Nguyén Viét Ha va cs.

Tap chi Khoa hoc strc khoé

DOI: https://doi.org/10.59070/jhs020524042 Tap 2, 56 5 — 2024

Ty |é va méi lién quan kiéu gen, kiéu hinh cta bénh day

mong bam sinh & tré em
Nguyén Viét Ha'*, Chu Thi Ha%, Vi Van Quang?, Lé Hiru Doanh!

i ruong Pai hoc Y Dugc Hai Phong

*Té&c gia lién h¢
Nguyén Viét Ha
Truong Pai hoc Y Duoc Hai Phong
bién thoai: 0966618357
Email: Nvietha@hpmu.edu.vn

Thong tin bai dang
Ngay nhan bai: 23/09/2024
Ngay phan bién: 08/10/2024
Ngay duyét bai: 26/10/2024

TOM TAT

Muc tiéu: xac dinh ty |& mac bénh day méng bam sinh tai Bénh
vién Da liéu Trung Uong va Qudc té€ Green. M6 ta mdi lién quan
kiéu gen va kiéu hinh ctia bénh trén. Béi tug'ng va phuorng phdp:
déi tuwong la bénh nhan dwoc chan dodn xac dinh day méng bam
sinh. Phuong phdp: mo ta cat ngang. Két quad: Ty |é tré day méng
bam sinh so v&i s6 tré dén kham tai 2 bénh vién 1a 0,04%, so vdi
0 tré c6 bénh ly vé moéng la 0,64% va so vdi s tré day mong
va/hodc loan dudng méng la 2,13%. Bénh nhan cé bach san
miéng, day sirng ban chan gay dau, t6n thwong day méng nhiéu,
tang sirng nang 16ng thudng do dot bién KRTEA, bénh nhan cé s
mong day it cé thé goi y dot bién trén mién 2B, bénh nhan cé day
mong, rang so sinh thudng do dét bién KRT17. Két ludn: c6 8
bénh nhan day méng bam sinh, ty 1& day méng bam sinh 13 2,13%.
CS méi lién quan vé kiéu hinh va kiéu gen trong bénh nay. Khuyén
nghi: bénh nhan c6 biéu hién day méng sém (<1 tudi) can lam
gen chan doéan bénh, dua vao méi lién quan kiéu hinh, kiéu gen
dé chon dét bién can sang loc trudc.

Tir khoa: logn duéng mdng, dau long ban chén, rdng so sinh

Prevalence and genetic-phenotype relationship of

pachyonychia congenita in children

ABSTRACT: Objective: determine the incidence of
Pachyonychia Congenita at the National Hospital of
Dermatology and Venereology and International Green Hospital.
Describe the relationship between phenotype and genotype of the
above patients. Subjects: patients were diagnosed with
Pachyonychia Congenita. Method: cross-sectional description.
Results: The rate of children with Pachyonychia Congenita
compared to the number of children visiting the 2 hospitals was
0.04%, compared to the number of children with nail pathology
was 0.64% and compared to the number of children with thick
nails and/or nail dystrophy was 2.13%. Patients with oral
leukokeratosis, painful palmoplantar keratoderma, multiple nail
thickening lesions, and follicular keratoses are often due to
KRT6A mutations. Patients with few nail thickened may suggest
mutations in the 2B domain. Patients with thick nails and natal
teeth are often due to KRT17 mutations. Conclusion: There were
8 patients with Pachyonychia Congenita, the rate of this disease
was 2.13%. There is a correlation between phenotype and
genotype in this disease. Recommendation: Patients with early
hypertrophic nail dystrophy (<1 year old) need to have a genetic
diagnosis, based on the correlation between phenotype and
genotype to select the mutation that needs to be screened first.
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PAT VAN PE

Day moéng bam sinh (Pachyonychia
Congenita - PC) 1a bénh di truyén rat hiém
gip. SO luong bénh nhén trén toan thé gidi
mic hoi chimg nay duoc ude tinh vao khoang
tir 1.000 dén 10.000 bénh nhén [1]. Co quan
dang ki nghién ctru bénh day méng bam sinh
quéc t&  (International  Pachyonychia
Congenita Research Registry - IPCRR) da
bdo cao 1038 bénh nhan véi 118 dot bién,
trong 547 gia dinh mic bénh day méng bam
sinh dugc xac nhan vé mat di truyén vao
thang 1 nam 2021 [2]. Bénh PC lién quan dén
dot bién 1 trong 5 gen Keratin KRT6A,
KRT6B, KRT6C, KRT16, KRT17 [3]. Pay
1a bénh di truyén gen troi trén nhiém sic thé
thuong, trong d6 khoang 70% bénh nhan PC
¢0 cha hodc me bi bénh, 30% bénh nhan PC
1a do dot bién méi xuat hién ¢ c4 thé [4]. Biéu
hién 1am sang chinh cua bénh day méng bam
sinh 1a loan dudng phi dai mong tay, mong
chan; sung hod, nit gy dau long ban chan va
ban tay; bach san ludi, ting tiét md hoi long
ban tay ban chan va cac nang biéu bi, nang
chan 1ong. Céc triéu chung cua bénh day
mong bam sinh d& quan sat nhung ciing dé
nham 14n vé&i cac bénh vé moéng khéc. Vi vay,
viéc chan doan sém, diéu tri bénh sém khong
nhimng tranh duoc hau qua cia diéu tri nham
ma con giup chat luong cude séng cua bénh
nhan t6t hon. Tai Viét Nam, nghién clru vé
bénh day moéng bam sinh con rat it.

Viy, ty 1€ bénh day mong tré em ¢ Viét Nam
13 bao nhiéu ? C6 méi lién quan nao giira kiéu
hinh va kiéu gen ctia nhitng bénh nhi day
mong bam sinh khong? D6 1a nhimng cau hoi
cép thiét cia thuc tién. Chung toi tién hanh
dé tai “Nghién ciru kiéu gen, kiéu hinh va két
quéa chiam soc hd trg bénh day méng bam sinh
g tré em” vo1 2 muc tiéu sau:
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1. Xéc dinh ty I¢ bénh day moéng & tré
em tai Bénh vién Da liéu Trung Uong
va Bénh vién Qudc té Green tur
1/8/2019- 31/8/2021.

2. Mo ta méi lién quan gitta kiéu hinh va
kiéu gen cta cac bénh nhan day mong
bam sinh néi trén.

PHUONG PHAP NGHIEN CUU

Poi twong nghién ciru

Muc tiéu I:

Dbi tuong nghién ciru 1 bénh nhi, cé biéu
hién day mong va/hoic loan dudng mong dén
kham tai Bénh vién Da liéu Trung Uong va
Bénh vién Quéc té Green.

Tiéu chuén lya chon bénh nhan:

+ Tré em: ngudi dudi 16 tudi

+ Tiéu chuan day mong, loan dudng moéng:
day méng 1a d§ day cua céi (ban) mong lon
hon muc binh thuong. Binh thuong d§ day
cua cai mong theo chiéu doc 14 0,5-0,7 mm &
mong tay va 1-1,2 mm & moéng chan [5], [6].
Loan dudng méng la sy thay d6i ciia mong
nhu hinh thai, mau sic cta mong [7].

Muyc tiéu 2

Pbi tugng nghién ctru 14 nhitng tré duge chan
doan xac dinh day méng bam sinh, sau d6
dugc lam xét nghiém gen.

Tiéu chuan chan doan xac dinh bénh day
mong bam sinh: phat hién 1 trong 5 dot bién
gen Keratin KRT6A, KRT6B, KRT6C,
KRT16, KRT17, bénh phém la mau hoac
nudc bot cua bénh nhan [4], [8].

Tiéu chuan loai trir trong nghién ciru:

+ Tré dang mic cac bénh 1y cap tinh c6 nguy
c6 tir vong, hodc tré can diéu tri tai khoa hoi
strc cap cuu.

+ Nhiing tré hodc nguodi gidm ho tré khong
d6ng y tham gia nghién ciru.

Pia diém va thoi gian nghién ciru

Ban quyén © 2024 Tap chi Khoa hoc sitc khoe



Nguyén Viét Ha va cs.
DOI: https://doi.org/10.59070/jhs020524042

Tap chi Khoa hoc suc khoe
Tap 2,05 - 2024

Pia diém nghién ciru: Bénh vién Da Liéu
Trung Uong, Ha No6i va Bénh vién Qudc té
Green, Hai Phong.

Thoi gian nghién ciru: Nghién ctiru duogc tién
hanh tir 1/8/2019 dén 31/8/2021

Thiét ké nghién ciru

Muc tiéu 1: Nghién cliru mo ta cit ngang
Muc tiéu 2: Nghién ciru mo ta mdt loat ca
bénh hiém

C& miu, chon miu

Phwong phap chon mau: chon mau tién ich
khong xac suit

C& mau: léy toan bo bénh nhan

+ Muc tiéu 1: bénh nhan c6 biéu hién day
mong, loan dudng méng. Chiing toi 1ay duoc
374 bénh nhan du tiéu chuan lua chon.

+ Muc tiéu 2, 3: 14y tat ca cac bénh nhan duoc
chan doan xé4c dinh day méng bam sinh bang
phan tich gen keratin. Ching t6i thu dugc 8
bénh nhéan dé dua vao nghién ciru.

Bién sd, chi s6 nghién ciru

Muc tiéu I: tong s tré dén kham tai 2 bénh
vién, téng s tré c6 ton thuong mong, tong sb
tré duogce chan doan day mong bam sinh

Muc tiéu 2:

+ Kiéu hinh cta bénh nhan: day mong, bach
san miéng..

+ Kiéu gen cua bénh nhan: dot bién gen nao,
mién nao..

+ Mbi lién quan kiéu gen va kiéu hinh

Ky thuat phan tich gen

K¥ thuat phan tich gen Keratin thuc hi¢n tai
phong xét nghiém phan tich gen cua Ho1 day

moéng bam sinh qudc té dit tai Phong thi
nghiém Di truyén Phan tir, Pon vi Di truyén
Con nguoi, Bénh vién Ninewells, Truong dai
hoc Dundee, Scotland, Vuong quéc Anh. Két
qua nay duoc khang dinh doc lap tai Hoa Ky
boi cac phong thi nghiém cua cong ty tu nhan
GeneDx (Gaithersburg, Maryland).

Quy trinh phdn tich gom cdc buée:

Budce 1: Léy bénh phém la nudce bot cua bénh
nhan, bao quan trong kit (Oragene DX OGD-
500 kits) theo dung quy trinh ctia nha san
Xudt.

Budce 2: Tach genomic DNA tir nude bot bao
quan trong kit st dung quy trinh cua QIAamp
DNA mini kit (catalog. nos. 51304 va
51306).v

Budc 3: Phan tich tirng exon cua gen Keratin:
giai trinh ty DNA bang mdy tu dong ABI
3700 (Applied Biosystems, Foster City, CA,
Hoa Ky) va so sanh voi ngan hang gen quc
té.

Xir Iy s6 li¢u

Str dung phan mém SPSS 20.0 dé nhap va xtr
1y 6 liéu thu thap duoc.

Pao dirc trong nghién ciru

Nghién ctru tudn thi theo ding ndi dung dé
cuong da dugc Hoi dong danh gia dé& cuong
cua Truong dai hoc Y Dugc Hai Phong phé
duyét.

Nghién ctru dugce sy dong ¥, cho phép cua
Hoi déng Y duc Bénh vién Da Liéu Trung
Uong, va su chap thuén cta bénh vién Qudc
té Green.

KET QUA

Ty Ié¢ day mong ¢ tré em

S6 tré dén kham tai bénh vién Da lidu Trung Uong tir 1/8/2019 dén 30/6/2021 14 170.127 bénh

nhan, tai bénh vién quéc té Green tir 1/8/2019 dén 31/8/2021 la 21.372 bénh nhan. Tong s6

bénh nhan dén kham tai 2 bénh vién trong thoi gian nay 1a 191.499 bénh nhan

Tong s tré co ton thuong moéng tai 2 bénh vién 1a 1243 bénh nhan.

Téng sb tré cd day méng va/hoic loan dudng mong tai 2 bénh vién 1a 374 bénh nhan.

Téng sb tré day mong bam sinh 12 8 bénh nhan.
Bdng 1. Ty ¢ tré day méng va/hodc logn duéong mong

S6 tré day mong va/hoic

7 lé (O
loan dudng mong Tyle (%)
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S6 tré dén kham (n=191499) 374 0,19
S6 tré ¢d bénh ly vé mong (n=1243) 374 30,00

Bang 1 cho thay ty 1& tré day mong so vai s6 tré dén kham tai 2 bénh vién la 0,04%, so vai s6
tré c6 bénh ly vé mong la 30,0%.
Bdng 2. Ty I¢ mdc day mong bam sinh

Sb bénh nhan DMBS Ty 16 %
S6 tré dén kham (n = 191499) 8 0,04
S6 tré ¢d bénh ly vé mong (n = 1243) 8 0,64
S tré trong ddi twong NC (n = 374) 8 2,13

Bang 2 cho thay ty Ié tré bi bénh day méng bam sinh 2,13%.

Moi lién quan Kiéu gen, kiéu hinh ctia bénh nhan day méng bam sinh
Bing 3. Kiéu gen ciia bénh nhin day méng bam sinh

BN” Gen DB™ ggill cDNA thay doi A;;zjya(;giin tl;::;:[zigj
BN 1 NM}j(F){(JT:sA5 i3 1A ¢.516_518delCAA Aspzdri;ine N172del
BN 2 NMTSJ:; i3 A c.516_518delCAA Aspﬁi;ine N172del
BN 3 NMT?JSBSAS i3 1A ¢.513C>A ASPE;%;ZG T NITIK
BN 4 NMT?JSSAS i3 1A ¢.516_518delCAA Asp?ri;ine N172del
BN 5 NM‘ESJ:% .3 2B ¢.1397G>C Argzi?nee_’ RA66P
BN 6 NM}iggsfssAs ia A c.516_518delCAA Aspﬁi;ine N172del
BN 7 NMT(F;J:SAS i3 1A ¢.516_518delCAA Aspzdri;ine N172del
BN 8 NMTORJOlZZZ. , 1A €.290 292delTCC Mit Serine S97del

Bang 3 cho thiy 7/8 bénh nhan DMBS 1a do d6t bién gen KRT6A, 1/8 bénh nhan do dot bién
gen KRT17; bao gom 4 loai dot bién N172del, N171K, R466P, S97del. Mién d6t bién chu yéu
1a 1A. Nhiing dot bién nay dan dén mat hodc thay thé cac acid amin ban dau.

Bing 4. Kiéu hinh thwong gdp ciia bénh nhéan day méng bam sinh (n=8)

Triéu chung S6 bénh nhan (n) Ty 18 (%)
Day sung ban chan 8 100,0
Bach san miéng 8 100,0
Pau long ban chan 8 100,0
Téang sung nang 16ng 8 100,0

Réng so sinh 1 12,5
Bang 4 cho thdy 8 bénh nhan c6 biéu hién day simg ban chan, dau long ban chan, bach san
mi¢ng, tang strng nang long va ¢ 1/8 bénh nhan c6 rang Iic mai sinh.
Ban quyén © 2024 Tap chi Khoa hoc sirc khoe
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Bing 5. Méi lién quan kiéu hinh va kiéu gen

Kiéu hinh

Kiéu gen

Bach san miéng, day sing ban chan gy dau, ton thuong

day mong nhiéu, ting stmg nang 16ng

Dot bién KRT6A

S6 lwong moéng day it hon

Dot bién trén mién 2B

Réng so sinh

Dot bién KRT17

Mt s6 kiéu hinh va kiéu gen cua bénh nhi
Kiéu hinh: Ve
day mong
tay, mong
chan, nhiém
trung mong,
bong mdng,
bach san
miéng, ton
thuong da

i

Kiéu gen: DB
KRT6A, mién
1A, cDNA
thay doi:

¢.516 518delC
AA, gy mat
Asparagine
Protein thay
d6i: N172del.

BAN LUAN

Nghién ctru cua chung toi da chi ra rang:

Ty 1é day mong & tré em tai bénh vien Da lidu
Trung Uong va bénh vién Qudc té Green
1/8/2019- 31/8/2021 so véi sb tré dén kham
tai 2 bénh vién 120,04%, so v&i s tré c6 bénh
ly vé mong 1a 0,64% va so vai sb tré day
mong va/hoac loan dudng mong 1a2,13%. Ty
I& nay tuy chwa phan anh dy du ty Ié mac
bénh day mong tai Viét Nam hay cac tinh

16

phia bic nhung ciing dai dién mét phan cho
ty 1& méc bénh tai hai thanh phé Ion phia Bic
Mbi lién quan kiéu hinh va kiéu gen cua
bénh: Day mong va loan dudng mong chén la
dic diém 1am sang sém nhat va phé bién nhit
cua PC. Trong 8 bénh nhan day méng bam
sinh thi cé 7 bénh nhan cé day 10 mdng tay
va mong chan, c6 1 bénh nhan day 7 moéng
tay va mong chan. Pidu ndy maot lan nia
khing dinh day 1a triéu chirng quan trong cua
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bénh va 1a mot trong ba triéu ching gitp chan
doan lam sang bénh [4]. Bén canh triéu chang
day méng tay, méng chan, su thay doi mau
moéng cling duoc nhac dén trong cac béo cao.
Bén canh triéu chang day moéng, bénh day
méng bam sinh con c6 nhiéu biéu hién 1am
sang thuong gap khac nhu day sirng gan ban
chan, dau long ban chan, bach san miéng,
tang strng nang 16ng. Vé kiéu gen cua bénh
nhan, c6 7/8 bénh nhan PC la do BB gen
KRT6A, 1/8 bénh nhan la do BB gen KRT17.
Trong d6, 5/8 bénh nhan PC 1a do dot bién
x6a CAA trén mién xoin 6c 1A gay mat
Asparagine (N172del), 1/8 dot bién sai nghia
513C>A lam Asparagine bién dbi 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 KRT6A. C6 1/8 bénh nhan PC
1a do dot bién x6a TCC trén mién 1A cua gen
KRT17 gay mat Serine (S97del). Cac bénh
nhan c6 biéu hién bach san miéng, day sing
ban chan giy dau nhiéu, tang strng nang 16ng
va s6 lugng mong day nhiéu thuong goi y dén
dot bién KRT6A. Nhirng bénh nhan cé sé
luong moéng day it hon c6 thé lién quan dén
dot bién trén mién 2B. Nhitng bénh nhan c6
day méng va rang so sinh thuong goi y dot
bién KRT17.

KET LUAN

Ty 1é day méng & tré em tai bénh vién Da liéu
Trung Uong va bénh vién Qudc té Green
1/8/2019- 31/8/2021 so véi s6 tré dén kham
tai 2 bénh vién 12 0,04%, so v6i s6 tré c6 bénh
ly vé moéng 13 0,64% va so vé6i sb tré day
mong va’hoac loan dudng mong 1a 2,13%.

C6 7/8 bénh nhan day mong bam sinh 1a do
dot bién gen KRT6A, 1/8 bénh nhan do dot
bién KRT17; bao gém 4 loai dot bién
N172del, N171K, R466P, S97del. Mién dot
bién chi yéu 1a 1A. Nhitng dot bién nay dan
dén mat Asparagine hoic bién doi

17

Asparagine — Lysine hodac Arginine —
Proline hodc mét Serine.

Céac bénh nhan day méng bam sinh déu co
biéu hién day méng tir rat som, dudi 2 thang
tudi; da phan cac bénh nhan c6 day 10 méng
tay va 10 moéng chan (7/8 bénh nhan); bén
canh d¢ tri¢u ching day sung va dau long ban
chan c6 & ca 8 bénh nhan.

C6 mbi lién quan giira kiéu hinh va kiéu gen
trong PC nhu bénh nhan c6 biéu hién day
nhiéu mong, bach san miéng, ting sing nang
16ng, day simg ban chan gay dau nhiéu co thé
goi y dén dot bién KRT6A, bénh nhan c6 day
mong va ring so sinh goi ¥ dot bién KRT17.
Ngoai ra, sd luong moéng day it co thé lién
quan dén dot bién trén mién 2B.

KHUYEN NGHI

Céc bénh nhan c6 bicu hién day mong xuat
hién sém nén dugc phan tich gen dé chan
doan chinh xac bénh.
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