudest). Patsiendil on v&imalus anda uus vereproov NIPTIFY kordusanaliiiisiks. Uks kordusanaliiiis on
patsiendile tasuta. Rohkem infot NIPTIFY.ee

METOODIKA

NIPTIFY uuringu kaigus anallusitakse raseda naise vereproovist eraldatud rakuvaba DNA Focus Plus meetodiga (Fragmented
DNA Compact Sequencing Assay for enriched fetal material) ja sekveneeritakse Illumina tehnoloogiaga. Terve genoomi andmete
p&hjal arvutatakse loote kromosoomhaiguste riskihinnangud.

RISKID JA METOODIKAST TULENEVAD PIIRANGUD

NIPTIFY ei asenda loote ultraheliuuringut, seerumskriiningut ega ei ole diagnostiline test. Seetdttu jadb véimalus vale-
negatiivseteks voi vale-positiivseteks tulemusteks. Test voib anda valetulemusi erinevatel kliinilistel pdhjustel: platsenta voi
ema mosaiiksus, kromosoomianomaaliad emal esineva kasvaja korral, ema on uuritava aneuploidsuse kandja v&i teised
bioloogilised ja tehnilised pdhjused. Madala kromosoomhaiguse riskiga testi tulemus ei valista teisi loote arengu
kdrvalekaldeid, mida tuvastatakse ultraheliuuringuga. NIPTIFY ei anna informatsiooni loote arengurikete kohta nagu naiteks aju
vGi sidame arenguhaired, selgroo vaararendid, loote kasvupeetus jt. NIPTIFY ei ole valideeritud mosaiiksuse, tasakaalustatud
translokatsioonide ja punktmutatsioonidega monogeensete haiguste tuvastamiseks. NIPTIFY testi ei saa teha mitmikraseduse
korral voi kui patsiendil on raseduse ajal diagnoositud pahaloomuline kasvaja. Rohkem infot NIPTIFY.ee

* DiGeorge mikrodeletsiooni (22g11) maaramise tundlikkus on arvutatud piiratud hulga kontrollproovide pdhjal. Teaduskirjanduse p&hjal on eeldatav NIPT testi
tundlikkus 22911 maaramisel 75 - 100%.
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NIPTIFY Focus Plus is a CE-IVD marked screening test assessing fetal chromosomal
disease risk from 10+ weeks of gestation. For the analysis, up to two tubes of venous
blood are taken from the pregnant woman. The test is clinically validated to evaluate
the risk of trisomy of chromosomes 13 (Patau syndrome), 18 (Edwards syndrome), 21
(Down syndrome), absence of one X chromosome in a female fetus (Turner syndrome or
monosomy X), and microdeletion 22q11 (DiGeorge syndrome) in the fetus. If desired,
the chromosomal sex of the fetus is determined.

The sensitivity of the NIPTIFY test is greater than 99.9% for trisomies 21, 18, and 13,
monosomy X, and 22q11 microdeletion*. The test’s specificity is more than 99.9% for
trisomies 21 and 18 and microdeletion 22ql1l. The test’s specificity is 99.2% for
monosomy X and trisomy 13.

GENOME-WIDE STUDY and INCIDENTAL FINDINGS

NIPTIFY performs a genome-wide study and has the power to identify copy-number
variants in entire chromosomes (trisomies or monosomies) and deletions and
duplications in clinically significant regions (microdeletions or microduplications). There
are four types of conditions under analysis: trisomy or monosomy in autosomal
chromosomes other than 13, 18, 21; segmental aneuploidies in chromosomes 13, 18,
21; sex chromosome aneuploidies like Klinefelter (XXY), Jacobs (XYY), trisomy X (XXX)
syndromes; clinically ~ significant regions for possible microdeletions and
microduplications. NIPTIFY reports such cases as incidental findings ONLY IF a high risk of
the condition is detected. Incidental findings are not clinically validated.
Homepage NIPTIFY.com/results provides detailed information about the regions and
conditions.

RESULTS

The NIPTIFY results are sent to the clinician by 10 working days after the blood sample
arrives at the Competence Centre on Health Technology (NIPTIFY) laboratory. The test
result and the need for subsequent analysis must be explained to the patient by a
doctor, midwife, or medical geneticist. The test can give four different results:

Low risk. The result shows that no trisomy 13, 18, 21, monosomy X or 22qll
microdeletion were detected in the sample. The probability that the fetus has a
chromosomal disorder is very low. The pregnancy is considered ‘normal” and monitored
regularly.

High risk. The result shows that the fetus has a high probability of trisomy 13, 18, 21,
monosomy X, or 22qll microdeletion. Patients with a high-risk result should be
counseled by a doctor or medical geneticist, who will make decisions with the patient
about the additional tests needed. Decisions about the subsequent course of the
pregnancy should not be made based on the NIPTIFY results alone. An invasive
diagnostic test (amniocentesis) should confirm high-risk chromosomal disease results.

Incidental findings. The fetus has been identified as being at high risk for other
chromosomal diseases. In this case, the patient must be advised by a doctor or medical
geneticist, who, together with the patient, will make decisions about the additional
tests. Decisions about the subsequent course of the pregnancy should not be made
based on the NIPTIFY results alone because a high risk should be confirmed by
ultrasound or an invasive diagnostic test (amniocentesis).

Unable to determine. Based on the blood sample, it is only sometimes possible (less
than 0.5%) to reliably assess the risk of chromosomal diseases. The patient can give a
new blood sample for the NIPTIFY retesting. One retest is free for the patient. More
information can be found at NIPTIFY.com

METHODS

During the NIPTIFY test, cell-free DNA isolated from a pregnant woman’s blood sample
is analyzed with the Focus Plus method (Fragmented DNA Compact Sequencing Assay
for enriched fetal material) and sequenced with lllumina technology. Risk estimates for
fetal chromosomal diseases from genomic material of placental origin are calculated
based on whole genome data.

RISKS AND LIMITATIONS ARISING FROM THE METHODOLOGY

NIPTIFY does not substitute ultrasound or serum screening and is not a diagnostic test.
Therefore, the possibility of false-negative or false-positive results remains. The test can
give false results for various clinical reasons such as placental or maternal mosaicism,
chromosomal abnormalities if the mother has a tumor, the mother is a carrier of a
studied aneuploidy or other biological and technical reasons. A test result with a low risk
of chromosomal disease does not exclude other abnormalities of fetal development
detected by ultrasound examination. NIPTIFY does not provide information about fetal
developmental disorders such as brain or heart developmental disorders, spine
developmental disorders, fetal growth disorders, etc. NIPTIFY is not validated to detect
mosaicism, balanced translocations, and monogenic point mutation diseases. The
NIPTIFY test cannot be performed in multiple pregnancies or if the patient has been
diagnosed with a malignancy during the current pregnancy. More information can be
found at NIPTIFY.com

* The sensitivity of determining the DiGeorge microdeletion (22q11) has been validated based on a limited number of control
samples. Based on the scientific literature, the expected sensitivity of the NIPT test for 22q11 determination is 75-100%.
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NHDOOPMALIMOHHBIN NTMCTOK 419 MALUMEHTOB

NIPTIFY Focus Plus - 3TO CKpUHWHIOBbIV TECT, MetoLwuin cepTuduraumio CE-IVD, KoTopbiit oueHMBaeT
PUCK XPOMOCOMHbIX 3abonesaHuin nnoaa, HavymHaa C 10 Heaenb 6epeMeHHOCTM. ﬂﬂﬂ aHanmia
bepeTca [0 ABYX NPO6 BEHO3HOM KPOBM Y HepemMeHHOM KeHLUMHbI. TECT KAMHUYECKU NOATBEPHKAEH U
No3BO/AET OLEHWUTb PUCK Tpucomun 13-oi (cuHapom Maray), 18-oit (cuHgpom 3asapaca), 21-oi
(cunapom [flayHa) XPOMOCOMBbI, OTCYTCTBMA BTOPOM X XPOMOCOMbI Y AeBoYek (cuHApom TépHepa,
MoHocommna X) M mukpogeneums 22qll (cuHapom OufKopmkwM). Mpy KenaHWM NauMeHTKK
BO3MOXXHO OMpPeAeNVTb XPOMOCOMHbIM NOA NAoAa.

YyscTBuTensHocts Tecta NIPTIFY coctasnser 6onee 99,9% pna Tpucomuu 13-oi, 18-oi, 21-i
XPOMOCOMbI, MOHOCOMMM X U MUKpoaeneumn 22q11*. CneupduyHocts Tecta Gonee 99,9% B cayyae
TpUcoMMiA 21-0it 1 18-0l1 XPOMOCOMbI U MUKpoAeneumn 22q11. B cnydae MOHOCOMMUM X 1 TPUCOMUM
13-01 xpomocomsl cneunduyHocTs Tecta 99,2%.

VCCNEJOBAHME BCETO FTEHOMA Y CIYYAVHBIE HAXOKU

NIPTIFY npoBoANT UcCnej0BaHWe BCErO reHoMa U cnocobeH 0BHapYKUTb U3MEHEHWA B YMCIE KONWIt
Ue/iblX XPOMOCOM (TPUCOMMM MM MOHOCOMMM), a TaKxKe yAaneHUa U AyNauMKaLunM B KAMHUYECKM
3HaYMMBbIX  061acTAX (MUKpOAENeuMuM W1 MWKPOAYNAMKALMM). AHANM3MPYIOTCA YeTbipe Tuna
CNy4aliHbIX HaXO0K: TPMCOMMA NN MOHOCOMMA B @yTOCOMHBIX XPOMOCOMAX, OT/INYHbIX OT 13-0i4, 18-
OM M 21-0i1 XPOMOCOMbI, CErMEHTapHbIE aHeynaouauu B xpomocomax 13, 18 v 21, aHeynaonaum
NOMIOBBIX XPOMOCOM, Takue Kak cuMHApPOM KnaiHdenstepa (XXY), cumHapom [ikeiikobea (XYY), n
cMHAPOM  Tpucomum X (XXX), a TaKKe KAWHWYeCKM 3Hauumble 06NacTM ANA  BO3MOXHbIX
MUKpoAeneuunin u mukpoaynaukaumnit. NIPTIFY coobuwaeT o Takux Caydanx Kak O CIyMaiHbIX HaxoKax,
TONBbKO EC/IN o6HapyeH BbICOKWIA puck 3abonesaHna. CnydaiiHble HaXOAKM KAMHWYECKU He
noateepskaeHbl. Ha rnasHon ctpaHuue  NIPTIFY.ee/ru/pesynbratsl npeactasneHa noapobHas

MHbOPMAaLMA 06 STUX PETMOHAX M YCNOBUAX.

PE3Y/IbTATHI

PesynbTaTbl Tecta NIPTIFY oTnpasnatoTca Bpadvy He nossHee, Yem yepes 10 paboumnx aHein nocne
noctynnexvs obpasua Kposu B nabopatopuio Tervisetehnoloogiate Arenduskeskus (NIPTIFY).
PesynbTaT TecTa 1 HeOBXOAMMOCTb MOCNeaylOWEero aHanm3a A0/MKHbI ObiTb 0BBACHEHbI NaLMeHTy
BPAYOM, aKyLIEPOM UAN MEAULIMHCKAM reHETUKOM. TECT MOXKET AaTb YeTbipe pasHbix pesyabrata:

Hwu3Kui1 pyck. Pe3ynbTaT nokasbiBaeT, 4To B 06pasLe He 0B6HapYsKeHO HY Tpucomun 13-oi, 18-oi1, uam
21-i1 XpOMOCOMbI, MOHOCOMUM X, MUKpoaeneumn 22qll. BepoATHOCTb HasMyMA XPOMOCOMHOTO
HapyleHua nnoja KpaliHe mana. bepemMeHHOCTb cuMTaeTca «HOpPManbHOW» W npeanonaraeTca
CTaHAapTHoe HabnoaeHWe 3a xoaom bepemeHHoCTY.

BbICOKMIA pUCK. Pe3ynbTaT 03HauaeT, YTo C 6ONbLIOK A0Nelt BEPOATHOCTU Yy NA0AA MOMKET ObiTb
Tprcomms 13-oi, 18-oi nam 21-oi XPOMOCOMbI, MOHOCOMUA X UK MuKpogeneumna 22q11. MaupeHTs!
C pe3synbTaTOM BbICOKOrO PUCKA AO/KHbI MPOKOHCY/IbTUPOBATLCA C BPAYOM WAM MEAMLIMHCKUM
reHeTMKOM, KOTOpbI/i BMECTe C NauMeHTOM NPUMET pelleHne O HeobXOAMMOCTU AONONHUTENbHbIX
TecToB. PelleHne O JanbHeiiem xoze 6GepemMeHHOCTM He AOMKHO ObiTb NPUHATO TONBKO Ha
ocHosaHuMM pesynstatoB NIPTIFY. MHBa3WBHbIA AMArHOCTUYECKUIA TecT (aMHMOLEeHTes3) AO/IKeH
noATBePAUTbL PE3YNbTaTbl BbICOKOTO PUCKA XPOMOCOMHbIX 3a60N1eBaHWit.

CnyJaliHble HaxoAKW. Y N10Ja BbIABAEH BLICOKMI PUCK APYriX XPOMOCOMHbIX 3a60eBaHuit. B aTom
cyyae, NauneHTKe HeobXoAUMO MPOKOHCYNTUPOBATLCA C BPAYOM MAWN MEAULMHCKAM FeHeTUKOM,
KOTOprFI 6\/LI,ET BmecTe C ﬂaLMEHTKOl;I NPUHUMAaTbL pelleHna o HEO6XO,CI'I/IMOCTI/I AONONHUTE/IbHbIX
vcenenosaHuii. OCHOBbLIBAACL MCKAOUMTENbHO Ha pesynbtate NIPTIFY He cneayeT npuHMMAaTh
HUKaKMX pelleHnit O TedeHnn 6epemMeHHOCTM, Tak Kak BbICOKWI PUCK AO/KEH BbiTb MOATBEPXKAEH C
nomoLbo Y3W UM MHBa3MBHBIM AMArHOCTUYECKMM TECTOM (aMHUOLEHTES).

HeBO3MOXHO OMpeAenTs PUCK. Ha OcHOBaHMKM 06pasla Kposm He Bceraa (MeHee 1%) BO3MOXHO

[IOCTOBEPHO  OLIEHUTb PUCK XPOMOCOMHbIX 3aboneBaHwid. Y nauueHTa ecTb BO3MOMXKHOCTb
npeaoCcTaBnTL HOBbIM 0Bpasel, KPoBKM AnA NoBTOpHOro TecTuposaHua NIPTIFY. OAMH NOBTOPHBbIN

aHanus nposoaunTca 6ecnnatHo. Bonbwe uHdopmaumm no ceoinke NIPTIFY.ee/ru/

METOAMKA

[na Tecta NIPTIFY 6ecknetouHas [HK, BbiaeneHHas u3 obpasua KpoBu BEPEMEHHON MKEHLMHbI,
aHasM3upyeTca ¢ nomoulblo metosa Focus Plus (Fragmented DNA Compact Sequencing Assay for
enriched fetal material) n cekBeHupyeTca ¢ ucnonb3oBaHnem TexHonoruu lllumina. Ha ocHosaHum
[laHHbIX BCEro reHOMa Moy4atoT OLEHKM PUCKa XPOMOCOMHbIX 3aboneBaHuit nnoaa.

PUCKM M OFPAHUYEHUA CBA3AHHBIE C METOAMKOWM
NIPTIFY He 3ameHsaeT Y3/ nan aHanu3 cbiBOPOTKM KPOBU U He ABAAETCA AMArHOCTUYECKUM TECTOM.
MO3TOMY BO3MOXHOCTb IOXHOOTPULIATENbHBIX UM NOKHOMONOMUTENbHBIX Pe3yNbTaToB OCTaeTcA.
TecT MOXeT faBaTb /IOXKHble Pe3y/nbTaTbl NO Pa3sAMYHbIM KAMHWYECKUM MPUYMHAM, TakMM Kak
MO3anLM3M NAALEHTbI UM MaTepU, Haiu4Me y MaTepu OnyxXonei Uan XPOMOCOMHbIX aHOMaNMin U
no APYrMM He 3aBUCALLMX OT NaLMeHTKU BUONOTUYECKUM M TeXHUYECKUM NpruynHam. HU3KuiA pruck
Ha/M4MA XPOMOCOMHOrO 3abosieBaHnA No pesy/nbTaTam TecTa He WUCK/IIOYAeT WHbIX OTKAOHEHWIA B
passuTMM NnoAa, BbiABAfembix npu nomoww Y3WU. NIPTIFY He npegocTasnseT uHpopmauuio o
HapylweHUAX PasBUTVA NNOAQ, TaKMX KaK HapyleHuA pasBATUA MO3ra WAW cepaua, HapylleHua
PasBUTMA MO3BOHOYHMKA, HapylleHua pocTa nnoga u npouee. NIPTIFY He noateepswaeH AnAa
obHapyxeHua cbanaHCcMpPOBaHHbIX TPAHCIOKALUMA M MOHOFEHHbBIX TOYEUHbIX
MYTaLMOHHbIX 3abonesaHuit. Tect NIPTIFY He npoBoAWTCA B CNy4ae MHOMONNOAHOW BepemeHHOCTU
(bonee pnByx NNOAOB) MAM €CAM Yy MAUMEHTKM 6blAO  AWMArHOCTUPOBAHO

MO3anuM3ma,

3/10Ka4eCTBeHHOe
HOBOODOpa3oBaHWe BO Bpemsa Tekyuiel bepemeHHOCTU. Bonee NoapobHY MHGOPMALMIO MOKHO
HaliTv Ha NIPTIFY.ee/ru/

* YysCTBUTENLHOCTD ONpeaeneHia Mukpoaeneu Auxopaxa (22q11) 0cHOBaHa Ha aHanM3e OrpaHUYEHHOTO KOMYeCTBa
KOHTPONbHbIX 06pa3yos. COTNacHO HayuHON AMTEpaType, OMuAGeMan yBCTeuTensHOCTs Tecta NIPT ana oBHapyserna
MuKpoaeneunn 22q11 75-100%.
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