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V. KET LUAN

Prenatal BoBs la xét nghiém di truyén phan
tlr ¢ d0 chinh xac cao vdi thai gian thuc hién
xét nghiém ngan (48h), gilp chan doadn sém cac
trudng hgp thai nhi cd cac bat thudng s6 lugng
NST 13, 18, 21, 23, va dac biét c6 kha nang phat
hién mot s6 h0| cerng vi mat doan NST thufdng
gap. Tuy nhién, ky thuat Prenatal BoBs van can
dugc tién hanh song song cung ky thuat nudi cay
t& bao 6i dé€ co dudc nhitng chan doan chinh xac
nhat cac rdi loan di truyén & thai nhi.
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GIAI TRINH TU’ SANGER PHAT HIEN POT GEN PARK?7
TREN BENH NHAN PARKINSON KHO'I PHAT SOM

TOM TAT

Gigi thiéu: Bénh Parkinson (PD: Parkinson’s
disease) la bénh da yéu to, cd thé do su’ tugng tac bdl
nhiéu gen hodc do su thay ddi tinh nhay cam cua cac
alen, cac yéu to m0| trugng, hodc do tuong tac qua lai
gitra moi tru’dng va biu hién gen, tu‘ dé 1am anh
hu‘dng dén hé than kinh. Gen PARKZ ndm trén nhiém
sac thé s6 1 md hoa cho protein DJ-1, d6t bién gen
PARK? gdy ra cac dang PD di truyén Ian trén nhiém
séc the thudng. Nghlen clru nay nhdm muc dich khao
sat cac bat thu‘dng trén gen PARK7 dé tir do gilp ta
hiéu thém vé dic diém di truyen cta bénh nhan
Parkinson Viét Nam. Muc tiéu: Xay dung quy trinh
phat hién dot bi€én gen PARK7 bang giai trinh tu
Sanger trén 20 bénh nhan Parkinson khdi phat sGm.
Phucong phap: Thu thap mau mau ngoai vi ctia 20
bénh nhan PD khd| phat sém, tach chiét DNA toan
phan, thiét ke moi va chun hoa quy tr|nh PCR khuech
dai 7 exon cla gen PARK?Z. Thuc hién giai trinh tu’ cac
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exon nav va so sanh k&t qud véi trinh tu’ chuén tr co
s@ dir liéu cla Trung tam Thong tin Cong nghe Sinh
hoc Quoc gia Hoa Ky (NCBI) nham phat hién cac bién
the trén 20 mau bénh nhan. K&t qua: Thiét k& dugc
cac doan mdi pht hgp, chuan hoéa dugc quy trinh g|a|
trinh tu Sanger gen PARK7. Phat hién 1 bién thé di
hop tir c.103G>A (p. Val35lle) trén exon 2 clia 1 bénh
nhan. Két luan: Nghién clu da tu thiét ké cac cdp
moi co6 tinh dac hiéu cao, khuéch dai dugc cac exon
muc tiéu qua két qua PCR va giai trinh tu. Xay dung
va t6i uu thanh cong quy trinh gidi trinh tu Sanger cac
exon trén gen PARK7. Nghién clu nay la tién dé thuc
hién cac quy trinh giai trinh tu cac gen lién quan dén
bénh ly Parkinson.
Tur khoa: Bénh Parkinson, dot bién gen, PARK7

SUMMARY
SANGER SEQUENCED DETECTED PARK?7
GEN MUTATION IN EARLY ONSET

PARKINSON DISEASE

Introduction: Parkinson's disease (PD) is a
multifactorial disease. The pathogenesis of PD might
result from gene-gene interaction, susceptible alleles,
environmental factors, or interactions between genes
and environmental factors, thereby affecting the
nervous system. PARK7 gene is located on
chromosome 1, encode for DJ-1 protein. Mutations of
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PARK-7 gene cause autosomal recessive forms of PD.
This study aims to investigate mutations in the PARK7
gene for better wunderstanding of genetic
characteristics of Vietnamese Parkinson's patients.
Objective: To standardize sequencing protocol for
detecting PARK7 gene mutations in 20 early-onset
Parkinson's patients. Methods: Peripheral blood
samples were collected in 20 early-onset Parkinson’s
patients. Genomic DNA was extracted, primers were
designed and the protocol for PARK7 gene sequencing
was developed. The sequencing results were aligned
with PARK 7 reference sequence in the National Center
for Biotechnology Information. Results: Appropriate
primers were designed, PCR and sequencing protocol
were standardized to successfully amplify and
sequenced 7 exons of PARK7 gene. One heterozygous
variant ¢.103G>A (p. Val35Ile) was detected.
Conclusion: The research has designed primer pairs
with high specificity, amplifying the target exons
through PCR and sequencing results. Sanger
sequencing process of all exons of PARK7 gene were
optimized. This study will pave the way for further
studies on other genetic causes of PD

Keywords: Parkinson's  disease,
mutation, PARK7 gene

I. DAT VAN DE

Bénh Parkinson (PD) la mot trong nhiing
bénh thodi hda than kinh ph& bién nhat, chi yéu
lién quan dén mat van dong dang k& (chdm vén
dong), run va suy giam tu thé. Ty Ié luu hanh
bénh PD trén toan thé gidi thay ddi tly theo khu
vuc, ¢ My va Chau Au, Trung Quéc va Nam My
udc tinh c6 khoang 100-300/100.000 ngudi dudi
65 tudi mac bénh PD, va ty 1& luu hanh tdng 1én
khoang 950/100.000 ngudi trén 65 tudi[1]. Cac
yéu t6 di truyén tiém &n véi nhiéu yéu t& moi
trudng, chdng han nhu hat thude 13 va tang tiép
xuc v@i thuGc trir sdu lam tang nguy cc phat
trién bénh PD, trong khi tiéu thu ca phé va tra cé
khd ndng lam gidam kha nang phat trién bénh
PD[3]. Nhitng hi€u biét vé& gen gay bénh PD va
vai trd cua di truyén d6i véi thé PD vo cén gilp
day manh viéc phat trién thubc diéu tri mdi.
Nghién cru vé yéu to di truyén cta PD cho phép
xac dinh va khao sat cac doi tugng co nguy cg bi
bénh ly thoai hda than kinh nay & giai doan sém,
tr dé tim ra phudng phap diéu tri, ngan ngla
bénh. Gen PARK7, ma hda cho protein DJ-1, nam
trén nhiém sic thé s8 1 gdbm cd 7 exon, ma hda
protein c6 189 amino acid, cd vai tro nhu bo
phan nhan cam cla té bao do6i vdi tinh trang
stress oxy hoa. Mat chiic nang DJ-1 dugc ghi
nhan la gdy nén tén thuong cd ché dap (ng
chdng oxy hoda théng qua su thay ddi chuyén
hoda cua glutamine va serin, cling vdi su hoat héa
tién viém & vi bao dém than kinh[4]. Dot bién
DJ-1 dudc xac dinh [an dau tién trén hai gia dinh

genetic

276

c6 quan hé cung huyét théng, mot gia dinh gbc
Ha Lan va mot gia dinh goc Y[5]. Day la nguyén
nhan hiém gdp cua PD di truyén lan NST thudng,
chiém 1-2% trudng hgp PD khdi phat s6m. Dac
diém cla bénh tién trién chdm va dap Ung véi
diéu tri levodopa. Vé&i nhirng tién bo trong khoa
hoc hién nay, dac biét la liéu phap gen trong
diéu tri (gen-therapy), viéc xac dinh chinh xac
gen gay bénh cho phép ching ta hi vong cé thé
loai bo, thay thé gen khiém khuyét, chira tri cho
bénh nhan. Bén canh do, vai két qua chan doan
gen gilp thuan Igi trong viéc tu van cho gia dinh,
nguGi than, khu trd gen khao sat, tam soat
ngudi mang gen bénh

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Pai tuogng nghién clru

Tiéu chudn lua chon: 20 bénh nhan dugc
chan dodn mac bénh Parkinson theo tiéu chuén
chdn doadn bénh Parkinson ctia Hiép hoi
Parkinson va ROi loan van dbéng qubc té
(International Parkinson and Movement Disorder
Society Clinical Diagnostic Criteria for Parkinson’s
disease) cd tudi khai phat bénh <50 tudi

Tiéu chuén loai tri: khi bénh nhan cd hoi
chirng Parkinson th(r phat va/hoac tir chGi khong
tham gia nghién ctru

2.2. Phuong phap nghién ciru

Thiét ké nghién cdu: Nghién cilu mo ta
loat ca

Dia diém nghién cdu: Trung tdm Y Sinh
hoc Phan tr - Trudng Dai hoc Y Dugc TPHCM

Cac quy trinh_thuc hién nghién cau:
Phuong phap thu mau: 2ml mau tinh mach cla
bénh nhan dugc chdn doan mac bénh Parkinson
sé dugc thu thap vao 6ng chong dong EDTA sau
khi bénh nhan da dugc giai thich ro vé nghién
ctru va ky dong thuan tham gia nghién ctru.

Téach chiét DNA: DNA téng s6 dugc tach
chiét bang bd kit GenJET Genomic DNA
Purification Kit theo hudng dan cia nha san
xudt. Cadc mau DNA sau tach chiét dugc kiém tra
nong dd va do tinh sach bang may do quang phé
Nanodrop. Cac mau cé néng do tur 15ng/pl va do
tinh sach A260/A280 > 1.8 dudc xem la dat yéu
cau thuc hién cac budc ti€p theo.

Thiét ké moi: Cac cap moi dac hiéu cho gen
va PARK7 dugc thiét k€ bang CLC Main
Workbench 5.5. D§ déc hiéu cua mdi dugc kiém
tra bang Primer-BLAST va phan (*'ng PCR.

Phuang phap PCR: S dung cac cdp moi dac
hiéu dé& khuéch dai cac exon cua gen PARK7.
Thanh phan phan (ng, nhiét do va s6 chu ky
nhiét dugc xem la t6i uu khi: (1) chi c6 1 san
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phdm PCR cé do dai bang véi d6 dai dudc thiét
k&; (2) san pham PCR dién di rd nét; (3) khdng
c6 band phu, nhiéu (smear). San pham PCR
dudc nhuém véi Gelred, dién di trén gel agarose
2% va doc bang may chup gel Geldoc

Gidi trinh tu Sanger: San phdm PCR dudc
tinh sach bang bd kit ExoSAP-IT™ PCR Product
Cleanup Reagent, sau do ti€n hanh giai trinh tu
theo khuyén cdo cua bo kit BigDye™ Terminator
v3.1 Cycle Sequencing Kit. Thanh phan phan (ng
bao gom: 1.5 pl Buffer 5X, 0.5 ul Bigdye, 1 ul
mdi F hodc R (1.6pmol/ul), 1 pl san phdm PCR
da dugc tinh sach. Chu trinh nhiét: 96°C-1 pht,
(96°C-10 giay, 50°C-10 giay, 60°C-4 phut) x 30
chu ky. San phdm PCR dung dé& giai trinh tu
dudc tla bang mudi NH4* va EtOH 100%, DNA
thu dugc hoa trong Hidi Formamide va chay giai
trinh tu trén may ABI 3500.

2.3. XU ly so liéu. Két qua qgiai trinh tu
dudc xtr ly trén phan mém CLC MainWorkbench
5.5 va so sanh v@i trinh tu tUr cg sd dir liéu cla
Trung tam Thong tin Cong nghé Sinh hoc Qudc
gia Hoa Ky - NCBI (NM_007262.5). Thong tin
bénh nhan dugc thu thap va x{r ly bang phan
mém excel.

2.4. Pao dirc trong nghién cilru. Nghién
citu dudgc chdp thuan cha H6i dong dao dirc
trong nghién ctu y sinh hoc Dai hoc Y Dugc
TPHCM s6 591/HPDD-DHYD ngay 27/06/2022.

IIl. KET QUA NGHIEN cUU i
3.1. Thong tin bénh nhan. Trong 20 mau
nghién ctu, cac dic diém 1am sang vé gidi, tudi
trung binh, tui khdi phat, hat thudc 13, tiép xic
thuéc trir sau, tién can gia dinh, giai doan
Hoehn-Yahr, thang diém MDS-UPDRS dudc
thdng ké trong Bang 1. Cu thé, & 20 bénh nhan
khai phat sém thu thap dugc cé 60% nam va
40% nif, tudi trung binh 44.25 tudi, dé tudi khdi
phét trung binh 1a 40.65 tudi, 7/20 bénh nhan c6
tién can gia dinh, tat cd cac bénh nhan chu yéu

thudc giai doan 2 (70%), 3 (20%) theo thang
danh gia giai doan Hoehn-Yahr.

Bdng 1: Pdc diém I3m sang cua bénh
nhan tham gia nghién cuu

Pic diém 1am sang  [Bénh nhan (n=20)
Gigi tinh
Nam (%) 12 (60)
N{ (%) 8 (40)
Tubi (Trung binh £ PLC)| 44.25 + 7.33
Tudi khéi phat
(Trung binh + PLC) 40.65 + 6.4
Hut thuoc la
Thudng xuyén (%) 1(5)
D3 tung (%) 9 (45)
Khong (%) 10 (50)
Tiép xuc thudc trir sau
C6 (%) 6 (30)
Khéng (%) 14 (70)
Tién can gia dinh
Co (%) 7 (35)
Khéng (%) 13 (65)
Giai doan Hoehn-Yahr
Giai doan 1 (%) 0
Giai doan 2 (%) 16 (80)
Giai doan 3 (%) 4 (20)
Giai doan 4 (%) 0
Piém MDS-UPDRS
(Trung binh % PLC)
Phan I 5,12+3,02
Phan II 9,2946,70
Phan III 30.47+15,44
Phan IV 2,17+2,50

3.2. Trinh tu’ cac doan mo6i dugc thiét ké
khuéch dai cac exon va ving lan can gen
PARK?7. Cac cap moi dudc thiét ké trén phan
mém CLC MainWorkbench 5.5 dua vao trinh tu
chudn clia gen PARK7 (NM_007262.5) dugc trinh
bay trong bang 2, théa cac yéu cau vé moi. Sau
khi ti€n hanh phan (rng PCR, cdp mdi nao khong
déc hiéu sé dugc thiét ke lai

Bang 2: Trinh tu' va dic diém cac moi di thiét ké’

Tén Exon| Tén moi Trinh tu (5'-> 3') Do dai (nu)| Tm [P dai san pham PCR (bp)

Exon 1 PARK7-1F | AATAAATGCGGCAGAGTCGC 20 59.5 734
PARK7-1R | GCGGTCAGTCAAATCCAACG 20 59

Exon 2 PARK7-2F | TTGGGGTATCTCAGGGTTGC 20 60 416
PARK7-2R | GCGTTAAATGTGAGCAGTGG 20 61

Exon 3 PARK7-3F | TTGTGTCACTGCCCTCTAGC 20 60.5 343
PARK7-3R | GCAATTGCCACATTCTACAG 20 60

Exon 4 PARK7-4F | TGTTCTATTGGCAGATAGGC 20 60 441
PARK7-4R | GCCGAGATTGTGCCACTGCA 20 60.5

Exon 5 PARK7-5F | GTGAGTGATTGGTTAGTGGC 20 61 238
PARK7-5R | GCCCTGCATGCTTTATGAAG 20 59
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Exon 6 PARK7-6F | CAATTGCTGGGATTACAGGC 20 59 293
PARK7-6R | GCAGTAAGCCAAGATCACGC 20 60

Exon 7 PARK7-7F | CTTCTAAGAGCTTGGAGTGC 20 60 816
PARK7-7R | GCTCGGTTTCCTAAAGTGCT 20 60

3.3. TOi uu hda quy trinh PCR. Thuc hién
7 phan (ng kém 1 ching 4m (nudc), thay doi
nhiét do bat cap dua trén Tm cla cac moi (58°C,
60°C, 62°C). Két qua dién di san phdm khuéch
dai cac exon dat yéu cau khi thiét két moi dugc
minh hoa trong Hinh 1. Thanh phan phan 'ng va
chu trinh nhiét dudc t6i uu nhu sau: thanh phan
phan &ng PCR c6 tdng thé tich 15ul bao goém:
1.5 pl Buffer 10X, 1.5 yl dNTPs, 1.5 pyl moi xudi
va moOi ngudc (10pmol/ul), 0.1 ul Takara Taq
Polymerase, 2 ul gDNA va 8.4 ul H20. Chu trinh
nhiét: 98°C-3 phut, (98°C-10 glay, 60°C 15 glay,
72°C-50 giay) x 35 chu ky, cudi cung on dinh san
pham PCR & 72°C-2 phdt. O mbi san pham, cac
band khuéch dai sang rd, khong chira band phu,
dung kich thudc thiét ké.

Exl ExZ2 Ex3 Ex4 Ex5 Exo6 Ex7 H20

1000bp

TOOLD

soovp ([

S00bD

I00bp

Hinh 1: Két qua dién di sén phdm PCR _
3.4. Cac bién thé gen tim thay trén mau
bénh nhan. Thuc hién giai trinh tu vdi cac

thong s8 thi nghiém t6i uu dé phan tich két qua
giai trinh tu 7 exon trén 20 mau DNA tUr bénh
nhén. K&t qua phat hién dugc 1 bién thé di hop
tr c.103G>A (p VaI351Ie) trén 1 bénh nhan
(hinh 2). Cac mau con lai khong ghi nhan cac
bién déi bat thudng trén cac exon nghién clu.
Bién thé ghi nhan dudc & dang sai nghla
(missense) di hgp va chua c¢d cong b6 nao vé
anh hudng Ién chirc ndng cua protein.

NM°°7252610ACGGTTGCAGGC
slation ORF/CDS v T A G

Conflict

€ N T T G €© A G

Consensus e T € A c
T x A

Translation ORF/CDS v

-]

Coverage

DHYDSEOB. G T € A € ¢C R T T G €© A G c
Translation ORF/CDS T

mnsme ANAA AN AAN /\/\/\

PARK? - rs770946447
€.103G=A (p.Val35lle)

Hinh 2: Két qua giai trinh tu’ gen PARK7

3.5. Du doan dot bién insilico. Do bién
thé tim dugc chua béo cdo chic ndng trudc day,
va chi xudt hién & ngudi chau A véi tan sudt thap
(dudi 1%), chung t6i sir dung cac phan mém du
doan dot bién nhu Polyphen-2, SIFT, Mutation
taster d€ du doan chic ndng bién thé trén. Bién
thé ¢.103G>A (p. Val35lIle) dugc du doan I lanh
tinh vGi ca 3 cong cu du doan (Bang 3).

Bang 3: Céng cu insilico du’ dodn chic ning bién thé

o a o -~ .~ | Cac cdng cu du doan chirc nang bién thé
Maso Gen | dbSNP | Magen | Bienthe —5op bon’S T SIFT | Mutation Taster
PD063|PARK7|rs770946447|NM_007262.5 (3'3/2?3(55?2) Lanhtinh | Lanh tinh | Da hinh don nu

IV. BAN LUAN

Trong thdi dai cong nghé gidi trinh tu cd
nhitng budc tién dang ké nhu ky thudt giai trinh
tu thé hé mdi, ky thuat giai trinh tu Sanger van
dugc xem la tiéu chudn vang dé phat hién cac
dot bién diém va méat/Idp doan nho. Nghién cliu
da tu thiét ké cac cap moi co tinh dac hiéu cao,
khuéch dai dugc cac exon muc tiéu qua két qua
PCR va giai trinh tu. Uu diém cla viéc tu thiét k&
moi la cé thé diéu chinh ving gen minh mong
muén, cé thé sir dung ma khong lo ngai vén dé
ban quyén so véi cac nghién clfu trude. Ap dung
toan bd quy trinh sau khi chuin hda Ién 20 mau
DNA, chung toi phat hién 1 bién thé c.103G>A
(p. Val35Ile) 6 mau PD63. Bién thé ghi nhan
dugc & dang bién thé sai nghia (missense) di
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hdp, nhung chua dugc cong bé chiic nang trudc
day. Cong cu du doan insilico cho thdy bién thé
nay nhiéu kha néng lanh tinh, khong anh hudng
dén chirc nang cla proteln

Can nguyen gay bénh Parkinson van chua
dudgc hiéu rd. Mot s6 yéu td nhu di truyén, moi
trudng, stress oxy hda, r6i loan chifc nang ty
thé... dugc ghi nhan co lién quan dén su phat
trién bénh. Hau hét cac gia thuyét cho rdng bénh
do su phGi hgp gilta yéu t6 moi truGng va di
truyén. Cac nha khoa hoc lan lugt xac dinh nhiéu
gen co lién quan dén Parkinson. Tuy nhién, chi
c6 khoang 10% cac trudng hop cd lién quan dén
gen bénh. Bén nay da cé 23 gen va locus dugc
xac dinh cd lién quan vGi bénh PD va dugc dat
tén la gen “PARK". Trong d6 gen PARK7 cé chiic
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néng bao vé té bao khoi cac stress oxy hoda, gen
nay di truyén lan trén NST terdng, cac loai dot
bién thu’dng gdp la dot bién diém, mat/I8p doan,
gdp & cac thé bénh dién tién cham dap Ung rat
tot vai levodopa, loan truong luc co, tan suat cao
r6i loan vé tam than va loan truang luc co, ti 1€
phat hién trén bénh nhan khdi phat sém la 1-
2%. Xét nghiém di truyén hoc déng vai tro quan
trong khi ma danh sach cac thé bénh Parkinson
co thé diéu tri dugc ngay mot tdng thém. Dac
biét, d6i vdi nhitng trudng hgp Parkinson dap
Ung vai dopa. Viéc xay dung quy trinh xac dinh
dot bién cac gen lién quan nhdam xac dinh chinh
Xac gen gay bénh cho phép ching ta hi vong cd
thé loai bo, thay thé gen khiém khuyét, chita tri
cho bénh nhan. Bén canh dd, vdi két qua chan
doan gen giup thuan Igi trong viéc tu’ van cho gia
dinh, ngudi than, khu trd gen khao sat, tam soat
ngudi mang gen bénh.
V. KET LUAN

Xay dung va t6i uu thanh cong quy trinh giai
trinh tu Sanger cac exon trén gen PARK7. Nghién
cru ndy budc dau ap dung trén cd mau nhd, lam

tién dé thuc hién cac quy trinh giai trinh tu cac
gen lién quan dén bénh ly Parkinson.

VI. LO1 CAM ON
Nghién ctu dugc nhan kinh phi tai trg tir Dai
hoc Y Dugc Thanh ph6 H6 Chi Minh
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PAC PIEM LAM SANG, CAN LAM SANG CUA THAI PHU NHIEM COVID-19
TAI BENH VIEN PHU SAN HA NOI

TOM TAT

Muc tiéu: M6 ta dic diém lam sang, can 1am
sang cua san phu nhiém COVID-19 tai Bénh vién Phu
San Ha Noi. Boi tugng va phudng phap nghién
clru: Ngh|en clru hdi ciu quan sat mo ta cat ngang,
1261 san phu dugc xac dinh dang nhiém COVID-19 co
tudi thai ttr 22 tuan trd 18n dén nhap vién diéu tri tai
Bénh vién Phu San Ha N0| tUr thang 12/2021 dén
thang 4/2022 Ket qua va két luan: Tudi thai trung
binh khi vao vién la 37.5 + 3.5 tuan. Ty Ié san phu
tiém phong vac xin covid 19 it nhat 1 mii trg 1én cua
cac thai phu chiém ty & 41.6%. Ty Ié bénh nhan
khong cd triéu ching (29.3%), cac triéu chiing lam
sang thudng gdp nhat la ho (57.3%), ngat mii
(41.2%), dau hong (40.3%), cac xét nghiém can lam
sang tang D-dimer (100%), giam BC lympho (52.7%).
Tudi thai cang nhé mirc d6 mac covid cang néng, tiém
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phong vdc xin Covid 19 trong thdi ky mang thai lam
giam nguy cd va giam mdc do nghiém trong cla bénh,
vGi muc y nghia thong ké p<0.011.

T khoa: SARS-CoV-2, COVID-19, san phu.

SUMMARY
CLINICAL AND PARACLINICAL
CHARACTERISTICS OF PREGNANT WOMEN
INFECTED WITH COVID-19 AT HANOI

OBSTETRICS AND GYNECOLOGY HOSPITAL

Objectives: To describe the clinical and
paraclinical characteristics of pregnant women infected
with COVID-19 at Hanoi Obstetrics and Gynecology
Hospital. Subjects and methods: A retrospective
observational cross-sectional study, 1261 pregnant
women who were confirmed to be infected with
COVID-19 with gestational age of 22 weeks or more
were treated at Hanoi Obstetrics and Gynecology
Hospital from December 2021 to April 2022. Results
and conclusions: The average gestational age at
hospital admission was 37.5 £ 3.5 weeks. The
percentage of pregnant women who had received at
least one dose of the COVID-19 vaccine was 41.6%.
The percentage of patients with no symptoms was
29.3%. The most common clinical symptoms were
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