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PAT VAN PE

Day moéng bam sinh (Pachyonychia Congenita - PC) 1a bénh di truyén
rat hiém gip. S6 lugng bénh nhan trén toan thé gidi mac hoi chimg nay duoc
woc tinh vao khoang tir 1.000 dén 10.000 bénh nhan [1]. Co quan ding ki
nghién ctru bénh diay méng bam sinh quéc té (International Pachyonychia
Congenita Research Registry - IPCRR) da bdo cao 1038 bénh nhan véi 118
dot bién, trong 547 gia dinh maéc bénh day mong bam sinh dugc xac nhan vé
mit di truyén vao thang 1 nam 2021 [2]. Bénh PC lién quan dén dot bién 1
trong 5 gen Keratin KRT6A4, KRT6B, KRT6C, KRT16, KRT17 [3]. Pay la b¢nh
di truyén gen trdi trén nhiém sic thé thudng, trong d6 khoang 70% bénh nhan
PC c6 cha hodc me bi bénh, 30% bénh nhéan PC 1a do dot bién méi xuat hién &
ca thé [4]. Biéu hién 1am sang chinh ciia bénh day moéng bam sinh 13 loan
dudng phi dai méng tay, mong chan; sing hod, nut gay dau long ban chan va
ban tay; bach san ludi, ting tiét md hoi long ban tay ban chan va cac nang
biéu b, nang chan long [5]. Cac tri€u ching ctia bénh day mong bam sinh d&
quan sat nhung ciing d& nham 1an véi cac bénh vé mong khac. Cac du hiéu
lam sang, xét nghiém thong thuong chi ¢ gia tri goi ¥ dén day mong bam
sinh. Bénh duoc chan doan xac dinh nho phan tich dot bién gen Keratin [4].
Hién nay, bénh chua c6 phuong phép diéu tri dic hiéu [6], liéu phap gen van
con dang trong giai doan thir nghiém. M6t s6 nghién ctru can thiép nham nang
cao chat luong cudc song ¢ bénh nhan PC da dem lai thanh tuu ban dau, gitp
bénh nhan quén di mic cam bénh tat va hoa nhép cong dong tot hon [7], [8],
[9]. Vi vay, viéc chan doan sém, diéu tri bénh sém khong nhiing tranh duoc
héu qua cta diéu tri nhAm ma con giup chit luong cudc sdng cua bénh nhan
t6t hon [3].

Trén thé gid1, nam 1904, lan dau tién Muller mé ta céc triéu chung lam

sang PC. Nam 2016, co quan IPCRR da dua ra dugc mot birc tranh toan canh,



rd rang hon vé bénh PC va cho thiy cac dic diém 1am sang chong chéo nhau
6 thé lién quan dén kiéu gen voi cac dot bién cu thé & cac bénh nhan PC
[10].

Tai Viét Nam, chua c6 nghién ctru nao vé bénh day mong bam sinh.
Tuy nhién bo cdo dau tién vé bénh nhan bi day méng bam sinh tai Hai Phong
dugc chan doan xac dinh bang phan tich gen Keratin di gitp ting nhan thirc
clia can bo y té va nguoi dan vé mot bénh hiém gip va dé nham 1an. Tur do,
mo rong nghién ciru sang loc, chan doan xac dinh ciing nhu quan 1y cham séc
cho nhirng bénh nhan PC ¢ Viét Nam.

Do d6, lam cach nao dé sang loc dugc bénh nhan PC tir nhiing bénh
nhan c6 biéu hién diay moéng néi chung? Pic diém 1am sang, xét nghiém
thuong quy va di truyén hoc cua bénh day moéng bam sinh & bénh nhan Viét
Nam nhu thé nao? Cac bién phap diéu tri nham nang cao chat luong cudc
séng cho cac bénh nhan d6 ra sao? Do 13 nhitng cau hoi cap thiét cua thuc
tién. Chung t6i tién hanh dé tai “Nghién ciru kiéu gen, kiéu hinh va két qua
chéim séc ho tro bénh day méng bam sinh ¢ tré em” véi 3 muc tiéu sau:

1. Xac dinh ty l¢ bénh day mong o tré em tai Bénh vién Da liéu T rung
Uong va Bénh vién Quoc té Green tir 1/8/2019- 31/8/2021.

2. M6 ta kiéu hinh va kiéu gen ciia cac bénh nhédn day méng bam sinh.

3. Nhdn xét két qua diéu tri, can thiép cham soc ho tro cho bénh nhdn
day méng bam sinh néi trén sau 6 thang.

Chung t6i hi vong véi két qua nghién ctru ndy s& gdp phan vao viéc
chan doan sém, cham séc ding cho bénh nhan diy méng bam sinh tai Viét

Nam.



Chuwong 1: TONG QUAN

1.1. Khai quat bénh day méng bam sinh
1.1.1. Mt s6 bénh Iy vé méng thwong giip & tré em

Bénh mong tay & tré so sinh va tré em la khong pho bién. Ty 1& mic
bénh vé mong thay d6i 3 dén 11% [11]. Cac bao céo vé bénh Iy mong & tré
em tuong d6i it va dir liéu dich t& hoc cling khac nhau, nhung déu thay su gia
tang ty 1&6 mac bénh. C6 nhiéu nguyén nhan giy bénh 1y vé moéng nhu di
truyén, bam sinh, nhiém trang, chin thuong... Mot sd bénh 1y thuong gip &
tré em:
1.1.1.1 Bénh cua giai doan so sinh dén 1 tudi
- Ngén tay dui trong: ¢ thé bam sinh hoic mic phai, 80% cac truong hop c6
phéi hop v6i bénh phoi.
- Hoi ching mong-xuwong banh ché: do d6t bién gen LIM Homeobox
Transcription Factor 1 Beta (LMX1B), ndm trong nhiém sic thé (NST) 9q34.
TG ching 1am sang gdém nhitng thay d6i & mong tay, dau gbi va khuyu tay,
cling nhu su hién dién cua stirng chau.
- Méng quip: tinh trang ndy c6 thé gay viém nhiém tring mong.
- Loan san ngoai bi: mot nhom r6i loan bam sinh phirc tap, duoc dic trung boi
su phat trién bat thuong ¢ hai hodc nhiéu cau triic ngoai bi (toc, mong tay,
rang va tuyén mod hoi).
- Mot s6 bénh méng bam sinh khac nhu moéng cong ngoén chan thir 4, thiéu
moéng, day mong bam sinh, bénh Darier. ..
1.1.1.2. Bénh ciia giai doan 1 dén 3 tudi
- Bénh xo cting bi bam sinh 12 mot rdi loan di truyén rat hiém gip. Lam sang
gd6m loan dudng mong tay, bach san miéng va tang sic t6 da lan rong.
- Epidermolysis bullosa (EB) 1a mot nhom cac r6i loan di truyén véi kiéu di

truyén troi hodc 1an trén NST thudng va do hon 300 dot bién (PB) trong gen



ma hoéa céac protein biéu bi khac nhau. LAm sang gém cac bat thudng vé mong
tay, mun nudc trén da [12].
- Léch ngoén chan cai bam sinh: ban moéng bj 1éch truc sang bén. Toén thuong
thuong bi hai bén, chi & ngén cai. Mong c6 thé day 1én hinh tam giac; mat di
do trong subt; thuong c6 mau xam, xanh luc [13].
- Tang san nép méng bam sinh: Bénh hay gip ¢ ngoén cai, nhu mot cai moi
phi dai ¢ phia bén cia ban méng. Lam sang chil yéu 1a viém cép tinh tai chd
do méng chan moc 1én, sung tiy va do cia méi phi dai gdy dau don.
1.1.1.3. Giai doan 3 dén 5 tudi
- Viém ngén xa bong nudc: nhiém khuan c6 bong nude (kich thude tir 10 mm
dén 30 mm) & d6t xa ctia mot hodc nhiéu ngdn. Nguyén nhan 1a lién ciu tan
huyét beta nhom A hodc tu cau vang khang methicilin [14].
- Ngoai ra bénh nhan cé thé bi cac bénh do virus nhu herpes simplex, mun
coc; cac bénh khac nhu lichen phﬁng, soc den doc mong...
1.1.2. Pinh nghia bénh day méng bam sinh

Day moéng bam sinh 13 bénh di truyén gen trdi trén NST thuong hiém
gip. Bénh giy nén 1a do dot bién dot bién 1 trong 5 gen Keratin KRT6A,
KRT6B, KRT6C, KRT16, KRT17 trén NST 12q va 17q, 1am r6i loan téng hop
Keratin, 1a mot protein c6 & moéng, da [4]. Khi thiéu hut Keratin gdy nén cac
triéu chimg ton thuong trén 1am sang & hé théng da va moéng nhu day mong,
loan dudng mong, day stng long ban tay ban chan va mot sé biéu hién khac
nhu phong rdp gy dau don, bach san miéng, u nang 16ng, ting tiét md hoi &
long ban tay ban chan va day sung nang 16ng trén than va tir chi.
1.1.3. Danh phap, lich sir va phén loai bénh day méng bam sinh

Danh phép qudc té cta bénh day méng bam bénh sinh 1a Pachyonychia
Congenita, viét tat 1a PC. Truong hop dau tién cta PC (c6 simg trén da) & mot

co gai Ireland duoc mo ta bai St George Ash dau nam 1685 [10]. Luan 4n tién



si nam 1716 cia Carl Musaeus vé “moéng tay quéi di” cho thdy 6ng 1a nguoi
dau tién dua ra gia thuyét rang chum triéu ching nhin thiy trong PC dai dién
cho mdt can bénh toan than goi 1a “morbus retius”. Muller dd mé ta va cé bao
c40 vé bénh PC vao nam 1904 [11]. Céac béo céo tiép theo dugce cong bd vao
nam 1905 béi Wilson va nam 1906 béi Jadassohn va Lewandowsky; hai tac
gia ndy da néi dén thuat ngit PC [12]. Dang PC c6 u nang bi dau lan rong lan
dau tién duoc Jackson va Lawler md ta trong tai liéu nam 1951 [13]. Nam
1994, co so phan tu cua PC da dugc lam sang té, bénh do dot bién bon gen
keratin K6a hoac K16 hoac K6b hodac K17 [14].

Trudc day, viéc phan loai bénh PC dua trén cac bao cao truong hop va
nhém nho ca bénh, roi loan 1am sang bénh da dugc chia thanh 2 loai chinh:
Pachyonychia congenita loai 1 do dot bién gen ma hoa keratin 6A (KRT6A)
hodc keratin 16 (KRT16). Pachyonychia congenita loai 2 do cac BB ¢ keratin
6B (KRT6B) hoic keratin 17 (KRT17). Hai typ ndy c6 thé phan biét voi nhau
nho triéu ching rang tu nhién & thoi ky so sinh [4]. Hién nay, dua trén dir licu
tr IPCRR, phan loai PC la dua vao gen BB [10], [12], [15]. Céach phan loai
theo gen PB gy bénh PC-K6a (do dot bién gen KRT6A4), PC-K6b (do DB
gen KRT6B), PC-K6c (do BB gen KRT6C), PC-K16 (do BB gen KRT16), PC-
K17 (do BB gen KRT17)

Bang 1.1: Mot sb gen Keratin ¢ ngudi

S6TT Gen OMIM | Vi tri trén NST Protein

1 KRT6A4 | 148041 12q13.13 Keratin, type II cytoskeletal 6A

2 KRT6B | 148042 12q13.13 Keratin, type II cytoskeletal 6B
3 KRT6C | 612315 12q13.13 Keratin, type II cytoskeletal 6C
4 KRTI16 | 148067 17g21.2 Keratin, type I cytoskeletal 16
5 KRTI17 | 148069 17qg21.2 Keratin, type 1 cytoskeletal 17

* Nguon: Theo Smith va c¢éng sw (2017) [4]




1.1.4. Dich té hoc bénh day méng bam sinh
- Tan suat: udc tinh s6 lugng bénh nhan PC trén toan thé giéi mac bénh nay
vao khoang tir 1.000 dén 10.000 ca [1]. Co quan IPCRR d3 béo cdo c6 118
dot bién trén 1038 bénh nhan trong 547 gia dinh mac bénh day moéng bam
sinh duoc x4c nhan vé mit di truyén vao thang 1 nam 2021 [2].
- Gi6i: trong bénh PC khong c6 su khac biét vé gidi méc bénh [4].
- Tudi: bénh thuong xudt hién sau sinh v&i biéu hién day mong tay chan [4].
1.2. Kiéu gen va Kkiéu hinh bénh diay méng bam sinh
1.2.1. Kiéu gen bénh diy méng bam sinh
1.2.1.1. Gen va chirc ning ciia gen giy bénh day méng bam sinh

Trong bai bao nam 2005 cua Leachman, hon 82 d6t bién trong bdn gen
keratins K6a, K6b, K16 va K17 dugc xac dinh doc 1ap. Gan nhu tat ca cac dot
bién duogc bo cdo xdy ra ¢ phan dau hodc phan cudi ciia mién trung tim gen
keratin. Nhitng ving nay duoc goi 1a ving ranh gidi chudi xoan cia
polypeptit keratin, ving khoi dau chudi xodn (trong mién 1A) va ving két
thuc chudi xodn (trong mién 2B). Nhiing ving ndy cuc ky quan trong ddi voi
su lién két dau cudi cua cac tiéu don vi protein trong tap hop cac soi keratin.
Hon nita, nd dai dién cho cic dot bién diém hay gip trong tit ca cic gen

keratin c6 lién quan dén ki€u hinh bénh tat & ngudi hién nay.

Hinh 1.1: Keratin d6t bién trong PC
* Nguon: Theo Leachman va céng suw (2005) [6]



Chit thich: Gian dé té chitc mién protein cua bon keratins lién két véi PC (K6a, K6b, K16 va K17). Vi tri gd‘n
diing ciia dot bién dwoc biéu thi bang cdc é danh s6. Cdc con sé trong cdc 6 cho biét s6 gia dinh dwoc bdo
cdo ¢é dot bién trong vung nay, tuc la $6 lan xudt hién dét bién déc lap. Luu y rcing phd‘n Ién cac ddt bién
duge tim thdy trong hodc gan ving khéi dau thio xodn ¢ mién 14 hodc ving két thiic thdo xodn ¢ cudi mién
2B. Cdc con sé bén dudi biéu do dai dién cho sé du axit amin trong chubi protein. Cac mién duoc hién thi
bao gom hop Integrated Sets of Information Systems - ISIS (mau xanh ld cdy) va mién phy twong dong HI va
H2 (mau xanh lam) va cdc mién cuén day 14, 1B, 24 va 2B (mau d6), dwoc phdn tach bang cdc trinh lién két

khéng xodan L1, L12 va L2 (den). Ldp lai ludn phién (S) dwoc gach dudi.
Gen gay bénh day mong bam sinh 1a mdt trong 5 gen KRT6A4, KRT68,

KRT6C (12q13.13), KRT16, KRT17 (17921.2):

Gen KRT6A

- CAu triic: cDNA bao gdm 9 exon va 2450 cip axid base mi hoa 564 amino
acid.

- Chure nang: ma hoa protein keratin 6A, ddy 1a mot nhém protein c6 ciu tric
dang ludi, ciing, l1a c4u trac co ban cua mot sb té bao nhu da, mong va mot )
mo. Keratin 6A dugc san xuit & mong tay, mong chan, da long ban tay, 1ong
ban chan va ni€ém mac bén trong khoang miéng. Nhirng so¢i keratin nay tao
thanh mot mang ludi day dic cung cap sttc manh va kha niang phuc hdi cho
da, méng va cac mo khac, giup cdc mo khoi su hu hai do ma sat cung cac tac
dong vat 1y hang ngay khac. Keratin 6A con c6 vai tro quan trong trong vi¢c
1am lanh vét thuong [4].

Gen KRT6B

- Cau triic: cDNA gdm c6 9 exon, 2331 cip acid base, 564 amino acid

- Chtrc nang: gen ma hoa protein keratin K6b ¢ ciu trac dang luédi, cting tao
nén khung mot s6 té bao & mé da, toc, moéng. Keratin 6b dugc san xuit ngay
tai mong tay, nang 16ng, va da & 1ong ban chan, ban tay, tuyén ba nhon cua
da. Nhitng soi keratin nay tao thanh mot mang ludi day dic cung cip st

manh va kha nang phuc hoi cho da, méng tay va cac mo khac, bao vé cac mo



nay khoéi sy hu hai do ma sat, tac dong vat ly khac. Ngoai ra, keratin 6b co
lién quan dén viéc chita lanh vét thuong [4].

Gen KRT6C

- Cau triic: cDNA bao gom 9 exon, 2345 cip acid base, 564 amino acid

- Chtrc ning: gen ma hod protein keratin K6¢ ¢6 ciu tric dang ludi, cimg tao
1én khung mot s6 té bao & md da, toc, mong. Keratin 6¢ chu yéu duoc tim
thay trong da. Nhimng soi keratin nay tip hop thanh cic mang ludi day dic
cung cap sttc manh va kha ning phuc hoi cho da, méng tay va cac mo khac.
Mang ludi céc soi trung gian keratin bao v¢ cac mo nay khoi bi hu hai do ma
sat va cac cang thang vat Iy hang ngay khac [4].

Gen KRTI16

- CAu tric: cDNA bao gém 8 exon, 1720 cap acid base, 473 amino acid.

- Chuc nang: gen ma hod protein keratin 16. Keratin nay 1a mdt nhom céac
protein cing, xo tao thanh khung cAu tric ciia mot sd té bao, dic biét 1a cac té
bao tao nén da, toc va mong. Keratin 16 duoc san xuat & mong tay, da & 1ong
ban tay va 1ong ban chin va niém mac miéng nam bén trong miéng. Keratin
16 hop tac véi keratin 6a, dé tao thanh cic phan tir goi 13 soi trung gian
keratin. Nhiing soi to nay tip hop thanh cic mang ludi day dic cung cap sirc
manh va kha ning phuc hdi cho da, mong tay va cac mo khac. Mang luéi cac
so1 trung gian keratin bao vé cadc mo6 nay khoi bi hu hai do ma sat va cac cang
thang vat 1y hang ngay khac. Keratin 16 ciing nam trong s6 nhiéu keratin c6
lién quan dén viéc chita lanh vét thuong [4].

Gen KRTI17

- CAu trc: cDNA bao gém 8 exon, 1574 cap acis base, 432 amino acid.

- Chirc nang: gen ma hoa protein keratin K17. Keratin 1a mdt nhom cac
protein cung, xo tao thanh khung cAu trac ciia mot sd té bao, dic biét 1a cac té

bao tao nén da, toc, méng va cac mo tuong tu. Keratin 17 dugc san xuat trong



mong tay, nang long va da ¢ long ban tay va long ban chan. N6 ciling dugc
tim thay trong tuyén ba nhon cua da, san sinh ra mot chat nhon goi 14 ba nhon
thudng bdi tron da va toc. Keratin 17 hop tac véi keratin 6b, dé tao thanh cac
phan tor duoc goi 1a soi trung gian keratin. Nhiing soi to nay tap hop thanh cac
mang ludi day ddc cung cip sitc manh va kha ning phuc hdi cho da, mong tay
va cac mo khac. Mang ludi cac so¢i trung gian keratin bado v¢ cac mo nay khoi
bi hur hai do ma sat va cac cang thang vat Iy hang ngay khéac. Keratin 17 ciing
nam trong sd nhiéu keratin c6 lién quan dén viéc chita lanh vét thuong [4].

Céc keratins 13 cac protein dang soi trung gian dién hinh ctia biéu mo,
cho thdy mtrc d6 da dang phéan tir vuot troi. O ngudi ton tai 54 gen keratin
chtrc nang. La mot phan cta té bao biéu md, keratins rat quan trong d6i voi su
6n dinh co hoc va tinh toan ven cua cac té bao va md biéu mé. Hon nira, mot
s6 keratins ciling c6 chirc nang diéu tiét va tham gia vao cac con dudng truyén
tin hiéu nd1 bao, vi du nhu bao v¢ khoi cang th'fmg, chita lanh vét thuong.

Céc protein keratin tao thanh mot mang ludi trung gian trong tat ca cac
té bao biéu mo. Biéu md & cac vi tri khac nhau trong co thé thi cac keratin &
d6 cling khac nhau. Céc keratin lién quan dén bénh day moéng bam sinh 1a
thanh phan ciu tao 1én moéng tay, mong chan, 10ng ban tay, long ban chan,
niém mac miéng, toc. Do do, khi bi dot bién gen keratin thuong gay ra ton
thuong ¢ nhitng vi tri co thé vira néu. Hau hét cac dot bién ndm ¢ ving 1A va

2B cua cac gen keratin [17].

L1 L12 L2 s V2
%

Hinh 1.2: So d6 cau trac protein co ban cua soi keratin

* Nguon: theo Smith va céng si (2017) [4]
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Chit thich: cdu tric protein co ban cua soi keratin: bao go”‘m mot thanh xodn 6c dwoc chia thanh 4 mién (14,
1B, 24, 2B) duwoc két néi véi nhau bcing cdc lién két khong xodn (L1, L12, L2). Mot mo-dun khoi tao xodn va
phdn doan mé-dun két thiic xodn cé thé dwoc tim thdy & hai dau ciia thanh xodn éc alpha (ki hiéu mau do) va
dwoc bao ton cao theo trinh tw giita cac keratin. Nhu voi hau hét cac réi loan keratin khdc, hau hét cac dot
bién & PC xady ra trong cdc mién ranh giéi xodn dwoc bdo ton cao & cudi mién que. Chirc ndng thich hop
ciia cde viimg duge bdo ton cao nay dwong nhi rdt quan trong doi véi s ldp rdp soi keratin binh thuong va
tinh toan ven té bao hoc, dot bién dan dén sy mong manh ciia té bao. Mién dau khéng xodn (V1) va mién

duéi (V2) bao quanh cdu triic protein co bdn.

1.2.1.2. Dot bién gen

Dot bién gen 1a su thay doi trong trinh tu nucleotide cia mot ving ngan
ctia mot gen [18], [29]. Céc loai dot bién:
Dot bién diém
- Pot bién im lang: su thay thé nucleotit ma hoa cho cting mét loai axit amin;
do d6, khong co sy thay d6i trong trinh ty axit amin hodc chtrc ning cia
protein.
- Dot bién thiéu sot: khi su thay thé nucleotide dan dén thay doi axit amin.
Dot bién sai nghia c6 tac dong khac nhau nhung c6 thé din dén giam hoic
thay d6i chirc niang protein (vi du: bénh hong cau hinh liém).
- Dot bién vo nghia: khi su thay thé bazo dan dén stop codon va két qua cac
san pham protein nay bi cat ngan va thuong khong c6 chic ning.
- Dot bién dich khung: viéc thém hodc xda cac nucleotide khong chia hét cho
3, dan dén viéc doc sai cac nucleotide xudi dong. Nhiing protein nay c6 thé
ngan hon hodc dai hon, va chirc ning protein c6 thé bi gian doan hodc thay
d6i (vi du: chimg loan dudng co Duchenne) [19].
Dot bién xod mét hodc nhiéu axit bazo: 1am thay d6i trinh ty DNA bang
cach loai b it nhat mot nucleotide trong gen, do d6 c6 thé thay doi chirc ning

cua protein hodc anh hudng cac protein khac.
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X6a 3 nucleotide

..ATquQTAﬁﬁG;AT‘FCAJAﬁAAA*ATATA”
met gly tyr ser lle pro stop

/

-ATGGGCAAATATAGCATTCCATAAAAATATATA..
met gly lys tr ser ile pro stop

\ Xéa 1 nucleotide

ATGGGAAATATAGCATTCCATAAAAATATA
i i P i ) i = i i 2 )

mot gly asn ile al phe his lys asn llo

Hinh 1.3: Dt bién x6a nucleotid
* Nguon: theo Brown va céng sw (2002) [20].

Dét bién thém mét hodic nhiéu axit bazo: viéc chén cac cip acid bazo bo
sung co thé dan dén dich chuyén khung tuy thudc vao viée c6 hay khong cac
boi s cua ba cap acid bazo dugc chen vao.
Dét bién viva xod, vira thém: DB nay xay ra khi sy x6a va chén xay ra dong
thoi & cing mot vi tri trong gen. Trong mot PB chén doan, it nhat mot
nucleotide bi loai bé va it nhat mét nucleotide duge chén vao do do protein
tao thanh c6 thé khong hoat dong binh thudng.
Dot bién Igp lai: thuong gan lién véi DB lip doan NST khién cho mét hodc
nhiéu nucleotit trong gen duoc sao chép va 1ip lai bén canh trinh ty ADN ban
dau, dan dén co thé 1am thay doi chirc ning ctia protein duoc tao ra tir gen.
Do doan: sy dao nguoc 1am thay d6i hon mot nucleotit trong gen bang cach
thay thé trinh ty ban dau béng trinh ty tuong tu theo thar ty nguoc lai [20].

Nguyén nhéan cuia dot bién: c¢6 nhiéu nguyén nhan dan dén DB gen nhur:
16i trong sao chép DNA, 15i trong tai to hop DNA, hoa chit gay hai cho DNA
[19], [21].

Dot bién trong gen keratin 1am thay d6i cdu trac cua protein keratin,

ngdn chdn céc protein nay hinh thanh mang ludi manh me, 6n dinh trong cac
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té bao. Khong c6 mang ludi nay, cac té bao da trd nén mong manh va dé bi
ton thuong, khién da khong chiu duoc ma sat va chin thuong nhe ngay ca cac
hoat dong binh thuong nhu di bo cling co thé khién cac té bao da bi pha vo,
dan dén sy hinh thanh cidc mun nudc va vét chai nghiém trong, dau dén. Cac
keratin khiém khuyét ciing 1am gian doan sy phat trién va chirc ning cia cac
té bao trong nang 10ng va moéng, dan dén céc triéu chimg khac cta bénh day
mong bam sinh.

1.2.1.3. Pic diém ki¢u gen dot bién gy bénh day méng bam sinh

Tinh dén thang 1 ndm 2021, IPCRR d3 théng ké trén thé gidi co 1038
bénh nhan dugc chan doan xac dinh PC vdi 118 ddt bién khac nhau, trong do
c6 412 bénh nhan PC-K6a, 93 bénh nhan PC-K6b, 34 bénh nhan PC-Ké6c, 338
bénh nhan PC-K16, 161 bénh nhan PC-K17.

Céac dot bién cu thé di duoc du 4n PC quéc té bao céo cu thé [2]. Trong
d6, hau hét cac bénh nhan PC déu c6 dot bién & cudn keratin 1A hodc cudn
2B, dic biét 1a trong vung ranh gidi dugc bao ton. Cac dot bién bao gdm ca
thay thé va xda, ngoai ra con c6 BB chén, dich chuyén khung [17], [22], [23].
Trong sd nhitng ngudi mang dot bién trong KRT6B va KRT6C, cac dot bién
thuong duoc tim thay trong mién cudn diy 2B. Mit khac, cac dot bién trong
KRT6A4, KRT16 va KRTI7 thuong dugc tim thdy trong mién cudn day 1A.
Mot s6 bénh nhan c6 d6t bién & ving dau ctia KRT6A4 (n = 9) va KRT16 (n =
2), trong khi dot bién ¢ viing dudi (n = 18) chi thay ¢ bénh nhan KRT64. Hién
tai, chua phat hién duoc dot bién nao trong cac cudn day 1B hoac 2A.

C6 56 kiéu BB duy nhéat da dugc nhin thdy ¢ nhiing bénh nhan c6 dot
bién KRT6A, 6 6 KRT6B, 4 & KRT6C, 16 & KRT16 va 20 & KRT17. Trong do,
DB kiéu N172del (n =109) cua KRT64 phd bién nhat, ciing kiéu DB nay
trong KRT6B 13 pho bién thtr hai (n =26) va dot bién phd bién thir ba 1a dot
trong KRT6C duogc thay (n =5). PB kiéu E472K ciing 1a mot dot bién phd
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bién dugc thdy & KRT6A (n =19), KRT6B (n =52) va KRT6C (n=15) bénh
nhan. BB kiéu N125S ( n = 17) 14 d6t bién thuong thiy nhat & bénh nhan
KRT16, tiép theo 1a R127C (n = 13) [22].

Kéa IPCRR PC MUTATIONS JAN 2021 K16 S
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CI3GC AP £l 1 < 3 C1237GPA [ZIES 313
ST TG B 3 3 for those in the IPCRR who are genetically confirmed as canT (353 [
[CTRIGT TR0 1 Pachyonychia Congenita N T DR RT |2 3
1860165 Ta01G>T 2 s ’ I - 371 3730e(TCA 124 N1 25aeirett 9 |1
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S1.1G>1 SAGT 1 c3NTC 2% 5 |4
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[C 2T IIIDg 7 1 < ":’G LI 212
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Hinh 1.4: Danh sach dot bién PC va phan tram céc kiéu dot bién PC
* Nguon: Janice Schwartz [2]

1.2.1.4. Pic diém di truyén trong gia dinh

Day moéng bam sinh 13 bénh di truyén gen troi trén NST thudng nén
tuan theo quy luat di truyén troi. Bénh PC duoc truyén lién tuc qua céc thé hé
trong gia dinh. Néu trong gia dinh ¢c6 mgt con don doc bi bénh thi thuong 1a
d6t bién moi. Ty 16 mic bénh & ca hai gidi 1a nhu nhau.

Cac kiéu két hon trong quan thé cua quy luat DT trdi, NST thuong la:
néu ta goi gen troi gay bénh 1a A, gen binh thudng 13 a thi ta c6 cac kiéu két

hon nhu sau:
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1. P :aa(lanh) x Aa (b¢nh) 2. P: aa (lanh) x AA (bénh)
Fl:1Aa:3aa Fl: 4 Aa
50% bénh, 50% lanh 100% bénh
3. P: Aa (bénh) x Aa (bénh) 4. P: AA (bénh) x Aa (bénh)
F1: 1 AA: 1Aa: 1 Aa: laa F1:3AA:1Aa
75% bénh, 25% lanh 100% bénh
5. P: AA (bénh) x AA (bénh)
F1:4 AA
100% bénh

Trong quan thé dan cu chiing ta thudng gip két hon theo kiéu thir nhat,
bb hodc me binh thuong két hon véi ngudi bi bénh nhung 14 di hop tir mang
gen bénh (Aa), cho nén kha ning sinh con cua ho 13 50%, con cac kiéu két
hon khac rat hiém gap.

Trong cac bénh DT trdi trén NST thuong hay xay ra kha nang 1, do do
con cua ho ¢6 50% nguy co bi bénh do di truyén tir bd hodc me bi bénh.

Vi du: pha hé¢ mot gia dinh mic bénh DT trdi trén NST thuong.

[ﬁ‘

e [0 IO B0 S
D el Lem ) O @

Hinh 1.5: Pha hé mot gia dinh mac bénh DT troi trén NST thuong
* Nguon: Theo David Craufurd va cong s (2015) [24]

Chii thich: hinh tron la gidi nit, hinh vuéng la gidi nam, cac hinh trang thé hién cd thé binh thuong, hinh den

thé hién cd thé bi bénh, hinh gach chéo la di mat.

1.2.1.5. Sinh ly bénh
Trong nghién ctru ciia A.G. Zieman va P.A. Coulombe tim hiéu sinh Iy

bénh cua cac ton thuong day stng 1ong ban chan & chudt khong c6 Krt16 da
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dua ra két qua nhu sau: c6 ba giai doan tién trién chinh cua cac t6n thuong
gidng day stmg 1ong ban chan ¢ chudt c6 dot bién Krt16. Trude khi bit dau
ton thuong, cc té bao sing & da 1ong ban tay (ban chan) c6 cac khuyét tit cu
thé trong biét hoa giai doan cudi, bao gdm mat biéu hién Kr¢9. Tai thoi diém
khéi phat day sung long ban chan, c6 su oxy hoa tang cao va giam hoat tinh
tin hiéu Keapl — Nrf2. Trong qué trinh day stng long ban chan dién ra, co
mot khiém khuyét rd cta 16p bicu bi dé duy tri hodc gitp trd lai can bang noi
moi binh thudng [25]. Tuy nhién, trong PC sy khic nhau trén 1am sang cua

cac bénh nhan van chua dugc giai thich ro.

Tubi ciia chudt khéng coé Krt16

Tién day sirng long ban
chan
(lac 2 tuan tudi)

Khdi phat day sirng long
ban chan
(lac 4 tuan)

Day sirng Idong ban chan
hoat déng
(lac 8 tuan)

(b)

Sy thay déi I6p hat

Mat su biéu hién
Krt9/K9

Giam oxy hoa

Gidm hoat ddng tin
hiéu Keap1-Nrtf2

Ma&t can bang ndi méi
Viém

Tang DAMPs

Khéi phuc sur biéu
hién clia Krt9/K9
théng qua su kich
thich sy thay déi 16p
hat

Khéi phuc hoat dong
clia Ntf2 tai chd cua
SF

Khéi phuc hang rao
ndi madi théng qua
con dudng tac dong
vao muc tiéu stress

Hinh 1.6: Sy phat trién cta cac ton thuong giéng day stmg long ban chan &
chuot khong co Keratint 16, Itc 2 tuan tudi, lic 4 tudn, lac 8 tuan.

* Nguon: Theo A.G. Zieman va P.A. Coulombe (2020) [25].

Chil thich: (a) M6 hoc ciia da ban chdn khong ¢6 Krtl6 6 2, 4 va 8 tudn wéi. Sau 2 tudn, dg day va kién triic tong thé cia
biéu bi binh thuong, khi kiém tra kj hon, cdc thay déi bao gom siw xudt hién bat thuong ciia I6p hat, ¢é thé thdy su ting
lén ciia cdc té bao sirng va ty ¢ nhdn gidm & cdc té bao sieng nén day. O 4 tudn, ndi soi da thdy xudt hién cdc ton thwong:
day nhe biéu bi (dermis — Derm). Pén 8 tuan, c6 s day lén dang ké cia I6p biéu bi séng (epidermis - Epi) va I6p simg
(stratum corneum - SC), sw xdm nhdp ciia cdc té bao mién dich va sw ly gidi 1é bao siéu mé gidi han.

(b) Nhitng thay déi phan tir xay ra ¢ 2, 4 va 8 wan tuéi & da ban chan chudt khéng c6 Krtl6 (Danger Associated
Molecular Patterns - DAMPs).

(c) Cdc can thiép diéu tri tiém ndng cho méi giai doan phdt trién ciia ton thuwong (sulforaphane — SF)
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1.2.2. Pic diém kiéu hinh bénh day méng bam sinh

Hau hét cac bénh nhin day méng bam sinh déu biéu hién cic triéu
chtng 13 rang trude 10 tudi nhu diy mong tay, mong chan, ndi hat stg trén
da, stimg hoa long ban tay chan gay dau... Ngay ca cac thanh vién gia dinh
méc cung loai dot bién thi biéu hién 1am sang va mirc d0 nang nhe cling khac
nhau [4].
1.2.2.1. Loan duwdng day mong

Pay la dic diém lam sang chu yéu cta bénh diy méng bam sinh,
thuong thay rd tir vai thang dén vai nam sau dé. C6 hai dang day mong [4]:
- Mong tay dai ra hét ¢& va cong vubt nhon 1én nhu moéng chim do gia ting
chét stng.
- Méng ¢6 nén méng nglmg phat trién sém, gia tang chat simg ¢ ddu mong.

Mong c6 thé bi d6i mau. Bé mit ciia méng tay cé thé tho rap hodc min
mang, ddu ngédn tay xa cd vé hoi phong 1én [12]. Can phai chim s6c moéng
lién tuc dé ngin ngira sy phat trién qua mic va chin thwong. Chimg loan
dudng moéng thuong giy kho khan cho cac hoat dong nhu md lon hoac chai

nudc uong.

Hinh 1.7: Biéu hién day moéng cua bénh nhan day méng bam sinh

* Nguon: theo Janice Schwartz (2021) [2]
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1.2.2.2. Sirng hoa long ban tay, ban chan.

Hién tuong stng hoa nay thudng bat dau trong vong vai nim dau doi,
khi tré bt dau ting can va tap di. Day sing ¢ long ban chan thuong rd hon
1ong ban tay. Day stng khu tra, khong ban d6, cing, cha yéu & cac diém ap
luc cua ban chan hodc ¢ cac khu vuc stir dung lau dai trén ban tay (vi du noi
chéng nang hoic & cac nép gap ngon tay). Hiém khi cac vét stmg hod, xo chai
xuat hién ngoai 1ong ban tay, 10ng ban chan va cac ving da tiép giap no. Giay
hodc dé 16t chuyén dung lam thay d6i su phan b 4p luc trén ban chan ciing co
thé 1am thay d6i hinh thai ctia bénh day stmg ban chéan theo thoi gian [4].

Su phong rop thudng xay ra trudc qua trinh ting sing va thudng cé thé
nhin thiy cac mun nudc & ngoai vi clia ting simg hodc ¢ dudi cac vét chai.

Day stng 10ng ban chan thuong rat dau va mirc ¢ kho chiu da trai qua
thuong khong tuong ximg véi mic do day sung hién tai. Cac truong hop
nghiém trong thuong phat trién thanh vét ntt kém theo nhiém tring thtr phat
va can phai cat cic vung ting siung thuong xuyén dé kiém soat con dau.
Nhitng con dau giy ra do phong rop khién bénh nhan khong thé tu di ma phai
nho dén nang hodc xe lan. Mdt s6 bénh nhan théy dau tang khi thot tiét nong
btrc, va giam di khi thoi tiét mat mé [2].
1.2.2.3. Bach sian miéng

Bach san miéng 12 mang tring day trén ludi va niém mac miéng. Céc
bé mat loi it bi hon [4]. Triéu ching nay thuong xuat hién ngay sau khi sinh,
c6 thé 1a ddu hiéu sém nhit ciia PC va thuong gy kho khan trong viéc b me
va bl binh. O tré nhii nhi, bach san miéng phat trién day lén, tir traing dén
vang va thudng bi nham 1an v6i nAm Candida Albicans, bénh sti mao ga mau
tring hodc ludi c6 16ng [4], [14].

Mot biéu hién miéng thuong gip khac 1a viém khoe miéng. Viém méi

thuong biéu hién nhidém trang thir phat do vi khuan va ndm men. Vé mat mo
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hoc, khong quan sat thay chimg mét té bao hoc. Céc t6n thuong niém mac cho
thay c6 16p simg va 1p stmg hoa rd rét trong khi khong co 16p hat [4].
1.2.2.4. Day sirng dang nang

Thuong xuat hién & khuy tay, that lung, dau gbi hodc chan [2]. Triéu
ching nay phd bién o tré em va it gdp hon & nguoi trudng thanh [4]. Cac gai
hinh nang, day sung c6 muc do khac nhau. Cac day sung dang nang day 1én
nhiéu hon & nhitng nguoi thuong xuyén bo trén dau goi dé tranh dau nhirc ban
chan. Cac ton thuong nguyén phéat goi nhd dén bénh day simg nang 1ong
ning. Su phat trién cua day simg nang 16ng thuong ¢ thoi tho du va chung
thuong cai thién hoic bién mat khi bénh nhan gia di.
1.2.2.5. U nang

Céc vi tri ¢6 u nang thuong la dudi da, chan 16ng, chan téc. Nhitng
nang nay thudng xuét hién sém va ting 1én vé sd luong & tudi day thi. U nang
chtra diy chét 16ng lanh tinh bat ngudn tir cic tuyén ba nhon va co thé trén
khap co thé.

U nang bao gom u nang biéu bi, va u nang 16ng mao nhu u té bao md
va u nang 1ong. Cac u nang biéu bi c¢6 kich thudc va mirc d6 nghiém trong rat
khac nhau. Mot sb bénh nhan chi thinh thodang c6 mot ton thuong nho hon 1
cm, trong khi nhitng ngudi khac c6 nhiéu ton thuong c6 dudng kinh 16n hon 5
cm. Nhitng u nang nay c6 hinh cham, chira chit simg sén sét va thuong bi
dau, viém va nhiém tring. Loai u nang 16ng mao thuong cé hinh tron dén
hinh bau duc, tir mau thit dén vang, khong cé ndt san ndm trén mat, than trén
va canh tay. Nhitng u nang ndy thuong phai phiu thuat hodc loai bo khi ching
bi vo [4].

Bénh nhan PC-1 dudng nhu khong phat trién u té bao m& hoic u nang
long. Nguoc lai, bénh nhan PC-2 phat trién tat ca cac loai u nang, bao g(‘A)m u

nang biéu bi, u nang 16ng mao. Mic du su hinh thanh nang 16ng va té bao m&
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dudong nhu 13 yéu td gitp phan biét giita cac loai PC-1 va PC-2, nhung su
khéi phat mudn ¢ thoi diém day thi it c6 ich hon. Néi chung, nang thudng gip
trong dot bién gen keratin 17. Sau nay ho d3 ghi nhan nhom PC-1 ciing c6 u
nang, tuy nhién s6 luong va vi tri it hon so véi PC-2 [26].

1.2.2.6. Moc rang thoi ky so sinh

Hién tuong nay thudng lién quan toi dot bién gen keratin 17 [12]. Ring
thuong xuat hién ngay sau dé, mot sé tré moc trong 30 ngay dau doi, khong
dong nhat giira cac ca thé trong cing mot gia dinh. Ring so sinh thuong nam
& vi tri phia trude, mém, bé va d& bi sau, thuong bi mat trong vai thang dau
tién clia cudc doi. Rang sita ¢ thé gdy ra vét rach trén ludi cua tré so sinh
hoac vu cua me trong khi cho con bl va co thé 1a mot rui ro khi hit phai.

Sy phét trién ring sita va rang khon & tré bi bénh 13 binh thuong [4].
Trong mot sd truong hop, ring chinh thir hai s& phat trién ngoai rang bam
sinh nhung cudi cing dugc thay thé bang ring vinh vién binh thudng trong
thoi tho 4u. Ngoai ring bam sinh, mot s6 ngudi tham gia IPCRR da bao céo
su phat trién sém nhiéu ring & do tudi 4-5 thang ciing nhu mot truong hop
mat ring sém ma khong duoc thay rang vinh vién ngay 14p tirc.

Vé mat md hoc, cac nhu ring cho thdy sy ting san niém mac va sy ting
sinh khong déu cua rinh ring. Khong bao va phu né té bao chat duoc nhin
thay & 16p trén va 16p gai ctia niém mac. Ho nhin thiy cac cdu tric gidng nhu
mang xuong khong déu bao quanh té bao va mang dém giira cac té bao. Viéc
phat hién ra ring bam sinh khong xuét hién mot cach nhit quan, ngay ca trong
cung mdt ho PC-2. Do do, su tdn tai ctia rang bam sinh hodc trudc khi sinh rat
goi v kiéu hinh PC-2 va dot bién KRT6b / KRT17 c6 thé xay ra, nhung viéc
khong c6 phat hién nay khong goi y kiéu hinh PC-1 [12].
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Hinh 1.8: Nhimng d4u hiéu pho bién cua bénh day mong bam sinh
* Nguon: theo Frances JD Smith va cs [4]

Chui thich: a,b,c) mong day lén va loan dudng (ca mong tay va mong chan)
d,e) not phong (thwong ¢ cac diém ap lyc cua got chan va long ban chan)
f) unang ; g) bach san miéng

1.2.2.7. Céc kiéu hinh khac

Bén canh cac biéu hién 1am sang thuong gap, bénh nhan con cé mat )
biéu hién khac nhu d6 md hoi qua nhiéu ¢ 1ong ban tay va long ban chan
(khoang 50% trudng hop bénh), hinh thanh nang & nach va ben,nhiéu ray tai,
dau tai khong rd nguyén nhéan, khan giong chil yéu gip ¢ tré nho, hiém khi
gay ra kho thd thanh quan, viém khoé miéng, sung tiy quanh mong tay (da sb
gy ra do bdi nhiém) [4]

1.2.3. Méi twong quan Kiéu gen, ki¢u hinh bénh day méng bam sinh
1.2.3.1. Twong quan giira kiéu hinh va kiéu gen

Bang 1.2: Tuong quan kiéu hinh va kiéu gen

Kiéu hinh Kiéu gen (ddt bién)

Bach san miéng, bénh lién quan dén thanh quan, 16i | KRT6A

loan phat trién, biéng an co6 thé gip & tré so sinh va tré

nho
Chung day strng ngoai khu vuc long ban tay chan KRT6C, KRTI16
U tuyén ba nhon, moc rang thoi ky so sinh KRTI7

* Neguon: Theo Smith va céng s (2017) [4].
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1.2.3.2. Twong quan kiéu gen va kiéu hinh

Dua trén dit liéu hon 774 ca thé PC trong IPCRR, c¢6 mdi tuong quan rd
rang vé kiéu gen-kiéu hinh [4]. Trong cac trudng hop sau, kiéu hinh c6 thé
khac nhau giita cac c4 thé co cing mot bién thé gay bénh :
- Bién thé gy bénh KRT17 da duoc quan sat thiy trong PC c6 dién va & mot
s6 ca thé da u nang té bao md véi it hodc khong c6 thay d6i vé mong.
- Trong mot sb bao cdo vé PC khoi phat mudn, céc bién thé gay bénh da duoc
xéac dinh bén ngoai ranh gidi xoan va mot s6 nguoi dat cau hoi lidu vi tri cia
bién thé gay bénh c6 anh hudng dén tudi khoi phat hay khong. Tuy nhién, do
tudi trong nhitng truong hop nay 1a do tudi khoi phat du kién d6i voi loai PC
cu thé va khong nén duoc goi 1a "khai phat mudn".
1.2.4. Can 1am sang ciia bénh day méng bam sinh
1.2.4.1. M6 bénh hoc

Cac dic diém mo bénh hoc cua mang mong & PC: khong c6 dac diém
md bénh hoc cu thé nao duoc x4c dinh trong mong PC. A sung
(parakeratosis) va cac hat huyét tuong 13 nhitng dic diém noi bat nhat & ca
moéng PC bi anh huong 1dm sang va khong bi anh hudong. Co mot mbi lién
quan dang ké giira chimg loan dudng méng 1am sang v6i dot bién KRT64, va
khong loan dudng mong trong dot bién KRT6B. Nhu vy, 4 simg va cac hat
huyét twong 1a cac dic diém mo bénh hoc giup chan doan phan biét PC voi
bénh khac, ngay ca su c6 mat ciia nAm ciing khong loai trir chan doan PC [4].
1.2.4.2. Xét nghiém di truyén

Phuong phéap phan tich di truyén phan tir c6 thé bao gdm [4]:
- Phan tich gen don néi tiép
+ Pbi v6i nhitng ca nhan bj bénh day stng long ban tay khong chi & 16p biéu

bi, trudc tién co thé xem xét phan tich trinh ty cia gen KRT6C va KRTI16
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+ P6i voi nhitng ngudi mic bénh da u té bao md hodc tién sir ¢6 ring bam
sinh, trudc tién ¢ thé xem xét phan tich trinh tu cia KRT17.
- Phan tich da gen bao gém KRT6A, KRT6B, KRT6C, KRT16, KRT17 va cac
gen quan tam khac (gen gy cac bénh trong chian doan phan biét).
- C6 thé can nhic xét nghiém toan dién vé bd gen (néu co) bao gém giai trinh
ty exon va intron. Thir nghiém nhu vay cé thé cung cap hodc goi ¥ mot chan
doan chua duogc xem xét trude day (vi du dot bién cua mot gen khac hodc cac
gen din dén biéu hién 1am sang tuong tu).
1.2.5. Chan doan bénh day méng bam sinh
1.2.5.1. Chan don lam sang:

Chén doan 1am sang ctia bénh PC bao gdm 3 dau hiéu chinh [4]:
- Day mong
- Sting hoa 1ong ban tay, ban chan
- Pau ¢ long ban tay, ban chan.
1.2.5.2. Chan do4n xac dinh:

Chan doan bénh PC duoc dua ra voi ba dau hiéu 1am sang kinh dién 1a
day mong, sung hoa long ban tay, ban chan va dau long ban tay ban chan
va/hodc xac dinh dugc dot bién & mot trong 5 gen keratin KRT76A4, KRT6B,
KRT6C, KRT16 va KRT17 [4], [22].
1.2.5.3. Chéan don phén biét
Céc bénh can phan biét véi day mong bam sinh:

- N4m mong (Onychomycosis): ddy 1a mot bénh nhiém ndm phd bién, chu
yéu & mong tay, tuy nhién it anh huong dén tat ci cic moéng tay va mong
chan, dac bi¢t la it gap & do tudi som. Trong bénh roi loan ndi mac ty mién-
nhiém nim candida- loan dudng ngoai bi thi tit ca cdc moéng co thé bi anh

huong [18], [33].


https://www.ncbi.nlm.nih.gov/books/n/gene/glossary/def-item/affected/
https://www.ncbi.nlm.nih.gov/books/n/gene/glossary/def-item/affected/
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- Bach san miéng (Oral leukokeratos): bach san miéng trong PC thuong di
kém vé6i day mong. Triéu chimg nay thuong hay bi nham v6i ndm miéng.

- Ly thugng bi bong nudc (Epidermolysis bullosa simplex- EBS): 1a mdt
nhom bénh DT hiém gip, dic trung boi sy méng manh cia niém mac da va
hinh thanh vét phong rop, thuong giy ra boi chan thuong nhe. Da c6 thé day
1én nhung khong c6 day mong. Chan doan bénh dya vao 1am sang, kinh hién
vi dién tr va cac dic diém mo hoc mién dich véi cac phan tich dot bién [29].

- H61 chung Clouston (Clouston syndrome): bénh la do PB gen GJB6
(13q12.11), gen ma hoa protein khodng cach beta-6. Rung toc thuong khong
xay ra trong PC, trong khi rung toc bién doi 1a mot dac diém tuong ddi pho
bién cua hoi chimg Clouston [30], [31].

- R&i loan méng bam sinh khéng triéu chimg (Nonsyndromic congenital nail
disorder 10): bénh do BB gen FZD6 (8q22.3), ma hoda frizzled-6. Nhiing cé
thé nay c6 20 moéng bi loan dudng tir khi sinh ra hodc ngay sau d6 ¢ dang
mong day 1én, d6i mau, hinh méng vudt va khong c¢6 biéu hién ciia cdc mo
ngoai da va khong c6 day sung long ban chan [26].

- Bénh day cong mong gia dinh (Familial onychogryphosis): trong bénh ly
nay khong co day simg 1ong ban chén, chi phat hién ra mong tay bat thuong
hoac ban mong day 1€n, khong c6 DB mdt trong cac gen gay bénh PC [32].

- Loan dudng hai muoi méng (Twenty-nail dystrophy): c6 thé xdy ra ma
khong co day simg hodc cac thay doi lién quan khac. Bénh lién quan dén di
truyén troi.

- Chimg loan simg bam sinh (Dyskeratosis congenita- DC): gom loan dudng
moéng, day sing 1ong ban chén, ting tiét md hoi va bach san miéng. Cac dic
diém noi bat khac tang sic to vong mac, khdi u da va biéu hién huyét hoc.

- Day stmg 1ong ban chan thé van (Palmoplantar keratoderma striata): bénh

do BB gen DSG1 (18q12). Tuy nhién, con dau thuong khong c6 hodc it.


https://www.ncbi.nlm.nih.gov/books/n/gene/ed2/
https://www.ncbi.nlm.nih.gov/books/n/gene/glossary/def-item/gene/
https://www.ncbi.nlm.nih.gov/books/n/gene/glossary/def-item/gene/
https://www.ncbi.nlm.nih.gov/books/n/gene/glossary/def-item/congenital/
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- Day sung long ban chan dang chidm (Punctate palmoplantar keratoderma
type 1): bénh do BB gen A4GAB (15q22), c6 thé gay dau va tap trung o long
ban chan.

- H6i chiing Olmsted (Olmsted syndrome): hoi ching dugc déc trung boi dau
tai vi tri day stmg 10ng ban chén c6 thé két hop cac mang sing quanh hau
mon. Bénh do BB gen TRPV3- thy thé tam thoi vanilloid-3 (17p13.2) [33].
1.3. Piéu tri, chim séc hd trg va phong bénh bénh day méng bam sinh
1.3.1 Piéu tri, chiim séc hd tro

Hién nay chua c6 thude diéu tri ddc hiéu cho bénh day mong bam sinh,
nén cac bénh nhan chu yéu duoc diéu tri triéu chung [4], [6], [34].

Muc tiéu diéu tri cho bénh nhan mac bénh diy moéng bam sinh 13 giai
quyét bon biéu hién chinh cta bénh: (1) tich tu du thira keratin & mong tay,
da, long ban tay, ban chan hodc mang nhay; (2) mun nuéc; (3) con dau lién
quan dén mun nudc; (4) cac nang stmg & 16p ha bi.

Céc lya chon diéu tri duoc chia thanh bdn loai chinh: khong x4m lan
(co hoc), xam 1an (phau thuat), hoa hoc va duge 1y. Tuy nhién, su phdi hop
gilra cac bién phap nay 1a vo cung quan trong.

Phuong phip khong xim lin

Cham soc chdn

- Nam nghi ngoi trén giudng, han ché di b hodc dung, diéu nay giup giam
ma sat.

- Phan ving cac ving stmg hoa, giit sach s& dic biét cac vung day sing, cat
tia qua manh c6 thé lam dau ting rat nhiéu. Bénh nhan c6 thé ngam chan
truge khi ct. Bé mat cta da va cac dung cu dugc sir dung phai sach sé.

- Cac mun nudc nén duge choc thing bang kim vo trung, chat 1ong chay ra va
dugc dé lai tai chd cho dén khi kho va bi bong ra, boi tai chd cac chat 1am

mém va kem dudng c6 chira keratolyics.
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- Giam dau chan bang cach: giam ma sat, chan thuong; duy tri cAn nang ly
tudng, st dung tit nhe, gidy thong giod, co 16t trong, gidy thoai mai véi chan;
ddi vai nhirng bénh nhan bi dau nhiéu, nang hodc ngéi xe lan tr¢ thanh nhitng
bién phép hd trg quan trong.

Ngudn gbc, ban chit va co ché giy dau co hoc ¢ nhitng ngudi bi PC
chua duogc hiéu rd. Mot s6 nghién ctru gan day cho thiy cac phuong phap diéu
tri dau than kinh c6 thé hitu ich ¢ nhitng bénh nhan PC bi dau ban chén [2].
Chdm soc tay.

- Str dung ging tay thoang, mém.

- Méng tay day thuong khong dau, nhung s& dau khi bi nhiém trung hoic
chan thuong. Mot cong cu hiéu qua cho mong tay day va cho tré em 1a mot
chiéc bAm mong tay kiéu bao mon, khong gy ap luc 1én mong.

- Céc cong cu khac thuong dugc bénh nhan st dung dé loai bo co hoc chat
sung & mong tay day hodc day sirng nhu da bot, van nham, dao got, lud1 lam,
kéo cat, nao, gilia; tuy nhién moéng khong dugc day qué, khéng mong qua.

- Mot s6 str dung cac cong cu dién, chéng han nhu may mai g:fm trén ban hoac
cam tay, may danh bong va may cha nham [4].

Vé sinh luoi

- Néu bénh nhan c6 dau hiéu bach san miéng thi v¢ sinh rang miéng la rat
quan trong, dung ban chai mém co thé cai thién cac mang trang day trén ludi
va niém mac miéng. Cha y vé sinh ban chai trudc va sau danh ring dé ngin
ngira nhiém tring. Tuy nhién, néu thuc hién qua manh mé&, danh ring ciing c6
thé 1am t6n thuong niém mac din dén ching ting stmg phan tng.

- Mot s6 ca nhan d3 bao céo giam bach san ludi khi dung khang sinh duong
uéng, diéu do6 cho théy 6 thé c6 vi khuén tai vj tri nay. Vi du mdt bénh nhan
b4o céo rang tetracycline udng co tic dung cé lgi trén chimg bach san &

miéng cua co ay.
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- Tré so sinh bi bach san ludi nén sur dung vu mém, c6 nim va chay tu do va/
hodc thude gy té tai chd [4].

Chdam soc da

- Viém nang 16ng dic biét giy khé chiu cho tré em va thanh thiéu nién, van dé
nay c6 thé duoc diéu tri bang kem hodc axit alpha-hydroxy hodc chat lam
mém keratolytic. Tuy nhién, cac phuong phap diéu tri nay c6 thé khong dic
biét hiéu qua d6i voi PC.

- U nang khong can diéu tri nhung né co thé gay dau don va va.

- Viém moi va nat méi 1a mot phan nan phd bién, thuong dugc diéu tri bang
thu6c 1am mém da [4].

Cac bién phap khac

- Moi truong ¢6 nhi¢t do cao va do am cao c6 thé lam trim trong bénh.

- Phong ngira cac bién chig thtr cap nhu nhiém tring da va moéng tay sau khi
chai chudt hodc chin thuong. Pay 1a bién ching thir phat thudng gip nhat.

- V& sinh trudc, sau chai chudt va str dung dung cu sach s& giam thiéu bién
chung nay.

- Giam sat: cac c4 nhan v6i PC can dugc theo doi thudng xuyén [6], [26].

Phuong phap dung thudc

- Céc chit 1am mém nhu Vaseline hodc cac san pham c6 chira lanolin thuong
dugc st dung va dugc bao cdo la co hiéu qua.

- Kem dudng c6 thanh phan keratolyics (ure, axit lactic, axit salicylic hodc
propylene glycol).

+ Keratolytic dugc str dung cho cic tinh trang nhu viém da, vay nén, bénh
cham va vét chai dé gitip n6i long va bong 16p ngoai cia da cing, da c6 vay
hoic sir dung dé 1am mém da. Tuy nhién, can chu ¥ tac dung phu cta thudc.

+ Axit salicylic mot trong mot sb axit beta hydroxy- 1a thanh phan chinh trong

nhi€u san pham cham dé di€u tr1 mun tring cd, vay nén, vét chai va mun coc.
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+ Uré 12 mot chat lam mém da gitip gitr am cho da va duogc sit dung trong céc
san pham da 1idu tai chd dé thiic day bu nude cho da.

Bot nhao 20% —40% uré hoac 15% —20% axit salicylic, thuong dugc boi qua
dém, duong nhu 1a phuong phap ua thich dé lam mém mong tay.

+ Axit alpha-hydroxy c6 thé dugc sir dung dé diéu trj viém nang long.

- Retinoids 13 thubc ubng lam giam day stmg, gitp sy biét héa va ting sinh
ctia té bao da, d3 duoc quy dinh dung cho bénh nhan PC.

Nhimng loai thuong dugc ké don cho PC bao gdm vitamin A ti nhién,
etretinate, isotretinoin va acitretin. Dua trén sb liéu théng ké tir IPCRR, hau
hét bénh nhan thdy rang nhiing loai thuéc nay lam mong vét chai nhung
thuong gay dau ting 1én va phong rop. Ddi v6i nhidu bénh nhan, tac dung phu
qua nghiém trong va it loi ich dé tiép tuc str dung cac loai thudc nay.

- Chung tang tiét md hoi cling 1a mdt biéu hién dic biét dang lo ngai vdi bénh
nhan. Mot béo cdo chi ra rang diéu trj ting tiét md hoi bang nhom clorua co
hiéu qua trong viéc giam phong rop va triéu ching nay thudng ning hon vao
mua he, d& vé mua dong [2].

- Néu nhiém trang do vi khuan hodc nidm xay ra, thudc khang sinh toan than
hodc thudc chéng nam duoc chi dinh. Nudi céy va diéu tri béng cac chat
chéng nam hodc chdng vi khuén thich hop 1a mot dic diém dinh ky ctia phéc
dd diéu trj cho nhiéu bénh nhan.

- Mot s6 st dung thude gay té tai chd cho cac vét phong rop va vét nit gay
dau dén. Nhiéu bénh nhan khong dong ¥ sir dung chét chdng viém (dic biét 1a
thudc chdng viém khong steroid) hodc thudc giam dau co chat giy mé dé
kiém soét con dau.

- Str dung thudc khang histamine dudng ubng hay bang thudc giy té hoic

steroid tai cho cho biéu hién ngtra cua bénh nhan con dang duogc can nhac.
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Phiu thuat

Céc phuong phap phau thut bao gom ddt dién, nao siu va cit bo sau
do6 ghép da tu than tur vi tri khong b1 anh hudéng, da dugc 4p dung thanh cong
cho mong tay hon 13 10ng ban tay hodc 1ong ban chan. Day sing co thé tai
phat & da cdy ghép tai vi tri 10ng ban chan.
- Khi méng tay giy rac rdi c¢6 thé duoc loai bo thanh cong bang phau thuat;
tuy nhién mot s6 truong hop moéng di moc lai. Phau thuat cat mong tay va
pha hily ma trin méng (noi méng bat ngudn) 1a mot lwa chon lau dai hon, mic
dii c6 thé can phai lip lai néu ma tran khong bi pha huy hoan toan hoic loai
bo. Tuy nhién, két qua khong duoc nhu mong mudn voi nhiéu bénh nhan [4].
- U nang co thé duoc diéu tri ngoai khoa: rach u béng ludi dao s6 11, dan luu,
va theo ddi. Khang sinh duong udng co thé duoc chi dinh trong trudng hop
nhiém tring thtr cap. Tiém steroid tinh mach (vi du triamcinolone) ¢6 thé lam
giam viém tai chd néu khong nghi ngd nhiém tring. Néu can thiét, u nang c6
thé duoc cét bo.
- Tré nhé c6 thanh quan day phat trién it khi can phau thuat khan cap dé tai
thiét 1ap duong ho hap, nhiéu khi phiu thuat 1am ning thém bénh [4].
1.3.3. Chit lwong cudc song

T6 chtrc Y té Thé gidi giai thich CLCS 14 su danh gia chu quan vé nhan
thurc cua mot nguoi vé thuc té cua ho so v6i muc tiéu caa ho khi dugc quan
sat qua lang kinh van hoa va hé thong gia tri ciia ho [35]. Tuy nhién, chét
luong cudc séng la mdt khai ni¢ém phuc tap duogc giai thich va dinh nghia
khac nhau trong va giita cac nganh, bao gdm ca linh vuyc y té va y hoc nén
hién nay chwa c6 dinh nghia théng nhat vé CLCS [35], [36]. Chit luong cudc
séng thuong duoc do luong thong qua bang cau hoi, ching c6 thé dugc chia

nhu sau: cong cu chung, cong cu cu thé cho cac linh vyc cu thé cua cudc
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séng. Do vay, bd cau hoi chat lugng cudc séng s€ duogc cho la phu hop khi

ngudi dugce hoi cam nhan thdy nd bao phi cac van dé caa ho [37].

Hién nay, c6 nhiéu cong cu danh gia CLCS dung trong y hoc [38], co
quan dang ki nghién ctru bénh PC ciing d3 x4y dung duoc bd cau hoi ban dau
danh cho cac bénh nhan PC (phu luc 4).

1.3.2. Phong bénh

Phong bénh cho bénh day méng bam sinh gém 2 phan:

- Tu van dé cho bénh nhan hodc bd me bénh nhan hiéu vé bénh nay dé ho
chiam soc cho bénh nhan tét hon va phong bénh cho céac thanh vién khac trong
gia dinh. Vi day 1a bénh DT trdi nén néu c6 ngudi mang gen bénh 1a biéu hién
trén 1am sang nén khong can sang loc ngudi mang gen bénh. Nhung phai
kham dé phat hién nhiing ngudi biéu hién bénh ma khong co day du triéu
chtmg dé xét nghiém tim gen gy bénh dé tu van tién hon nhan va khi ho sinh
con. Xét nghiém di truyén trudc khi sinh va trudc khi cay ghép co thé thuc
hién duoc (sinh thiét 16ng nhung mang dém) [4].

- B6i voi mot bénh DT trdi trén NST thuong c6 mot nhom BB méi. Do do,
chung ta phai tuyén truyén phong cac nguyén nhan gy DB mdi cho té bao
nhu phong xa, hod chat, virus. ..

1.4. Céac nghién ciru vé bénh day méng bam sinh trén thé giéi va Viét
Nam

1.4.1. Trén thé gi6i

Smith FID va cong su c¢6 bai viét kha day da vé bénh day méng bam
sinh, tac gia miéu ta day mong bam sinh c6 cac biéu hién 1am sang 1a phi dai
mong tay, 1ong ban chan phdng rdp va dau dén, bach san ludi, u nang, nang
stng trén than va chi [4]. Forrest CE va cong su ciing ghi nhan cac dic diém
lam sang twong tu trén cic bénh nhan day méng bam sinh dugc nghién ciru

[39].
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Pic diém 1am sang noi bat nhat cia bénh 14 chung loan dudng méng
phi dai [12]. Nhitng thay ddi cia méng trong PC cu thé bao gdm ba bét
thuong: ting stmg ¢ 10p mong; su day 1én cua tim mong tay; va sy bién dang
hodc d6 cong ctia tiam moéng. Mirc do thay d6i cua day stng long ban tay, ban
chan phu thudc vao vi tri chiu trong lugng hodc chin thuong. Ca bénh nhan
PC-1 va PC-2 ddi khi phat trién day simg nang long & khuyu tay, dau gdi va
hong. Su phan biét 1am sang gitra PC-1 va PC-2 thudong phu thudc vao tinh
trang tang bach cau & miéng ndi bat hon ¢ PC-1, hodc nguoc lai, trong cac
phat hién vé u té bao md / u nang 16ng mao, u nang 16ng, bat thuong vé toc
(rung toc, tc xodn), va rang bam sinh trong PC-2 [40]. Sy xuat hién cua rang
bam sinh thuong goi ¥ chan doan PC-2, nhung khong phai tit ca bénh nhan
PC-2 déu c6 rang bam sinh. Kiéu hinh 14m sang PC-1 c6 lién quan dén dot
bién & KRT6a va KRTI6 trong khi kiéu hinh PC-2 ¢6 lién quan dén dot bién &
KRT6b va KRT17. Su khéi phat cham, hoac kiéu hinh mudn cta ca PC-1 va
PC-2 ciing da dugc mo ta va cac dot bién keratin lién quan dén PC-mudn di
dugc tim thdy bén ngodi ving ranh gidi xodn cua cac protein KRTI6 va
KRTI7. Mot sb tac gia suy doan rang kiéu hinh mudn xdy ra boi vi nhimg dot
bién nay khong gay réi loan qua trinh lap rap keratin, nhung can phai c6 thém
cac truong hop khac dé xac nhan gia thuyét nay [41].

Theo dir li¢u IPCRR, hién nay da phat hi¢én dugc 118 BB khac nhau
gy nén bénh PC [2]. Hang nam, c4c tac gia dd bio céo vé nhiing gen PB m&i
tim dugc. Vi du tac gia Smith va cong su bao cao DB di hop tir méi trong gen
KRTI7, DB nay la R94- 98del (x6a chudi peptid RLASY) niam 2001,
Cogulu.O phat hién dot bién gen N92S cua keratin 17 nam 2009 [40], [42].

Nam 2004, co quan IPCRR dugc thanh 1ap nham hd tro cho bénh nhan
PC. Ho tién hanh so sanh gitra 89 bénh nhan PC c6 dot bién KRT6A4 va 68
bénh nhan PC bi d6t bién KRT16 thi thdy nhom PC-K6A khai phat sém hon,
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t6n thuong méng rong hon, co thém ton thuong ngoai long ban tay va long
ban chan nhu bach san lu61, u nang va tang stung nang cao hon (p<0,001) so
voi PC-K16 [41].

Diéu tri bénh day méng bam sinh chu yéu 1a diéu tri triéu ching nhu
cac bién phap giam dau ban chan, chim séc mong, va mot sd bién phap co
hoc khac [4], [6], [43]. Pdi v6i phu nit mang thai bj PC, ting can hoic thay
d6i moi trudng nodi tiét to trong thoi ky mang thai ¢ thé 1am tram trong thém
triéu chimg day simg gay dau dén, do d6 d6i twong nay ciing can dugc quan
tam dic biét trong khi diéu tri [4].

Hién nay, mot s6 nhom tac gia da thar nghiém mot sé thudc giup nang
cao chit lugng cudc sdng cho bénh nhan.

Nam 2006 va 2010, Swartling C va cong su c6 2 bai bao lién quan dén
tiém doc t6 botulinum cho bénh nhan do epidermolysis bullosa simplex va
PC. Nam 2006, mot bénh nhan nir bi dot bién thay thé axit amin & KRT64
(c.1381G> A, p.Glu461Lys & exon 7) va co cac dic diém cua PC 1a bach cau
miéng va ting simg nang da dugc dung Rosuvastatin. Két qua 1a giam 3,6 mm
d6 day cua 16p simg va di duoc ching minh bang siéu 4m. Bénh nhan ciing
da giam dau dang ké vi vay chi sd chat luong cudc sdng cia co ay ting lén
[44]. Bai bao nam 2010 “ Déc 16 botulinum trong diéu tri cdc vin dé vé mo
hoi chan o nhitng bénh nhan bi epidermolysis bullosa simplex va day mong
bdm sinh” 1a két qua danh gia hoi ciru 14 bénh nhan nay cho thdy mot sy giam
dang ké phong rdp va dau ban chan sau khi tiém Botulinum Toxine (BTX)
[38]. BTX tic ché cac tuyén md hoi xuét tiét bang cach ngin chin con duong
acetylcholine, do d6 1am giam tiét mo hoi, 10t da va vét phong rop cua biéu bi
[45].

Theo nghién ciru ciia Teng va cong su thi cé hai bénh nhan dugc diéu

tri bang kem sirolimus tai cho c6 su cai thi¢én nhanh chong cua con dau va kha



32

nang ctru thuong, mic du trude d6 da diéu trj thir Retinol va botulinum nhung
khong mang lai két qua [7].

Trong bai bao “ cdc phiwong phdp diéu tri tot nhdt cho bénh day mong
bam sinh” cta I. Goldberg D. Fruchter va cong su ndm 2014 thi hiéu qua cua
cac phuong phap diéu tri bénh 13 khac nhau. Trong nghién ctu ndy, phuong
phap xir Iy co hoc va phau thut u nang 1a hai bién phap bénh nhéan thiy dat
hiéu qua hon. Mot s6 phuong phap diéu tri khac nhu phiu thuat cat mong,
thudc giam dau, thudc m& khang sinh, steroid tiém hodc udng va retinoid
dugc bao cao la it tac dung, hodc khong hi¢u qua [43].

Day moéng bam sinh 1 bénh di truyén trdi gan NST thuong, tuy nhién
c6 khoang 30% la ty dot bién, c6 mot truong hop thé kham da dugc bao cao
(1/774) [4]. Nam 2011, Pho va cong su dd bao céo vé truong hop bénh nhan
bi PC va b me khong co6 biéu hién bénh [46]. Khi dira tré dau tién trong mot
gia dinh méc bénh PC, d6 thudng 13 do mot dot bién tir phat phat trién trong
tir cung. Tuy nhién, cling cé thé chan doan bi bd sot & cha hodc me ¢ cac
tri¢u chung bénh dac biét nhe, hodc bénh kham té bao mam ton tai & cha hoic
me khong co6 tri¢u chimg [46].

1.2.2. Tai Viét Nam

Trudce day, cac bao cdo vé bénh day mong bam sinh tai nudc ta dudng
nhu chua c6. Bénh nhan dau tién dugc chan doan diay moéng bam sinh di bi
chan doan va diéu tri nham trong mot thoi gian dai. Hién nay, céc tré PC dang
rat can duogc cham séc dé nang cao chat lugng cudc séng, dam bao cho viéc
hoc tap va lam viéc sau nay. Hon nira, van con nhiéu tré bi day mong bam
sinh chua duoc chian doan chinh xac bénh dé quan ly, diéu tri kip thoi. Vi vay,
nhoém nghién ctru vo1 hi vong trong thoi gian téi, cac bac si 1am sang s€ quan
tam hon dén bénh 1y hiém gip nay dé chan doan ding bénh va cac bénh nhan

dugc cai thién chat lugng cude song.



33

Chuwong 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Poi twong, thoi gian va dia diém nghién ciu
2.1.1. Péi twong nghién ciru
- Muc tiéu I:

DPoi tuong nghién ctru 1a bénh nhi, c6 biéu hién day méng va/hodc loan
dudng mong dén kham tai Bénh vién Da liéu Trung Uong va Bénh vién Quéc
té Green.

Tiéu chuan lya chon bénh nhén:

+ Tré em: nguoi dudi 16 tudi [47].

+ Tiéu chuan day moéng, loan dudng moéng: day méng 1a 46 day cua céi (ban)
mong 16n hon mirc binh thudng. Binh thuong d6 day cua cai mong theo chiéu
doc 1a 0,5-0,7 mm & moéng tay va 1-1,2 mm & mong chan [48], [49]. Loan
dudng mong 1a sy thay d6i ciia mong nhu hinh thai, mau sac ctia moéng [50].

- Muc tiéu 2,3:

Péi tugng nghién ctru 13 nhing tré duge chan doan xac dinh day mong
bam sinh, sau d6 duogc diéu tri, cham soc hd tro.

Tiéu chuén chan doan xac dinh bénh diy moéng bam sinh: phat hién 1
trong 5 dot bién gen Keratin KRT64, KRT6B, KRT6C, KRT16, KRT17, bénh
pham 13 mau hoic nudc bot ciia bénh nhan [4], [10].

- Tiéu chuén loai trir trong nghién ctru:
+ Tré dang mac cac bénh 1y cap tinh cé nguy c6 tir vong, hodc tré can diéu tri
tai khoa hdi strc cp ctru.
+ Nhiing tré hodc nguoi giam ho tré khong dong y tham gia nghién ciru.
2.1.2. Thoi gian nghién ciru
Nghién ctru dugce tién hanh tir 1/8/2019 dén 31/8/2021.
2.1.3. Pia diém nghién ciru

Bénh vién Da Liéu Trung Uong va Bénh vién Qudc té Green, Hai Phong.
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2.2. Phuwong phap nghién ciru
2.2.1. Thiét ké nghién ctu
- Muc tiéu 1: Nghién clru mot quﬁn thé ca bénh
- Muyc tiéu 2: Nghién ctru mé ta mot loat ca bénh hiém
- Muc tiéu 3: Nghién ctru can thi€p so sanh trudc sau, khong ¢6 nhdm ching.
2.2.2. C& miu va cach chon miu
- Muc tiéu 1: cong thic tinh ¢& mau

p(1-p)
AZ

n=72_u

Trong do:
p: ty 1é mac bénh nghién ciru tai cong dong twong tu
A: khoang sai 1éch mong mudn giira ty 1& bénh thu dugc tir mau (p) va ty 18
quan thé (P).
o: mirc ¥ nghia théng ké
Z1-op: gia tr1 Z thu dugce tor bang Z tuwong tng véi gia tri o dugc chon.
Chung t61 chon A= 0,05, o= 0,05, p= 0,286 (ty 1€ nay dua vao nghién ctru thir
trong 6 thang tir 1/8/2019 dén 31/1/2020, c6 105 tré co biéu hién diay mong
va/hodc loan dudng moéng trong tong sd 367 tré c6 bénh Iy mong).
Chung t6i tinh dugc ¢& mau 1a 314 bénh nhan.
Chung t6i 1y duoc 374 bénh nhan du tiéu chuan lya chon (c6 ton thuong day
mong va/hoic loan dudng mong), dén kham tai Bénh vién Da Liéu Trung
Uong (1/8/2019- 30/6/2021) va Bénh vién Quoc Té Green (1/8/2019 -
31/8/2021).

- Muc tiéu 2, 3: léy tat ca cac bénh nhan duogc chan doan xac dinh day
mong bam sinh béng phan tich gen keratin, sau dé diéu tri, cham soc hd tro.

Chung t6i thu dugc 8 bénh nhan dé dua vao nghién ctru.
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2.2.3 So’ @6 nghién ctru

Da Liéu Trung Uong va Green tir 1/8/2019- 30/8/2021

Bénh nhén c6 tén thuong moéng, kham tai Bénh vién
(1243 bénh nhan- Nhom 1)

v

Bénh nhan c6 day mong va/hoac loan dudng mong Xét nghiém
(374 bénh nhan- Nhom 2) thuong quy

[ Hoi chan chuyén gia (21 bénh nhan- Nhém 3) j

Xét nghiém gen (10 bénh nhan- Nhom 4)
Tim dot bién 1 trong 5 gen
KRT6A, KRT6B, KRT6C, KRT16, KRT17

Q) *)

C6 bi bénh day méng bam sinh
(8 bénh nhan- Nhom 5)

Diéu tri, can thi€p, cham soc va
Lap pha hé : ;
C 4p pha he ) [ danh gia lai sau 6 thang j

Hinh 2.1: So d6 nghién ctru
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2.2.4. Chi s, bién s trong nghién ctru

2.2.4.1. Muc tiéu 1: Xac dinh ty 16 mic bénh day méng bam sinh & tré em tai

Bénh vién Da liéu Trung Uong va Bénh vién Quéc té Green tir 1/8/2019-

31/8/2021.
Bang 2.1: Chi s6, bién s6 muc tiéu 1
Phuong
Nhom , Chi sd/ dinh nghia/ phan | Phén loai phap thu
L Tén bién .
bién so loai bien thap va
cong cu
Dichté | Tudi Tinh theo nim Pinh lugng | + Phuong
Gidi Nam, nit Dinh tinh | phap: hoi
Dia du Tinh/thanh ph Dinh tinh |+ Cong cu:
Héi bénh | Pau mong Dinh tinh | miu bénh 4n
Ngira mong (c6/ khong) | + Nguoi
Day stng ban | Su day 1én ctia 16p biéu bi | Pinh tinh | thuc hién:
chan, ban tay | long ban tay, ban chan [51]. | (c6/ khong) diéu dudng,
Ton thuong Bat thudng trén da Pinh tinh | bac siphong
da (c6/ khong) | kham
Triéu ching | Pau khép, cting khép Dinh tinh
khac Rung toc.... (c6/ khong)
Kham Toan than - Tr1 giac: tinh Dinh tinh | + Phuong
bénh - Da, niém mac: do da, vay | (c6/ khong) | phép: hoéi
trén da, mun nudc.. + Cong cu:
- Mong: diay méng mau bénh 4n
- Ludi: bach san miéng + Nguoi
thuc hién:
B6 phan Céc h¢ co quan Dinh tinh | bac si phong
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kham
Xét Thiéu mau Nong d6 hemoglobin trong | Pinh luong | + Phuong
nghi¢m mau [58]. phap: xét
Tang bach | S& luong bach cau trong Dinh lugng | nghiém
cau mau [52]. + Cong cu:
Tang CRP CRP > 6mg/1 Dinh lugong | mau, may
Hod sinh mau | Pinh lugng ure, creatinin, Dinh luong | doc két qua
AST, ALT, Protein, + Nguoi
Albumin trong mau thuc hién: ki
Soi twoi mong | Nam Candida, soi nam, Pinh tinh | thuét vién,
nam Malassezia. .. diéu dudng
Phan tich gen | Gen KRT6A4, KRT6B, Dinh tinh khoa xet
Keratin KRT6C, KRT16, KRT17 nghi¢m, bac
si.
Ty 1é Ty 1& day|Sotré day mong/sd tré co6 | Dinhtinh | Nguoi thuc
mong bénh Iy mong hién: nguoi
Ty 16 DMBS | S6 tré day méng bam Dinh tinh | nghién ctru

sinh/s tré day mong

2.2.4.2. Muc tiéu 2: Kiéu gen, kiéu hinh cta bénh nhan diay méng bam sinh

Bang 2.2: Chi s6, bién sd muc tiéu 2

Phwong
Nhom , Chi s6/ dinh nghia/ Phan loai phap thu
i Tén bién .
bién so phan loai bién thap va
cong cu
bac Dich té: tudi, Dinh tinh | + Phuong
diém giGi Dinh luong | phap: hoi
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chung Chung toc Kinh, Tay, Nung.. Dinh tinh | + Cong cu:
Thoi diém Khoi phat bénh, Dinh luong | miu bénh 4n
xuat hién triéu chig + Nguoi
day sung ban chan thuc hién:
Van dé lién Kha nang di bd, st dung | Dinh tinh | bac si phong
quan dén day nang hodc xe lan, st (c6/khong) | kham
stmg ban chan | dung gidy tat dic biét
Kiéu gen | Gen KRT64, KRT6B, Dinh tinh | + Phuong
KRT6C, KRT16, KRT17 phap: xét
cDNA c.516_518delCAA, ... Dinh tinh | nghiém
Acid amin Lysin, Asparagine, ... Dinh tinh | + Cong cu:
Protein N172del, N171K, Dinh tinh | nude bot,
R466P, S97del may doc két
qua
+ Nguoi
thuc hién: ki
thuat vién,
bac si.
Kiéu Day mong S6 mong tay, mong chan | Pinh luong | + Phuong
hinh day phéap: quan
Pau ban chan | Cam giac dau cia bénh | Dinh tinh | sat
sung hoa nhan (co/khong) | + Cong cu:
Tén thuong ban | Nut, nhtc, chai, phdng | Dinh tinh | bang kiém
chan (cO/khong) |+ Nguoi
Bach san miéng | Mang trang trong miéng | Dinh tinh | thuc hién:
(c6/khong) | nguoi
Ring thoi ki so | Ngay sau sinh xuat hién | Pinh tinh | nghién ctru
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sinh rang (c6/khong)
Nhiém tring Té6n thuong viém & Dinh tinh
mong mong, xung quanh méng | (c6/khong)
Tang sung nang | Nang sung trén da Dinh tinh
long (c6/khong)
Biéu hién 1am | Tang tiét md hoi, nghe
sang khac kém, nhiéu ray tai, rung

toc, toc kho

Cac h¢ co quan | Tim mach, ho hép. ..

+ Hinh anh tri¢u chimg 1am sang va két qua xét nghiém gen cua cac bénh
nhan day mong bam sinh.

- Pha hé: 3 thé hé

Ong ba noi O |— o Ong bangoai m—o

, | | | |
B6 me 0 O o [ °
Con °

+ Phuong phap 1ap pha h¢ 1a khai thac thong tin tir bénh nhan.
+ Cac ki hiéu trong 1ap pha hé:
Nam  N&r Khong 10 gioi

Binh thuong © o &
Mic bénh [ | ° L 2
Két hon: o — O

D3 chét o 4 &
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2.2.4.3. Muc tiéu 3: Két qua diéu tri, can thiép chiam soc hd trg bénh nhan

day mong bam sinh trong 6 thang.

Bang 2.3: Chi s6, bién s6 muc tiéu 3

Phuong
Nhom , Chi s6/ dinh nghia/ Phan loai | phap thu
., Tén bién .
bién so phéan loai bién thap va
cong cu
Céac trieu | Nhiém khuan | Viém nhiém ngon tay, Phuong
ching ngon chan hodc vi tri phéap: quan
trong 6 khac sat, hoi
thang Pau long ban | Pau khién bénh nhan Cong cu:
. o Dinh tinh x
theo doi chan khong di lai dugc hodc mau bénh an
o (co/khong) |
khong mudn di lai Nguoi thuc
Bach san Mang trang trong miéng hién: nhém
miéng nghién ciru,
Van dé khac | Ton thuong da bb/me bénh
Su thay | Day mong D0 day ciia ban mong nhén
d6i cac 16n hon so v41 mrc binh
tri¢u thuong [53], [49].
chung Bach san Mang trang trong miéng
L Dinh tinh
miéng
(khong
Tang sung Nang sung trén da N
thay doi/
nang 10ng .
| do/khoi)*
Day sung gan | Su day lén cua l6p bicu
ban chan bi long ban tay, ban chan

[51].

Phong

Tén thuong ban chan
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rop/Chai /Nt

ban chan

Nhiém khuan | Viém moéng va quanh

mong mong
Su thay Piém dau trudc | Str dung thang diém Dinh
d6i diém | va sau diéutri | Wong-Baker [53] lugng
dau So sanh trudce sau diéu tri
Su thay Chét luong Bo 11 cau hoi vé chat Dinh Phuong
d6i chat cudc sdng lugng cude sdng cia hoi | luong phap: hoi,
luong day mong bam sinh qudc quan sat
cudc song té danh cho bénh nhan Cong cu:

PC [54].

mau bénh an
Nguoi thuc
hién: bd/me

bénh nhan

Chau thich: *

+ Khong thay d6i: triéu chtmg trude va sau diéu tri khong thay doi

+ Da: triéu ching trude va sau diéu tri co6 cai thién it hodc nhiéu

+ Khéi: tai thoi diém sau 6 thang chiam soc, hd trg, bénh nhan khong c6 triéu

chirng dang danh gia.

- Sy thay ddi cude séng cua bénh nhan DMBS sau 6 thang diéu tri, can thi¢p,

cham séc ho trg

Céc yéu t6 anh huéng dén cudc sdng & bénh nhan PC di duoc xac dinh

va dua vao bd cau hoi ‘danh gid chat lugng cudc song cua bénh nhan day

mong bam sinh’, duoc Hoi day mong bam sinh qudc té cong nhan [54].

Khi tham gia tra 161 b§ cau héi nay bénh nhan hoac ngudi nha bénh

nhan can dam bao: thoi gian mac bénh ciia bénh nhan it nhat 13 6 thang, ngudi
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tham gia tra 101 c6 kha ning cung cdp thong tin can thiét, bé me bénh nhan
can tra 101 cdu hoi hang ngay, sau d6 cudi tuan téng hop lai cho nhom nghién
cuu.

Sy thay doi mot phan chat lugng cudc sdng ciia bénh nhan:
+ Sy thay ddi triéu chimg méng va dau ban chan trudc va sau diéu tri cua
bénh nhan PC.
+ Sy thay d6i sb 1an dau ban chan/tuan cua bénh nhan PC
+ S6 lan str dung thudc giam dau/tuan ciia bénh nhan PC
+ Su thay d6i s6 1an x4u hd/tuan vi bi bénh ctia bénh nhan PC. Biéu hién xau
h6 clia bénh nhan dugc thé hién nhu: dat tay vao tai 4o, thich deo ging tay,
gidu tay ra sau hodc khong cho ngudi khac sd vao tay hodc nhin tay hodc biéu
hién khac ma b me nghi 1a tré khong thoai mai khi nguoi khac nhin tay, chan
tre.
+ Su thay d6i s6 1an moéng tay anh hudng dén cudc song hang ngay/tuan cua
bénh nhan PC. Cac hoat dong trong cudc sdng hang ngay duoc quan sat 13 cac
hoat dong ca nhan can st dung dén tay nhu an, uéng, v¢ sinh ca nhan, nhat
dd, mé nép chai, cAm d6 cung, ran.
+ Sy thay d6i s6 con dau chan lam phién gidc ngi/tuan cia bénh nhan PC.
Gidc ngi chi ghi nhan 1a gidc ngii dém.
+ Sy thay dbi vé s6 1an bénh PC can tré cong viéc nha(a) /tuan ctia bénh nhan
PC.
+ Sy thay ddi vé s 1an dau ban chan anh hudéng dén hoat dong xa hoi va giai
tri trong tuan ctia bénh nhan PC.
+ Su thay d6i vé s6 lan dau ban chin anh hudong dén hoat dong choi thé thao
trong tudn cta bénh nhan PC.
+ Sy thay doi vé s6 lan bénh diy méng bam sinh anh huéng dén lam viéc

hoac hoc tap trong tuan ctia bénh nhan PC.
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+ Sur thay d6i vé sb lan ton thuong da trong tudn anh hudéng dén quan hé voi
ban be, nguoi quen cia bénh nhan PC.
+ Su thay ddi sd van dé ctia bénh PC khién bénh nhan can chim soc ban than.
Céch tinh diém cho cu tra 10i cia bang chat luong cudc séng cta bénh

nhan PC:

0lan/vin @&  : 0 diém

1-2 1an/van dé : 1 diém

3-4 lan/van d¢ : 2 diém

>4 lan/van @& : 3 diem
So sanh diém cia ting cau tra 10i va tong diém cta 11 cdu hoi chat luong
cudc séng (phu luc 4_chét luong cudce séng cua bénh nhan PC).
Ngoai b cau héi trén, co thé st dung b cau hoi vé chat lugng cudc séng
danh cho cac bénh nhan bi bénh da liéu [54].
2.2.5. Cac ky thuat sir dung trong nghién ciru
Céc ki thuat nay da duoc thong nhat giira 2 dia diém nghién ctru va dam bao
thuc hién theo diing quy trinh.
2.2.5.1. Xét nghiém mau: tong phan tich t& bao mau va hoa sinh mau
- Vat liéu nghién ctru: bong, con 70 do, bom tiém 5ml, 6ng nghiém va may
lam xét nghiém.
- K17 thuat:
+ Lay 1-2 ml mau tinh mach vao 6ng méu c6 chong déng véi EDTA K. Lac
déu, dam bao mau khong bi dong day. Bénh pham duogc gui khoa huyét hoc
va lam xét nghiém trong vong 6 gio sau khi l4y.
+ L4y 1-2 ml mau tinh mach vao dng mau c6 chéng déng Heparin, giri khoa
sinh hoa.
- M4y xét nghiém tai Bénh vién Da liéu Trung Uong:

+ May sinh ho4:
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e Architex C8000, hang: Beckman Coulter- My
e May AU 680, hang: Beckman Coulter- M§
o May AU 400, hang: Olympus-Nhat Ban
+ May huyét hoc: DxH 600, hing: Beckman Coulter- My
- May xét nghiém tai Bénh vién Qudc té Green
+ May sinh hoa: AU 480, hang:
+ M4y huyét hoc:
e SN 100845, hang: Boule Medical AB- Thuy Pién
e ADVIA 2120i, hang Siemens- EU
2.2.5.2. Soi truc tiép méng
- Vat liéu nghién ctru: bong, con 70 d6 hodc cdn iod, dao cun vo khuén, lam
kinh, dung dich KOH 20%, dén con, kinh hién vi.
- K1 thuat soi twoi tim ndm:

e V¢ sinh méng béng con 70 do hodc con iod

e Lay bénh pham bang dao cun, cao ton thuong mong

e Dat 1én lam kinh

e Nho 1 giot KOH 20%

e Ho néng nhe qua ngon lira dén con

e Sau 1- 3 h, quan sat ¢ kinh hién vi vat kinh 10 hay 40.
2.2.5.3. Ki thuat xét nghiém phan tich gen Keratin.

Bénh nhan s& dugc tién hanh phéan tich gen Keratin tai phong xét
nghiém phan tich gen ctua Hoi ddy méng bam sinh qudc té dit tai Phong thi
nghiém Di truyén Phan tir, Don vi Di truyén Con nguoi, Bénh vién Ninewells,
Truong dai hoc Dundee, Scotland, Vuong quéc Anh. Két qua nay dugc khang
dinh ddc 1ap tai Hoa Ky bdi cac phong thi nghiém cua cong ty tu nhan
GeneDx (Gaithersburg, Maryland) [26].



45

- Buoce 1: Léy bénh phém la nudc bot cua bénh nhan, bao quan trong kit

(Oragene DX OGD-500 kits) theo diing quy trinh ctia nha san xuét.

Vach ngang
@anh déu

Nho nuée bot (khong phai bong bong) vao éng chira cho

dén khi n6 cao bang vach ngang duoc danh dau (5 ml).

|

cho dén khi nghe mgt am thanh, ‘tach’ that to.

bong kin ndp lai bang cach an manh céi nap hinh phéu

1'Vian phéu bé ra.

|

Trong trudng hop bénh nhan khong hop tac thi s& dung tim bong vo khuan dé

Pong kin 6ng chira bang cai nap nho. Lic lic 5 gidy

léy nudc bot vung dudi ludi. Sau dé bdo quan Kit trong tu lanh & nhiét do
khoang 4°C, van chuyén theo dudng hang khong sang Pai hoc Dundee

(khong can céac ché do bao quan dac biét).
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- Budc 2: Tach genomic DNA tur nudc bot bao quan trong kit st dung quy
trinh ctia QIAamp DNA mini kit (catalog. nos. 51304 va 51306).
+ Cho 250 pul bénh pham vao ong vi ly tdm 1,5 ml. Thém vao 180 ul Buffer
ATL va 20 ul Proteinase K, tron bang cach vortex va u ¢ 56°C cho dén khi ly
giai hoan toan (1-3 h). Vortex thinh thodng trong qua trinh u.
+ Thém 200 pl Buffer AL. Tron ki bang cach vortex trong 15 s.
+U ¢ 70°C trong 10 phut. Ly tdm nhanh 6ng d¢ loai bo cac giot tir nap.
+ Thém 200 pl etanol (96—100%). Vortex trong 15 gidy. Ly tAm nhanh ong dé
loai bo giot tir nép.
+ Dung pipet hiit hdn hop 1én cot QIAamp Mini spin (trong 6ng hing 2 ml).
May ly tim & tbc d6 (8000 vong/phut) trong 1 phit. Loai bo dich va éng
hing.
+ Pit cot QIAamp Mini spin vao dng himg 2 ml méi va thém 500 pl bd dém
AWI1. Ly tam & toc d6 8000 vong/phut trong 1 phut. Loai bo dich va éng
htng bén dudi.
+ Pit cot QIAamp Mini spin vao dng himg 2 ml méi va thém 500 pl b dém
AW2. Ly tam & toc do toi da 14.000 vong/phut trong 3 phut. Loai bo dich va
6ng hung bén dudi.
+ Pat cot QIAamp Mini spin vao ong vi ly tim 1,5 ml méi, thém 200 pl
Buffer AE hoic nudc cat va i ¢ nhiét d6 phong trong 1 phat. Ly tim & téc do
8000 vong/phut trong 1 phut dé rira DNA.
- Budc 3: Phan tich tirng exon ctia gen Keratin
+ Phan ng PCR khuéch dai timg exon.
Céc phan tmg PCR dugc khuéch dai bang chu trinh sau:
MG&i 20 pl phan Gng gém:

e 200 ng genomic DNA

e 120 ng ctia mdi mdi oligonucleotide*
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e High Fidelity PCR buffer (dém): 1,5 mM MgCl, va 4%
dimethylsulphoxide (DMSO) d6i véi gen KRT64 hoic Quiagen PCR
buffer: 1,0 mM MgCl, va 1U HotStar Taq DNA polymerase di voi
gen KRTI7.

Chuong trinh cac phéan ing:

D6i v6i DB KRT6A:

(94°C trong 5 phut) x 1 chu ki; (94°C trong 30 gidy, 61°C trong 1,5 phut,
72°C trong 2,5 phut) x 35 chu ki; va (72°C trong 5 phut) x 1 chu ki

Déi véi DB KRTI7:

(94°C trong 15 phut) x 1 chu ki; (94°C trong 1 phut, 58°C trong 1 phut, 72°C
trong 1 phut) x 30 chu ki; va (72°C trong 5 phut) % 1 chu ki.

+ Giai trinh tu gen: giai trinh ty DNA bang may tu dong ABI 3700 (Applied
Biosystems, Foster City, CA, Hoa Ky).

+ So sanh ngan hang gen truc tuyén dé tim dot bién

* Moi ciia cdc phan iing dwoc chii thich trong phu luc 6.

Xét nghiém nay dugc Hoi day mong bam sinh quéc té hd tro kinh phi.

2.2.6. Cac tiéu chuin danh gia trong nghién ciu

2.2.6.1. Tiéu chuin chan doan IAm sang bénh nhin day méng bam sinh
Theo tiéu chuan chan doan 1am sang bénh nhan day méng bam sinh ctia Hoi
day mong bam sinh qudc té [4], [35], [55]:

- Day va loan dudng méng chan hodc mong tay

- Stng hoa ban chan, c6 hoac khong c6 seo va mun nudce

- Pau ban chan bi strng hoa.

- Nang sung trén da, chan toc, hoac u nang

- Viém nang 16ng toan than hodc t chi tir thoi tho Au.

- Bach sdan mi¢ng

- Réng thoi ki so sinh
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- Tang tiét md hoi ban tay, ban chan

- Nhiéu ray tai hodc giam kha ning nghe

Trong d6 ¢o6 3 tri€u chung chinh la: day mong chan, day sung gan ban chan va

dau long ban chan.

2.2.6.2. Tiéu chuin chin doan xac dinh bénh nhin day méng bam sinh
Duya vao phan tich gen Keratin va phat hién 1 trong 5 dot bién gen

Keratin KRT6A, KRT6B, KRT6C, KRT16, KRT17, bénh phém la mau hoac

nudc bot ciia bénh nhan [4].

2.2.6.3. Phan loai thiéu mau va ting bach cau

Bang 2.4: Phan loai muc d6 thiéu mau theo WHO [59].

i Chan doan thiéu | Thiéumau | Thiéu méau Thiéu mau
mau Hb (g/1) muc do nhe | muirc do vira muc do nang
0,5- <5 <110 100-109 70-90 <70
5-<12 <115 110-114 80-109 <80
12- 15 <120 110-119 80-109 <80

Bang 2.5: Chi s6 bach cau binh thuong (x10%1)
theo Nelson Textbook of Pediatrics [52].

Tubi S6 lugng bach cau (10%/1)
0-30 ngay 9,1-34,0
1-23 thang 6,0-14,0
2-9 tudi 4,0-12,0
10-17 tudi 4,0-10,5
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2.2.6.4. Chi s6 hoa sinh mau
Chi s binh thudng cua hod sinh dwa vao hang sb sinh hoc nguoi Viét Nam
danh gia [58]:
- Ure mau: binh thuong: < 8 mmol/l; Tang vira:10-20 mmol/l; Tang ndng >20
mmol/l.
- Creatinin mau: binh thuong: <100 umol/l; Tang: 120-200 pmol/l; Tang
nang: >200 pmol/l.
- Protein mau toan phan: gia tri binh thudng 1a 60-80 g/l x4c dinh 13 giam khi
protein mau <60 g/l1.
- Albumin méu: Gia tri binh thuong 1a 30-50 g/l. Xac dinh giam khi albumin
<30 g/l.
- GOT va GPT: gia tri binh thuong 1a < 60 U/I.
2.2.5.5. Thang do diém dau cia tré em

Str dung thang do Wong-Baker Faces Pain Rating Scale (WBFPRS) (0-
10) dé danh gia dau ¢ tré em [53], [59].

Lo D‘\JD

Khong dau Paunhe Pauvira Daunhibu Paudit doi DPau khing khiép
2.2.7. Noi dung cic bude trién khai trong nghién ciru
- Budc 1: lay tat ca bénh nhan c6 tén thuong méng nhu méng quip, mong
tach, diy mong...dén kham tai Bénh vién Da Liéu Trung Uong tir 1/8/2019-
31/7/2023 va Bénh vién Quéc té Green tir 1/8/2019- 31/8/2021 cho vao nhom
nghién ctru 1 (1.243 bénh nhan).
- Budc 2: cac bénh nhéan trong nhom nghién ctru 1 sé dugc nhom nghién ciru

kham lam sang 1an 2, lya chon cac bénh nhan c6 bi€u hién day mong va/hodc
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loan dudng méng, sau d6 cho vao nhom 2. Nhom nay s& 1a ddi tuong nghién
ctru cia muc ti€u 1. Nhu vay muc tiéu 1 c6 374 bénh nhan.
+ Day mong la d§ day cua céi (ban) mong 16n hon mirc binh thuong.
+ Loan dudng moéng 13 su thay d6i cia méng nhu hinh thai, mau sic cta
mong [50].
- Budc 3: khi ddi twong nghién ctru cia muyc tiéu 1 c6 thém 1 trong céc biéu
hién 1am sang nghi ngd bénh day moéng bam sinh* thi chung tdi s& cho vao
nhém nghién ctru 3, ching t6i chon dugc 21 bénh nhan va cdc bénh nhan
nhom 3 s& dugc hoi chan voi chuyén gia cta hoi ddy mong bam sinh qudc té.
Théng tin cung cap cho chuyén gia gom tién st, bénh st, 1am sang va hinh
anh cua bénh nhan.

Biéu hién 1am sang nghi ngd bénh day méng bam sinh theo tiéu chuan
ctia Hoi day moéng bam sinh qudc té [4], [55]:

+ Day va/hoac loan dudng mong chan hodc mong tay

+ Strng hoa ban chan, cé hoac khong cé seo va mun nude

+ Pau ban chan bi strng hoa.

+ Nang surng trén da, chan toc, hodc u nang

+ Viém nang 16ng toan than hodc tt chi tir thoi tho au.

+ Bach san luoi

+ Rang thoi ki so sinh

+ Tang tiét mo hoi ban tay, ban chan

+ Nhiéu ray tai hodc giam kha ning nghe
- Budc 4: cac chuyén gia s€ nhan dinh lai 3 dau hiéu 1am sang chinh cuia bénh
nhan gdm day moéng chan, dy simg gan ban chin va dau 10ng ban chan va
quan sat hinh anh nhém nghién ctru gui cho ho. Ho chon dugc 10 bénh nhan.

Céc bénh nhan nay dugc cho vao nhoém 4 (10 bénh nhan).
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- Budc 5: nhom nghién ctru s& 1ay bénh pham 1 nudc bot cia nhom 4 (10
bénh nhan) va giri bénh phim sang Pai hoc Dundee-Anh dé lam phén tich gen
Keratin gitip chan dodn xac dinh bénh diy méng bam sinh. Cac bénh nhéan
nhém 3 déu duoc tu vin vé bénh vién Quéc té Green dé tiép tuc theo doi va
cho két qua.

- Budc 6: Cac bénh nhan c6 két qua dot bién 1 trong 5 gen keratin KRT6A4,
KRT6B, KRT6C, KRT16, KRTI17 thi cho vao nhom nghién ctru 5, chung toi
xac dinh dugc 8 bénh nhan c¢6 BB 1 trong 5 gen trén. Nhu vdy, nhom do6i
tuong nghién ctru cua muc tiéu 2 va 3 gém 8 bénh nhan, sau do cac bénh nhan
nay s& dugc thong bao két qua chan doan bénh.

- Budc 7: Cac bénh nhan trong nhom 5 (8 bénh nhan) sé duogc diéu tri, can
thi¢p, cung cép kién thirc bénh, huong dan cham soc, hd trg trong 6 thang.

Piéu tri: boi Vaseline hang ngay, 2-3 lan/ngdy vao long ban chan, ban
tay day sung.

Can thiép: 1a cac hoat dong cung cép kién thurc, thuc hanh dé céac gia
dinh cham séc tré tot hon, gitip nang cao chat luong cude sdng cho tré.

Nguoi cung cap kién thire, thue hanh 13 nguoi nghién cru, ddi tuong 1a
bd me bénh nhan hoic truc tiép cho tré >10 tudi, thoi gian 1a khoang 15 phut
cho, sau d6 dung cau hoi dong mo dé hoi lai kién thie, thuc hanh vé céc
thong tin da cung cp. Trong qué trinh gia dinh chiam soc tré, gia dinh c6 thé
lién lac lai véi nguoi nghién ctru khi co6 van dé xay ra dé duoc hd tro truc tiép.
+ Cung cip kién thirc 1y thuyét co ban vé bénh:

e DMBS la bénh di truyén tro1 trén NST thuong, do dot bién gen keratin
gy nén. Gen ndy gilip cau tao 1én moéng tay, mong chan, long ban tay,
long ban chan, niém mac miéng, toc. Do do, khi b1 dot bién gen keratin

thuong gy ra ton thuong ¢ nhing vi tri trén.
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e Cac dic diém cua bénh: day mong tay, mong chan, bach san miéng,
day sung ban chan, dau long ban chan do day sung...

e Ngoai xét nghiém gen c6 bién doi, cac xét nghiém khéac da phan 1 binh
thudng, trir khi 6 boi nhiém két hop.

e Bénh chua c6 thude diéu tri dic hiéu.

e Bénh khong lay nhiém nhung di truyén cho thé hé sau.

e Tré mic bénh thuong hay mac cam vé bénh nén co thé xuat hién céc
cam xuc tiéu cuc nén gia dinh can quan tdm, thai d6 nhe nhang trong
qué trinh huéng dan hodc day do tré.

+ Cung cap kién thtc va thuc hanh phac d6 diéu tri, chiam soc hd tro tré: chi
yéu 1a cach chim soc mong, ban tay, ban chan va xir 1y dau [4]:

e Giam dau chan bang cach:

v' Giam ma sat, chan thuong nhu han ché di bo hoic ding.

v Str dung tit nhe, gidy thong gio, chon gidy thoai mai. C6 thé st dung xe
lan, nang dé gitip di chuyén xa hon.

v' Pam bao can ning chuan (tinh theo BMI)

v Véi nhitng con dau chan c6 thé:

o Sur dung Lidocaine Hydrochloride dé giam dau. C6 loai: 4% va
2% (dang gel), tuy nhién thudc nay can bac si ké don.

o St dungthubc giam dau khong ké don nhu acetaminophen
(Paracetamol) hoic thuc chdng viém khong steroid (nhu aspirin,
ibuprophen)

o Néu c6 cac mun nudc kém theo thi bénh nhan cé thé ngdm chan
trong dung dich kali, tuy nhién diéu nay s& khién da bi den hodc
o thé st dung mudi bién, diéu nay khong lam da bi den. Viéc

nay nén lap lai trong vai ngay (mot lan/ngay 1a du). Trén da co



53

thé boi celullase v6i mesmicin dé ngin ngira nhiém tring va gitp
tai tao da

v’ Han ché 1 sd thuc phé\m qua nhiéu gia vi, s0 cO la, thuc phém cong
nghiép.

v Pam bao gidc ng.

e V6i cac vét chai day nén cit tia bang bang dung cu sic nhu bAm moéng
tay hodac dung da bot cha sat long ban chan,

e Trong trudong hop da kho nén sir dung kem mém toan than.

e Cham s6c mong nén st dung dung cu cat mong sdc hodc dung cu cit
t6t nhat co thé. Cat tia méng cho bé khi ngii hodc thu gidn. Pé tranh
nhiém tring, diéu quan trong 1a khong cit tia qua sau va chéac chan ca
dung cu va mong tay, da déu sach, vo trung. Sau do, gilia méng tron
theo mot hudng duy nhat. Néu moéng bi cat nham nho sé lam ning thém
cac van dé vé mong cho tré. Chim séc méng tay khoang 2 tudn mot
lan. Sau d6, son mot 16p son mong tay hodc chit lam cimg mong tay.
Chua y nén ngdm méng tay hodc vét chai trong nudc trude khi cat, co

thé str dung nudc thudng, nude xa phong tim cho tré em.

Poi khi, méng tay dic biét diy can su trg gitp cua nhitng chiéc bim
mong tay 16n. Mot s6 bénh nhan di 1dy mi qua moéng bang ludi dao cao, diéu
nay lam con dau s& it nghiém trong hon [46]. Khi mu chay ra, c6 thé ngam
trong Hydrogen Peroxide sui bot. Sau d6, thém mot loai thudc m& khang sinh
nhu Tetracyclin. Néu nhiém tring qué ning hodc cac dudng mau do da di 1én
ngon tay thi bénh nhan nén dén kham bac si dé dung khang sinh 1a can thiét.

Néu ving moéng bét dau do, c¢6 thé ngdm no trong nude 4m, man hoic
dung dich mudi Epsom am thudng xuyén nhat c6 thé. Ngam ciing lam giam
cac triéu chimg ma khéng can dung khang sinh hay udng thudc.

e Tang sung nang 16ng nén dugce cat bang bam mong tay sac.
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e V¢ sinh rang miéng tbt, dung ban chai mém, cha y v€ sinh ban chai
trudc va sau danh rang dé ngian ngira nhiém tring.
e Diéu tri kip thoi nhiém tring thir phat do nam va vi khuan. Viéc diéu
tri nay can duoc béc si tu van truc tiép.
e Han ché séng, lam viéc & mdi truong c¢o6 nhiét do cao va do am cao,
nén str dung diéu hoa vao thoi tiét nong.
e B xung cac Vitamin téng hop.
+ Theo doi hang tuan qua trinh thyc hién cic hudéng dan tir khi bit dau
1/7/2021 dén 31/12/2021 sau d6 danh gia qua trinh hd trg bénh nhan.
2.2.8. Sai s6 va cac bién phap khic phuc sai s6
- Sai sb do: thu thap s6 liéu, kham 1am sang va can lam sang
Cach khac phuc:

+ Bac si khoa kham bénh va bac si ndi tra duoc cung cip thong tin vé
dé tai, muc tiéu nghién ctru. Bac si ndi trG trong nhom nghién ctru duoc tap
huan ki trude khi cung 14y s liéu.

+ Tac gia hodc bac si nodi tri ciing v&i thdy hudng dan truc tiép kham
1am sang dbi tuong nghién ctru.

+ Huéng din cho ki thuat vién phong xét nghiém vé cac xét nghiém
can lam lién quan dén bénh.

+ Chuan héa xét nghiém, néu nghi ngd bat thuong c6 thé lam lai xét
nghiém.

+ Trong khi thu thap cdu tra 15i ciia bo chat lugng cudc song thi yéu
cau ba me/ngudi chim soc tré ghi nhd tit ca cic cau hoi, tra 10i cac cau hoi
trén khi bénh nhan & cuing nhitng nguoi than, loai trir giai doan tré & 16p.

- Sai s6 do nhap liéu
Céch khic phuc:

+ Lam sach s liéu trude khi nhép liéu
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+ Chuén héa sb ligu
- Sai s6 do phan tich sé liéu
Céch khic phuc:

+ Lam sach s liéu trudc khi phan tich sb liéu
2.2.9. Xir 1y s6 liéu
Str dung phén mém SPSS 20.0 dé nhap va xu ly s6 liéu thu thap duoc.
- Tinh ty 1& phan tram, so sanh ty 1¢ phan tram bang test 2 hodc Fisher test
(néu n <20 hodc mot trong cac 6 ctia bang phat sinh c6 tan xuat ki vong <5),
co su khac biét khi p < 0,05.
- Tinh gia tri trung binh khi bién phan phdi chuan, tinh trung vi néu bién phan
phéi khong chuén.
- So sanh 2 trung vi st dung Wilcoxon Signed Ranks Test
- Tim dot bién gen bang cach so sanh két qua giai trinh tu véi ngan hang gen
truc tmyén.
2.2.10. Pao dirc trong nghién ctru
- Nghién ctru tuan tha theo dang ndi dung dé cuong da duoc Hoi dong danh
gia dé cuong ctia Truong dai hoc Y Duoc Hai Phong phé duyét.
- Nghién ctru duoc su dong ¥, cho phép cua Hoi déng Y dtrc Bénh vién Da
Liéu Trung Uong, va su chép thuan cua bénh vién Quéc té Green.
- Thong tin tir bénh nhan chi phuc vu cho muc ti€u nghién ctru khoa hoc,
ngoai ra khong phuc vu cho muc tiéu nao khac.
- Bénh nhan va gia dinh bénh nhan dugc giai thich vé loi ich cta viéc tham
gia vao nghién ctru, bénh nhan ty nguyén tham gia vao nghién cuu.
- Thong tin nghién ctru cia bénh nhan va nguoi nha dugc bao mat.
- Chi phi phan tich gen ctia bénh nhan va nguoi nha duoc dé tai chi tra, khong

anh huong dén bénh nhan.



56

- Bénh nhan tham gia nghién ctru duoc chan doan xac dinh, phat hién dot bién
gy bénh. Tur d6 tré s& dugc diéu tri, chdm soc, theo ddi va quan 1y theo phac
dd va chuong trinh diéu tri caa bénh vién hoic nhom nghién ctru.

- Nhiing bénh nhan khong di tiéu chuan nghién ctru hodc tir chdi nghién ctru

van duogc kham, diéu tri day du.
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Chuong 3: KET QUA NGHIEN CUU
3.1. X4c dinh ty 18 diy méng & tré em tai bénh vién Da liu Trung Uong
va bénh vién Quéc té Green 1/8/2019- 31/8/2021.
Chuing t61 chon dugc 384 bénh nhan du tiéu chuén nghién ctru cho muc tiéu 1.
3.1.1. Pic diém ciia ddi twong nghién ciru.

Bang 3.1: Phan bd ddi twong nghién ctru theo nhém tudi

Nhém tudi S6 bénh nhan (n=374) Ty 18 (%)
0-<5 103 27,5
5-<10 143 38,2
10-<15 128 34,3
Tong 374 100,0

Nhan xét: ty 1 doi tugng nghién ciru phan bd déng déu & cac nhom tudi tir 0-

< 5 tudi, 5- < 10 tudi va 10- < 15 tudi.

Nir 198 Nam 176 e

(52,9%)

(47,1%)

BN

Hinh 3.1: Phan bo dbi twong nghién ciru theo gidi
Nhan xét: ty 1€ nhom bénh nhan nir cao hon nhém bénh nhan nam, 52,9% va

47,1%.
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Ha Npi 165
(44,1%)

Tinh khac
195
Hai Phong 14
52,1¢
(52,1%) (3,8%)

Hinh 3.2: Phan b6 ddi tuong nghién ctru theo dia du
Nhéan xét: ty 1¢ bénh nhan trong dbi tuong nghién ctru séng tai Ha No1 1a

44,1%, ta1 Hai Phong 1a 3,8%, c6 44,1% bénh nhan dén tir tinh khéc.

Bang 3.2: Pic diém 1am sang cua d6i tuong nghién ciru

bic diém 1am sang 30 bénh nhan Ty 1€ %
(n=374)
Dau moéng 41 11,0
Ngura mong 79 21,1
Day ban tay 32 8,6
Day ban chan 36 9,6
To6n thuong da va niém mac 191 51,1
Triéu chirng khac 35 9.4

Nhan xét: 95,7% bénh nhan c6 biéu hién day moéng, loan dudng mong, 51,1%
bénh nhén c6 ton thuong da va niém mac. Cac tri€u ching khac chiém ty 1€

nho.
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10

Ty 18 %
(@)

Giam Hb

Hinh 3.3: Bac di€ém mdt s6 chi s6 can 1am sang cua doi twong nghién ctru

Nhan xét: 11,8% s bénh nhan c6 ting bach ciu, sé bénh nhan ting CRP 1a

3,4% va giam Hb 1a 2,9%.
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Tang bach cau

Tang CRP

Bang 3.3: Pac diém soi nam moéng cua doi tuong nghién curu

, o S6 bénh nhan
Két qua so1 nam mong (n=374) Ty 1€ (%)

Khong thdy nAm 249 66,6

Nam Candida 98 26,2

Nam Malassezia 6 1,6

Soi ndm 12 3,2

Soi nAm + Nam Candida 8 2,1
Soi nAm + Nam Malassezia 1 0,3
Tong 374 100,0

Nhan xét: 66,6% bénh nhan khi soi méng khong thay nam, 33,4% bénh nhan

khi soi méng c6 nam, trong d6 chu yéu 13 nam Candida chiém ty 1& 98/374

(26,2%).
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Bang 3.4: Dic diém huyét hoc cua d6i twong nghién ciru

Pic diém huyét hoc T8 +5D
(min- max)
Hong cau 4,89+0,49
(T/) (3,4-6,74)
Hemoglobin 133,86+10,40
(g/) (100,0-167,0)
Hematocrit 0,40+0,03
(L) (0,30-0,76)
Bach cau 8,99+3,18
(G/) (3,90-24,30)
Bach cau da nhan trung tinh 4,84+2,72
(G/) (0,29-21,0)
Ticu cau 331,16+98,80
(G/) (141,0-823,0)

"TB: trung binh
Nhan xét: hau hét cac bénh nhan trong ddi tuwong nghién ctru déu cé chi sb
huyét hoc binh thuong.

Trong d6, hemoglobin cta bénh nhan thap nhat 1a 100 g/1, s6 luong bach cau
ctia bénh nhan thap nhat 1a 3,9 G/1, cao nhat 1a 24,3 G/1.



Bang 3.5: Pac diém hoéa sinh mau cua doi tuong nghién ciru

Pac diém hoa sinh mau

Trung vi (25™-75™)

CRP (mg/l)

0,80 (0,26-1,52)

Ure (umol/l)

3,90 (3,10-4,80)

Creatinin (mmol/l)

52,55 (47,00-59,00)

AST (UI/l) 25,0 (19,80-29,80)
ALT (UI/) 14,45 (10,90-19,10)
Protein (g/l) 72,20 (66,12-77,42)
Albumin (g/l) 42,00 (38,00-44,00)

Nhan xét: da phﬁn cic bénh nhan c6 chi sé hoa sinh mau CRP, ezym gan,
chtrc nang than, Protein, Albumin trong gio1 han binh thuong.

3.1.2. Ty I¢ day mong & tré em

- S tré dén kham tai bénh vién Da lidu Trung Uong tir 1/8/2019 dén
30/6/2021 1a 170.127 bénh nhan, tai bénh vién quéc té Green tir 1/8/2019 dén
31/8/2021 13 21.372 bénh nhan. Tong sd bénh nhan dén kham tai 2 bénh vién
trong thoi gian nay la 191.499 bénh nhan

- Tong s tré co ton thuong moéng tai 2 bénh vién 14 1243 bénh nhan.

- Tong sb tré co6 day mong va/hodc loan dudng mong tai 2 bénh vién 1a 374
bénh nhan.

- Tong s6 tré day méng bam sinh 14 8 bénh nhan.

Do do:

- Ty 1¢& tré day moéng va/hoic loan dudng moéng/ tong sé tré dén kham tai 2
bénh vién 1a 374/ 191.499 chiém 0,19%

- Ty 1& tré day mong va/hodc loan dudng moéng/ tong s tré co bénh 1y vé

mong 1a 374/ 1243 chiém 30%
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- Ty 1& tré day méng bam sinh/ tong s6 tré dén kham tai 2 bénh vién 1a
8/191.499 chiém 0,04%

- Ty 18 tré day moéng bam sinh/ tong s tré c¢6 bénh 1y vé mong 1a 8/1243
chiém 0,64%

- Ty 18 tré day moéng bam sinh/ tong sb tré co biéu hién day va loan dudng

mong 13 8/374 chiém 2,13%

Bang 3.6: Phan b bénh 1y cua ddi twong nghién ctru (n=374)

S6 bénh nhan (n) Ty 18 (%)
Nam méng + ndm da 122 32,62
Vay nén 120 32,08
Loan dudng mong 77 20,58
Day surng ban tay, ban chan 21 5,61
Vay ca 13 3,47
Day moéng bam sinh 8 2,13
Bénh khac 13 3,74
Tong 374 100,0

Nhén xét: ty 1& tré day mong va/hodc loan dudng moéng do ndm chiém ty 18

cao nhat 32,62%, thap nhat 1a do bénh day méng bam sinh 2,13%.
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Bang 3.7: Phan bd bénh nhan diy méng bam sinh theo thdi gian xuat hién

tri¢u ching day moéng

Day moéng bam sinh
Thoi gian xut hién Co Khong Tong
n (%) n (%)
<1 tudi 8 (2,1) 8 (2,1) 16 (4,3)
> 1 tudi 0 (0,0) 358 (95,7) 358 (95,7)
Tong 8(2,1) 366 (97,8) 374 (100,0)

Nhén xét: ca 8 bénh nhan day méng bam sinh c6 triéu chirng day mong tir rat

som, déu < 1 tudi (100,0%), trong khi bénh nhan mac bénh khac ¢ biéu hién

day mong khi tré < 1 tudi chi ¢6 2,1%.

Bang 3.8: Phan bd ddi tugng nghién ciru theo triéu ching

day sung gan ban chan

Day moéng bam sinh

Day sung gan ban chan Co Khong Tong
n (%) n (%)
Co 8(2,1) 28 (57,5) 36 (9,6)
Khong 0 (0,0) 338 (90.4) 345 (90,4)
Tong 8(2,1) 366 (97,9) 374 (100,0)

Nhén xét: 100% cac bénh nhan day mong bam sinh co triéu chimg day simg

gan ban chén, c6 57,5 % bénh nhan méc bénh Iy da, mong khéc ciing c6 triéu

chirng nay.
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3.2. Mé ta ki¢u gen va kiéu hinh ciia cic bénh nhan day méng bam sinh

Chung t6i chon duoc 8 bénh nhan du tiéu chuan nghién ctiru cho muc tiéu 2.

3.2.1. Pic diém chung ciia bénh nhan day méng bam sinh

Bang 3.9: Piac diém chung cua bénh nhan day méng bam sinh

Dac . Tuoi . .
, Tuo1 , Tudi (tinh Tién st
diém . chan . o .
khé1 phat dén nam G161 Dan toc | gia dinh
chung doan i
(ndm) 2022) (nam)
(ndm)
BN 1 1 5 Nam Kinh -
BN 2 4 9 Nam Kinh -
BN 3 5 11 N Kinh -
BN 4 | 1 5 Nam Kinh +
<
BN 5 3 9 Nir Kinh -
BN 6 2 6 N Kinh -
BN 7 7 11 Nam Kinh +
BN 8 1 | Nam Kinh -

o khong; +: co, BN: bénh nhan

Nhan xét: cac bénh nhan c6 bi€u hién 1am sang dau tién tur rat sém, c6 3 bénh

nhan dugc chan doan bénh Iuc 1 tudi, bénh nhan s6 7 dugc chan doan bénh

mudn nhat lac 7 tudi. Hién nay, c6 2 bénh nhan di hon 10 tudi.

C6 3 bénh nhan nit, 5 bénh nhan nam. Cac bénh nhan déu 1a nguoi dan toc

Kinh. Bénh nhén s 4 va s6 7 trong cing mot gia dinh.
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Bang 3.10 : Phan bd bénh nhén theo tién st xir Iy ngoai khoa méng (n=8)

Mong S6 bénh nhan di xu 1y (n)
Mong tay 4
Mong chan 2
Tong 6

Nhan xét: c6 4 bénh nhan da ting xu 1y ngoai khoa mong tay va 2 bénh nhan

da ting xu ly ngoai khoa méng chan.

Bang 3.11: Phan bd bénh nhan theo thoi diém khai phat triéu ching

day sung ban chan (n=8)

Do tudi S6 bénh nhan (n)
<1 tudi 2
1-4 tudi 6
>4 tudi 0

Nhan xét: da phan cac bénh nhan xuat hién triéu chtimg day simg ban chan

giai doan 1-4 tudi chiém ty 1& 75%.

Bang 3.12: Mot s6 van dé lién quan dén triéu chimg day stng ban chéan cua

bénh nhan diy méng bam sinh (n=8)

Cé (n) Khong (n) Tong
Khé nang di bo 8 0 8
Nang hodc xe lan 0 8 8
Giay tat dic biét 2 6 8

Nhén xét: cac bénh nhan déu c6 kha ning di bo, chua can s dung phuong

tién hd tro va c6 2/8 bénh nhan dang sir dung gidy tat dic biét.
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3.2.2. Kiéu gen ciia bénh nhan day méng bam sinh

Bang 3.13: Kiéu gen ctia bénh nhan day méng bam sinh

i . Mién . Acid amin | Protein
BN Gen BB cDNA thay doi . ,
bB** thay doi thay doi
KRT64 Mat
BN 1 1A | c.516 518delCAA N172del
NM 005554.3 Asparagine
KRT64 Mt
BN 2 IA | ¢.516 518delCAA N172del
NM 005554.3 Asparagine
KRT6A4 Asparagine
BN 3 1A c.513C>A N171K
NM 005554.3 — Lysine
KRT64 Mt
BN 4 1A | ¢.516 518delCAA N172del
NM_005554.3 Asparagine
KRT6A Arginine —
BN 5 2B c.1397G>C R466P
NM 005554.3 Proline
KRT64 Mt
BN 6 1A | c.516 518delCAA . N172del
NM 005554.3 Asparagine
KRT64 Mt
BN 7 1A | c.516 518delCAA N172del
NM_005554.3 Asparagine
KRT17 ,
BN 8 1A c.290 292delTCC | Mat Serine | S97del
NM 000422.2

" BN: bénh nhdn, ~"DB: dét bién

Nhan xét: 7/8 bénh nhan DMBS 1a do dot bién gen KRT6A, 1/8 bénh nhan do
dot bién gen KRTI7; bao gdm 4 loai dot bién N172del, N171K, R466P,

S97del. Mién d6t bién chu yéu 1a 1A. Nhitng d6t bién nay din dén mat hoic

thay thé cac acid amin ban dau.




S bénh nhan
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3.2.3. Kiéu hinh bénh nhan day méng bam sinh

7
7
6
5
4
3
2
1
. Ay 0 O 4

1-3 mong 3-6 mong 7-9 mong 10 mong

® Mong
tay

B Mong
chan

S6 méng tay, mong chan day
Hinh 3.4: Kiéu hinh day méng tay, méng chan ciia bénh nhan
day moéng bam sinh
Nhan xét: 7/8 bénh nhan c6 biéu hién day 10 mong tay va 10 moéng chén, c¢6 1

bénh nhan day 7 méng tay va 7 méng chan.

Bang 3.14: Kiéu hinh thuong gip cta bénh nhan diy méng bam sinh (n=8).

Triéu chimg Sb bénh nhan (n) Ty 1& (%)
Day sung ban chan 8 100,0
Bach san miéng 8 100,0
Dau long ban chan 8 100,0
Tang sung nang 16ng 8 100,0
Réang so sinh 1 12,5

Nhan xét: 8 bénh nhan c6 biéu hién day sung ban chan, dau long ban chan,
bach sdn miéng, ting sung nang 16ng va c6 1/8 bénh nhan c6 rang lic mabi

sinh.
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Bang 3.15: Phan b kiéu hinh ban chan theo ting thoi diém (n=8)

Kiéu hinh ‘ ,
Nut Nhurc Phong Chai
el @ (n) (n)
, n n n n
Thoi diém
Trudc thoi diém nghién ctru 5 5 5 8
Tai thoi diém nghién ctru 3 3 3 8

Nhéan xét: cdc bénh nhan hau hét da tung c6 bi€u hién nut, nhirc, phong va
chai ban chan. Hién tai, c6 3/8 bénh nhan van c6 cac biéu hién do6 va tri¢u

chirng chai ban chéan c6 ¢ tat ca cac bénh nhan.

Bang 3.16: Phan b bénh nhan theo tién sir nhiém tring mong

. _ Mong tay Mong chan
Thot diém nhiém trung
(n) (n)
Trudc thoi diém nghién ciru 8 7
Tai thoi diém nghién ctru 3 0

Nhan xét: 100% bénh nhéan c6 tién sir nhiém tring moéng tay va hau hét bénh

nhan (7/8) bénh nhan c6 tién s nhidém tring méng chan.




S6 bénh nhan
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4 4 4
4
35 3
3
2.5
2
1.5 1
. 1
0.5 0

Tocbat Mo hoitay Viém khoe Khantiéng Ddytai  Nghe kém
thuong chan miéng

Kiéu hinh
Hinh 3.5: Céc kiéu hinh khic ctia bénh nhan day méng bam sinh
Nhan xét: ¢6 4/8 bénh nhan c6 cac biéu hién toc bat thuong, md hoi tay chan,

viém khoe miéng, 1/8 bénh nhén c6 nhiéu ray tai va khong c6 bénh nhan co

biéu hién nghe kém.
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3.2.4. Kiéu hinh va kiéu gen ctia bénh nhén

Kiéu hinh: Kiéu gen:

day mong DB KRT64,

tay, mong mién 1A,

chan, c]?NA thay
doi:

nhi¢m ¢.516 518delC

trung AA, gy mat

mong, Asparagine

bong Protein thay

méng, bach d6i: N172del.

san miéng,

t6n thuong

da

4

Hinh 3.6: Bénh nhén s 1- Tran Hitu A, nam, 5 tudi

Nhén xét: dot bién x6a bd ba CAA trén mién bc xodn 1A gdy mat Asparagine.




day
mong,
day sung
gan

ban chan,
bach san
miéng,
ton

thuong da
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Kiéu gen:
DB KRT6A4,
mién DB
1A, cDAN
thay doi:

c.516 518de
ICAA, gay
mat
Asparagine
Protein thay
doi:

N172del.

Hinh 3.7: Bénh nhén s6 2- Nguyén Prc Q, nam, 9 tudi

Nhan xét: dot bién x6a bo ba CAA trén mién d¢ xoin 1A giy mat Asparagine.




day
mong,
day sung
gan

ban chan,
tang sung
nang 16ng
& dau gbi
va khuyu
tay.

Kiéu gen:
bB

KRT6A,
mién 1A,
cDAN thay
doi:
c.513C>A,
gay
Asparagine
— Lysine,
Protein thay
doi: N171K

Hinh 3.8: Bénh nhén sb 3- Lé Hoang Kiéu T, nit, 11 tudi

Nhan xét: dot bién sai nghia 5/3C>4 tai exon 1 lam acid amin Asparagine

bién ddi thanh Lysine
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Hinh 3.9: Hinh anh mé hoc cta to chirc méng.

A, nhudn giemsa; B, nhuom H.E
Nhén xét: su tang sinh manh mé keratin va sy hién di¢n ctia vi khuan gram

duong nhung khong c6 té bao 4ac tinh

Control: K6a, exon 1 Patient: K6a p.Asnl171Lys

CCCTC C c G cCcleT e M| c G

VY

Hinh 3.10: Dot bién tai exon 1 gen K6a
Nhan xét: dot bién tai exon 1 gen K6a tao ra mot bd ba két thuc sém khién

tong hop chudi protein K6a bi ding lai.
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day
mong,
day sung
gan

ban
chan,
bach san
miéng,

tang

Kiéu gen:
bB

KRT64,
mién 1A,
cDNA thay
doi:

c.516 518d
elCAA, gay
mat
Asparagine,
Protein thay
doi:
N172del,

Hinh 3.11: Bénh nhan s6 4- Nguyén Piang K, nam, 5 tudi

Nhan xét: dot bién x6a bo ba CAA trén mién d¢ xoin 1A giy mat Asparagine.




75

Kiéu Kiéu gen:
hinh: bB
day KRT6A, mién
m()ng 2B, cDNA
\ ‘, _ thay doi,
day stmg ¢.1397G>C,
gan ghy
ban Arginine —
chan, Proline,
bach san | Protein thay
A L | doi: R466P.
mieng, o
tang
sung
nang
long

Hinh 3.12: Bénh nhan sb 5- Nguyén Thanh H, ni¥, 9 tudi
Nhan xét: dot bién sai nghia /397G>C tai mién 2B 1am acid amin Arginine

bién doi thanh Proline.
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Kiéu hinh: Kiéu gen:
day mong, | 4@ DB:
day sung KRTG64,
cDNA thay
gan 7
doi:
an chan
ban chan, ¢.516_518del
bach san CAA, gy mat
miéng, Asparagine,
tang sung Protein thay
nang 10ong '~ d6i: N172del.

Hinh 3.13: Bénh nhan s6 6- Hoang Nhu Y, nit, 6 tudi

Nhan xét: dot bién xoa bo ba CAA trén mién d¢ xodn 1A giy mat Asparagine.
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Kiéu hinh: Kiéu gen:
day mong DB KRT6A,
chan, méng mién DB 1A,
- ieste.
san migng, 518delCA_A,
day sung gay mat

gan chan, Asparagine,
tang sung Protein thay
nang 16ng doi: N172del

Hinh 3.14: Bénh nhan s6 7- Nguyén Pang N, nam, 11 tudi

Nhén xét: dot bién x6a bd ba CAA trén mién bc xodn 1A gdy mat Asparagine.
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Kiéu hinh:

day mong,
day sung
gan

ban chan,
rang so
sinh, mun
viém,
nhiém
trung ngon

c4i (T)

.

Kiéu gen:
bB KRT17,
mién DB 1A,
cDNA thay
doi: ¢.290

-~ 292delTCC,

gy mét Serin,
Protein thay
doi: S97del

Hinh 3.15: Bénh nhan sb 8- Bui Ngoc Gia H, nam, 1 tudi

Nhan xét: dot bién x6a bd ba TCC trén mién dc xodn 1A gay mét Serine.
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K17 protein

L1 L12 L2 S 333

K1

85-119 131-231 248-266 275-395

K17 S97del

Hinh 3.16: Céu trtic Protein K17
Nhan xét: miii tén mau vang chi vi tri tuong dbi chinh xac cua dot bién 97

trén protein K17

3.2.5. Moi lién quan kiéu gen va kiéu hinh cta ciac bénh nhan

Bang 3.17: Mbi lién quan kiéu hinh va kiéu gen

Kiéu hinh Kiéu gen

Bach san miéng, day stng ban chan gy dau, ton | Dot bién KRT64

thuong ddy moéng nhiéu, ting simg nang 16ng

S6 lwong méng day it hon Dot bién trén mién 2B

Réang so sinh Dot bién KRT17

Nhén xét: nhitng bénh nhan co biéu hién bach san miéng, day sung ban chan
gaay dau nhiéu, ton thuong mong nhiéu hoic ting simg nang 16ng goi y dot
bién KRT64, bénh nhan c6 s6 lugng moéng tay day it thi goi ¥ dot bién trén
mién 2B, bénh nhan co6 rang so sinh goi y dot bién KRT17.
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3.2.6. So' @6 pha hé ctia bénh nhan day méng bam sinh

« 07O OO ‘ E’TOé D@ﬁ
Y- % :
- ‘ I
I | [HO [(HO I | ‘
5 58| . oo
n ° ) gyt
I [HO I | [
n ﬁ 558 | 5 50
. ohe =

. oo 0O
R0 060 55668

I

Hinh 3.17: So dd pha hé ctia 8 bénh nhan day mong bam sinh

Nhén xét: c6 6 bénh nhan goi y 1a dot bién mai trong gia dinh, c6 2 bénh nhan
s6 4 va 7 1a di truyén bénh tir bd.
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3.3. Nhin xét két qua diéu tri, can thiép chim séc hd trg cho bénh nhan
day méng bam sinh trong 6 thang.

Chung t6i chon duoc 8 bénh nhan du tiéu chuan nghién ctiru cho muc tiéu 3.

Bang 3.18: Phan b cac triéu chimg xuét hién trong thoi gian theo doi (n=8)

N , Bach san Pau ban L
Nhiém khuan Van de¢ khac
Thoi gian mi¢ng chan*
n (%) n (%)
n (%) n (%)
7/2021 5(62.5) 4 (50,0) 4 (50,0) 6 (75,0)
8/2021 2 (25,0) 1(12,5) 5(62,5) 6 (75,0)
9/2021 0 (0,0) 2 (25,0) 4 (50,0) 6 (75,0)
10/2021 2 (25,0) 2 (25,0) 1(12,5) 3(37,5)
11/2021 2 (25,0) 3(37.5) 1(12,5) 4 (50,0)
12/2021 0 (0,0) 2 (25,0) 1(12,5) 2 (25,0)

Pau ban chan*: van dé dau ban chan khién bénh nhéan khong muoén di lai hodc khong di lai duoc.
Nhan xét: hau hét cac bénh nhan déu gap phai cac van d€ nhu nhiém khuan,
bach san miéng, dau ban chan va mdt s6 van dé khac. Vao 3 thang cudi nam,

cac van dé co xu hudng giam hon.

Bang 3.19 : Thang diém dau ctia bénh nhan trudc va sau diéu tri, can thiép

Truée diéu tri Sau diéu tri
TB+SD TB+SD P
Diém dau 6+1,69 4+1,51 <0,05

Nhan xét: ¢6 su khac biét vé thang do diém dau trudc va sau di€u tri v p<

0,05
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Bang 3.20: Sy thay ddi cac triéu chimg trudc va sau khi diéu tri can thiép

cham séc hd trg (n=8)

Trude diéu tri Sau diéu tri
' Khong Khong
Triéu ching Co Khong .| Do _
thay doi tri¢u ching
(n) (n) (n)
(n) (n)

Day mong 8 0 0 8 0
Bach san miéng 8 0 0 6 2
Tang sung nang 16ng 8 0 0 8 0
Day sung gan ban chan 8 0 0 8 0
Dau gan ban chan 8 0 0 8 0
Phong rop ban chan 3 5 0 2 6
Chai gan ban chan 8 0 0 8 0
Nt gan ban chan 3 5 0 0 8
Nhiém khuan méng 3 5 0 1 7

Nhan xét: trude diéu tri 100% bénh nhan cé biéu hién day moéng, bach san
mi¢ng, tdng sung nang 16ng, day strng gan ban chan, dau gan ban chan va chai
gan ban chan; 37,5% bénh nhan bj phong rop ban chin, nit gan ban chan va
nhiém khuan méng.

Sau diéu trj can thiép chiam soc hd tro céc triéu chung cua bénh nhan déu cai
thién. C6 100% bénh nhan khong nut gan ban chan, 87,5% khong nhiém
khuan moéng, 75% bénh nhan khong phong rop. 100% bénh nhan d& day

mong, day stng gan ban chan, dau ban chan va chai ban chan.
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Trudc, trong diéu trj Sau diéu trj

Hinh 3.18: M0t s6 hinh anh v€ su cai thi¢n céc tri¢u chimmg ctia bénh nhan
day méng bam sinh
Nhéan xét: mot s0 bi€u hién 1am sang cia bénh nhan da duoc cai thi¢n sau can

thi¢p, cham soc ho tro.



Bang 3.21: Sy thay doi tan suat chim séc méng va ban chan trudc va sau

diéu trj ciia bénh nhan day mong bam sinh (n=3)

Su thay d6i tan suat cham soc

Trudc diéu tri

Sau diéu tr1

n (%) n (%)

Tan suat cham 1 tuan/ lan 2 (25,0) 0(0,0)
soc ban chan 1 thang/ lan 5(62,5) 8 (100,0)

2 thang/ 1an 1 (12,5) 0 (0,0)
Tan suat chim 2 tudn/ 1an 2 (50,0) 8 (100,0)

s6c mong tay 1 thang/ 1an 6 (50,0) 0 (0,0)
Tan suat chim 1 thang/ 1an 5(62,5) 8 (100,0)

mong chan > 1 thang/ lan 3 (37.,5) 0(0,0)

S6 1an dau ban chan trung binh
L 7,1342.80 6,88+2,16
trong 1 tuan (lan)
(1-10) (2-9)

TB+SD (min-max)

Nhan xét: sau khi huéng dan chim séc can thiép trong 6 thang, cac bénh nhan

da biét thoi gian thyc hanh chim séc méng tay, méng chan va ban chan cho

pht hop, cu thé 1a thoi gian chim s6c méng chin va ban chan nén duy tri 1a 1

thang/lan, mong tay 1a 1 tuan/lan.

S6 1an dau ban chan trong 1 tuan cua nhom sau can thi¢p thap hon so véi

nhém trudc can thiép nhung su khac biét khong co y nghia théng ké.
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Bang 3.22: Sy thay ddi s6 1an dau ban chan/tuan ctia bénh nhan

day mong bam sinh (n=8)

S6 lan dau Trude diéu tri Sau diéu tri
ban chan/tuan n (%) n (%)
0 lan 0 (0,0) 0 (0,0)
1-2 lan 1(12,5) 1(12,5)
3-4 lan 0 (0,0) 0 (0,0)
>4 lan 7 (87,5) 7 (87.5)

Nhén xét: trude khi diéu tri can thiép c6 7/8 bénh nhan dau trén 4 1an/ tuan,

sau diéu tri can thi€p s6 bénh nhan dau trén 4 lan/tuan khong gidm, mac du

tong soO 1an dau/tuan c6 giam xudng.

Bang 3.23: Sy thay doi s6 1an mong tay anh hudng dén cudc song

hang ngay/tuan ctia bénh nhan day moéng bam sinh (n=8)

S6 1an moéng tay anh hudng Trudc diéu tri Sau diéu tri
dén cudc sdng/tuan n (%) n (%)
0 lan 0 (0,0) 0 (0,0)
1-2 1an 2 (25,0) 3(37,5)
3-4 1an 2 (25,0) 4 (50,0)
> 4 1an 4 (50,0) 1(12,5)

Nhén xét: mong tay day anh huong dén cudc song hang ngay cia tat ca cac

bénh nhan.
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Bang 3.24: Sy thay ddi s6 con dau chan 1am phién gidc ngt/tuan cta

bénh nhan day méng bam sinh (n=8)

S6 lan dau Trude diéu tri Sau diéu tri
ban chan 1am phién gidc ng/tuan n (%) n (%)
0 lan 6 (75,5) 7 (87,5)
1-2 lan 1(12,5) 1(12,5)
3-4 lan 1(12,5) 0 (0,0)
>4 lan 0 (0,0) 0 (0,0)

Nhan xét: triéu chimg dau chan chi &nh huéng dén giac ngu cua 2 bénh nhan.
Sau khi di€u tr1 can thi€p, con dau chan chi con anh hudng dén giac ngu cua 1

bénh nhan.

Bang 3.25: Su thay doi vé s6 1an bénh diy moéng bam sinh can trd cong viéc

nha® /tuan cta bénh nhan (n=3)

S6 1an bénh anh huong Trudc diéu tri Sau diéu tri
dén cong viéc nha/tuan n (%) n (%)
0 lan 1(12,5) 2 (25,0)
1-2 lan 5(62,5) 6 (75,0)
3-4 1an 2 (25,0) 0 (0,0)
>4 lan 0 (0,0) 0 (0,0)

@ - Pi mua sam, lam viéc nha va lam vuwon

Nhéan xét: C6 5/8 bénh nhan day mong bam sinh bi can tr& cong viéc nha 1-2
lAn/tudn, 2 bénh nhan ¢ mic 3-4 1an/tudn. Sau diéu trj can thiép, c6 6/8 bénh

nhan nhan thay bénh chi anh hudng dén lam viéc nha 1-2 lan/tuan.
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Bang 3.26: Sy thay doi vé s6 1an dau ban chan anh hudng dén hoat dong x4

hoi va giai tri trong tudn cua bénh nhan day méng bam sinh (n=8)

So lan dau

Trudc diéu tri

Sau diéu tr1

ban chan/tuan n (%) n (%)
0 lan 0 (0,0) 1(12,5)
1-2 lan 4 (50,0) 5 (62,5)
3-4 lan 4 (50,0) 2 (25,0)
>4 lan 0 (0,0) 0 (0,0)

Nhan xét: s6 1an dau ban chan da anh huéng 1o dén hoat dong xa hoi va giai
tri ciia bénh nhan. Sau khi diéu tri can thi¢p thi c6 1 bénh nhan dd dau chan va

gan nhu khong gy anh huong dén chat lugng cudc song ciia bénh nhan.

Bang 3.27: Sy thay ddi vé s6 1an dau ban chan anh hudng dén hoat dong choi

thé thao trong tuan ctia bénh nhan day méng bam sinh (n=8)

SO lan dau

Trudc diéu tri

Sau diéu tri

ban chan/tuan n (%) n (%)
0 lan 0 (0,0) 1(12,5)
1-2 lan 3 (37,5) 7 (87,5)
3-4 1an 5(62,5) 0 (0,0)

> 4 lan 0 (0,0) 0 (0,0)

Nhén xét: ¢ 5/8 bénh nhan nhan thiy trong tuan qua c6 3-4 1an dau ban chan
gay tré ngai cho hoat dong thé thao ctia bénh nhan. Tuy nhién, sau diéu tri can

thi¢p, khong c6 bénh nhan nao c6 so lan dau chan > 3 1an/ tuan.



88

Bang 3.28: Su thay ddi vé s6 1an bénh day méng bam sinh anh huong dén 1am

viéc hodc hoc tép trong tuan ciia bénh nhan day mong bam sinh (n=3)

S6 1an bénh anh hudng Trude diéu tri Sau diéu tri
dén hoc tap/tuan n (%) n (%)
0 lan 3 (37,5) 3 (37,5)
1-2 lan 3 (37,5) 5 (62,5)
3-4 lan 2 (25,0) 0 (0,0)
>4 lan 0 (0,0) 0 (0,0)

Nhan xét: trude khi diéu tri can thiép, bénh day mong bam sinh di anh hudng
dén hoc tap cua bénh nhan ¢ muc 3-4 lan/ tuan. Sau can thi¢p, cadc bénh nhan

chi bi anh huéng ¢ murc < 2 1an/tuan.

Bang 3.29: Sy thay doi vé so lan ton thuong da trong tuan anh huéng dén

quan hé véi ban be, nguoi quen ctia bénh nhan day méng bam sinh (n=8)

S 1an ton thuong Trudc diéu tri Sau diéu tri
da/tuan n (%) n (%)
0 lan 1(12,5) 2 (25,0)
1-2 lan 1(12,5) 6 (75,0)
3-4 1an 4 (50,0) 0 (0,0)
> 4 1an 2 (25,0) 0 (0,0)

Nhan xét: ton thuong da da lam can tré moi quan h¢ cua bénh nhan voi nhitng
nguoi xung quanh, tuy nhién sau diéu tri can thi¢p, van dé nay da dugc cai

thién r0 rét.
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Bang 3.30: Sy thay ddi s6 van dé ctia bénh day moéng bam sinh khién

bénh nhan can cham soc ban than

L . Trudce diéu tri Sau diéu tri
SO van dé can cham soc/tuan
n (%) n (%)
0 van dé 0 (0,0) 0 (0,0)
1-2 van dé 5(62,5) 6 (75,0)
3-4 van dé 3 (37,5) 2 (25,0)
> 4 van dé 0 (0,0) 0 (0,0)

Nhan xét: ¢6 3/8 bénh nhan c6 tir 3-4 van dé cta bénh day méng bam sinh

khién bénh nhan can chiam soc trong 1 tuan, sau can thiép con 2/8 bénh nhan

cO 3-4 van dé&/tuan, con lai la 1-2 van dé/tuan.

Bang 3.31: So sanh sy thay d6i diém trung binh chat lugng cudc séng

cua bénh nhan day méng bam sinh

Piém chat lugng cudc song Trudc diéu tri Sau diéu tri
cua bénh nhan day mong Trung vi Trung vi p*
bém Sil’lh/tllél’l (25TH_ 75TH) (25TH_ 75TH)
L s 3,0 3,0
So lan dau ban chan >(,05
(3,0-3,0) (3,0-3,0)
S6 14n mong tay anh huén
, i , - 2.5 2,0
dén cudc song <0,05
\ (1925'310) (190'210)
hang ngay/tuan
S6 14n bénh PC can tro cong 1,0 1,0
_ , >(0,05
viéc nha, mua sam (1,0-1,75) (0,25-1,0)
S6 l1an dau ban chan anh 1,5 1,0 >0,05
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huong dén hoat dong xa hoi (1,0-2,0) (0,25-1,75)
va giai tri trong tuan
S 1an dau ban chan anh
. _ 2,0 1,0
huong dén hoat dong choi <0,05
i . (1,0-2,0) (1,0-1,0)
thé thao trong tuan
S6 1an bénh day mong bam
. 1,0 1,0
sinh anh huéng dén lam >0,05
_ (0,0-1,75) (0,0-1,0)
viéc hoac hoc tap
S6 1an ton thuong da anh
. 2,0 1,0
hudéng dén quan hé véi ban <0,05
. (1,25-2,75) (0,25-1,0)
bé, ngudi quen
Sb van dé cua bénh day
mong bam sinh khién 1,0 1,0
. >0,05
bénh nhan can cham séc (1,0-2,0) (1,0-1,75)
ban than
Téng diém chét luong cude 16,5 12,0 0.05
< 5
song (bo 11 cau hoi) (13,0-18,75) (9,25-13,0)

* Wilcoxon Signed Ranks Test

Nhan xét: chat luong cudc séng chung cia bénh nhan c6 cai thién sau khi
dugc can thiép, cham séc hd tro; cu thé 1a mong tay da it giy can tré cong
viéc hang ngay, thay doi s6 1an dau anh hudng dén hoat dong choi thé thao va

gidm su anh hudng ctia da dén quan h¢ cua bénh nhan véi nguoi xung quanh.
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Chwong 4: BAN LUAN

Trong thoi gian nghién ctru tir 1/8/2019- 30/8/2021 tai 2 bénh vién Da
liéu Trung Uong va bénh vién Quéc té Green, ching t61 chon dugc 374 bénh
nhan du tiéu chuén lya chon cho vao ddi tuong nghién ctu, tr d6 xac dinh
dugc 8 bénh nhan day moéng bam sinh.

4.1. Ty 1¢ day méng & tré em tai bénh vién Da liéu Trung Ueng va bénh
vién Quoc té Green 1/8/2019- 31/8/2021.
4.1.1. Phan b6 d6i twong nghién ctru theo nhom tudi

Két qua nghién ctru ctia chung t6i cho thiy s6 bénh nhan trong dbi
twong nghién ctru gilta cac nhém tir 0- < 5 tudi, 5- < 10 tudi va 10- < 15 tudi
tuong ddi dong déu véi nhau, 1an luot 12 27.5 %; 38.2 %:; 34,3 % (Bang 3.1).
Diéu nay thé hién rang ¢ bat ki d6 tudi nao, tré ciing c6 thé gip cac van dé vé
da lidu néi chung va bénh 1y vé moéng ndi riéng. Ty 1é tré em c6 tén thuong
mong nd1 chung khoang & 3- 11% tré em va c6 khoang 75% céc hoi chung
bam sinh, di truyén 6 ton thuong mong kém theo [45]. Vi du bénh 1éch ngén
chin cai bam sinh gip ¢ l&ra tudi so sinh chiém khoang 1-2% s tré so sinh
[61]. HO1 chirng mong tay-xuong banh che cling gap & tré so sinh voi ty 1€
12,5% [60]. Viém ngodn xa bong nudc 1a mot ton thuong hay gip & tré em tir 2
dén 16 tudi [62]. NAm mong 1a bénh 1y khong thuong gip ¢ tré em, tuy nhién
su luu hanh ngay cang ting trén toan cau [63]. Loan dudng méng cé thé giap &
moi lra tudi [64].

C6 nhiéu nguyén nhan khac nhau anh hudéng dén sy binh thudng cia
mong nhu tinh trang viém, nam, khoi u, chan thuong, bam sinh va di truyén
[64]. O tré em, hau hét cac bat thuong vé mong bi xem nhe hodc bé qua trong
khi nhitng rdi loan méng ndy c6 thé 1a biéu hién ban dau ctia hoi chimg, rdi
loan toan than. Do d6, khi tré c6 biéu hién 1am sang bat thuong vé méng hay

da, gia dinh can dua tré dén co s y té dé kham va diéu tri kip thoi.
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4.1.2. Phin bo d6i twong nghién ctru theo gidi

Trong s6 374 bénh nhan thudc dbi tuong nghién cuu thi ty I¢ bénh nhan
nit chiém 52,9%, bénh nhan nam la 47,1% (Hinh 3.1). Nhu vay, khong co6 su
khac nhau giita nam va nit mac cac bénh 1y lién quan dén da, mong. Vi du
bénh day moéng bam sinh 13 bénh di truyén trdi trén NST thudng thi ty 16 mac
bénh cua nam va nir 1a nhu nhau. Trong bénh I¢ch ngdn chan cai bam sinh sb
tré gai bi anh hudng nhiéu hon tré trai [65]. Pa phan cic bénh 1y c6 su khac
biét nam nir 12 cac bénh di truyén lién két véi gidi tinh.
4.1.3. Phin b6 d6i twong nghién ctru theo dia dw

Céc bénh nhan trong nghién ctru dén tlr rat nhiéu tinh thanh khac nhau
trong ca nudc chiém ty 1€ 52,1%, bénh nhan dén tr khu vuc Ha Noi chiém
44,1%, con lai 1a bénh nhan sinh song tai Hai Phong chiém 3,8% (Hinh 3.2).
Bénh vién Da liéu Trung Uong 14 co s& tuyén dau trong chan doan ciing nhu
diéu tri cac bénh da lidu & tré em va nguoi 1on nén ) luong bénh nhan dén
kham rat dong va cac bénh nhan dén tir nhiéu ving mién cua ca nudc. Diéu
nay cling khéng dinh dugc uy tin va chat luong cia bénh vién. Bénh vién
Qudc té Green voi uu thé 13 chuyén khoa san va nhi, ciing 1a co s¢ y té déng
tin cdy cua ngudi dan Hai Phong, dac biét voi doi tuong tré em. Cac mat bénh
ctia tré em tai bénh vién Qudc té Green kha phong phu va day 13 noi ching toi
phat hién dugc ca bénh day mong bam sinh dau tién tai Viét Nam.
4.1.4. Pic diém 1am sang ciia ddi twong nghién ciru

Vé dic diém 1am sang cua d6i twong nghién ctru, c6 51,1% bénh nhan
c6 biéu hién ton thuong da va niém mac, tiép theo 14 triéu chimg ngira méng,
dau mong va mot sb biéu hién khac 9,4% (Bang 3.2).

Triéu chimg dau mong va ngira moéng hay gip ¢ bénh nhan nAim mong.

Triéu chiing dau mong va nglra mong do6i khi khong ro rang & nhoém tré nhd,
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tuy nhién chung t6i ciing khai thac ki cac biéu hién 1am sang va kham ki cang
dé nhan dinh hai d4u hiéu nay.

Theo két qua nghién ctru cua tic gia Vo Pong Xuan trong nhém ndm
mong, triéu ching dau mong chiém 8,9%, ngra moéng chiém 28.9% [66].
Theo tac gia Nguyén Minh Huong triéu chimg dau, ngira mong chi gip &

21,1 % va 22.8 % sb bénh nhén, chil yéu ¢ bénh nhan ndim méng do Candida
[67]. Nhu vy, két qua cta chiing t6i kha twong dong voi hai tac gia trén.

Day ding ban tay, ban chan 1a triéu ching dé nhan biét, tuy nhién co
thé gdp trong cic bénh khac nhau nhu day simg ban tay, ban chan mac phai. ..

Céac bénh vé mong ¢ tré em chiém mot ty 1¢ thap trong cac ca kham
bénh nhi va hau hét cac bénh vé mong khong duoc bac si nhi khoa kham 1am
sang ki [60], [60]. Tuy nhién ddy 13 van dé khién cac gia dinh kha lo lang. Vi
vy viéc cac bac si hoi ki tién s, bénh str, hiéu cdu tric giai phiu ciia mong
va tham kham can than giup phan biét cac tinh trang bénh khac nhau va quyét
dinh xu tri chinh xac cac bénh vé méng 1a vo cing can thiét.

4.1.5. Pic diém mot s6 chi sd cin lAm sang ciia d6i twong nghién ciru

Theo két qua tai hinh 3.3 thi s6 bénh nhan co tang bach cau chiém
11,8%, tang CRP chiém 3,2%. Cac bénh nhén c6 tang bach cu va tang CRP
hau hét 13 cac bénh nhan dugc chan doan vay nén mu toan than. Diéu nay thé
hién sy phu hop giita 1am sang va c4n 1am sang. Bénh nhan thiéu mau rat it,
chiém ty 1€ 2,4%. Céc bénh nhan thiéu mau nam rai rac & cac nhom tudi khac
nhau, thiéu mau & mtc d6 nhe, nén cac bénh nhan chua dugc 1am cac xét
nghiém sau hon dé tim duoc nguyén nhan cia thiéu mau. Tuy nhién, cac bénh
nhan duoc tu van vé ché d6 dinh dudng phu hop véi 1tra tudi va hen kham lai.
4.1.6. Pic diém soi nAm moéng ciia ddi twong nghién ciru

Tat ca cac bénh nhan déu dugc lam xét nghi¢m soi méng tim nam, mot

s6 it dugc cdy mong dé tim ndm. Két qua bang 3.3 cho thay co 66,6% bénh
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nhan khi soi méng khong tim thdy nam, 33,4% bénh nhan khi soi mong cé
nam. Trong téng s6 ddi twong nghién ctru thi c6 26,2% bénh nhan soi mong
c6 ndm Candida, 3,2% bénh nhan c6 sgi nidm, 2,1% bénh nhan c6 sgi ndm va
ndm Candida, 1,6% c6 nAm Malassezia, théip nhét 13 bénh nhan c6 sgi nAm va
nam Malassezia chiém ty 1& 0,3%. Pa phan cac bénh nhan soi méng co két
qua duong tinh da duoc bac si chian doan so bd ndm moéng trude khi lam xét
nghiém vi sinh. Mot s6 bénh nhéan bi bénh 1y khac nhu vay nén, loan dudng
moéng...dugc phat hién tinh trang nhiém nam kém theo.

Tiéu chuan vang dé chan doan bénh ndm mong 13 két qua dwong tinh
trén ca kinh hién vi truc tiép va nuoi céy mau moéng [69], [70]. Két qua trong
nhom nhiém ndm moéng cua ching toi thi da phan nhiém nim moéng do
Candida véi ty 18 78,4% (98/125), soi nam chiém 9,6% (12/125). Tuy nhién
theo nghién ciru cua tac gia Vo Pong Xuan vé ty 1& nhiém ndm trong nhom
nam moéng 1a 51,9 %, chu yéu 1a nAim Candida va Malassezia [66]. Theo tac
gia Nguyén Minh Huong ndm méng do Candida chiém 56,1% hay gap hon so
v6i ndm soi chiém 43,9% [67]. Ty 1& nay trong nghién ctru ctia chung toi cao
hon so voi hai tac gia trén. Piéu d6 c6 thé do nghién ctru cta ching toi gop
nhiéu bénh Iy nhu ndm moéng, vay nén, loan dudng méng, vay ca....trong khi
ctia tac gia chi tap trung vao nhom duogc chan doan nAim mong.

4.1.7. Pic diém huyét hoc ciia cic nhém bénh nhan

Céc chi s6 trung binh trong tong phan tich té bao mau cia ddi tugng
nghién ciu trong giéi han binh thudng. Cu thé s6 luong hong cau la
4,89+0,49 T/l (Bang 3.4). Bénh nhan c6 s lugng hong cau thap nhét 1a 3,4
T/1, hemoglobin thap nhat 1a 100 g/, hematocrit thap nhat 1a 30%. Nhu vay,
khi so sanh véi cac chi sb thiéu mau cia WHO hodc tac gia Garcia-Casal thi
muc dd thiéu méau cta cac bénh nhan chi dung & mtrc do nhe, chua can phai

truyén mau hay cac di€u tri cap ctru khac. S6 luong bach cau cua doi tugng
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nghién ctru 1a 8,99+3,18 G/I. Bénh nhan c6 bach cu cao nhét 1a 24,3 G/l va
chi s6 CRP 1a 97 mg/l, dugc chan doan 1am sang 13 vay nén thé mu. S6 luong
tiéu cau trung binh cua dbi twong nghién ctru 1a 331,16+98,80 G/1. Piéu nay
thé hién cac bénh 1y lién quan dén moéng, c6 thé kém cac tén thuong da
thudng it gy thay doi cac chi s6 co ban trong mau, néu c6 thay doi thi thuong
& muc nhe hoic co bdi nhiém kém theo.

4.1.8. Pic diém héa sinh mau ciia caic nhém bénh nhan.

Do mét so chi s6 hoa sinh mau ctia d6i twong nghién ctru khong tuan
theo phan phéi chuan nén ching t6i di tinh trung vi ctia cac chi sd nay.

Chi s6 CRP 1a chi sb goi ¥ tinh trang nhiém khuan cta bénh nhan. Céc
bénh nhan c6 ting CRP tai hinh 3.3 déu 1a cac bénh nhan vay nén thé mu,
diéu nay phu hop gitta 1am sang va can 1am sang. Tir d6, bac si c6 phac do
diéu trj tot nhét cho bénh nhan.

Céc bénh nhan trong nhém nghién ctru ¢ chi sb ure va creatinin binh
thuong. Da s6 cac bénh nhan & tinh xa déu da kham, diéu tri tai mot vai co so
y té trudc do, tham chi ty diéu tri, tuy nhién bénh nhan khong khoéi hoac
khong d& nén dén Bénh vién Da Liéu Trung Uong kham. Do d6, viéc kham
dung cac chuyén khoa va co s¢ y té gitip bénh nhan khong mat nhiéu thoi
gian di lai, gidm chi phi kham chita bénh, dadc biét cac bac si da lidu rat quan
tam dén cac ton thuong ban dau cua bénh dé chan doan dung bénh.

Men GOT(AST) va GPT(ALT) 1a hai chi sé xét nghiém mau thuong
dugc dung dé phat hién cac ton thuong gan. Co ba bénh nhan c6 hai chi sb
enzym nay cao, trong d6 mot bénh nhéan co chi sb 1a 68,8 U/l va 123,6 U/,
mot bénh nhan ¢6 chi s6 GOT 14 90,5 U/l va GPT 1a 188,2 U/l va bénh nhan
con lai ¢c6 GOT 14 160,5 U/l va GPT 14 292,2 U/1 thi déu kém HbsAg (+).

Bén canh céc chi s6 co ban, da phr:in cic bénh nhan dugc 1am chi s

Protein va Albumin. Ham lugng Protein, Albumin trong co thé s& phan anh
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mot phan tinh trang sttc khoe va nhimg bt thuong lién quan dén cac bénh Iy
gan, than, khép va cac bénh nhidém tring hay man tinh. Hai chi sé ndy cta d6i
tugng nghién ctru déu trong gi6i han binh thuong.

4.1.9. Ty I¢ tré day méng

Két qua nghién ctru trong cho thay ty 1é tré day moéng va/hodc loan
dudng mong so véi sb tré dén kham tai 2 bénh vién Da liéu Trung Uong va
Quoc té Green 1a 0,19%, so véi so tré co bénh 1y vé mong 1a 30,0%. Ty 1é nay
tuy chua phan anh day du ty 18 mic bénh diy méng tai Viét Nam hay cac tinh
phia bac nhung ciing dai dién mot phan cho ty 16 mac bénh tai hai thanh phd
16n phia Bac.

Day mong 1a biéu hién tim moéng day hon muc binh thuong. Loan
dudng moéng 1a su thay doi cua hinh thai, mau sic, kich thudc ciia mong. Roi
loan vé moéng c6 thé phat sinh & moi Itra tudi. Khoang mdt nira s bénh vé
mong co nguén géc nhiém trung, 15% la do tinh trang viém hodac chuyén hoa,
va 5% la do bénh 4c tinh va rdi loan sic t6. Do d6 chan doan phan biét cac roi
loan vé méng ciing gap nhiéu kho khin [64].

4.1.10 Phan b6 bénh 1y ciia ddi twong nghién ciru

C6 rat nhiéu bénh 1y giy tén thuong dén moéng tay, trong d6 cé triéu
chtng day méng. Bang 3.6 cho thdy nguyén nhan nhiéu nhit 13 do nAm mong
32,62 %, tiép theo 1a vay nén, thap nhét 1a ddy mong bam sinh véi 2,13%.

Nam moéng 1a mot bénh nhiém tring méng do nam gy ra, biéu hién
bang sy thay d6i mau moéng, day mong... Ty 1 nhiém moéng noi chung trén
thé gidi khoang 5,5 % [31]; o tré em 1a 0,2 dén 2,6% [71], khoang 90% nam
mong chan va 75% ndm mong tay 1a do ndm dermatophytes gay ra, dic biét 1a
Trichophyton mentagrophytes va Trichophyton rubrum. Ngoai ra, ¢ nam

Aspergillus, cac loai Scopulariopsis, cac loai Fusarium, nam men (chu yéu la



97

Candida albicans chiém 70% [17]. Hién nay ngoai xét nghiém soi, ciy méng
thi ki thuat soi da, PCR 1a ciing hd tro chan doan bénh nim mong [64].

Sy hiém c6 cta PC gay khé khin cho viéc dénh gia chinh xac mirc do
pho bién ctia n6 [4]. Theo mot sb tai licu trén thé gidi s bénh nhan day moéng
bam sinh uéc tinh tir 7.000 dén 10.000 trudng hop twong duong khoang 0,9/1
triéu dan [22]. Nhu vdy, tai Viét Nam van con bénh nhan day méng bam sinh
chua duogc phat hién va chan doan bénh. Do d6, chung t6i hi vong nghién ctru
nay s& budc dau gitip cac bac si nhi khoa 1am sang va bac si da liéu quan tim
hon dén cin bénh hiém gap nay, tu do co chién luoc 1au dai trong chan doan
va quan ly bénh nhan.

4.1.11. Phan b6 bénh nhian day méng bam sinh theo thoi gian xuat hién
triéu chirng day méng.

Theo két qua bang 3.7 thi ca 8 bénh nhan day mong bam sinh déu co
tudi xudt hién triéu ching day mong < 1 tudi, trong khi chi c6 2,2% bénh
nhan mac bénh 1y khac c6 biéu hién day moéng < 1 tudi. Piéu nay thé hién dau
hiéu day mong trong bénh 1y day mong bam sinh 1a mt triéu chimg xuat hién
som. Theo tac gia Smith va cong su dau hiéu nay thuong dugc ghi nhan trong
vong vai thang dén vai nam dau doi. Trong mot s6 trudng hop hiém hoi, né
xuat hién sau ndy trong cudc doi. D6 do, day 1a mot trong ba dau hiéu quan
trong gitip chan doan bénh [4].

4.1.12. Phan b6 d6i twgng nghién ctru theo tri¢u chirng day sirng gan ban
chan

Tat ca cac bénh nhan day mong bam sinh dén thoi diém hién tai déu co
biéu hién day simg gan ban chan (Bang 3.8) tir mirc do nhe dén ning. CoO
57,5% bénh nhan mac bénh 1y khac co triéu chimg nay. Piéu ndy ciing ndi 1én
rang day 1a mot triéu chimg pho bién trong bénh 1y trén. Céc tac gia nghién

ctru v€ bi€u hién lam sang cua bénh déu khang dinh vai tro cua triéu ching
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nay trong chan doan 1am sang bénh [4]. PC c6 biéu hién mong tay day lén va
day stng ban chan trudc tudi di hoc & hon 3/4 sb tré em bi bénh [5].

4.2. Kiéu gen va kiéu hinh ciia bénh nhin day méng bam sinh.

4.2.1. Pic diém chung ciia cac bénh nhan day méng bam sinh

Céc bénh nhan PC trong nghién ctru ¢6 triéu chimg dau tién tir rat sm,
déu dudi 2 thang tudi (Bang 3.9). Biéu hién 1am sang dau tién thudng 1a mong
tay bat thuong va c6 mau vang. Nho ¢6 IPCRR va kinh nghiém 1am sang sau
ca bénh dau tién tai Viét Nam, ba bénh nhan cua ching t61 duoc chan doan
bénh kha sém lac 1 tudi. Tuy nhién, PC 14 bénh 1y hiém gip nén viéc chan
doan bénh con c6 nhirng kho khan nhét dinh, bénh nhan sb 7 dugc chan doan
bénh muodn nhét lac 7 tudi. Két qua cua ching t6i cling cho thay viéc chan
doan nham PC hay xay ra & bénh nhi. Hau hét tré em biéu hién cac dic diém
chinh trong nim dau doi nhung viéc chan doan dung bénh chua duoc dua ra
nén dan t6i viéc diéu tri chua chinh xac. Lic méi sinh, c6 47,5% bénh nhan
PC bi thay doi mong chan, 40,6% bénh nhan c6 moéng tay thay doi va day
stmg 1ong ban chin ¢ 6,9% bénh nhan. Pén 5 tudi, ba biéu hién chinh nay lan
luot dugc tim théy o0 81,2%, 74,2% va 75,3% cac bénh nhan PC da duoc xac
nhén kiéu gen. Chan doan chinh xac duoc thuc hién trong nam dau tién cua
cudc doi & 26,7% bénh nhan mic du biéu hién cua chirng loan dudng mong
chan xuét hién ¢ hon 65,3% bénh nhan [5].

Hién nay, c6 2 bénh nhan PC trong nghién ctru da hon 10 tudi. Liic niy
tré bude vao giai doan day thi c6 nhiéu thay d6i vé tdm sinh 1y, do dé cac biéu
hién lam sang ctia bénh s¢ 1a mot tré ngai cho mbi quan h¢ xa hoi cua tré.

Trong 8 bénh nhan PC cua nghién ctru c6 3 bénh nhan nir va 5 bénh
nhan nam ty 1¢ 1/1,67. Cac nghién ctru vé bénh PC c6 ¢& mau 16n nhung cling
it dé cap dén ty 1¢ nam, nir vi day 13 bénh di truyén trdi trén NST thuong nén

ti 1€ nam nir 1a twong duong nhau.
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Cac bénh nhan déu 1a nguoi dan tdc Kinh. Hién nay, theo théng ké cua
IPCRR ghi nhan ¢6 53 quéc gia, dan tdc trén thé 2161 c6 bénh nhan duogc chan
doan PC. Trong d6, cao nhat 1a My v&i 484 ca, United Kingdom of Great
Britain and Ireland (Vuong qudc Lién hiép Anh va Ireland) 13 115 ca, mot vai
qudc gia di ghi nhan cac truong hop bénh dau tién nhu Bulgari, Chile... [2].

Bénh nhan s6 4 va sb 7 sinh ra trong ciing mét gia dinh c6 bd biéu hién
lam sang nhe cia bénh PC. Theo Smith, 70% bénh nhan PC cé yéu tb tién sir
gia dinh, tuc la b6 hodc me bi bénh va truyén cho con céi, 30% 1a tu dot bién
[4]. Do d6, viéc khai thac tién st gia dinh 13 viéc lam rat quan trong v&i bénh
di truyén noi chung va bénh PC noi riéng.

4.2.2. Phan b6 bénh nhén theo tién sir xir Iy ngoai khoa méng

Theo két qua bang 3.10, c6 4/8 bénh nhan di timg xu 1y ngoai khoa
mong tay va 2/8 bénh nhan da timg xir Iy ngoai khoa moéng chan. Tong sd
mong da dugc xu ly ciia 8 bénh nhan 1a 11 moéng. Trong qua trinh khai thac
bénh st cia bénh nhén, chung toi thay rang da phan cac bénh nhan dugc xir Iy
ngoai khoa khi chua duogc chan doan xac dinh bénh. Diéu nay la do sau khi
diéu tri ndi khoa khong tién trién, cac bac si da lya chon hinh thtrc cit mong
hogc phau thuat méng nham theo ddi, danh gia ton thuong day mong.

Theo s6 liéu théng ké ctiia IPCRR 2018 vé cic bénh nhan PC, trong $6
91 mong chan bi loai bo, 35 mong chan khong bao gio moc tré lai, 28 moc lai
mot phﬁn, 18 moc lai hoan toan, va 10 c6 tinh trang moc lai khong xac dinh.
Trong sd 538 bénh nhan c6 25 ngudi c6 mong tay di duogc loai bo; 6 nguoi
loai bé ca mong tay va moéng chan. Nhiéu loai k¥ thuat héa hoc va phau thuat
d3 dung dé ngan moéng moc lai. Két qua khac nhau giita cac bénh nhan dugc
giai thich co thé do tén thuong cua cac bénh nhan & don vi méng khac nhau.
Tuy nhién, da phan cac bénh nhan hai long vi ho thay c6 giam dau, giam chan

thuong, giam viéc chim s6c mong, giam nguy co nhiém trung [72].
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4.2.3. Phan b6 bénh nhin theo thoi diém xuat hién triéu ching day sirng
ban chan

Két qua bang 3.11 cho thy c6 2/8 tré xuét hién triéu ching day simg
ban chan luc trude 1 tudi, chii yéu bénh nhan c6 biéu hién nay giai doan nho
hon 4 tudi (6/8 bénh nhan) va khong c6 bénh nhan bi day stng ban chan luc
trén 4 tudi. Nhu vay, triéu ching nay xuat hién dong thoi vao thoi diém tré
bat dau tap di hodc di di nhanh.

Maic du triéu ching nay xuét hién lic méi sinh & dudi 10% bénh nhan
PC, theo két qua nghién ctru cua Shah S va cong su c6 24,8% bénh nhan PC
n6i chung ghi nhan day stmg ban chan & tré 1 tudi, 75,3% khi 5 tudi va 89,1%
trong thap ky dau tién ctia cudc doi [5]. Trong sb 27 bénh nhan duoc chan
doan PC trude 1 tudi c6 12 bénh nhan chiém 44,4% bi day simg gan ban chan
tai thoi diém chan doan. O nhirng bénh nhan bi PC-Ké6a, PC-K16 va PC-K17,
su khoi phat cta tridu chimg day stng thuc vat thuong xay ra trudc 5 tudi,
trong khi & nhitng bénh nhan PC-K6b va PC-K6c, khai phat thudng sau 5 tudi
[5]. Nhu vay, v6i cac typ khac nhau thi biéu hién day simg ban chan ciing
khac nhau.

4.2.4. Mot s6 van dé lién quan dén tréu chig day sirng ban chan.

Hi¢n tai, cac bénh nhan ctia chung t61 déu c6 kha nang di bo, mac du
viée di bod c6 thé gay dau don cho tré. Bac biét nhitng tré trén 10 tudi trong
nghién ctru déu c6 nhitng con dau ban chan hang ngay vi tan suét di chuyén
cua tré nhiéu hon, mot s6 tré thi thoang c6 thé di xe dap. TAt ca cac bénh nhan
chua can sir dung nang hay xe lin dé hd trg di chuyén. Viéc sir dung gidy tat
dic biét co thé gitp tré d& dau chan hon, tuy nhién chi ¢6 2 bénh nhan trong
nghién ctru dang thyc hién viéc nay. Viéc di lai cua tré con bi tac dong boi cac

yéu t6 khac nhu méi truong, tan suat di lai hay trong lwong ciia co thé.
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4.2.5. Kiéu gen ciia bénh nhan day méng bam sinh
Sau khi dang ki tham gia vao Du 4an Pachyonychia Congenita
(www.pachyonychia.org) (http://registry.pachyonychia.org/s3/ IPCRR), cac

bénh nhan nghi ngd PC s& dugc xét nghiém di truyén dé xac nhan chan doan
lam sang. Mot s6 dich vu trong do xét nghiém di truyén (tr nudc bot hodc
mau) s& duogc phan tich mién phi cho bénh nhan. Cac bénh nhan cta ching toi
déu tham gia vao dy an va duoc lam xét nghiém gen mién phi.

Theo két qua tai bang 3.13 cho thay c6 7/8 bénh nhan PC 1a do BB gen
KRT6A4, 1/8 bénh nhan 1a do BB gen KRT17. Trong do, 5/8 bénh nhan PC la
do dot bién x6a CAA trén mién xodn ¢ 1A gy mat Asparagine (N172del),
1/8 dot bién sai nghia 513C>A lam Asparagine bién ddi thanh Lysine
(N171K) va 1/8 dot bién sai nghia 1397G>C trén mién 2B lam bién doi
Arginine thanh Proline (R466P), cac dot bién nay trén gen KRT6A4. C6 1/8
bénh nhan PC 1a do d6t bién x6a TCC trén mién 1A cua gen KRT17 giy mat
Serine (S97del).

Hién nay, theo théng ké cua IPCRR nam 2021, c6 116 bénh nhan PC
trong 76 gia dinh 1a do dot bién N172 del, 18 bénh nhan PC trong 13 gia dinh
do dot bién N171K, 3 bénh nhan PC trong 2 gia dinh do dot bién R466P va 2
bénh nhan PC trong 2 gia dinh do d6t bién S97del [2].

Giai doan trudc, bang cach kham 1am sang c6 thé dinh hudng loai PC
ctia bénh nhan. Sau do, phan tich phan tir dugc thuc hién dé xac dinh khiém
khuyét gen chinh xac. Piéu nay lién quan dén trinh ty DNA cta hai gen
keratin thich hop 1a K6a va K16 cho PC-1 va K6b va K17 cho PC-2. Phan
tich thuong dugc thuc hién trén DNA bo gen dugc chiét xuét tir cac mau mau.
Trong céc gia dinh 16n c¢6 nhiéu thanh vién bi anh hudng, c6 thé tiét kiém hon
khi thuc hién phan tich tinh lién két di truyén vé mat 1am sang trude khi giai

trinh ty DNA. St dung cac d4u hiéu di truyén da hinh trong hai cum keratin
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trén nhiém sic thé 12q (loai II) va 17q (loai I), thuong c6 thé loai trir mot
locus va do d6 giam mot nira sd lwong trinh tu DNA. Khi trong gia dinh c6 it
ngudi bi PC va khong thé thu duge méi lién két c6 ¥ nghia thong ké, van co
thé loai trir mot locus keratin. Phan tich méi lién két cling c6 thé hitu ich trong
cac gia dinh co nhiéu thanh vién bi 4nh huong nhung su khéc biét vé mit 1am
sang gitra PC-1 va PC-2 1a khong nhiéu. Khi sang loc dot bién thuong tap
trung dau tién vao hai “diém nong” dot bién, cac vung ranh gidi xodan dc duge
bao ton cao ¢ hai dau ctia mién hinh que va sau d6 néu khong tim thay dot
bién, qu4 trinh phan tich c6 thé dugc md rong sang cac vung khac [73].

Smith va cong su da cé bai bao vé so co di truyén cua PC vao nam
2005 [73]. Cac nghién ctru dot bién PC ban dau dugc thuc hién trén mRNA
c6 ngudn gdc tir sinh thiét da dé khic phuc van dé pseudogenes (gen gia). Cac
chién luoc phat hién dot bién dya trén khuéch dai PCR DNA bo gen di dugc
phat trién cho ca bon gen keratin lién quan dén PC va cac doan mdi da duogc
thiét ké dé khuéch dai dic biét K6a, K6b, K16 va K17 c6 chiéu dai day du.
Nam 1994, co s¢ phan tur cia pachyonychia congenita (PC) dugc lam sang to
v6i bon gen keratin c6 lién quan dén cac phan nhom chinh cta PC 1a d6t bién
PC-K6a hodc PC-K16 gy ra PC-1; va dot bién & K6b hodc K17 gay ra PC-2.
Tai thoi diém d6 c6 20 dot bién gen keratin co lién quan dén cac réi loan &
nguoi di duoc xac dinh. Trong bai bao d6 tac gia va cong su da viét vé co s
di truyén ctia PC va bao cdo 30 dot bién PC mdi. Trong sb do, 25 dot bién
dugc tim thay trong typ PC-1 va 5 d6t bién dugc xac dinh trong typ PC-2. Tét
ca cac dot bién dugc xac dinh 1a thay thé axit amin di hop tr hodc dot bién
x6a nho trong khung ngoai trir mot dot bién bat thudng trong mot trudng hop
1é té cia PC-1( d6 1a dot bién méi N171S do d6 codon N171 cia K6a dang

ndi 1én nhu mot diém noéng dot bién trong PC-1).



103

Trong mot nghién ciru 16n vé dot bién PC nam 2011, ho bao cao 90
truong hop PC trong d6 21 dot bién chua dugc phat hién trude day va 22 dot
bién dd dugc bao cdo trude do, tir d6 gop phan xac dinh cac codon diém nong
dot bién c6 thé hitu ich trong viéc phét trién cac liéu phap cho alen trong
tuong lai [23]. Phan 16n cac DB ho xac dinh 12 PB di hop tir xdy ra & mot
trong cac ving modun ranh giéi xoan, mot sb DB chén hodc x6a khung nhod
va DB codon két thiic som (dic biét DB K6a p.N172del pho bién trong gen
KRT6A). Co mot sd codon 'diém nong' dot bién cho timg gen keratin lién quan
dén PC ciing nhu cac dot bién dudng nhu dic trung cho timg gia dinh. Codon
bi d6t bién pho bién nhat 1a K6a p.Asnl171, dudi dang dot bién vo nghia (vi
du: p.Asnl71Lys va p.Asnl71Ser) hoic duéi dang dot bién xoa
(p.Asn172del). Khoang mot nira s6 gia dinh c6 dot bién KRT6A4 duoc xac
dinh co6 dot bién & vi tri nay. Dot bién PC phd bién nhat 1a dot bién
p.Asnl72del [2].

Trong s6 cac DB méi duoc phat hién, ho xac dinh mot bB bat thuong
1a chén 1 bp vao exon 9 ctia KRT6A, exon cudi cung cua gen nay (K6a
c.1511 1512insG). Viéc chen nay dan dén mot dich khung va mot codon
dirng som, ¢6 hai axit amin ngugc dong cua codon durng tu nhién, theo dé 60
axit amin cubi ciing cia mién K6a V2 dugc trao doi voi mot peptit ngoai lai
gdm 58 axit amin. Phan tich Protein—protein BLAST cho théy trinh tu peptide
dot bién nay khong c6 su twong dong dang ké véi bat ky protein nao ciia con
nguoi. Khi phan tich tinh ky nuéc ctia mién K6a V2 thi thiy binh thudng
mién ndy c6 cac chudi ky nuéc va wa nudc xen k&, theo sau 1a mot dau C
ngin wa nude, khi mién V2 dot bién gan thi gan nhu hoan toan wa nudc [23].

Wilson cing cong su cling da phat hién ra bén dot bién vi tri mbi ndi
chua duogc bao céo trude do tai ranh gidgi intron 1/exon 2 cia KRT6A. Mgt hau

qua c6 thé du doan dugc cua loai dot bién nay la bé qua exon 2; tuy nhién, vi
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day 1a mot exon nam ngoai khung nén viéc xda néd s& dan dén mot codon két
thuc sém va chuyén khung. Diéu nay khong c6 kha ning tao ra protein dot
bién troi Am tinh, dan dén mat biéu hién cua alen nay [23].

Ngoai ra, hai dot bién vo nghia di hop tr cling duoc xac dinh trong céc
truong hop PC. Mot trong sé ndy duoc xac dinh trong mién 2B cua K6a,
p.GIn435X, du doan 1a dan dén biéu hién cua protein K6a khong day du vi
thiéu phan cudi ctia mién que va mién dudi. Pot bién vo nghia khic duogc tim
thay trong mién dau cua K16, p.Lys15X. Cac dot bién codon két thiic sém
tuong tu ngay phia sau cta codon ATG da duoc bao cdo trong cac rdi loan
keratin chiém vu thé khac nhu K5 trong bénh Dowling—Degos va ¢ K14 trong
hoi chimg Naegeli. Cac BB nay di truyén troi. Han ché ctia nghién ciu 1a
khong thé 1dy mo dé phan tich mRNA hoic protein [23].

Nam 2014, nhém nghién ctru cua N.J. Wilson,1 E.A. O’Toole c6 thém
bao cdo phan tich phan tu ciia 84 gia dinh da dang ky [PCRR trong vai ndm
v6i chan doan 1am sang PC [17]. DNA bd gen dugc chiét xuat tir nude bot
duoc thu thap trong bo thu thap mau DNA Oragene (DNA Genotek, Kanata,
ON, Canada) va duogc chiét xuat theo phuong thirc ctia nha san xuat hodc tir
bach cdu méu ngoai vi bang quy trinh chuan. Cac ving ma héa cua KRT64,
KRT6B, KRT6C, KRTI6 va KRT17 duoc khuéch dai bang cach sir dung céc
doan mdi danh riéng cho céc gen chiic ning twong tmg va dé tranh su khuéch
dai cua cac gen gia K16/K17. Két qua 1a 46 dot bién keratin khac nhau da
duoc tim théy, 14 trong s6 d6 1a dot bién di hop tir chua dugc bao cao trude
day, nang tong s6 dot bién keratin khac nhau lién quan dén PC 1én 105. Phan
16n BB 1a cac dot bién sai nghia, ph?m con lai 13 cac dot bién x6a nhod trong
khung hinh, dich chuyén khung hinh, v6 nghia hodc vi tri néi trong KRT64 ,
KRT6B , KRT6C , KRT16 hoic KRT17. Pot bién duogc bao cao phd bién nhat
& PC 1a K6a p.Asn172del, duoc tim thdy & 10 gia dinh trong 84 gia dinh va
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nhin chung chiém khoang 30% sé gia dinh c6 dot bién & K6a va khoang 13%
trong s tat ca cac gia dinh c6 dot bién PC. Mot dot bién sai nghia méi trong
nghién ctru 1a Ké6a p.Phel74lle, K6a p.Glu461Ter, ND (c.1460-1G>C) va dot
bién K6a p.Glu473GlyfsTer91 (gia dinh sé 30), mot dot bién chuyén khung
hinh khong duoc bao cao ¢ cudi mién 2B cua K6a, 13 do su sao chép ctia mot
nucleotide 'G' duy nhat, c¢.1417dupG. Piéu nay din dén mot qua trinh chuyén
d6i khung hinh bat dau véi codon 473, dugc thay doi tir axit glutamic thanh
gbc glycine va tao ra mot codon dimg sém & vi tri 91 cua khung doc mdi;
diéu nay dugc dy doan 1a gy mat chirc ning binh thudng cua protein thong
qua viéc cit bét protein. Cu thé, 92 axit amin chinh xac cubi cung duoc thay
thé br?lng 90 axit amin khong chinh xac, rat khac nhau vé trinh ty din dén mét
protein ngoai lai. Ngoai ra, c6 mdt s DB méi duge phat hién nhu K6b
tr.Leud69Arg (c.1406T>G), K16 p.Argl27Gly (c.379C>G) va Kl17
p.Met88Arg, K17 p.Asn90 Asp93delinsile. Nghién ctru ciing chi cho thay
hon mét phan ba truong hop duoc phan tich trong nghién ciru nay c6 dot bién
& K6a, diéu nay co thé duoc phan anh mot phan bai thuc té 1a nhitng ngudi 6
dot bién K6a co xu hudng biéu hién cac tinh niang nghiém trong nhat ciia PC
va do d6 c6 nhiéu kha nang tim kiém/yéu cau hd trg hon, tim trang web Du 4n
PC (www.pachyonychia.org) va tham gia IPCRR.

Bén canh céac nghién ctru 16n vé bénh PC, ¢6 céc bai viét bao céo cac ca
bénh dau tién cua PC duoc chan doan trong nudc nhu tai Cong hoa Séc hay
Romania.

Nam 2014, Cong hoa Séc phat hién ca b¢nh PC dau tién 1a bénh nhan
nam 40 tudi, PC-K6a, p.Argl64Pro. Luc dau anh duoc chan doan mic bénh
ndm moéng va duoc diéu tri bang thudc khang ndm toan than. Sau do, ciing
nho su trg gitp cua IPCRR thi bénh nhan duoc chan doan chinh xac bénh
[74].
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Tai Romania nam 2017, Anca Chiriac va cng su bao cdo ca dot bién dj
hop tir p.Arg466Pro (c.1397G>C) cua gen KRT6A4 gay PC, day la truong hop
dau tién PC duoc phat hi¢n trong nudc ho. B6 1a mdt bénh nhan nam 10 tudi
& ving noéng thon ciua Romania dén kham vi ching loan dudng méng phi dai
rd rét & ban chan va ban tay, ting simg héa ¢ phan xa, 40 cong cta moéng
nhiéu hon & cac ngoén tay, c6 hinh ném va d6i mau hoi vang. Do day cua tat
ca 20 mong tay xay ra tir mot dén bon tudi. Bénh nhan bj day simg ving long
ban chan rat dau, anh hudng dén viéc di lai va han ché kha nang van dong, do
d6 anh hudng 16n dén chit lugng cudc sdng ciia anh ay. Cac vét chai va mun
nuédc & 1ong ban chan phat trién trén mu ban chéan, got chan va giita cac ngon
chan cua tré khoang tir mot dén bon tudi. O cing do tudi, chimg day sing
10ng ban tay phat trién trén long ban tay va cac ngén tay cta anh ay. Bach san
miéng bao phu toan ludi, anh huéng dén viéc dn va néi, giai doan dau bi chan
doan nham v&i ndm miéng. Ngoai ra, giong noi ciia bénh nhan ciing thay do6i
va bi nham véi viém thanh quan man tinh. Day sing nang 16ng xuét hién ¢
cac chi trén, dic biét 1a ¢ khuyu tay va dau gdi. Bénh nhan duoc dung thude
boi tiéu stmg va chat lam mém da nhung chi ¢ hiéu qua it [75].

Nhu vay, dot bién PC do DB mot trong 5 loai gen KRT64, KRT6B,
KRT6C, KRTI6 va KRT17, y hoc ngay cang tim ra nhiéu hon cac PB cuy thé
trong timg gen trén va tir 6 mo ra con dudng gitip ich cho diéu tri bénh.
4.2.6. Kié¢u hinh ciia bénh nhan day méng bam sinh
4.2.6.1. Kiéu hinh day méng tay, méng chan ciia bénh nhan day méng
bam sinh

Day mong va loan dudng mong chén 1a dic diém 1am sang sém nhat va
pho bién nhét ciia PC. Trong 8 bénh nhan day méng bam sinh thi ¢6 7 bénh
nhan c6 day 10 méng tay va méng chan, c6 1 bénh nhan day 7 mong tay va

moéng chan (Hinh 3.4). Diéu nay mot l1an nita khang dinh day la triéu ching
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quan trong ctia bénh va 1a mot trong ba triéu chimg giup chan doan 1am sang
bénh [4]. Day mong trong bénh diy mong bam sinh ¢6 hai dang 12 méng tay
dai ra hét ¢& va cong vubt nhon 1én nhu mong chim do gia ting chat sing
hodic moéng co6 nén mong nglng phat trién sém, gia ting chat sing ¢ dau
mong. Pic diém chung cua PC 1a ching loan dudng mong, tuy nhién biéu
hién 1am sang ctua mong tay co thé thay d6i, ngay ca trong cic gia dinh, va
khong phai lac nao ciing day 1én hinh chit V ¢6 dién [76]. Do su tich tu cia
keratin duéi 16p mong, mong phat trién bat thuong ¢ do tudi rat sém. Cudi
cung di tat ndy c6 thé din dén mat mong.

Triéu chimg day mong tay trong nhém PC-K6a, PC-K6b c6 thé gip lan
luot 13 98%, 97% bénh nhén, triéu chimg day méng chan co thé gip trong PC-
K6a, K6b 1an luot 1a 97%, 43% bénh nhan [2]. Theo tac gia Sonal Shah biéu
hién day moéng dugc ghi nhan & 98,2% bénh nhan vao thoi diém béo céo;
ngoai 1& duy nhat 1a khéng c6 loan dudng moéng chan & 2 trong sd 8 bénh
nhan PC-K6c (25,0%) [5]. Pén 5 tudi, tat ca 46 tré bi PC-K6a (nhom bénh
nhan pho bién nhét trong nghién ctru d6) déu co nhing thay d6i vé mong
chan. Nguoc lai, nhimg thay d6i & mong chan khong xuat hién & tré em bj
PC-K6b cho dén it nhat 1 tudi va ngay cang ting dan sau d6 [5]. Bénh nhan
PC-K6a c6 nhiéu kha ning bi anh huéng ca 10 méng chan lac khai phat hon
la bénh nhan PC-K16 hoac PC-K6b ( P <0.001) [41].

Céc thay d6i & mong tay xay ra tong thé & 76,1% bénh nhan va ciing
nhu cac thay doi & mong chan, nghiém trong nhat & PC-K6a. Nhin chung,
40,6% bénh nhan co thay doi méng tay khi sinh. Su lién quan dén méng tay
xay ra & hau hét tré so sinh voi PC-K6a va PC-K17 nhung hiém khi xay ra ¢
tré so sinh v&i PC-K16 va khong bao gio ¢ tré so sinh véi PC-K6b ( P
<0,001) [41]. Thay d6i moéng chan ban dau pho bién nhat 1a day 1én (77,2%

tong s6 bénh nhan), va 65,3% ciing cho thdy mong chin d6i mau khi khoi
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phat. Su day 1én cia méng chan tién trién trong sudt thap ky dau tién cua cudc
doi ¢ hau hét cac bénh nhan [5]. Cac bn PC-K6¢ gan nhu khong thay doi
mong tay. DPén 5 tudi, tat ca tré bi PC-Ké6a va 13 tré bj PC-K17 déu c6 biéu
hién loan dudng méng tay, ngoai chimg loan dudng moéng chan. Tt ca bénh
nhan bi loan dudng mong, bat ké typ PC nao déu cé bién d6i & mong chan.
Ho khong thidy méi tuong quan nao giira sy xuat hién ctia diy moéng va type
cua PC [5].

Nhin chung, ty 1¢ bénh nhan c6 mong tay, méng chan day lén 1a kha
cao, trong do ty 1¢ mong chan (96,2%) day cao hon mong tay(75,6%). Trong
s6 cac dot bién PC, bénh nhan typ K6a c6 day ca mong tay va mong chan
trung binh 13 cao nhat, va thudng c6 mong tay day 1én ngay trong nim dau
doi. Dot bién & Kéc c6 sb lugng mong tay va mong chan day 1én trung binh
thap nhat. Dbi voi PB ¢ K6a va K17, da s6 bénh nhan bi diy méng tay hoic
mong chin trong vong mot nim sau d6. PC do dot bién & K16 hodc K6b thi
phan 16n khai phat day moéng trong d6 tudi tir 1 dén 9 tudi [15].

Bén canh triéu ching day mong tay, mong chan, sy thay d6i mau mong
cling dugc nhic dén trong cac bao cdo. Theo Wu va cong su, su ddi mau cua
mong da duoc bdo cdo & 71/102 (69%) bénh nhan PC. C6 44% bénh nhan
bién d6i mau vang & mong chan. Sy d6i mau mong tay phd bién nhét 13 mau
nau/ram ne“'mg (40%). Cac mau con lai bao gém xanh luc, xdm, sam hoic den
rat hiém, con lai 1 cac trudng hop mong tay binh thudng hoic khong bi anh
hudng. Tinh tong thé vé sy bién d6i mau sic & méng thi nhiéu nhat 1a mau
vang, sau d6 dén mau nau va cac mau con lai [15].
4.2.6.2. Kiéu hinh thuwong gip khac ciia bénh nhian day méng bam sinh

Bén canh triéu ching diy méng, bénh day mong bam sinh con ¢ nhiéu
biéu hién 1am sang thuong gap khac nhu day simg gan ban chan, dau long ban

chan, bach san miéng, ting stmg nang 16ng (Bang 3.15). Tai thoi diém cudi
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cua giai doan ldy s6 liéu, cic bénh nhéan cta ching t6i c6 ddy du cac biéu hién
lam sang chinh cua bénh la day mong, day sung gan ban chan va dau long ban
chan. C6 1 bénh nhan c¢6 biéu hién rang thoi ki so sinh, chiém ti 1& 12,5%.

Day stmg ban chan 1a mot dau hiéu quan trong ctia bénh day méng bam
sinh. Day sung ¢ long ban chan thuong ré hon long ban tay. Day sung khu
tr, khong ban do, cting, chi yéu & cac diém ap luc cua ban chan hodc & cc
khu vuc sir dung 1au dai trén ban tay. Theo s6 liéu cua tic gia Smith day stng
ban chan theo nhom PC-K6a, PC-K6b, PC-K6¢, PC-K 16 va PC-K17 lan luot
1a 84%, 94%, 86%, 97% va 66%, ty 1¢ day sung gan ban chan noi chung la
86% [4]. Piéu nay cho thay, tan suat tré c6 triéu ching nay rat cao va nhom
tudi xuat hién triéu chimg trén 13 1-4 tudi. Day simg ban tay thuong duoc bao
cdo & PC-K16 nhiéu hon so véi bat ky loai phu nao khac (67,7%; p <0,05) va
thuong phtic tap boi cac vét an mon dau, mun nude hodc nit 10ng ban tay,
thuong 1 trude 5 tudi [5]. Kiéu hinh chdng chéo cua cac day sing ban chan,
khéng phu thudce vao kiéu gen, co thé khién viéc chan doan nguyén nhan trén
lam sang tré thanh mot viéc kho khan [26].

Pau long ban chan s& xuét hién sau khi co triéu chting day simg ban
chan. Trong thap ky dau tién ctia cudc doi, 70/73 bénh nhan bi day simg ban
chan (95,9%), lam ton thuong chirc nang cua ho; dau xudt hién & tré em bi
PC-K6b mudn hon so véi cac loai PC khac (p <0,05). Hau hét bénh nhan bi
day simg ban chan ciing bi nhiém tring da tai chd 47/99 (47,5%). Trong sb
nhimg ngudi phat trién day stmg 10ng ban tay, 24/47 (51,1%) thiy thay doi
sau 5 tudi, va 32/47 (68,1%) thay d6i nhiéu sau 10 nam [5].

Bach san mi¢ng xay ra & 70,3% b¢nh nhan PC va c6 lién quan chét ché
v6i PC-K6a hon bét ky loai PC nao khac (p <0,001). Trong s nhitng nguoi
bi anh huong, d6 tudi trung binh khi khoi phat 12 3 tudn dau sau sinh, va

26/71 (36,6%) trai qua 1an xuat hién dau tién trong nam dau tién ciia cudc doi.
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Bach san miéng thudng bi nham véi twa miéng nhung khong dap tng véi dicu
tri khang nam. Bach san mi¢ng thuong duoc ghi nhan nhiéu nhét trén ludi
(68/71 (95,8%) [5]. Bach san mi¢ng cling 1a mot tri¢u chirng thuong gap ¢ cac
bénh nhan PC voi ty 1€ 1a 52%, lan luot theo cac nhom PC-K6a, PC-K6b, PC-
Ké6c, PC-K16 va PC-K17 1a 86%, 24%, 26%, 33% va 25% [2].

Tang simg nang 16ng c6 thé xuat hién & khuyu tay, dau gdi hodc cac vi
tri ma sat khac, dic biét 1a & tré em va giam dan theo thoi gian [75]. Tang
sung hoa dang nang dugc mo ta & hon mot nira s6 bénh nhan PC, mic du chi
§26/101 (25,7%) & do tudi mau gido. Mot s6 bénh nhan c6 nhiéu loai u nang
khac nhau nhu u tuyén ba nhon, u nang 1ong... va u nang c6 thé ting 1én & tudi
day thi. Nhitng bénh nhan c6 biéu hién u nang ciing goi ¥ nhidu dén nhém
PC-K17. O nhiing bénh nhan bi PC-K6a, 37,8% phat trién nang tir 1 dén 5
tudi va 23/37 (62,1%) c6 biéu hién ting simg nang & thap ky thi hai cta cudc
ddi. Chi ¢6 1 bénh nhan PC-K 16 phat trién ting simg nang trong thoi tho au
[4], [5].

Réng so sinh hau nhu x4c dinh dugc chan doan PC-K17 (86,0% véi p
<0,001) nhung dugc ghi nhan & 2 trong sb 46 tré (4,3%) tré bi PC-K6a. Ring
duoc mo ta 1a mém hodc v& vun va nhanh chong bi rung hoac dugc mo ta la
binh thudng vé bé ngoai va ton tai cho dén khi rang rung [5]. Ring nanh, xay
ra ¢ 13,9% bénh nhan bi PC n6i chung va 86% bénh nhan b1 PC-K17, cling
duoc mo ta tuong ty trong bénh bullosa simplex- dot bién & keratins 5 hodc
14. Vai trd cta bat thuong keratin trong su hinh thanh ring chua duogc hiéu rd.

Nhom tac gia Duverger O va cong su da ching minh thém rang cac
keratins dugc tao ra boi cac nguyén bao tao men va dugc tich hgp vao men
rang truéng thanh cta con ngudi. Str dung dit liéu kiém tra di truyén va trong
miéng tor 573 nguoi lon va 449 tré em, ho da xac dinh dugc mot s6 sai léch

trong KRT64, KRT6B va KRT6C dan dén nguy co sdu ring cao hon. Phan tich
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cau tric clia rang tir mot bénh nhan PC mang su thay thé p. Asn171Lys trong
keratin-6a (K6a) cho thiy su phd v& vé boc men dan dén thay ddi hinh dang
cung rang va su phan bd men rang. Két qua nay xac dinh mot tap hop keratins
moi tham gia vao qud trinh hinh thanh men rang, phan biét cac locus nhay
cam moi dbi voi su ring va goi y thém cac dic diém 1am sang cta PC [77].
4.2.6.3. Phian b6 kiéu hinh ban chin theo tirng thoi diém

Két qua bang 3.15 cho thiy bénh nhan khong chi day sing ban chan ma
con xuat hién cac biéu hién khac ¢ ban chan nhu nut, nhic, phéng va chai.

Trude thoi diém nghién ctru, c6 5/8 bénh nhan da timg c6 bicu hién
nGt, nhire, phong ban chan va ca 8 bénh nhan di bi chai ban chan. Tai thoi
diém nghién ctru, c6 3/8 bénh nhan cé biéu hién nut, nhic, phdng va cac bénh
nhan van bi chai ban chan. Cac ton thuong day, giéng nhu mé seo hinh thanh
trén cac bé mit gan ban tay va chan tao thanh vét chai va cac tén thuong trén
da c6 thé tré nén niit né va dau don.

Su phong rop thudng xay ra trudc qua trinh ting sing va thudng cé thé
nhin thdy cac mun nudc & ngoai vi clia ting simg hodc ¢ dudi cac vét chai.
Céc truong hop ning thudng phét trién thanh vét nit kém theo nhiém tring
thir phat va can phai cat cac ving ting simg thuong xuyén dé kiém soat con
dau. Cac triéu chung trén din dén nhimg con dau cho bénh nhén, anh hudng
nghiém trong dén chét luong cudc séng ctia tré. Mot s6 bénh nhan can st
dung giay tat dic biét, tham chi khong thé ty di ma phai nhd dén nang hodc xe
lan. Hién nay, cac nha khoa hoc cling dua ra cac bién phap diéu tri ndi khoa,
ngoai khoa, két hop dé giam tinh trang dau ban chan cho bénh nhan [6].
4.2.6.4. Phan bé bénh nhan theo tién sir nhiém tring méng

Tat ca cac bénh nhan bj nhiém tring moéng tay it nhat mot 1an tinh dén
thoi diém nghién ciru va 7/8 bénh nhan ciing timg bi nhiém tring méng chan

it nhat mot lan (Bang 3.16). Nhu vay, nhiém trung méng ciing 13 mot van dé
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kha pho bién & bénh nhan day moéng bam sinh. Tinh trang nay c6 thé do théi
quen mut tay cia tré hodc nhitng ton thuong ctia moéng lam ting nguy co
nhiém tring mong.

Hau hét bénh nhan bi nhiém tring méng 52/73 (71,2%) khong bao gio
tim béc si dé diéu tri. Ho diéu tri méng bang cach ngdm mong 38/61 (62,3%),
cao cac vung c6 mu hodc cit tia mong 35/61 (57,4%), hoac sir dung thudc boi
28/61 (45,9%). Nhiém tring méng hoic sy bong troc ciia ton thuong khong
lam thay doi tinh trang méng bi loan dudng [5].

Nhu vay, da phan cac bénh nhan da ting tu xtr Iy cac van dé cac nhan
ctia minh, mot sb trong do da dat két qua tdt, tuy nhién, cac bénh nhan van
can kham béc si dé c6 101 khuyén t6t nhat.
4.2.6.5. Cac kiéu hinh khac ciia bénh nhian day méng bam sinh

Cé6 50% bénh nhan cta chung t61 co biéu hién toc bat thuong, md hoi
tay chan, viém khoe miéng, c6 25% bénh nhan cé triéu ching khan tiéng,
12,5% bénh nhan co6 nhiéu ray tai va khong c6 bénh nhan nao nghe kém (Hinh
3.5). Pay 1a nhiing triéu ching co thé gip trong nhiéu bénh khac nhau.

Theo tac gia Smith nhing triéu chting khac cta bénh day moéng bam
sinh 12 md héi tay chan, nang nach va ben, ray tai, dau tai khong giai thich
duoc, khan tiéng, viém canh moi va viém quanh mong [4].

R&i loan toc, tai mot thoi diém duoce cho 1a do dot bién PC typ KRT6B
va KRT17 [55]. Gan day, rung toc da duoc md ta cé lién quan dén cic biéu
hién PC nghiém trong & mot bénh nhan c6 dot bién gen troi dong hop tir trong
keratin 17 [17]. Pac diém l1am sang nay gop phan vao viéc khang dinh phan
loai PC theo cach cii can thay doi, nén phan loai PC dya vao dot bién gen
keratin cu thé [41].

Rung toc khong phai 1a mot van dé ¢ tré em mac bénh PC trong thap ky

dau tién ctuia cugc do1 va moi lién hé ctia n6 vaoi PC 1a mot van dé dang can 161
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giai dap. Trong cudc khao st ban dau trén 254 bénh nhan PC, 15 bénh nhan
trong d6 tudi tir 15 dén 81 bi rung toc. Trong s6 nhimg bénh nhan nay, 10
bénh nhan 1a nam va hau hét khong c6 bat thuong vé toc nao, 1am diy 1én
nghi van vé nguyén nhan giy rung toc noi tiét t6 androgen. Mot trong sd
nhitng nguoi nay thude nhom PC-K6a hodc PC-K16 [5].

Chung tang tiét md hoi dugc mod ta & 51,5% sb nguoi PC duoc héi ¢
moi 1tra tudi, nhung chi ¢ 5 trong s6 22 tré em (22,7%) [5].

Khan tiéng duogc ghi nhan & 12,9% bénh nhan no6i chung va bénh nhan
PC-K6a c6 nhiéu kha ning bj khan giong hon bénh nhan PC-K6b va PC-K 16
( p<0,05), it gip & bénh nhan PC-K17. Thoi diém khoi phat khan tiéng thay
d6i nhung ludn xuat hién trudc 3 tudi ¢ nhitng bénh nhan mac bénh. Trong s6
nhimg bénh nhan PC bi khan giong, 93,3% bénh nhan nay dong thoi ¢ biéu
hién bach san miéng [5]. Hon niia, triéu chirng khan tiéng con bi chan doan
nham véi viém thanh quan man tinh, do d6 bénh nhan dugc sir dung khang
sinh va thudc lién quan dén corticoid nhung khong d& [75].

Nhiém tring quanh miéng xay ra & 76,6% bénh nhan PC ndi chung
nhung thuong xuyén hon & nhitng ngudi c6 PC-Ké6a 43/46 (93,5%) so voi
nhirng ngudi ¢6 cac typ phu khac (p <0,05) [5].

Sy tich tu cua keratin trong cac nang 16ng dan dén hinh thanh cac ndt
san trén da. Ton thuong miéng do pachyonychia bam sinh 13 v6 hai va khong
can diéu trj.

Nhu vay, cac ca nhan c6 dot bién trong PC-K6a tao thanh nhém 16mn
nhat trong IPCRR va thuong biéu hién véi triéu chimg day simg ban chan
nghiém trong, dau don, loan dudng moéng, bach san miéng va tang sing nang
long [5].

Tuy trong nghién ctu cua ching t61 khong c6 ghi nhén triéu ching

ngtra cia bénh nhan nhung hién nay, mot so tac gia dang c6 cac nghién ciru
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rong vé triéu chimg ngua ctia bénh nhan PC. Nguyén nhan cia triéu ching c6
thé do yéu td than kinh, hodc c6 thé phat sinh thir phat do bat thudng vé chét
strng va viém nhiém. Ho nhan théy ti 1& bénh nhan c6 biéu hién nay la 68,3%,
trong do cao nhit 1a KRTI16 véi 63,5%, thép nhat 1a KRT6C vé&i 16,7%
(p=0,001); DB cac mién khac nhau thi ti 1 nay ciing khac nhau, cao nhit la
mién 1A véi 54,6%, thap nhat 1a mién 1B va mién dudi 0% (p=0,002) [78].

Murc d6 nghiém trong cia cac dic diém 1am sang cta PC c6 thé rat
khac nhau gifta cac gia dinh va trong cac gia dinh. Piéu ndy mot phan co thé
1a do 16i séng c4 nhan va cach chim soc PC va ciing ¢ thé 1a do loai dot bién
cu thé, ciing nhu cac yéu té di truyén va/hoic mdi trudng khac [66].

Tom lai, trong nam dau tién cta cudc doi, chirng loan dudng cia mong
tay va mong chan xay ra ¢ hau hét tré so sinh bi anh hudng, cung cap dau
hiéu ban dau. Pén 5 tudi, hau hét tré em ngoai chtimg loan dudng mong, déu
bi bi day stng ban chan va thuong gay dau don. Do d6, chan doan PC nén
duoc nghi dén trude khi di mau gido [4].

4.2.11. Moi lién quan Kiéu gen va kiéu hinh

Két qua bang 3.17 cho thdy cic bénh nhin c6 biéu hién bach san
miéng, day sing ban chan giy dau nhiéu, ting sing nang long va sd luong
mong day nhiéu thuong goi y dén dot bién KRT6A4. Nhitng bénh nhan c6 sd
luong moéng day it hon c6 thé lién quan dén dot bién trén mién 2B. Nhiing
bénh nhan c6 day méng va riang so sinh thuong goi y dot bién KRT17.

Su hién dién cua ching loan dudng mong khi sinh, dac biét lién quan
dén tat ca cac mong, du doan PC-K6a hodc PC-K17 (p <0,001); sy phat trién
ddng thoi cua chung ting bach cdu & miéng va thuong bi khan tiéng trong
nam dau doi goi ¥ chan doan PC-K6a (p <0,001); va su xuit hién cua rang
bam sinh chi ra PC-K17 (p <0,001). Nguoc lai, sy phét trién trong thoi tho du

ctia day sitng 10ng ban tay, dic biét 1a khi cac dic diém khac khoi phat sau do,
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¢ thé bao hiéu PC-K16. Su hién dién ctia mét mong tay hodc mong chan bi
loan dudng c6 1ap 13 kha hiém & PC (77/109 bénh nhan c6 lién quan dén day
mong tay noi chung va 6/109 (5,5%) chi c6 1 mong tay day; 106/109 bénh
nhan c6 day méng chan va chi c6 1/109 (0,9%) bénh nhan c6 1 mong chan
day [80]. Tang simg nang 16ng xay ra thudng xuyén nhat & PC-K6a (80,4%)
va PC-K6b (42,9%) va it phd bién nhat & PC-K16 (12,9%; p <0,001 so voi
PC-Ké6a) [5].

4.2.3. Pha hé¢ cia bénh nhan

So dd pha hé cua cac gia dinh trong nghién ctru duoc thé hién rd rang
qua 3 thé heé, trong do noi bat 1a gia dinh c6 bénh nhan s6 4 va sd 7. Hai bénh
nhan nay duoc sinh ra trong gia dinh c¢6 bd bi bénh PC thé nhe, chung toi
cling da 14y mau bénh pham 1a nudc bot ciia bd bénh nhan va giri IPCRR dé
hd tro chan doan. Két qua bd bénh nhén ciing c¢6 PB typ PC-K6a (N172del)
tring v6i két qua ctia 2 ngudi con. Ty 1& con cai bi anh hudng tir bd me trong
bénh 1y PC la khoang 70% [4].

Dua vao so d6 pha hé cua cac bénh nhan con lai goi y 13 tu BB (DB
mo1). Ty 1€ nay trong NC cua ching t61 1a 6/8 (75,0%) bénh nhan. Nhiing
bénh nhan nay c6 triéu ching va duoc chan doan x4c dinh PC, tuy nhién, gia
dinh cta cac bénh nhan nay chwa dugc lam xét nghiém gen do 6ng ba va bd
me cta ho khong ¢ cac triéu chimg goi ¥ bénh. Pay ciing 1a han ché cua dé
tai. Theo cac nghién cuu khac nhu tac gia Smith thi ty I¢ ty DB la khoang
30%, theo Sonal Shah ti I¢ nay la 40%, con trong nghién ctru cia Wilson, ti 1€
nay dao dong tir 58,3% dén 60% [17], [23]. Nguyén nhan cta su khac biét
nay c6 thé do ¢& mau khac nhau trong cac nghién ctru nay.

Nam 2011, Pho va cong su di bao céo trudng hop dau tién vé bénh
kham té bao mam trong PC, con bi bénh nhung bd me cua bénh nhan khong

bi bénh. Ho con kh?mg dinh d6t bién gay bénh p.Asnl72del trong gen KRT6A4
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tir t& bao tinh tring cia ngudi cha khong bi anh hudng [46]. Nam 2021, Trung
Qudc c6 bao cao mot dot bién p.Ile462Asn tai phat & gen KRT6A cua hai tré
méc PC ¢6 cha me khong bi bénh. Ho da chirng minh réng giai trinh tuy WES
va SNaPshot c6 thé 1a nhitng cong nghé hitu ich dé x4c nhan kham soma va
mam bénh [81]. Tur d6, ching ta théy duoc rﬁng ti 18 kham rat hiém gap,
nhung kham té bao mam nén dugc xem xét khi tw van di truyén cho cha me
khong bi anh hudng cua tré mac PC.
4.3. Két qua diéu tri can thiép chim séc hd tro' cho bénh nhan day méng
bam sinh trong 6 thang.
4.3.1. Phin bo cac triéu chirng xuat hién trong 6 thang theo dai

Trong thdi gian 6 thang theo ddi, chdm séc hd tro cho bénh nhan day
moéng bam sinh, cic van dé bénh 1y thuong gip ctua bénh nhan 1a: nhiém
trung, bach san miéng, dau ban chan va mot s6 van dé khac. Trong thang 7 sb
tré bi nhiém trung mong tay hodc mong chan, bi bach san miéng cao hon so
v01 cac thang con lai, chiém 62,5%, 50%: hai thang thang 9 va 12, khong co
bénh nhan nhao bi nhiém tring méng. Mot sb tac gia ghi nhan tinh trang
nhiém trung cua tré s& 1am ting tinh trang bach san miéng. Vao thang 8, tinh
trang dau ban chan cua tré khién tré kho di lai 1a nhiéu nhét, ty 1¢ 62,5%. Piéu
nay co thé do thang 8, tré bat dau quay lai truong hoc, do d6 van dé di chuyén
cta tré nhiéu hon, tinh trang ban chan chai, phéng, nit, nhirc ¢ thé tai phat.
Trong qua trinh khai thac bénh st va theo doi cho tré, chung t61 ghi nhén
duogc thoi tiét mua hé s& lam tré phat sinh nhiéu van dé hon trong chiam soc,
dic biét 1a van dé vé da nhu ndi mun, mun nay d& héa mu hodc cac ton
thuong dang nhu phong nudc nho li ti khap co thé. Tac gia Smith di dua ra
nhan dinh réng moi truong co nhi¢t do cao va do am cao s& lam trim trong

bénh [4]. Do d6, vao thoi tiét mua he, ching t6i déu khuyén ngudi nha bénh
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nhan cho tré dugc & trong méi truong diéu hoa 1a tot nhét, néu vi Iy do khach
quan thi huéng dan tré chon noi mat mé.
4.3.2. Thang diém dau ciia bénh nhén trwéc va sau diéu tri, can thiép

Két qua bang 3.19 cho thay diém dau trung binh cta nhom bénh nhan
day mong la 6+ 1,67, sau diéu trj 1a 4+ 1,51 (dua theo thang diém dau danh
cho tré¢ em cua Wong-Baker Faces Pain Rating Scale), voi p < 0,05.

Hién nay, day méng bam sinh van chua c6 thudc diéu tri dic hiéu nén
viéc cham soc hd tro dé giam dau ban chan day stmg rat dugc quan tim. Voi
cac typ khac nhau, viéc ghi nhan thang diém dau ciing c6 su khac biét, trong
typ PC-K6a diém dau thuong tir mirc 6-10, vdi PC-K6b 1a 3-7, véi PC-K16 1a
4-9, voi1 PC-K17 1a 1-9. Nhu vay, dau ban chan do day sung trong typ PC-
K6a c6 anh huong ning nhat dén bénh nhan PC.

4.3.3. Suw thay ddi cac triéu ching truéc va sau khi diéu tri can thiép
chim séc hd tro.

Két qua bang 3.20 cho thdy v&i cac bién phap diéu tri co hoc khong
1am hét cac triéu ching ctia bénh, tuy nhién di gop phan giam, d& cac biéu
hién 14m sang cta bénh nhan. Trong vong 6 thang hd trg chim soc va tu van,
cO 2 bénh nhan da khong xuat hién lai triéu ching bach san miéng, 1 bénh
nhan khoi phong rop va ca 8 bénh nhan khéng nat gan ban chin va nhiém
khuan moéng. Két qua nay con phu thudc vao su tudn thil cic bién phap chim
soc cling nhu thay ddi cach sinh hoat cho cac bénh nhan cta gia dinh, hon nita
thoi tiét trong giai doan nhém tac gia nghién ctru 1a mua thu va mia dong kha
thuan loi vi thoi tiét nay cac triéu chung cia bénh cling nhe nhang hon.

Theo nghién ctiru “ cac phuong phap diéu tri t6t nhat cho bénh day
mong bam sinh” cta Goldberg D. Fruchter va cong sy nam 2014 thi hi¢u
qua cta cac phuong phap diéu trj 1a khac nhau. Nhém di dung thang diém 5

dé bénh nhén ty danh gia vé hiéu qua cac bién phap minh da diéu trj [43].
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1- khong hiéu qua chat nao

2- hi¢u qua mdt chut

3- phan nao hiéu qua

4- hi¢u qua

5- rat hiéu qua.

Ho nhéan théy, phau thuit u nang dat hiéu qua cao nhét véi 4,32 diém,
xtr 1y co hoc (gilia, mai, hodc cat mong chan) nhan duoc diém trung binh 12 4.
Céac bénh nhan bao cao rang ngdm mong tay dé lam mém ching trudc khi
diéu tri 1a phuong phap diéu tri hiéu qua thr 2 trong phuong phép diéu tri co
hoc, véi diém trung binh 1a 3,6. Nhu vay, voi cac bénh nhan co biéu hién day
mong va day sung ban chan thi bién phap co hoc cling s€ mang lai hi¢u qua
kha on.
4.3.4. Mot s6 hinh anh vé sy cai thién cac triéu ching ciia bénh nhan day
moéng bam sinh

Chung t61 da ghi lai mdt s6 hinh anh vé su cai thién triéu ching cua cac
bénh nhan PC, so sanh trudc va sau can thiép dé nhan ra su thay doi thuc su
cua ho, do 1a triéu chimg day mong, tang sing nang 1ong va bach san miéng.

Pa phan cac bénh nhan PC trong nghién ciru ctia ching tdi hay cac
bénh nhan PC trén thé gidi ludn sin sang hd trg nhdm nghién ciru va tham chi
tham gia cc thir nghiém 1am sang dé tim ra bién phap hd trg cac bénh nhan
khac, trong d6 phai ké dén cac bénh nhan trong nghién ciru nim 2019 cia
nhém Max Mandelbaum , BS, Jerry W voi1 viéc ph?lu thuét cét 16p ha bi ban
chan bé trai 3 tudi [82], ciia nhém tac gia F Abdollahimajd khi bénh nhan
ddng ¥ udng rosuvastatin luc dau 1a 4 tuan, sau kéo dai 6 thang dé danh gia
hiéu qua cua thudc trong viéc giam triéu chimg dau cta ban chan [83].
4.3.5. Sy thay ddi tan suit chim s6c méng va ban chan trudc va sau diéu

tri ciia bénh nhan day méng bam sinh
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Két qua bang 3.21 cho thdy cac bénh nhin di hiéu hon vé cach chim
soc ban chan, dic bi¢t l1a vi tri day sung do dé s6 1an dau ban chan da giam
xuéng. Tuy trude khi diéu tri, va sau diéu tri s6 1an dau cta bénh nhan/tuin
van cao hon 4 lan nhung sé lan dau ban chan trung binh sau diéu tri 1a
6,88+2,16 1an/tuan thip hon trudc diéu tri 1a 7,13+2,80 lan/tuan (su khac biét
chua c6 y nghia thong ké). Két qua cua bang nay cling phu hop voi bang 3.21
khi céc triéu chig nut, phong rop ciia ban chan di cai thién sau 6 thang.

Trudc khi can thi€p, c6 1 bénh nhan cham s6c méng 1 tuan/lan, tham
chi c6 bénh nhan 2 thang/ 1an, da phan tan suit chim séc mong 1a 1 thang/
lan. Tan suat cham s6c mong tay clia cic bénh nhan 13 tir 2 tuan dén 1 thang,
tan sudt chim soc mong chan 1a 1 thang va hon 1 thang. Sau khi bénh nhan
dugc huéng din chim séc mong va ban chin, cic bénh nhan déu biét thoi
gian chdm s6c phi hop cho méng tay 1a 2 tuan, cho méng chan va ban chan 1a
1 thang. Trong mdt sb trudng hop, tan suit cham soc cua bénh nhan day hon
khi xuat hién céc ton thwong & mong hay ban chén.

Céc nghién ciru can thiép hién nay chil yéu tap trung vao hd trg giam
dau chan cho bénh nhan va chi dumg & cac nhdm nho bénh nhéan cling nhu it
c6 nghién cuu trén tré em. Nam 2018 Teng JMC da bao cdo hai bénh nhan nir
trung nién dugc diéu tri bang kem béi sirolimus da cai thién nhanh chéng tinh
trang dau va kha nang di lai [7]. Nam 2019, F Abdollahimajd va cong su da
bao cao mot trudng hop 8 tudi co dot bién KRT6A diéu tri thanh cong voi
rosuvastatin. Sau 6 thang, con dau giam ro0 rét, giam tang sung ¢ ca hai ban
chan. Nhiing thay d6i tich cyc nay cho thay rosuvastatin c6 thé 1a mot phuong
phap diéu tri didy hta hen cho PC [83]. Ciing trong nim 2019, I
Theocharopoulos ciing c6 nghién ctru vé tac dung cla statin trong viéc giam

dau 1ong ban chan cua bénh nhan PC va cho thy két qua twong doi tét [8].
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4.3.6. Chat lwong cudc song ciia bénh nhin truéc va sau chim séc, can
thiép

Tt bang sb 3.22 dén 3.31 1a cac bang md ta vé chat lugng cudc song
ctia bénh nhan trudc va sau 6 thang chim soc hd trg. Bang chat lugng cudc
séng bao gdm cac cau hoi lién quan dén 1 tuan vira qua vé cac van dé nhu sb
lan dau chan, liéu lugng str dung thude giam dau, su x4u hd vi bénh PC, mong
tay gdy tro ngai cho viéc hang ngay, van dé PC can trd viéc bénh nhan di mua
sam, con dau 1am phién dén gidc ngu, con dau anh hudéng dén hoat dong xa
héi, giai tri, con dau khién gip khé khin choi thé thao, bénh PC giy ric rbi
cho hoc tap, van dé da tao ra tré ngai gitta bénh nhan va nguoi xung quanh, va
nhimng van dé xdy ra khi chdm s6c bénh PC. Chung t6i da 1an luot hoi va theo
ddi cac van dé nay dé danh gia chat luong cudc sdng thuc sy ctia bénh nhan.
Két qua 1a mot sd van dé da thuc sy cai thién co y nghia nhu moéng tay bot
gy trd ngai cho cong viéc hang ngdy, con dau d& anh hudng dén hoat dong
xa hoi, giai tri, con dau khién bénh nhan gip kho khin choi thé thao va ton
thuong da gy ra tré ngai gitta bénh nhan va nguodi xung quanh (p<0,05). Cac
van dé con lai tuy co thay ddi theo hudéng tét hon nhung chua c6 y nghia
(p>0,05). Piéu tich cuc nay duoc giai thich 1a do chung t6i khong chi hd trg
chiam soc tryc tiép cho bénh nhan 16n >6 tudi ma chung toi con gianh thoi
gian cho bd me bénh nhan va dic biét 1a tu vin cho bd me vé nhirng mbi quan
hé gan ctia bénh nhan nhu thay c6 gido, cic ban trong 16p ciia bénh nhan va
hang x6m gan dé tranh sy xa lanh cta ho v6i bénh nhan. Cac bénh nhan nho it
tham gia hoat dong thé thao, véi bénh nhan 1én chung t61 khuyén co thé
chuyén sang cac mon thé thao it lién quan dén tic dong ban chin nhu boi
hodc yoga. Bénh nhan chim séc mong tdt s& gitip bénh nhan cai thién duoc

cac sinh hoat hang ngay.
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Trong s6 nhitng van dé lién quan dén chét luong cudc sdng ctia bénh
nhan, c¢6 ba van dé chinh 13 bénh gy anh huéng dén cudc séng noi chung,
mong tay anh huéng dén hoat dong hang ngay va quan trong nhat 1a dau ban
chan anh huong kha nhiéu dén cac hoat dong cu thé.

Céc nghién ctru déu chi ra PC 1a bénh khong gy giam tudi tho nhung
anh huong nghiém trong dén chét luong cudc séng ctia bénh nhan.

Mic du chimg loan dudng méng phi dai 1a dic diém kiéu hinh da tao
nén tén goi cuia bénh nay, nhung triéu chtng nay 1a triéu chting kho giai quyét
nhét ma cdc bénh nhan PC da bao céo béi né lién quan dén con dau dit doi khi
di lai. Pau long ban chan trong PC c6 anh hudng tiéu cuc dang ké dén chat
luong cude séng. Nguyén nhan cia con dau van chua dugc hiéu day du nhung
dugc cho 13 ¢6 lién quan dén sy hinh thanh vét phong rop sau bén dudi 16p
mo seo day, phat trién trén cac diém chiu ap luc ctia bé mit ban chan. Phong
rOp long ban chan, cung véi dau kem theo, 1a mot dac diém chung cua PC
[79].

Day sing ban chan gy dau dén 1a dic diém cua PC c6 anh huong sau
sdc nhat dén chat luong cudc séng ctia cac bénh nhan. Céc vi tri ban dau phé
bién nhat ctia day stmg 13 & cac diém co ap luc trén got chan 66/98 (67,3%) va
chd phong 1én 63/98 (64,3%) cia ban chan. Trong thap ky dau tién ciia cudc
doi, 70/73 bénh nhan bi day sung (95,9%) c6 dau, lam tdn thuong churc nang
cua ho [5].

Bénh day stmg ban chan ¢ PC dic trung gy dau dén nhiéu vao thap ky
thtr hai ctia cudc doi va din dén anh huong 16n nhat dén chit luong cudc
séng. Hon 50% tré em phat hién ra ring bénh day sing da ban chan anh
huong dén viée di lai va thoi gian vui choi; tuy nhién, it hon mot ntra s6 bénh
nhan cling bi can tré véi viée bo, lam bai tap ¢ trudong va lam viéc nha. Anh

huong dén chic ning thudng bat dau sau 5 tudi, dat dinh diém & tudi vi thanh
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nién, va xay ra thuong xuyén nhat véi PC-K6a. PC anh huong dén doi séng
x4 hoi cua hau nhu tit ca cac bénh nhan & do tudi di hoc tré 1én. Hau hét cac
truong hop déu gip phai nhimg han ché lién quan dén viéc mic quan 4o va
choi thé thao, bi tréu choc va xau hd vi mong tay ctia minh, dic biét 1a & tudi
vi thanh nién. Trong s6 84 bénh nhan PC co6 lién quan dén mong tay,
66/84(78,6%) che gidu mong tay ctia ho, dic biét bang cach giit cac ngodn tay
cudn tron 50/84 (59,5%) hodc khoanh tay 46 (4,8%). Cac hanh dong khac bao
gdém gitt tay trong tii 3/84 36,9%), str dung son mong tay 25/84 (29,8%), st
dung mong tay gia 9/84 (10,7%) va deo gang tay 7/84 (8,3%) [5].

Vén dé bénh nhan PC quan tdm nhat 13 day sing & chan giy dau (c6 thé
do nit, nhiém tring thir cap, ting ap luc 1én cac dau day than kinh, phong rop
bén dudi va/hodc huyét khdi o da [43], [84]. Trong d6 con dau dir doi anh
hudng tiéu cuc dén chat luong cudc sdng va thudng can dén céc tro Iy cap
ctru va thude giam dau [85].

Da day simg ¢ ban chan PC cyc ky dau dén, anh hudéng dén kha ning
van dong ctia bénh nhan va 1a dic diém co vAn dé nhét ctua bénh nhan [12],
[55]. Thuc té cac co ché bénh 1y phuc tap vé su tién trién cta bénh hién chua
dugc lam sang t6 va khong co phuong phap diéu tri hiéu qua nao dugc phé
duyét nham vao co ché bénh nay. Mot s6 mau chudt PC tiém nang da dugc
tao ra bang cach thay dbi biéu hién cta cac gen lién quan dén PC, bao gdm
Krt6 , Krt6b, Krt16 va Krt17, chi co6 Chudt Krt16 -null biéu hién day sung
10ng ban tay, chan véi viéc giam kha ning van dong tong thé, c6 kha ning la
do kho chiu do day sung dau dén [84].

Khi ¢6 céac luc co hoc tac dong 1én da (vi du: di bo hodc ma sat tur giay)
s& din dén su diéu hoa lai cta nhitng chit stmg ndy va sy hinh thanh soi trung
gian bi 16i do su két hop cua chét sung dot bién vao céc sgi va/hodc sy hién

dién cua protein keratin dot bién chua hop nhét tu do ¢6 thé kich hoat co ché
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bénh sinh phan tir din dén kiéu hinh PC [43]. Cac té bao stmg PC bi suy yéu
vé cdu triic va mo da bi ton thuong twong tmg c6 kha ning d& bi tén thuong
hon, do d6 1am tang tinh nhay cam véi su tiép xuc va biéu hién tiép theo cua
chat stmg dot bién tang 1én nhu mot phan ctia phan Gng chira lanh vét thuong,
dan dén mot chu ky 1ap lai nhung khong theo hudng tich cuc.

Con dau dir doi lién quan dén day simg thuc vat 1a triéu chimg kho giai
quyét nhat d6i véi bénh nhan PC. Tuy nhién chi mot sé gen co lién quan dén
cam giac dau va bénh 1y than kinh duong nhu dugc biéu hién khac biét ¢ da
bénh nhan PC [85], [86]. Trong sb cac gen “lién quan dén con dau” dugc diéu
hoa ting cudng di duoc xac dinh, KLK10 xGc tic qua trinh san xuét
bradykinin, chit giy ra cam giac dau sau khi gan thy thé cta no6 trén dau soi
than kinh . Ngoai ra, sy gia ting biéu hién cua cac peptide khang khuan nhu
defensin ( DEFB4 va DEFBI103A ), 2'-5-oligoadenylate synthetase-like (
OASL ), protein S100 (A7, A8 va A9) va cac gen globulin mién dich cho thay
su hién dién cua nhiém tring (ném va/hodc vi khuan xam lén) va viém [85].

Nhu vay, bénh nhan vi thanh nién bi anh hudng nhiéu nhat béi cac tac
dong tam ly xa hoi cua PC, ddc bi¢t 1a nhitng nguo1 bi day sing ban chan.
Cac van dé vé chat luong cudc séng bao gém han ché choi thé thao, ngai mac
qu?m 40, bi tréu choc va xau ho vi mong tay. Viéc chan doan cho phép chu
dong quan 1y cac van dé tdm 1y xa hoi, bao gdm ca cach mot dira tré co thé
thoai mai thong bdo vdi ban be vé bénh Iy cua minh hodc cach mdgt thanh
thiéu nién c6 thé cai thién su xuat hién ciia moéng tay va da day stng, do d6

tang kha nang doi phé voi bénh tat.
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KET LUAN
1. Ty 1¢ day méng & tré em tai bénh vién Da lidu Trung Uong va bénh
vién Québc té Green 1/8/2019- 31/8/2021

Ty 1é tré day moéng so voi sb tré dén kham tai 2 bénh vién Da lidu
Trung Uong va Qudc té Green 13 0,19%, so v6i sb tré c6 bénh 1y vé mong tai
2 bénh vién 1a 30,0%.

C6 8 bénh nhan day mong bam sinh duoc chan doan xac dinh nho phan
tich DB gen Keratin, ty 18 tré diy méng bam sinh so véi tong so tré dén kham
13 0,04%, so voi tré c6 bénh 1y v& mong 13 0,64%.

2. Kiéu gen va kiéu hinh ciia cac bénh nhan diay méng bam sinh

Trong 8 bénh nhan PC, c6 3 bénh nhan nit, 5 bénh nhan nam. Cac bénh
nhan déu 1a dan toc Kinh. C6 2 bénh nhan c6 yéu té tién st gia dinh.

C6 7/8 bénh nhin diy moéng bam sinh 13 do dot bién gen KRT64, 1/8
bénh nhan do dot bién KRTI7; bao gébm 4 loai dot bién N172del, N171K,
R466P, S97del. Mién dot bién chu yéu 1a 1A. Dot bién N172del dan dén mat
Asparagine, dot bién N171K gay bién doi Asparagine thanh Lysine, dot bién
R466P giy bién doi Arginine thanh Proline va dot bién S97del gy mét
Serine.

Céc bénh nhan day mong bam sinh déu c6 biéu hién day moéng tir rat
som, dudi 2 thang tudi; da phan cic bénh nhan c6 day 10 moéng tay va 10
moéng chan (7/8 bénh nhan); bén canh do tri€u ching day stng va dau long
ban chan c6 ¢ ca 8 bénh nhan.

C6 mdi lién quan giira kiéu hinh va kiéu gen trong PC nhu bénh nhan
c6 biéu hién day nhiéu méng, bach san miéng, ting simg nang 16ng, day sing
ban chan gy dau nhiéu co thé goi y dén dot bién KRT64, bénh nhan cd day
mong va ring so sinh goi y dot bién KRTI7. Ngoai ra, sb luong méng day it

c6 thé lién quan dén dot bién trén mién 2B
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3. Két qua diéu tri can thiép chim séc hd tro' cho bénh nhan day moéng
bam sinh néi trén sau 6 thang.

Céac bénh nhan déu d3 cai thién cac triéu ching 1am sang nhu day
mong, bach san miéng hay nhiém tring méng sau khi duogc diéu tri, can thiép,
chiam séc hd tro.

Chi sb thang diém dau ctia bénh nhan duoc giam sau diéu tri, can thiép,
h tro véi p<0,05

Chét luong cudc séng cua bénh nhan ciing dugc thay d6i theo chiéu
hudng tich cuc ddc bi¢t la mong tay bdot gay trd ngai cho cong viéc hang
ngay, con dau do anh hudng dén hoat dong xa hoi, giai tri, hoat dong choi thé
thao va ton thuong da it gy ra tré ngai cho mdi quan hé giita bénh nhéan va

nguoi xung quanh (p<0,05).



KIEN NGHI

1. Cac bénh nhan c6 biéu hién day moéng xuat hién sém sau sinh c6 nguy co
méc céc bénh di truyén, bam sinh do d6 cin dua tré dén co s6 y té dé duoc
kham va tu van.

2. Bénh nhéan c6 biéu hién day moéng, bach san miéng co thé phan tich dot
bién gen KRT6A trude, bénh nhan c6 biéu hién day méng va ring so sinh nén
phan tich gen KRT'17 trudc.

3. C6 thé phat trién hé théng phéan tich gen keratin tir genomic DNA tai
truong Pai hoc Y Duoc Hai Phong dé rat ngin duoc thoi gian chan doan va

khong 1€ thudc vao nudc ngoai.
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PONG GOP CUA DE TAI
1. Pay 1a nghién ctru dau tién va day da nhat vé kiéu gen, kiéu hinh cua cac
bénh nhan day mong bam sinh tai Viét Nam.
2. Gitp cac bénh nhan day mong bam sinh tai Viét Nam va cac nha khoa hoc
c6 co hoi trao ddi, chia sé théng tin v6i cong dong day mong bam sinh trén
thé gidi.
3. Mau bénh pham la nudc bot s& gitip giam chi phi xét nghiém chan doan
chinh xac bénh, mot xét nghiém khong xam lan.
4. C6 thé trién khai xét nghiém gen tai Viét Nam trong thoi gian téi, mé rong

ki thuat cho cac nha 1am sang va can lam sang.



HAN CHE PE TAI
1. bia diém nghién ctru cua dé tai chua rong.
2. Nhitng ngudi than trong gia dinh cta bénh nhan day méng bam sinh chua
dugc lam xét nghiém gen.
3. K1 thuat phan tich gen tim dot bién nay hién chua trién khai tai co s& hoc

tap ctia nghién ctru sinh do con kho khin vé trang thiét bi.
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Phu luc 1
BENH AN NGHIEN CUU
(danh cho bénh nhan sang loc)

I. HANH CHINH

3.Gi6i: Nam [ [Nt [ ]| Khac

4. Ngay thang nam sinh: ............ J S [ Tubi:..........
5.Diachi: oo, Thanhthi [ ] Nong thon [ ]
S6 dién thoai NEUOT NHA: .o
6. Ngay vao vién: ............ JANSO [N

II. CHUYEN MON

1.Tién sir

- Tién sir ban than:

+ San khoa, dinh dudng, phat trién, tiém chung:

binh thuong O; bat thuong O Cu thé:

+ Tién st bénh tat: D3 timg méc bénh 1y twong ty 0  Mic bénh khac O
- Tién sir gia dinh méic bénh giéng bénh nhan: Co6 0  Khong O

2. Bénh sir va kham bénh

- Ly do vao vién: tén thuong méng O t6n thuong da [ Khac O

Tri¢u chirng l1am sang Co Khong

T6n thuong mong

Day mong, loan dudng mong

Dau méng

Ngura mong

Day long ban tay

Day long ban chan

Ton thuong da,
niém mac

Triéu chung khac




- Co quan khac:

+ Toan trang:  Binh thuong 00 bat thuong [
+ Tim mach:  Binh thuong 00 bat thuong [
+ Ho hp: Binh thuong [0 bat thuong [
+ Tiéu hoa: Binh thuong [0 bat thuong [
+ Than kinh:  Binh thuong 0 bat thuong O
+ Co quan khac: Binh thuong 0 bat thuong O

3. Can lam sang

- Mau:
HC Hb Hct BC N TC
TPTTBM
(THh) (g/D) (L/L) (G/) (G/1) (G/)
Chi sb
HSM CRP GOT GPT Ure Creatinin Pr Al
(mg/1) (U/L) | (UL) | (mmolll) | (umol/l) | (g/1) (g/D)
Chi sb

- Vi sinh: bénh pham méng O, da O, toc O, khac O
+ Soi twoi ndm bang KOH 10%: khong thay ndm O, nim Candida O,
ndm Malassezia O, soi nam O, soi+ nAm Candida O, soi + nAm Malassezia O
+ Nubi cay dinh danh ndm: khong 1am O, am tinh O, duong tinh 0. Cu thé:
+ Nuoi cdy dinh danh vi khuan: khong 1am O, 4m tinh O, dwong tinh I
- Sinh thiét méng: ¢6 O khong O
- XN gen: ¢6 O khong [
- XN khac:
4. Chan doan:
B35.1 O, L40 [, L40.0 O, L40.1 O, L40.3 O, L85.1 0, Q80 I, B35.2 [,
L60.3 O, L20 O, L60.8 LI, L60 [, Khac [
Ngay.......thang.......nam 20....
Ngudi thu thap sé liéu

Chu Thi Ha



Phu luc 2
BQ CAU HOI CHO BENH NHAN DAY MONG BAM SINH
(dua theo bd cau hoéi cua IPCRR)
I. Hanh chinh
1.1 Ho va tén:
1.2 Tuéi: 1.3 Giéi:
1.4 Dia chi thuong tru:
S6 dién thoai lién lac:
Email:
1.5 Ma bénh an:
I1. By cau hoi va kham l1am sang
2.1 Tién su:
- Gia dinh: ai mic bénh giéng bénh nhan? Néu cé:
- Ban than: méc bénh 1y man tinh gi khong?
+ dugc lam xét nghiém gen: C6 O Khoéng o
+ duoc sinh thiét méng: C6 o Khong o
2.2 Bénh sur va lam sang:
2.2.1 Triéu chung lién quan dén bénh day méng bam sinh
Cau 1: mong tay
1.1 C6 bao nhiéu méng tay bi day mong, loan dudng méng?

1.2 C6 bao nhiéu méng tay da duoc xur 1y ngoai khoa?

4 3 J 4
5 p S 2 7,\f‘ g S
P<:;:‘w/” "\“ ”\
’.n. \ ‘. o‘ ‘ “.‘
7 VWrear]
. \ N/
L[rt \ R’G"Y |

Left1

Khoanh tron cac mong bi day.



Dénh diu x vao méng tay dugc xtr Iy ngoai khoa.

1.3 Tubi bat dau xuat hién ddy mong?

1.4 Ban thuong cham sé¢c mong tay khong ?

Néu c6: hang ngay o, 1 tudn/lan o, 1 thang/ 1an o, khac o

1.5 Méng tay day anh huéng nhu thé nao dén cudc séng cua ban?
Thim my o, khé trong cudc séng hang ngdy o, dau o, khac o

1.6 Ban thuong bi nhiém tring moéng tay khong? Cé o Khong o
Néu c6, 1 tuan/lan o, 1 thang/ lan o, 2 thémg/lﬁn 0, lau hon O,

Cau 2: mong chan

2.1 C6 bao nhiéu moéng chan bi day méng, loan dudng?

)

Rugnt

Lefr

Left 1
Khoanh tron cac mong bi day.
Panh ddu x vao mong chan dugc xir Iy ngoai khoa.
2.2 Tudi xuat hién day moéng chan?
2.3 Ban thuong cham s6¢ mong chan khong?
Néu co: hang ngay o, 1 tuan/lan o, 1 thang/ lano, 2 thang/ lan o, khac o
2.3 Moéng chan day anh hudng nhu thé nao dén cudc séng ciia ban?
Tham my 0O, khé di lai hoac di giay o, dau o, khac o
1.6 Ban thuong bi nhiém tring méng chan khéng? C6 o Khong o

Néu co, 1 tuan/lan o, 1 thang/ lano, 2 théng/lﬁn 0, lau hon O



Cau 3: Day sung

+ gan ban tay? Co6 O Khong o

+ gan ban chan? C6 o Khong o

Cau 4: C6 dau vi tri day sung? C6 O Khong o
Néu c6, dau gan ban tay o , dau gan ban chan o

Céu 5: Ban chén c6 bj chai, phdng rop, nit, nhirc gan ban chan khong?

Chai Phong rop Nt Nhtrc

ba tung bi

Hién tai

5.1 Cac vi tri khac bi chai, ph@)ng rOp, nit, nhuc & chan?

5.2 Tudi xuét hién chai, phong rdp, nit, nhirc & chan?

5.3 Ban c6 thuong xuyén bi chai, phéng rOp, nit, nhuc & chan?

Néu c6: hang ngay o, 1 tuan/lan o, 1 thang/ 1an 0, 2 thang/ 1an o, khac o
5.4 Ban thudng xuyén cham soc chai, phdng rop, nat, nhirc & chan khong?
Néu c6: hang ngay o, 1 tuan/lan o, 1 thang/ 1an 0, 2 thang/ 1an o, khac o
5.5 Ban c6 thé di bo? C6 o Khong o

Néu khong, ban str dung phuong tién gi hd tro:

Nang o, Xelan o, Gay o, Xe tap di o

5.6 Ban c6 st dung gidy, tat dic biét giup giam dau chan khong?

Co o Khoéng o

5.7 Ban chan bi chai, phéng rop, nt, nhirc anh hudng nhu thé nao dén ban?
Tham my o, Pau o, khac o

Cau 6: Ban timg bi bach san ludi, miéng? (mang tring trong miéng)

Néu co: trude day o, hién tai o

Néu c6, bach san ludi c6 dau khong? Cé o Khong o

Cau 7: Co6 rang thoi ki so sinh khong? Co6 o Khong o

Céu 8: C6 u nang khong? Co6 O Khong o

Néu c6: Nang m& 0, nang chan 16ng 0, tdng sing nang 16ng O




Ban thuong xuyén cham so6c u nang nay nhu thé nao?

Hang |2 lan/|1lan/ |21an/ |1lan/ |ithon 1 |Khong

ngay tuan tuan thang thang lan/ bao gid
thang
Nang m&
Nang chan
long
Tang sung
nang 1ong

Cau 9: C6 hién tugng toc bat thuong? Co o Khoéng o

Néu c6, Rung téc O toc moéng O

Cau 10: Tai

+ Kha nang nghe c6 kém khong? Cé6 o Khoéng o

+ C6 chat sap trong tai khong? C6 O Khong o

Cau 11: C6 hay khan tiéng? C6 o Khoéng o

Cau 12: C6 nhiéu md hoi, dic biét long ban tay, chan? C6 o Khong o
Cau 13: Da hodc dang bi viém khdoe miéng? Co6 O Khoéng o

Cau 14: Ban da ting hoac hién tai cam théy xuc dong, co van dé tim 1y vi céac tinh
trang trén? CoO O Khong o

Cau 15: Ban ¢6 van dé hoc tap vdi céc tinh trang trén? C6 O Khoéng o
Cau 16: Ban d3 timg tham gia cudc thi ning khiéu hodc IQ chwa?

Co o Khong o

Néu co, ghi cy thé:

Céu 17: Ban con tri¢u chimg gi khac khong? Co o Khong o

Néu co, ghi: cy thé

Cau 18: Ban di timg duoc ké don Isotretinoin (a retinoid) dé diéu tri PC?
Co o Khong o

Ciu 19: Ban d ting duoc ké don Acitretin (a retinoid) dé diéu trj PC?



Co o Khong o

Céau 20: Ban da tung duoc ké don Etratinate (nhu Tigason) dé diéu tri PC?

Co6 o Khong o

Céu 21: Ban d3 ting duoc ké don Tretinoin (a retinoid) dé diéu tri PC?

Co o Khong o

2.2.2 Kham téng quat

- Toan than:

+ Tri giac: tinh L1 khac [J

+ Thé trang: binh thuong 0  khac O

+ Hoi chirng nhiém trung: ¢6 0  khéng O
+ Hoi chtng thiéu mau: c6 0  khong O

- Tim mach: Binh thuong O bét thuong O
- Ho hép: Binh thuong O bat thuong O

- Tiéu hoa: Binh thuong O bat thuong O

- Than kinh: Binh thuong O bét thuong O
- Co quan khac: Binh thuong O bat thuong O
III. Can lam sang: XN gen

- Gen d6t bién:

- Protein thay doi:

- Mién d6t bién:

Ngay

thang nam 20
Nguoi thu thap s6 liéu

Chu Thj Ha



Phu luc 3
BANG THEO DOI SUC KHOE CUA BENH NHAN DAY MONG BAM SINH
Trong 6 thang (7/2021-12/2021)

1. Hanh chinh

Ho tén:

Ngay thang nam sinh:

2. No6i dung

B6 me vui long:

- Panh ddu X vao ngay bj bénh va ngay khoi bénh.

- Khi bi bénh thi con dugc diéu trj thudc gi? Nhu thé nao? C6 thé chup anh don
thudc.

Thang 7, Thang 8, Thang 9, Thang 10, Thang 11, Thang 12 (khoanh tron vao

thang dang theo doi1)
Pau long ban chan
Nhiém khuan (Bénh nhan khé
Trang miéng Bénh/ van de khac

mong tay/chan hodC khong di lai

Nga
B4y duoc)
Bi Bi Tén
Xu ly Bibénh | Xuly Xuly Xuly
bénh bénh bénh

1
2




10

11

12

13

14

15

16

17

18

19




20

21

22

23

24

25

26

27

28

29

30

31

Ghi chu:

Ngay  thang  nam 20
Ngudi thu thap sé liéu

Chu Thj Ha




Phu luc 4
BQ CAU HOI PANH GIA CHAT LUQNG CUQC SONG CUA
BENH NHAN DAY MONG BAM SINH
Bénh day moéng bam sinh, tén tiéng Anh 1a Pachyonychia Congenita, viét tat tiéng
Anh la PC
1. Hanh chinh
Ho tén:
Ngay thang nam sinh:
2. B0 cau hoi
* Trwdc can thiép

Céau 1. Trong tuan qua, ban c6 bao nhi€u lan dau & chan?

Cau 2. Trong tuan qua, ban di uéng bao nhiéu lan thudc dé giam dau?

Cau 3. Trong tuan qua, ban x4u hd nhu thé nao vi bénh PC cua ban?

Cau 4. Trong tuan qua, bao nhiéu lan mong tay cua ban da giy can tré cong vi¢c

hang ngay cua ban?

Cau 5. Trong tuan qua, c6 bao nhiéu con dau ¢ chan lam phién giac ngu cua ban?

Cau 6. Trong tuan qua, bao nhiéu lan van dé PC cuia ban da can tr¢ viéc ban di mua

sam?

Cau 7. Trong tuan qua, c6 bao nhiéu con dau & chan lam anh hudng dén hoat dong

xa hoi hay giai tri cua ban?

Cau 8. Trong tudn qua, bao nhiéu 1an con dau & chan khién ban gip khé khan khi

ban choi mén thé thao nao d6?



Céau 9. Trong tuan qua, bénh PC cua ban da ngan ban lam viéc hodc hoc tap?

Néu ‘Khong, thi trong tuan qua, van dé PC cua ban gay bao nhiéu rac roi

trong van dé cong viéc hodc hoc tap cia ban?

Cau 10. Trong tuin qua, bao nhiéu 1an vin dé da cta ban di tao ra kho khin giira

ban vo1 ban bé hodc nguoi than ctia ban?

Cau 11. Trong tuan qua, c6 bao nhiéu van dé da xay ra khi chdm soc bénh PC cua

ban?

Ngay thang ndm 20

Nguoi thu thap s6 liéu

Chu Thi Ha



* Sau can thiép

Cau 1. Trong tuan qua, ban c6 bao nhiéu lan dau & chan?

Céu 2. Trong tudn qua, ban di udng bao nhiéu lan thudc dé giam dau?

Cau3. Trong tuan qua, ban x4u h6 nhu thé nao vi bénh PC cua ban?

Cau 4. Trong tuan qua, bao nhiéu 1an mong tay cua ban da gay can tr¢ cong viéc

hang ngay cua ban?

Cau 5. Trong tuan qua, c6 bao nhiéu con dau ¢ chan lam phién giac ngu cua ban?

Cau 6. Trong tuan qua, bao nhiéu lan van dé¢ PC cuia ban da can tr¢ viéc ban di mua

sam?

Cau 7. Trong tudn qua, c6 bao nhiéu con dau ¢ chan lam anh huong dén hoat dong

xa hoi hay giai tri ciia ban?

Cau 8. Trong tudn qua, bao nhiéu lan con dau & chan khién ban gap kho khan khi

ban choi mén thé thao nao d6?

Cau 9. Trong tuan qua, bénh PC cua ban da ngan ban lam viéc hodc hoc tap?

Néu ‘Khong, thi trong tuan qua, van dé PC cua ban giy bao nhiéu rac roi

trong van dé cong viéc hodc hoc tap cia ban?

Cau 10. Trong tuin qua, bao nhiéu lan vin dé da cta ban di tao ra kho khin giira

ban vo1 ban bé hodc nguoi than cua ban?



Cau 11. Trong tuan qua, c6 bao nhi€u van dé da xay ra khi cham so6c bénh PC cua

ban?

Ngay thang nam 20

Nguoi thu thap s6 liéu

Chu Thi Ha



Phu luc 5
BOQ CAU HOI TIEN SU GIA PINH PE LAP PHA HE
1. Hanh chinh
Ho tén:
Ngay thang nam sinh:
2. No6i dung
Hay khoanh tron vao cdu tra loi co.
Cau 1: bd me dé cua bénh nhén c6 ai bi bénh giéng bénh nhan?
Néu co. B me
Cau 2: anh chi em rudt cia bénh nhan c6 ai bi bénh giéng bénh nhan?
Néucod.  Anh Chi Em trai Em géi
Cau 3: Ong ba ngoai cua bénh nhan c6 ai bi bénh giéng bénh nhan?
Néu c6: Ong ngoai Ba ngoai
Ong ba c6 miy nguoi con? Thit tir cac con trong gia dinh:
Me bénh nhan la con thi méy‘?
Cau 4: Ong ba ndi ctia bénh nhén c6 ai bi bénh giéng bénh nhan?
Néu c6: Ong ndi Ba ndi
Ong bao c6 may nguoi con? Thir tw cac con trong gia dinh:
B6 bénh nhan 1a con thr may?
Ciu 5: Vé phia me cta bénh nhan
5.1 C6 anh chi em rudt cia me bénh nhan bi bénh giéng bénh nhan?
Néu c6: anh trai chi gai em trai em gai
5.2 Vo hoac chéng cua nhitng anh chi em rudt ctia me¢ bénh nhan bi bénh giéng
bénh nhan?
- Néu co: (cu thé 1 ai)
- Nhirng cip vo chong nay khi sinh con ¢6 ngudi ndo bi bénh gidng bénh nhan? C6
Khong
Néu c6: nhém sé khai thdc cu thé gia dinh do.

Céu 6: Vé phia bd cua bénh nhan



6.1 C6 anh chi em rudt ctiia b bénh nhan bi bénh giéng bénh nhan?

Néu co: anh trai chi gai em trai em gai

6.2 Vo hoac ché)ng cua nhirng anh chi em rudt cia bd bénh nhén bj bénh giéng bénh
nhan?

Néu c6: (cu thé 1 ai)

Nhitng cip vo chdng nay khi sinh con c6 ngudi ndo bi bénh giéng bénh nhan?
Co Khong

Néu cé: nhém sé khai thac cu thé gia dinh dé.

Cau 7: B6 me bénh nhan c6 méy con?

Thtr tu cac con trong gia dinh:

Bénh nhén 13 con thir may:

Ngay thang nam 20

Nguoi thu thap sé lidu

Chu Thi Ha



Phu luc 6

PRIMERS
Gene Primers Size

K6a Exon 1-6 Forward 5> TACCCGGGCTTATTGTGTTAGGAT 3’ 3729 bp
Reverse 5> TGTTTGTGTCATGCCATAGGTAGG 3’

Ké6a Exon 7-9 Forward 5> ACTCCAAACAAACCAGCAGG 3’ 1896 bp
Reverse 5> CAGATGCCTCCCACTCCATT 3°

K6b Exon 1-6 Forward 5> AGCCCAGCCCTTCCCAACC 3’ 3660 bp
Reverse 5> ATAAGCCCTTCCAATGCCTCTA 3°

Ko6b Exon 7-9 Forward 5> AGTTGGGCAAGATGTCAGGTCAGA 3’ 1982 bp
Reverse 5> AGCAGCAGTTCCCCAAAGATAAGA 3°

Ké6c Exon 1-6 Forward 5> TTGTCCTGCTTCTCCTGCCTCTCG 3’ 4160 bp
Reverse 5> GGAAGTCGCGTCAGTTACCTACCT 3°

Ké6c Exon 7-9 Forward 5> CAAACCGAGCATTCATCTTCCATA 3’ 1544 bp
Reverse 5> GGGGCGGGGGTTCACAATACT 3’

K16 Exon 1-4 Forward 5> CACAGCACGCTCTCAGCCTT 3’ 1672 bp
Reverse 5> CTGCGGTTTTTCTCTGCCAT 3’

K16 Exon 4-8 Forward 5> GAGGCTGGTTTGGTGGGGTT 3’ 1500 bp
Reverse 5> CAGCAGAGGAGCAGGGGAGA 3’

K17 Exon 1-5 Forward 5> AACCCCGGCAGCCCTACACAACTT 3’ 3678 bp
Reverse 5> GGATGGTCAATGCCCTCTTCTG 3°

K17 Exon 6-8 Forward 5> AGGGATCCAGGCTCACACC 3’ 1721 bp
Reverse 5> CAGGGGCCAGAACAAGGACACATT 3’

Ké6a cDNA Forward 5° CCCTCAACCTGCAAATCGAT 3’ 520 bp

Exon 1-5

Reverse 5> GTCCATGGACAGCACCACAG ¥’




DANH SACH XAC NHAN SO LIEU

(BENH NHAN PIEU TRI NGOAI TRU)
BENH VIEN DA LIEU TRUNG UONG

Tén dé tai: Nghién ctru kiéu gen, kiéu hinh, va két qua cham séc hd trg bénh day mong

bam sinh & tré em.

. « . Na
STT Ho tén Mshginh blgf‘h Ehgaz Gisi| m | Biachi
sinh
1 1921830 | B35. 201
NGUYEN TRAN THUY A 0 1 ]12.09.2020 | Nit |8 Lang Son
2 1920565 | B3S5. 201
HOANG THI LAN A 6 1 109.01.2020 | N&x |1 Hung Yén
3 2102145 | B35. 201
NGUYEN CHI M 3 1 ]20.01.2021 |N&t |2 Ha Noi
4 1914598 | B3S5. Na |200
DO QUANG H 9 1 |08.052020 |m |6 Ha Noi
5 1912379 | B35. 201
PHAM HAI A 1 1 |06.11.2019 | N&t |7 Hoa Binh
6 2037672 | B35. 200
NGUYEN THU H 8 1 ]06.12.2020 | N&t |6 Hoa Binh
7 1717487 | B3S5. Na |200
TOANHT 5 1 ]06.01.2021 |lm |7 Hung Yén
8 1701102 | B35. Na | 201
HOANG THANH B 9 1 22052020 |m |5 Ha Noi
9 1801689 | B35. 200
DO HUYEN A 6 1 [29.11.2020 | NGt |7 Ha Noi
10 2003268 | B35. Na |200
NGUYEN DINH PHAT H 5 1 |04.02.2020 |m |9 Ha Noi
11 2116107 | B35. 201
NGUYEN HA M 7 1 [29.06.2021 | Nt |6 Ha Noi
12 1928544 | B3S5. Na |201
TRAN NHAT M 8 1 |05.042021 |m |6 Ha Noi
13 2028932 | B35. Na |200
NGUYEN HAI D 5 1 |04.102020 |m |6 Bic Ninh
14 2028327 | B35. Na |200
NGUYEN QUOC b 1 1 [30.092020 |m |7 Ha Noi
15 2101020 | B35. 200
NGUYEN TRAN DIEU Q 5 1 |11.03.2021 | Nt |7 Ninh Binh
16 2111807 | B35. 201
NGUYEN NGOC CAT T 9 1 |23.04.2021 | Nt |8 Ninh Binh




17 1934307 | B3S5. Na | 200

NGO PUC QUANG V 4 1 ]04.092019 |lm |8 Ha Noi
18 1931250 | B3s. Na | 201

vU DINH V 0 1 ]28.09.2019 |lm |1 Hung Yén
19 2109565 | B3S5. 200

DANG PHAN HA A 5 1 [06.04.2021 | Nt |7 Ha Noi
20 2012423 | B35. Na | 201

NGUYEN MANH C 7 1 ]24.052020 |m |1 Ha Nam
21 2108402 | B35. 200

TRAN NGOC A 0 1 ]29.03.2021 |Nit |7 Hung Yén
22 2102087 | B35. 201

PHI THIHA T 8 1 |20.01.2021 | Nt |7 Ha Noi
23 2001537 | B35. Na | 201

NGUYEN NHAT M 0 1 |13.01.2020 |m |8 Ha Noi
24 2111069 | B35. Na | 201

NGUYEN bUC TUAN L 4 1 [17.042021 |m |8 Ha Noi
25 2018128 | B35. 201

DUGNG MINH NG 2 1 ]07.07.2020 | Nt |7 Vinh Phuc
26 2109585 | B35. Na | 201

NGUYEN PHUC P 9 1 ]07.042021 |m |0 Bic Giang
27 2103882 | B3s. Na | 200

NGUYEN VAN T 9 1 |17.022021 |m |9 Ha Noi
28 2021136 | B35. 200

NGUYEN THI THU H 6 1 |28.07.2020 | Nit |9 Ha Noi
29 1934566 | B3S5. 200

DIEP NGOC Q 0 1 ]06.09.2019 | Nt |8 Bic Ninh
30 1929378 | B35. Na |200

NGUYEN THANH T 1 1 ]05.082019 |m |6 Ha Giang
31 2028930 | B35. Na | 200

DINH HAT Y 0 1 |04.102020 |m |7 Yén Bai
32 2035519 | B35. 200

NGUYEN THI TH 2 1 [20.11.2020 | N&t |9 Vinh Phtic
33 1829298 | B35. 201

NGUYEN LINH D 4 1 |13.02.2020 | N |7 Ha Noi
34 2170501 | B35. 201

NGUYEN MAI H 3 1 |23.06.2021 | N |2 Ha Noi
35 2023930 | B3s. 200

NGO HANH NG 9 1 |15.04.2021 | N&x |8 Ha Noi
36 | NGONGUYEN KHANH | 1941641 | B35. 201

A 2 1 ]19.10.2019 |Ni&t |9 Ha Noi
37 2021731 | B35. 200

VU THI CAM L 3 1 ]02.08.2020 | Nit |6 Ha Noi
38 | LE THANGL 1931195 | B35. | 15.08.2019 | Na | 201 | Ha Noi




5 1 m 6

39 2014125 | B35. 201

NGUYEN PHUONG TH 0 1 ]06.06.2020 | Nt |4 Ha Noi
40 1934948 | B35. Na | 201

DINH MINH KH 0 1 [09.09.2019 |lm |8 Son La
41 1808527 | B35. Na | 201

NGUYEN KIM PH 0 1 ]09.082020 |m |7 Ha Noi
42 2034812 | B35. 201

DUONG HANH Q 8 1 [13.03.2021 | Nt |3 Ha Noi
43 2013717 | B35. Na | 201

NGUYEN bUC B 9 1 ]03.062020 |lm |8 Bic Ninh
44 2017700 | B35. 201

NGUYEN HA TR 5 1 |04.07.2020 | N&x |8 Ha Noi
45 1810152 | B35. 201

PO BAO A 2 1 ]22.052020 | Nt |7 Ha Noi
46 2002777 | B35. 201

PHAN KHANH A 6 1 ]30.01.2020 |N&t |6 Ha Noi
47 1937901 | B3S5. Na | 200

TRUONG TRUNG H 2 1 [26.09.2019 |lm |8 Ha Noi
48 2003851 | B35. Na |201

NGUYEN DPINH B 7 1 [11.02.2020  m |3 Nghé An
49 2035532 | B35. 201

NGUYEN THI HA M 4 1 120.11.2020 | Nt |8 Nam Pinh
50 2010898 | B35. 201 | Tuyén

TRAN DIEU NG 8 1 ]10.06.2020 | Nt |4 Quang
51 2008782 | B35. Na | 200

NGUYEN TUAN bUC M 4 1 [25.042020 |m |8 Ha Noi
52 2105923 | B35. 201

DAO PHUONG NH 7 1 ]10.03.2021 | Nt |7 Nam Dinh
53 2111348 | B35. Na | 201

DUONG GIA H 4 1 ]20.042021 |lm |7 Thai Binh
54 | NGUYEN PHUONG 1945504 | B35. 201

THUY H 8 1 |14.11.2019 | N& |5 Ha Tinh
55 2001748 | B35. 201

TRAN NGOC Y 4 1 |15.01.2020 | Nt |6 Bic Giang
56 2036933 | B35. 200

NGO THI THAO NG 8 1 |30.11.2020 | N& |9 Bic Ninh
57 1820087 | B35. 201

NGUYEN NGOC GIA H 7 1 |21.07.2020 | Nt |7 Ha Noi
58 1933503 | B35. 201

PHAM THANH NG 6 1 ]29.08.2019 |Nit |3 Ha Noi
59 2111317 | B35. Na | 201

NGUYEN ANH M 8 1 ]19.04.2021 | m 1 Ha Noi




60 2001408 | B35. Na | 201

NGUYEN DINH HI 7 1 ]13.01.2020 |m |5 Ha Tinh
61 2105935 | B35. Na | 201

LE NHAT A 9 1 ]10.03.2021 |lm |3 Ha Noi
62 2030079 | B35. Na | 201

BUIANH T 0 1 |11.10.2020 |m |5 Ha Noi
63 | NGUYEN THI PHUONG | 2001144 | B35. 201

TH 0 1 ]10.01.2020 | Nt |6 Ha Noi
64 2017437 | B35. Na | 201

TRAN DUONG H 1 1 ]02.07.2020 |lm |1 Ha Nam
65 1933192 | B3S5. Na | 201

DINH GIA B 4 1 |27.082019 |m |5 Ha Noi
66 1951466 | B3S5. Na | 200

NGUYEN HOANG A 1 1 [28.122019 |m |7 Lang Son
67 2029111 | B35. 201

TRAN THI THANH NH 2 1 |05.10.2020 | N&t |7 Ha Noi
68 2004541 | B35. Na | 200

NGUYEN THE PH 2 1 |17.022020 |m |7 Ha Noi
69 2011301 | B35. 201

HO THUY T 0 1 ]15.05.2020 | N&x |7 Nghé An
70 2101532 | B35. Na |202

PO HUY K 2 1 |15.01.2021 |m |0 Ha Noi
71 2014268 | B35. Na |201

NGUYEN MINH Q 8 1 ]08.06.2020 |m |4 Ha Tinh
72 1930773 | B3S5. Na |201

NGUYEN DUY PH 9 1 |12.082019 | m |6 Bic Ninh
73 2026949 | B35. Na | 201

VU GIA H 5 1 120.03.2021 |m |1 Bic Giang
74 2024770 | B35. Na | 200

DANG ANH Q 4 1 ]03.09.2020 |m |6 Hung Yén
75 1935496 | B3S5. Na |201

DUGNG QUOC H 4 1 ]12.092019 |m |3 Hung Yén
76 1951397 | B35. Na |201

PINH HUU TH 3 1 [28.122019 |m |2 Quang Binh
77 1426987 | B35. Na |201

DAO BA MINH T 0 1 102.12.2020 |m |4 Ha Noi
78 1949450 | B35. 201

TONG NGOC GIA L 6 1 |11.12.2019 | N |2 Ha Noi
79 2009890 | B35. Na |201

NGUYEN MINH KH 4 1 ]06.052020 |m |4 Son La
80 1945225 | B35. 201

vU ANH NH 1 1 |12.11.2019 [Nt |8 Ha Noi
81 | NGUYEN NGOC 2015476 | B35. | 17.06.2020 | Nit | 201 | Ha Noi




PHUONG A 5 1 5
82 | NGUYEN HA THANH 2003364 | B35. 201

TH 5 1 ]05.02.2020 | N&x |1 Bic Kan
83 2109265 | B35. Na |[201

TRAN MINH NGH 2 1 ]05.04.2021 |m |8 Ha Tinh
84 2105232 | B35. Na |201

NGUYEN THANH C 3 1 ]03.03.2021 |lm |9 Ha Noi
85 2116253 | B35. 201

DOAN MINH CH 1 1 ]30.06.2021 [N& |0 Ha Noi
86 2106877 | B35. Na | 201

PHAM KHANH A 8 1 |17.03.2021 |m |5 Ha Noi
87 1936966 | B3S5. Na |[201

TRAN CONG NG 1 1 ]21.092019 |lm |8 Ha Nam
88 2109847 | B35. 200

DO NGUYET CH 5 1 |08.04.2021 | NG |8 Hai Duong
89 1900485 | B3S5. Na |[201

LAINHAT H 0 1 [29.06.2021 | m 7 Ha Noi
90 2111387 | B35. Na |201

NGUYEN MINH D 5 1 |20.04.2021 |m |3 Ha Noi
91 1715210 | B35. Na |201

DAO VIET HA D 3 1 |28.10.2020 | m 1 Ha Noi
92 2011196 | B35. Na |201

TRAN PUC L 7 1 |15.052020 |m |4 Bic Ninh
93 2039793 | B35. Na |201

LE NGUYEN MINH H 4 1 |23.12.2020 |m |2 Ha Noi
94 2016520 | B35. 201

NGUYEN UYEN NH 8 1 |25.06.2020 | NG |4 Ha Noi
95 2012974 | B35. 201

NGUYEN THI THANH H 6 1 |28.05.2020 | NG |0 Ha Noi
96 2025472 | B35. Na |201

NGUYEN MINH D 7 1 ]08.092020 |m |9 Ha Noi
97 2035722 | B35. Na |201

PHANSY T 3 1 |21.11.2020 | m 1 Ha Noi
98 1918362 | B35. Na | 201

NGUYEN HOANG D 4 1 15112019 |m |8 Bic Ninh
99 2006359 | B35. Na |201

NGUYEN THIEM HAI PH 5 1 103.03.2020 |m |2 Ha Noi
100 2018712 | B35. 201

PO HA GI 6 1 |11.07.2020 | N&t |2 Ha Noi
101 2018694 | B35. 201

PHAM HOANG M 0 1 [11.07.2020 | Nt |4 Ha Noi
102 1937435 | B35. 200

PAO THI THU H 4 1 [24.09.2019 | Nt |6 Ha Noi




103 1929817 | B35. 201

NGUYEN HAI Y 8 1 ]23.10.2019 | Nir |1 Bic Ninh
104 2039694 | B3s. 200

CONG MINH A 9 1 ]23.12.2020 |Nit |9 Ha Noi
105 2025257 | B35. 201

LE MAI A 1 1 |07.09.2020 | Nt |9 Ha Noi
106 1923019 | B35. 200

LUONG THIM 8 1 ]16.09.2019 |Nit |6 Bic Giang
107 1945994 | B35. 200

NGUYEN PHUONG A 3 1 |18.12.2019 | Nt |9 Nam Dinh
108 1934555 | B35. Na | 200

TRAN VAN P 6 1 ]06.09.2019 |lm |8 Bic Giang
109 2020456 | B35. 200

HOANG MINH PH 0 1 ]23.07.2020 | N&x |7 Hung Yén
110 1944108 | B35. 200

NGUYEN HAN LAM A 8 1 |05.11.2019 | N&x |8 Vinh Phuc
111 1938772 | B35. 200

TRUONG THI HONG H 8 1 ]02.10.2019 |Nit |9 Pha Tho
112 2032910 | B3s. 200 | Tuyén

NGUYEN HOANG L 2 1 ]01.11.2020 | Nt |9 Quang
113 2020419 | B3s. Na |200 | Tuyén

PO KHAI H 4 1 ]23.07.2020 |lm |7 Quang
114 2023351 | B3s. 201

DANG KHANH L 5 1 [21.08.2020 | Nit |8 Ha Noi
115 1944395 | B35. 201

PHAM HOANG HAI NH 3 1 [07.11.2019 | N&t |2 Quang Binh
116 2028872 | B3s. Na | 201

PHAN QUOC P 1 1 ]03.102020 |m |4 Ha Noi
117 2032636 | B35. Na | 201

LY TRUONG GI 0 1 [31.102020 |m |2 Bic Kan
118 2027362 | B35. Na | 201

TONG XUAN PH 5 1 ]23.09.2020 |lm |1 Thanh Hoa
119 | NGUYENNGOQC LINH | 2109944 | B35. 201

CH 7 1 |18.04.2021 |Nit |5 Ha Noi
120 2104897 200

PHAM PHUONG Db 9 L40 |01.03.2021 | Nit |8 Ha Giang
121 1843767 201

BUI MINH CH 2 L40 | 14.12.2018 | Nt |2 Bic Giang
122 2031519 201

LE THI BAO TH 8 L40 |22.10.2020 | Nt |1 Ha Tinh
123 2100752 200

HOANG XUAN M 9 L40 | 08.01.2021 | N&t |8 Hai Phong
124 | NGUYEN MINH Q 2103216 | L40 |31.01.2021 | Na |201 |Hung Yén




9 m 0

125 | NGUYEN HOANG THUY | 2000339 201

T 9 L40 | 13.01.2020 | N&t |3 Nghé An
126 1938776 200

TRAN THI THAO NG 5 L40 |22.02.2020 | Nt |6 Ha Noi
127 2002091 201

BUI PHAM THUY A 3 L40 | 17.01.2020 | Nt |0 Hai Phong
128 2012463 Na |[201

TRUGONG MINH S 4 L40 |24.052020 |m |5 Ha Noi
129 1934646 200

TRAN CAM T 6 L40 | 06.09.2019 | Nt |8 Vinh Phuc
130 1930865 Na | 201

HOANG THANH GI 5 L40 | 13.08.2019 | m 1 Ha Noi
131 | NGUYEN HOANG THAI | 2106515 Na | 201

U 3 L40 |15.03.2021 |m |3 Ha Tinh
132 1929743 Na |200

NGUYEN DUY A 9 L40 | 06.08.2019 |m |7 Bic Ninh
133 2034261 Na |201

NGUYEN DUY A 8 L40 | 11.11.2020 |m |8 Hai Duong
134 1950638 201

PHAM THAO D 4 L40 |31.01.2020 | N |3 Vinh Phuc
135 1941514 200

NGUYEN MINH TH 3 L40 | 16.11.2019 | N& |9 Hai Phong
136 2104266 Na |201

NGUYEN XUAN KH 1 L40 |10.04.2021 |m |2 Ha Noi
137 2007193 201

NGUYEN DANG KIEU A 8 L40 | 13.03.2020 | N& |5 Ha Noi
138 2037685 201

PAO DUCNG TO PH 4 L40 | 06.12.2020 | Nir |2 Hung Yén
139 2004358 Na |200

NGUYEN QUANG M 5 L40 |26.022021 |m |7 Ha Noi
140 1940030 Na |200

PHAM THAI D 0 L40 [16.11.2019 |m |7 Hai Duong
141 2026563 201

NGUYEN THUY NG 3 L40 | 16.09.2020 | N |5 Ha Noi
142 1951506 201

NGUYEN NGOC BAO TR 5 L40 | 04.09.2020 | N&t |0 Ha Noi
143 2008772 Na |201

PHAM GIA H 1 L40 | 06.05.2020 [m |0 Ha Noi
144 2018878 201

TRAN PHAN GIA NH 0 L40 |26.10.2020 | N&t |0 Ha Noi
145 2029040 Na |200

NGUYEN HOANG GIA H 4 L40 |05.10.2020 |m |9 Pién Bién




146 2109265 200

TRAN THI THANH PH 9 L40 | 15.06.2021 | N&x |7 Ninh Binh
147 2025942 201

BUINGUYEN NGOC L 3 L40 |12.09.2020 | Nit |2 Lang Son
148 1940164 200

VU THI TUYET M 4 L40 |25.10.2020 | Nit |9 Hung Yén
149 2014697 Na | 201

MAI MINH Q 1 L40 | 11.06.2020 |m |1 Yén Bai
150 1933053 Na |200

HOANG MINH b 5 L40 |30.10.2019 |m |6 Ha Noi
151 2107762 Na |[201

LE PHUC K 5 140 |14.042021 |m |9 Ha Noi
152 2107429 201

DINH NGUYEN MAI H 9 L40 |22.03.2021 | N&x |1 Hoa Binh
153 2108570 Na |[201

DUONG PUC CH 6 L40 |30.03.2021 |lm |5 Ha Noi
154 1931421 201

DANG TO U 3 L40 |27.08.2019 | Nit |3 Hung Yén
155 2018864 201

LE THAIH 9 L40 | 18.08.2020 | Nit |3 Hai Phong
156 2037034 Na | 200

PO PANG NG 5 L40 | 01.12.2020 |m |9 Nam Dinh
157 2040650 Na | 201

NGUYEN LE MINH Q 7 L40 |31.12.2020 |m |4 Ha Noi
158 1936471 Na |[201

VUONG ANH TR 1 L40 |25.09.2019 [m |0 Ha Noi
159 1920425 Na | 200

NGUYEN QUANG T 1 L40 |10.06.2019 |m |6 Bic Ninh
160 2019481 Na | 201

vUQ 4 L40 |16.07.2020 |m |1 Ha Noi
161 1951069 201

NGUYEN PHUGNG A 8 L40 |25.12.2019 [N&x |0 Ha Noi
162 1730126 200

NGUYEN PHUGONG TH 3 L40 |22.08.2019 | Nit |8 Bic Giang
163 2105582 Na |[201

TRAN MINH P 2 L40 | 07.03.2021 |m |4 | Bic Giang
164 2032977 Na |[201

HOANG DINH TH 7 L40 [02.11.2020 |[m |4 Nghé An
165 2040167 Na |[201

VUBAO S 5 L40 |27.12.2020 [m |4 Hai Phong
166 | NGUYEN NGQC BAO 1944507 201

NH 3 L40 | 07.11.2019 | Nit |9 Ha Noi
167 | DUONG HUY B 1900053 | L40 | 13.04.2020 | Na | 200 | Ha Noi




5 m 7

168 2002675 201

NGUYEN NHA U 5 L40 [29.01.2020 | Nit |2 Ha Noi
169 2033735 Na | 201

NGUYEN HOANG M 3 L40 | 07.11.2020 |m |1 Hai Phong
170 1931224 200

HOANG THI NG 3 L40 | 15.08.2019 | Nt |5 Thanh Héa
171 1610941 200

CAN BINH Y 8 L40 |11.06.2020 | Nit |8 Ha Noi
172 1812234 Na | 200

PHAM QUANG M 6 L40 [25.09.2019 |lm |9 Ha Noi
173 1927841 201

NGUYEN AN V 7 L40 | 16.01.2020 | Nit |7 Pht Tho
174 2104696 Na |202

VU THANH L 3 L40 |26.02.2021 |m |0 Nam Dinh
175 1932576 200

DINH THI HONG V 2 L40 |23.08.2019 |Nit |9 Ha Noi
176 2000502 Na | 201

NGUYEN DINH Q 0 L40 [02.03.2020 |lm |7 Hai Duong
177 1607379 Na | 201

NGUYEN VAN H 2 L40 | 07.08.2019 |m |5 Bic Giang
178 2002516 Na | 200

TRINH PHAN A 3 L40 | 07.07.2020 |m |6 Ha Noi
179 | NGUYEN THI PHUCONG | 2024724 201

0 6 L40 |26.10.2020 | Nit |5 Ha Tinh
180 2027299 Na | 200

TRAN HOANG D 8 L40 |22.09.2020 |m |9 Bic Giang
181 1940948 Na | 200

NGUYEN VIET THAI D 5 L40 |18.11.2019 |lm |7 Vinh Phuc
182 2017923 Na | 200

CAO MINH H 9 L40 |06.07.2020 |/m |8 Ha Noi
183 1112643 Na | 201

LUC GIA KH 1 L40 | 07.04.2021 |lm |0 Ha Noi
184 1625686 Na | 200

DO TRI D 9 L40 |11.04.2021 |lm |9 Ninh Binh
185 1944971 Na | 201

NGUYEN THANH TR 3 L40 | 11.11.2019 | m 1 Vinh Phiic
186 2100314 | L40. Na | 200

TRAN MINH Q 7 0 [05.01.2021 |m |9 Nghé An
187 2105918 | L40. Na | 201 | Tuyén

TRAN BINH M 2 0 [14.04.2021 |lm |1 Quang
188 1646501 | L40. 200

VU THI DIEU TH 7 0 |14.10.2019 | Ni&x |7 Thai Binh




189 2026296 | L40. 201

NGUYEN MAI H 2 0 |15.09.2020 | Nt |2 Ha Nam
190 2012819 | L40. 200

NGUYEN THI HONG L 8 0 |27.05.2020 | Nt |6 Bic Giang
191 2104435 | L40. 200

TRAN HONG A 2 0 |23.02.2021 |N& |9 Ha Noi
192 1905960 | L40. Na | 201

LUONG TUNG Q 4 0 [29.042020 | m |4 Hai Phong
193 2031403 | L40. 201

QUANG QUYNH Y 1 0 [21.10.2020 | Nit |3 bién Bién
194 1819443 | L40. 200

NGO KHANH L 6 0 |04.05.2020 | Nt |6 Ha Noi
195 1900963 | L40. Na | 200

BUI VAN H 0 0 |05.082019 |m |7 Bic Giang
196 1942075 | L40. Na |200

PHAN HOANG NHAT Q 7 0 |22102019 |m |7 Nghé An
197 2023451 | L40. Na |200

GIANG SY H 1 0 |26.122020 |m |8 Lao Cai
198 2031397 | L40. 201

TRAN THI KIM O 9 0 [29.01.2021 |Nit |0 Ha Noi
199 1931383 | L40. 200

VU THIKIM A 1 0 ]16.08.2019 [Nt |6 Hung Yén
200 2108672 | L40. Na |201

NGUYEN NHAT M 8 0 [31.03.2021 |m |0 Bic Ninh
201 2026368 | L40. 201

LE THAO MINH NG 5 0 |15.09.2020 | Nit |0 Ha Noi
202 2026767 | L40. 200

HOANG HONG M 6 0 |18.09.2020 | Nt |7 Ha Noi
203 2010566 | L40. Na |201

HOANG HAID 2 0 [11.052020 | m |4 Bic Giang
204 1602087 | L40. Na | 200

DUONG VAN M 4 0 130.10.2019 |m |7 Bic Giang
205 2030334 | L40. 201

TRAN THI D 6 0 [23.04.2021 |Nit |0 Thai Binh
206 2105058 | L40. Na | 200

TRAN QUANG TR 4 0 (02032021 |lm |7 Ha Noi
207 1833602 | L40. Na | 200

HOANG XUAN H 4 0 ]03.07.2020 |lm |7 Ha Noi
208 1828528 | L40. 200

BUI THI BICH L 8 0 |16.01.2020 | Nit |8 Hoa Binh
209 1830610 | L40. Na | 200

LE MINH H 9 0 |05.08.2019 | m 9 Ha Noi
210 | PANG PHAN BAO NG 2020461 | L40. | 25.08.2020 | N&t | 200 | Nam DPinh




7 0 9

211 1944972 | L40. Na |[201

NGUYEN BAO KH 1 0 |11.112019 |m |2 Bic Giang
212 1811212 | L40. 200

NGUYEN THI THANH H 5 0 |18.03.2019 | Nt |5 Ha Noi
213 2019353 | L40. Na | 200

NGUYEN PUC H 8 0 [24.082020 |m |9 Ha Noi
214 | NGUYEN THI PHUONG | 1727312 | L40. 200

M 2 0 ]05.10.2020 | Nix |7 Quéng Ninh
215 2017875 | L40. 201

DINH DIEU L 5 0 |06.07.2020 | Nit |4 Nam Dinh
216 1931399 | L40. 200

PO NGOC L 0 0 |16.08.2019 |N&x |6 Ha Noi
217 2019233 | L40. 201

DANG MINH CH 6 0 |15.07.2020 | Nit |2 Ha Nam
218 1845663 | L40. Na |[201

NGUYEN HUU TUAN A 3 0 ]15.07.2020 |lm |2 Ha Noi
219 1615609 | L40. Na |[201

NGUYEN VAN TR 8 0 ]09.03.2020 |m |2 Ha Noi
220 1703593 | L40. 201

LUONG DPANG NGOQC D 6 0 |21.02.2020 | Nit |4 Ha Noi
221 1904275 | L40. Na |[201

BUI DUY PH 5 0 [23.11.2020 | m |1 Quang Ninh
222 2037866 | L40. 201

TRAN DANG MAI H 7 0 |07.12.2020 | N& |3 Ha Noi
223 | NGUYEN TRUONG PAI | 1929367 | L40. Na | 200

PH 6 0 ]05.082019 |m |7 Ha Giang
224 2012836 | L40. Na | 200

DINH VAN L 6 0 |27.052020 |m |6 Ha Noi
225 1913823 | L40. 201

NGUYEN NGOC BAO A 8 0 ]20.08.2019 [Nt |4 Nghé An
226 1902013 | L40. 201

PHAM THINHU Q 6 1 ]06.12.2019 | Nit |3 Hung Yén
227 2103207 | L40. 201

CAO TRINH TO NH 1 1 |05.05.2021 | Nt |3 Ha Noi
228 2003555 | L40. Na | 200

HA LE MINH THA 6 1 107.02.2020 |m |9 Cao Bing
229 2011625 | L40. 201

TRAN BAO A 3 1 |18.05.2020 | Nit |3 Ha Noi
230 1411592 | L40. Na |[201

DUONG TUAN A 6 1 [30.122019 |lm |0 Ha Noi
231 1905584 | L40. Na |200 | Tuyén

TO TRUNG NG 1 1 ]21.082019 |m |7 Quang




232 1605451 | L40. 201

NGUYEN PHUONG TH 3 1 09.03.2020 | N |1 Ha Noi
233 1509143 | L40. 201

HOANG THI T 6 1 [16.03.2020 | N&t |3 Ninh Binh
234 2070819 | L40. Na |201

NGUYEN VAN MINH T 9 3 104.08.2020 |m |6 Bic Ninh
235 2020950 | L40. 200

NGUYEN THI THAO V 8 3 |27.07.2020 | N&x |7 Pik Lik
236 2018460 | L40. Na | 201

THAO NGOQC TH 8 3 110.07.2020 |lm |3 Ha Giang
237 2010711 | L40. 201

NGUYEN TU U 1 3 16.06.2020 | N&r |2 Ha No1
238 2018461 | L40. 201

DUONG NGOC H 7 3 10.07.2020 | NGt |7 Ha Tinh
239 1941119 | L40. 200 | Tuyén

THAO THID 2 3 116.10.2019 | Nir |8 Quang
240 2014621 | L8S5. 201

LUONG NGOC MINH TR 9 1 18.06.2020 | N&x | 4 Ha No1
241 2019904 | L8S5. 200

TRUGNG KHANH L 9 1 [20.07.2020 | N&t |6 Thanh Hoa
242 1950395 | L8S5. 200

DOAN MINH T 3 1 |07.12.2020 | N&t |9 Ha Noi
243 1945404 | L8S. 200

TRAN NHU Q 7 1 13.11.2019 | NGt | 8 Pht Tho
244 1726140 | L8S. Na |201

NGUYEN DUY T 6 1 |24.02.2020 |m |2 Pht Tho
245 1628694 | L8S5. Na | 201

TRINH ANH M 6 1 ]19.042021 |lm |2 Ha Noi
246 2026148 | L8S5. Na |201

TRAN DUC T 3 1 14.09.2020 | m 4 Thanh Hoéa
247 2012552 | L8S. Na |201

TRAN BUC L 9 1 [25.05.2020 | m 5 Vinh Phtic
248 1930017 | L8S5. 201

NGUYEN MINH TH 8 1 |08.08.2019 | N& |8 Hoa Binh
249 2007551 | L8S. Na | 201

NGUYEN BA MINH V 0 1 |13.03.2021 | m 1 Ha Noi
250 2011874 | L85. Na | 201

HOANG KHOI NG 5 1 ]19.05.2020 |m |8 Quang Ninh
251 2012555 | L8s5. 200

CHU HUYEN TR 3 1 |25.05.2020 | N&t |9 Ha Noi
252 1604916 | L8S. Na |200

NGUYEN DANH NG 5 1 |13.07.2020 |m |7 Ha Noi
253 | LE TRUCL 1937860 | L85. | 26.09.2019 | N&r | 201 | Pha Tho




7 1 8

254 2016108 | L85. Na |202

BUI PHUONG CAT PH 0 1 |22.062020 |m |0 Ha Noi
255 1608766 | L8S5. 201

PO NGUYEN HOAI A 0 1 |01.10.2019 [Nt |5 Hung Yén
256 1904629 | L8S5. 201

NGUYEN TRA M 5 1 |15.10.2020 | Nit |8 Bic Giang
257 1950544 | L85. 201

HOANG THI H 1 1 [20.12.2019 | Nt |3 Ha Giang
258 1951606 | L8S5. Na | 201

NGUYEN DPAI D 9 1 |30.12.2019 |m |2 Ha Noi
259 1850406 | L8S5. 201

PHAM THI KHANH H 5 1 |12.08.2019 |N&x |0 Ha Noi
260 1728414 | L85. Na | 201

TRAN TUNG B 1 1 [23.112020 |m |5 Ha Noi
261 1703841 201

DINH THI TRA M 0 Q80 [10.06.2020 | Nit | 6 Quang Ninh
262 1719678 Na | 201

TRAN GIA B 9 Q80 [20.10.2020 |[m |5 Vinh Phuc
263 1313041 Na | 200

NGUYEN PUC PH 3 Q80 [27.08.2019 |lm |6 Ha Nam
264 | LUONG NGOC TRUONG | 1706187 Na | 201

GI 3 Q80 [14.12.2019 |m |2 Ha Nam
265 2037941 Na | 200

LE MINH NG 2 Q80 [08.12.2020 |m |7 Thai Binh
266 2109262 Na |202

NGUYEN PHUC A 7 Q80 | 05.04.2021 |m |1 Nghé An
267 2108965 Na | 200

PHAM KIM H 2 Q80 | 02.04.2021 |m |8 Hai Duong
268 2036364 Na | 201

vU HUU PH 6 Q80 [26.11.2020 |m |8 Thai Binh
269 1912858 200

TRAN THI TAM A 7 Q80 |16.08.2019 | Nit |6 Hai Duong
270 1715849 Na | 201

NGUYEN QUANG M 8 Q80 |27.01.2021 |m |5 Ha Noi
271 1845384 Na | 200

NGUYEN VAN S 8 Q80 | 05.10.2020 |m |7 Thai Binh
272 2001344 Na | 201

PO MANH Q 0 Q80 |12.01.2020 |m |5 Ha Noi
273 1929632 201

DIEP TRUC H 7 Q80 | 06.08.2019 | N&t |9 Bic Giang
274 2021395 | B3s. Na | 201

PO PUC D 1 2 129.07.2020 |lm |7 Ha Noi




275 1815341 | L60. Na | 200

NGUYEN MANH TR 1 3 ]104.07.2020 |m |6 Ha Noi
276 1929446 | L60. 200

DO ANH TH 4 3 ]05.08.2019 | Nt |9 Thanh Hoa
277 2101977 | L60. Na | 200

HOANG QUOC V 4 3 19.01.2021 | m 9 Bic Giang
278 2102758 | L60. 201

NGUYEN TRUONG A 3 3 26.01.2021 | N | O Ha Noi
279 1830489 | L60. 201

LE NGUYEN BAO NG 4 3 24.11.2020 | N&x | 3 Ha No1
280 2017533 | L60. 201

VU THANH H 2 3 03.07.2020 | Nor | 8 Nam Dinh
281 2039987 | L60. Na | 201 | Tuyén

NGUYEN VIET D 0 3 125122020 m |1 Quang
282 1942359 | L60. 200

LE HOANG HAI TH 0 3 124.10.2019 |[N& |9 Hai Duong
283 2024807 | L60. 200

PINH KIEU A 9 3 03.09.2020 | Nor | 8 Thanh Hoéa
284 1931878 | L60. Na | 201 | Thai

DINH GIA PH 3 3 19.08.2019 | m 4 Nguyén
285 2014300 | L60. 201

NGUYEN THI NHAT L 9 3 ]08.06.2020 | Nt |9 Ha Noi
286 1949149 | L60. 201

NGUYEN THUY CH 4 3 10.12.2019 | NG+ |4 Bic Giang
287 1949955 | L60. Na |200

DPANG NGOC KH 9 3 116.122019 |m |8 Ha Noi
288 1749261 | L60. 201

NGUYEN KIM H 8 3 30.01.2020 | N&r |7 Ha No1
289 2021680 | L60. Na |201

NGUYEN MANH T 0 3 101.08.2020 | m 1 Ha Noi
290 2040624 | L60. Na |201

NGUYEN TIEN TR 2 3 [31.122020 |m |2 Bic Ninh
291 1949838 | L60. Na | 201

PHAM bUC M 3 3 |14.12.2019 | m 1 Ha Noi
292 2030154 | L60. 200

BUI BAO A 6 3 12.10.2020 | N&t | 7 Ha No1
293 2029249 | L60. 201

PHAM HAI 'Y 0 3 106.10.2020 | Nt |9 Lao Cai
294 2020258 | L60. 201

NGUYEN THI KHANH L 1 3 ]122.07.2020 [N |0 Nam DPinh
295 2019582 | L60. 200

VUONG THUY L 3 3 17.07.2020 | N&tr |9 Ha No1
296 | PHAM MAI QUYEN A 2003170 | L60. | 03.02.2020 | N&r | 201 | Thanh Héa
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297 2108513 | L6O. 201

NGUYEN THIEN A 8 3 130.03.2021 |N& |6 Quang Ninh
298 2015099 | L60. 201

NGUYEN THI DIEM M 0 3 |14.06.2020 | N&t |5 Bic Ninh
299 1949780 | L60. 201

NGUYEN MINH A 1 3 |14.12.2019 | N |4 Ha Noi
300 1849641 | L60. 200

NGUYEN PHUONG M 2 3 124.08.2019 [N |8 Ha Noi
301 1919869 | L60. 201 | Tuyén

NGUYEN HAIL 7 3 [13.10.2019 |Nix |7 Quang
302 2040217 | L60. Na | 201

NGUYEN NGOC TH 2 3 |27.122020 |lm |2 Bic Ninh
303 2000244 | L60. Na |200

NGUYEN DUY A 7 3 103.01.2020 [m |8 Ha Noi
304 2032593 | L60. 201

DOAN PHUGNG TH 5 3 129.10.2020 | N |8 Hung Yén
305 2012444 | L60. 201

PO HOANG BAO A 6 3 ]24.05.2020 | N& |5 Ha Noi
306 2012935 | L60. 201

NGUYEN THI KIM CH 3 3 ]27.05.2020 | Nt |2 Ha Noi
307 1933509 | L60. Na |201

LE VAN GIAM 0 3 129.082019 |m |2 Ha Noi
308 2029132 | L60. Na |200

NGUYEN VAN L 2 3 105102020 |m |7 Son La
309 1918745 | L60. 200

PHAM HOANG TR 5 3 120.03.2021 |N& |9 Hai Phong
310 2017117 | L60. 201

NGUYEN TAM NH 9 3 130.06.2020 | Nt |3 Nghé An
311 1932358 | L60. Na |201

TRAN HAIV 6 3 122.082019 |m |3 Ha Noi
312 2026140 | L60. Na |201

LUCBAOL 8 3 114.09.2020 |lm |9 Vinh Phuc
313 2107898 | L60. Na | 201

NGUYEN TUE M 5 3 25032021 |m |6 Quéng Ninh
314 2008437 | L6O. 201

NGUYEN MINH CH 9 3 |18.04.2020 | Nt |4 Ha Noi
315 1942965 | L60. 201

MAN THI LINH b 7 3 ]28.10.2019 | N&x |7 Bic Ninh
316 2111689 | L60. 201

BUI THI GIA H 7 3 122.04.2021 |N& |6 Ha Noi
317 2036696 | L60. 201

DOAN NHU M 2 3 ]28.11.2020 | Nt |3 Ha Noi




318 1941009 | L60. 201

NGUYEN THANH CH 3 3 |16.10.2019 |Nit |6 Hai Duong
319 2106486 | L60. Na | 201

vU PINH PH 9 3 [14.03.2021 |m |4 Ha Noi
320 1934844 | L60. 201

DINH DIEP L 8 3 107.09.2019 | Nit |5 Ha Noi
321 2100201 | L60. 201

PO KIEU TR 7 3 104.01.2021 | N |7 Ha Noi
322 1950011 | L60. 201

TRAN MAI PH 5 3 [16.12.2019 |N&x |3 Hung Yén
323 1631708 | L60. 201

PHAM HUYEN TR 3 3 105.10.2019 | Nt |1 Ha Noi
324 1935797 | L60. 201

TRAN MINH TR 7 3 114.09.2019 | Nt |4 Hai Phong
325 2015194 | L60. 201

NGUYEN MAI H 1 3 ]16.06.2020 | N&t |7 Ha Noi
326 2104730 | L60. 201

PHAM THI THU Y 1 3 126.02.2021 [Nt |0 Ha Noi
327 2032826 | L60. Na |[201

NGUYEN BAO L 6 3 [31.102020 |m |4 Ha Noi
328 2011005 | L60. Na | 200

VU QUANG M 9 3 [13.052020 |m |9 Ha Noi
329 | HOANG NGOC QUYNH | 2111075 | L60. 201

L 9 3 |17.04.2021 | Nt | 4 Ha Noi
330 1823719 | L60. 200

BUI THI MINH H 3 3 |16.08.2019 |N& |9 Phu Tho
331 2003383 | L60. Na | 200

NGUYEN bUC TH 3 3 105.02.2020 |m |8 Ha Noi
332 1528131 | L60. 201

LE GIA NH 6 3 26.08.2020 | Nit |5 Phu Tho
333 1931679 | L60. Na |[201

NGUYEN HOANG L 3 3 |18.082019 |m |2 Hung Yén
334 2034377 | L60. 201

NGHIEM HA TH 3 3 |11.11.2020 | Nt |9 Ha Noi
335 2028359 | L60. Na | 201

NGUYEN XUAN TH 2 3 130.09.2020 |m |2 |Bic Giang
336 1935126 | L60. 201

PHAN LAM MINH NG 8 3 110.09.2019 | Nix |7 Quéng Binh
337 2112340 | L60. 202

HOANG GIA LINH NH 8 3 [27.04.2021 [Nt |0 Lang Son
338 1730466 | L60. 201

PHAM PHUONG TH 1 3 107.07.2020 | Nt |5 Ha Noi
339 | TRAN KHANH V 1929302 | L60. | 16.02.2020 | Nit | 201 | Ha Noi
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340 2015763 | L60. Na | 201

TADUCD 7 3 106112020 |m |1 Phu Tho
341 2018552 | L60. Na | 201

TRAN NGOC LONG V 9 3 110.07.2020 |m |8 Ha Noi
342 2024604 | L60. Na | 201

NGUYEN CHI NG 4 3 101.09.2020 | m |4 Ha Noi
343 1621668 | L60. 201

LE PHUONG L 4 3 |22.07.2020 | Nt | 4 Ha Noi
344 2000690 | L60. 201

NGUYEN HA M 5 3 107.01.2020 | N&t |7 Thanh Hoéa
345 1935141 | L60. 201

LE PHUONG TR 1 3 [10.09.2019 | Nt |6 Thanh Hoa
346 2036145 | L60. Na | 201

TRAN GIA H 7 3 |24.112020 |m |8 Bic Giang
347 1940449 | L60. 201

NGUYEN HANH NG 2 3 12.10.2019 | Nt |1 Ha Noi
348 2013369 | L60. 201

NGUYEN NGOC ANH D 3 3 |31.05.2020 | Nit |5 Ha Nam
349 2036522 | L60. 201

PHAM THANH H 0 3 |27.11.2020 | N |5 bién Bién
350 1933088 | L60. 201

TRAN HUYEN M 3 3 ]26.08.2019 [Nt |5 Pht Tho
351 1941343 200

PO HAI A 2 L20 |18.10.2019 |Ni&t |6 Quang Ninh
352 2012486 201

NGUYEN TRAN BAO H 0 L20 |24,05.2020 | Nit |7 Ha Noi
353 1932945 200

NGUYEN MINH NG 9 L20 |26.08.2019 | Nt |7 Vinh Phtc
354 1927509 Na | 201

DAO THANH TR 3 L20 | 11.06.2021 |m |2 Ha Noi
355 2102186 202

PHAN VU A 4 L20 |20.01.2021 |N& |0 Nam Dinh
356 1929442 201

NGUYEN THI HAI A 0 L20 | 05.08.2019 | N& | 8 Bic Ninh
357 2110595 Na | 201

TOPUCL 1 L20 |14.04.2021 |lm |1 Quang Ninh
358 1934552 Na | 200

NGUYEN NGOC C 5 L20 | 06.09.2019 |lm |7 Ha Noi
359 1934083 Na | 201

NGO KHANH K 8 L20 [03.09.2019 |m |2 Ha Noi
360 2037567 200

TRAN THI MAIL 1 L20 | 05.12.2020 | N& |9 Son La




361

NGHIEM NGOC MINH
CH

2107278
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L20

20.03.2021 | N

201
7 | HaNoi
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thang nam 20




DANH SACH XAC NHAN SO LIEU
BENH VIEN QUOC TE GREEN
Tén dé tai: Nghién ctru kiéu gen, kiéu hinh, va két qua cham soc hd tro bénh day
mong bam sinh ¢ tré em.

Mai bénh Gi6i | Nam |
STT Ho va tén Ma3 bénh Ngay kham Dia chi
nhan tinh sinh
1.| NGUYEN THANH H 21017877 L60.3 06.08.2021 Nit 2013 | Hai Phong
2.| LE HOANG KIEU TR 15000469 L60.8 02.06.2021 N 2011 | Hai Phong
3. HOANG NHU' Y 21017878 L60.3 06.08.2021 N 2016 | Binh Duong
4.| NGUYEN DBUC QU 21017864 L60.3 06.08.2021 Nam | 2013 | Quang Binh
L L60.3 Ho Chi
5. NGUYEN DANG NG 21017871 06.08.2021 Nam | 2011
Minh
. L60.3 Ho6 Chi
6.| NGUYEN DANG KH 21017870 06.08.2021 Nam | 2017
Minh
7. TRAN HUU A 21017866 L60.3 06.08.2021 Nam | 2017 | Nam Dinh
8.| BUINGOC GIA H 21006384 D04.9 28.04.2021 Nam | 2018 | Hai Duong
9.| VU THIHUYEN A 16003716 B35.1 06.07.2020 N 2014 | Hai Phong
10.] TRAN PHUONG L 17005447 L60.8 21.09.2019 N 2017 | Hai Phong
, Thai
11. TRINH PHUC H 19043591 L60.3 19.11.2019 Nam 2012
Nguyén
12. HUA GIA V 19001863 L60 25.11.2020 Nam | 2019 | Hai Duong
13.] TRAN THINGOC H 21017867 B35.0 06.08.2021 N 2010 | Hai Phong

Hai phong, ngay thang nam 20




