Tap chi Khoa hoc PHQGHN: Khoa hoc Y Duogc, Tép 34, S61 (2018) 11-19

Tap chi Khoa hoc Pai hoc Quéc gia Ha Noi:
Khoa hoc Y Duoc

Website: https:/js.vnu.edu.vi/MPS

Xét nghiém gen cho tré em méc hoi ching than hu
tién phat khang Corticosteroid: Can thiét hay khong?

Vii Thi Thom'", Nguyén Quynh Huong?, Pham Vian Pém', Binh Poan Long'

"Khoa Y Duwoc, Pai hoc Quéc gia Ha N¢i, 144 Xuan Thuy, Céu Gidy, Ha Noi, Viét Nam
’Bé mén Nhi, Pai hoc Y Ha Néi, S6 1 Ton That Ting, Ha Néi, Viét Nam

Nhan ngay 08 thiang 02 nam 2018
Chinh stra ngay 21 thang 5 nam 2018; Chap nhan dang ngay 12 thang 6 ndm 2018

Tém tit: Hoi ching than hu tién phat (HCTHTP) la mot trong nhirng bénh ly vé than pho bién
nhét & tré em c6 thé tién trién thanh suy than hodc bénh than giai doan cudi, tham chi dan dén tir
vong. Hién nay, nhidu nghién ctru chi ra c6 mdi lién hé giita da hinh di truyén ciia nhiéu gen c6
lién quan téi HCTHTP. Cung véi tlen b cua cong ngh¢ giai trinh ty gen, cdc nha khoa hoc dua ra
céc danh séch gen phit hop dé tu van chan dodn va diéu tri cho timg truong hop HCTH. Déi véi
HCTHTP bam sinh, cdc gen NPHS1, NPHS2, WT1, LAMB2, PLCEI, LMXIB dugc cho 1a c6 lién
quan chit ch&. i voi HCTHTP tré em, cdc gen NPHSI, NPHS2, WT1, LAMB2, PLCEI, TRPCG,
ACTN4, ADCK4, COQ2, COQ6 dugc khuyén cdo dé phéan tich. D6i véi HCTHTP ngudi 16n, cdc
gen NPHS2, TRPC6, INF2, ACTN4, ADCK4 va WT1 dugc xac dinh 1a c6 vai tro quan trong. Cac
gen nay dugc cic nha nghién ciru khuyén rang nén duoc chi dinh trudce khi tién hanh diéu tri bang
lidu phap mién dich, trudc khi sinh thiét than va trude khi ciy ghép than nham dat hiéu qua diéu tri
cao nhat va han ché céc tac dung phu cho bénh nhan mic HCTHTP.

Tir khéa: Hoi ching than hu tién phat, xét nghiém gen, diéu tri liéu phap mién dich, ciy ghép than,
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sinh thiét than.

1. Pit van dé

Hoi ching than hu tién phat (HCTHTP) la
bénh phd bién nhét trong cdc chan dodn cic
bénh vé than & tré em va c6 thé tién trién thanh
suy than hodc bénh than giai doan cudi [1].
Theo thong ké clia tic gia Lé Nam Tra va cong
sy tai Bénh vién Nhi trung wong trong 10 ndm
(1981-1990) s6 tré bi HCTH chiém 1,7% tong
s0 bénh nhan diéu trj ndi trd va chiém 46,6%
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tong s6 bénh nhin khoa Than — tiét niéu. Tai
Viét Nam, theo théng ké trén bénh nhin méc
HCTH ty 1€ bénh nhan khing corticosteroid
chiém 12,4% trong cudi nhitng ndm 90 ctia thé ki
trude va hién nay ty 18 nay chiém khoang 20-30%.
Tuy thudc vao ddap tng voi steroid, bénh nhin
nhi khoa véi hdi chirng than hu ti€n phat dugc
phan loai thanh nhém nhay cdm va nhém khang
thudc [2-3]. V& hach todn chi phi didu tri di
chua dugc théng ké mot cich bai ban qua
nghién ctru, tuy nhién qua thyc t& diéu tri tai
Bénh vién Nhi Trung Uong tai Viét Nam udc
tinh, d6i v6i bénh nhan mic HCTH thé nhay
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cam corticosteroid (c6 ddp tng tét v&i thudc)
theo phac dd diéu trj ddc hiéu corticosteroid chi
phi diéu tri khoang 2-3 triéu/nam. Pdi voi bénh
nhan mic HCTH thé khang corticosteroid chi
phi diéu tri bang Mycophenolat mofetin khoang
20-25 triéu/nam va diéu tri bang thudc
Rituximab wdc tinh khodng 40-50 tri€u/nam.
Nhitng con s6 nay tré thanh gdnh ning kinh té
rat 16n d6i voi nhitng gia dinh ¢6 bénh nhén
mic HCTH thé khang corticosteroid, dac biét
véi nhitng gia dinh bénh nhan ngheéo. Bén canh
do, viéc kéo dai diéu tri bﬁng corticosteroid con
gdy rat nhidu cdc tic dung phy. Hién nay,
corticosteroid thudong dung la prednisone hodc
prednisolone dé diéu tri HCTH. Prednisolone 12
dang chuyén héa hoat dong cia prednisone. Cic
tac dung phu cua thudc c6 thé gip 1a: ting trong
lugng co thé do giit nudc, ting huyét 4p, ha kali
mau, dai duong, hdi chimg Cushing, mét mdi,
teo co do tiang di hod protid, gy lodng xwong,
cham lién seo vét thuong, ting dong, do d6 c6
thé gdy ngh&n mach, ting tiét HCl va pepsin
trong dich vi, do d6 c6 thé giy loét da day t4
trang, r6i loan tim than, mat ngu, thao cudng, 1d
1an, dé gdy nhiém khuédn tht phét, giam chirc
ning thuong than, e ché mién dich 1am giam
suc dé khing cta co thé [4]. Viéc diéu tri
HCTHTP tién phat khang thudc hién van 12 mot
thach thure véi céc bac st nhi khoa.

Ngay nay nhd c¢é nhitng tién bo nhét dinh
trong viéc nghién ctru su hon vé& co ché bénh
hoc ciia HCTHTP khang corticosteroid dac biét
12 vai trd ctia da hinh di truyén trong d6 c¢6 dot
bién gen cang lam sing t6 thém nguyén nhan va
co ché cua sy khang thudc. Sir dung céc cong
nghé sinh hoc phan t&r nhu gidi trinh ty thé hé
moi, cdc nha khoa hoc da phat hién nhiéu mdi
lién quan gitta HCTHTP v&i cac gen khac nhau
nhu NPHSI (ma héa nephrin), NPHS2 (ma hda
podocin), WT'I (ma héa protein Wilms Tumor),
PLCel (ma hoéa phospholipase C epsilon 1),
LMXIB (ma hoéa cho LIM Factor 1 phién ban
Beta), SMARCALI (lién két véi WI/SNF, phirc
hé diéu hoa cua soi nhiém sdc phu thudc actin)
[4]. Biéu hién chirc ning cta cic gen nay phu
thudc vao tudi bénh nhan, sy khoi phat cua

bénh, va phu thudc vao chung tdc. Tét ca nhitng
yéu t6 ké trén déu gép phan tao nén hién tuong
khang corticoid trong diéu tri HCTHTP. Céc dit
liéu thu duogc trong 10 nam qua cho thiy gen
chu chdt lién quan dén hién tuong khang steroid
O tré bi hdi chiing than hu la NPHS2, gen nay
nam trén nhanh dai cta nhiém sic thé s6 1 &
nguoi. NPHS2 ¢ 8 exon véi 1149 bp, ma héa
cho protein trong luong phan tu 42 kDa, chtra
383 axit amin c6 t€n podocin, mdt thanh vién
ctia ho protein stomatin, biéu hién trén mang
ctia t& bao cau than. Podocin, tuong tic véi cic
protein khdc nhu nephrln cung duy tr1 su On
dinh cua hang rao tham thiu tai cAu than.
Nghién ctru dau tién vé NPHS?2 duoc thuc hién
bdi Boute va cong su (2000) trén cdc bénh nhan
nguoi My bi hoi ching than hu cho thay
NPHS?2 c6 vai trd quan trong lién quan mat thiét
té1 hién tugng khang corticoid [5]. Céc nghién
ciu trén cdc bénh nhan Trung Bong tur Israel,
Arap Xeit va Thd Nhi Ky ciing di chi 16 mdi
lién quan cua cdc da hinh trén gen NPHS2 d01
voi hién tuong khang steroid va sy tién trién
ctia hoi chimg than hu [6-7]. Tiép sau d6, két
qua tuong tu cling dugc quan sat trén tré nghién
ctru ¢ Phap [8] va & Anh [9]. Tuy nhién, nhiéu
nghién ctru lai khong tim thiy mdi lién hé giita
NPHS2 va hoi chung than than khang steroid.
Vi duy, & Iran, tré em & Tehran khong cho thiy
da hinh gen NPHS2 trén exon 5 va 7 [10]. Vao
nam 2015, mdt bai bdo ciia mot nhém nghién
ctru Han Qudc da dé xuét ring NPHS2 1a gen
gdy bénh phd bién nhét cho SRNS chau Au va
Béic My, nhung khong phai 1a dbi voi cdc quan
thé Pong Bic A nhu & Han Qudc hay Nhat Ban
[1]. Do d6, dudong nhu yéu td chung toc c6 vai
trd rat quan trong trong viéc xdc dinh méi quan
hé gitta cic da hinh trén gen NPHS2 va
HCTHTP. Tai khu vuc Béng Nam A, hién chua
¢6 nhiéu nghién ctru vé gen NPHS2 & tré méc
HCTHTP ngoai trir mot nghién ctru cua Juni va
cong sy (2012) trén quéan thé bénh nhan nguoi
Singapore gbc Trung Qudc va géc Malaysia.
Trong nghién clru nay, tdc gid Juni da chi ra
rang ty 1é cdc da hinh gen NPHS2 trén hai quan
thé bénh nhan Singapore gbc Trung Qudc va
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Malaysia la khac nhau. Téc gia cling chi ra mot
phat hién rat thd vi 1a gen NPHS2 ¢ nhitng da
hinh c6 tdc dung bdo vé bénh nhan khi diéu tri
bang corticoid va ciing ¢6 nhitng da hinh lam
cho tinh trang cua bénh nhén c6 tién lugng xau
di [11]. Tai Viét Nam hién nay da bat du c6
nhitng nghién ctru vé mbi quan hé giita da hinh
di truyén véi hoi ching than hu tré em. Nguyén
Thi Kim Lién va cs (2017) da cong b phat hién
ba dot bién mai trén gen NPHSI & tré em méc
HCTH bam sinh ngudi Viét Nam. Pham Van
Dém va cs (2016, 2017) da chi ra da hinh gen
NPHS2 lién quan téi chi s6 protein,
protein/creatinine niéu ¢ tré mic HCTHTP
nguoi Viét Nam [12]. Hién nay trén thé gidi
cling nhu tai Viét Nam, chua cé mot guideline
chinh thirc ndo ciia t6 chirc hay co quan quan 1y
y té vé xét nghiém gen phuc vu chan dodn va
diéu tri hoi chimg than hu tién phét tré em. Tuy
nhién, c6 rat nhiéu bai bdo tong quan cua cic
chuyén gia da dwa ra van d& nay dé thao luan,
tham chi con dua ra cd mot danh sach nhém gen
lién quan can dugc xét nghiém cho diéu tri
HCTHTP.

2. Tai sao phai xét nghiém gen lién quan téi
Héi chirng than hw tién phat?

Xét nghiém di truyén 12 mét trong cdc chi
dinh quan trong c6 thé gitp ich cho viéc cd thé
héa diéu tri va quan ly HCTHTP khéng
corticoid bang cach dy bdo trudc 1am sang. Mot
s6 nghién ctru chi ra rang dot bién don gen ¢
bénh nhan HCTHTP ¢6 lién quan téi hién tugng
khéang corticosteroid [2, 3]. Sau li€u trinh diéu
tri bang corticosteroid, cdc bénh nhin nay
thuong duge ding céc thudc e ché mién dich
khic nhau giy rat nhiéu tic dung phu va han
ché higu qua diéu tri [4]. Trong mdt nghién ciru
gin ddy trén bénh nhin HCTHTP khéng
corticoid, khong cé bénh nhan nao mang dot
bién ddp mg voi cdc thube e ché mién dich,
trong khi d6 60% bénh nhan khong mang dot
bién thi ddp tmg véi cic thudc nay [13]. Tuy
nhién, m{t vai nghién ctru khic bdo cdo céc

bénh nhin mang dot bién gen WTI, NPHS2,
PLCEI va TRPC6 van ddp tng mot phan véi
liéu phdp steroid, ciclosporin va tc ché calci
ni¢u. Chinh vi vy, cdc bac sy lam sang khuyén
cdo rang, néu xét nghiém gen ciia bénh nhin
cho két qua dwong tinh, nén han ché sir dung
thudc @c ché mién dich néu khong that sy th?iy
dat hiéu qua diéu trj [14-17]. Con trong truong
hop céc bénh nhan ddp tng mot phan véi liéu
phap trc ché mién dich, c¢6 thé tiép tuc sir dung
lidu phap nay néu bénh nhan c6 nhitng déu higu
cai thién lién tuc.

Nhidu bénh nhin mic HCTHTP khing
corticosteroid ¢6 nguy co tién trién thanh suy
than, do d6 phai tién hanh ghép than. Mot sb
nghién ctru chi ra diém hét sic dang luu y 1a
nguy co tdi phat bénh sau ghép than duoc giam
thiéu neu nhu bénh ¢6 lién quan téi céc yéu td
di truyen [13, 18-20]. Nguoc lai, & nhém bénh
nhan mic HCTH v6 cin (khong phai do yéu tb
di truyén), nguy co tai phét bénh sau ghép 1a rat
cao do céc yéu té lvu hanh trong mau [21, 22].
Chinh vi vdy, d6i voi bénh nhan miac HCTHTP
¢6 yéu t6 di truyén, nguy co tdi phat duoc giam
thiéu, tinh hinh bénh dugc cai thi€n sau ghép
(giam thai ghép, thoi gian song kéo dai hon)
dac biét néu bénh nhan dugc nhan tang tir ngudi
con sdng.

T nhitng lgi ich 1dm sang ké trén, xét
nghiém di truyén cho nhimg bénh nhin méc
HCTHTP gitip gidm st dung nhitng liéu phdp
trc ché mién dich khi khong can thiét, tranh sinh
thiét than, gitp 1ap ké hoach cho viéc ghép
than. Bén canh do, xét nghiém gen con gitp xac
dinh nhimg da hinh di truyén giy bénh da biét
cling nhu nhitng da hinh di truyén méi duogc
phat hién, qua d6 xac dinh r6 hon moi li€én quan
giita kiéu gen va kiéu hinh trong HCTHTP
khéng corticosteroid [23].

3. Doi twgng nao va khi ndo cin xét nghi¢m
di truyén cho H§i chirng than hu tién phat?

Trong cic phan trude, ching toi da thao
luan loi ich cta xét nghiém di truyén cho bénh
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nhan mic HCTHTP khang corticosteroid. Mic
dir vay, dot bién gen chi xay ra & 30% ngudi
bénh. Bén canh dg, trong diéu tri HCTH v6 can,
céc triéu chung, dic diém 1am sang 12 rit quan
trong va dién bién rat phtrc tap. Chinh vi vy,
d6i véi HCTH vo can, xét nghiém di truyén
khong dugc khuyén cdo ma chi duoc khuyén
cao cho bénh nhan mic HCTH bam sinh hoac
HCTHTP khéi phat sém [24]. Mac du xét
nghiém di truyén dwoc khuyén cao véi tré em
méc HCTH bam sinh hogc HCTHTP khi phit
som, ddi v6i nguoi tru’orng thanh, xac suét phat
hién dot bién gay benh van rét cao, néu c6 diéu
kién vé kinh té, vin nén dp dung céc bié phép
sang loc nguyén nhén di truyén cia HCTHTP
khing corticosteroid. Céc ddi tugng khéc c6
lién quan t6i nguodi bénh cling nén dugc sang
loc, tic 1a sang loc theo cay pha hé. Chi dinh
xét nghiém gen trong HCTHTP khang corticoid
duoc st dung trong cic truong hgp sau [25]:

- Hoi chung than hu bam sinh hodc khdi
phét so sinh

- Hoi chiing than hu tré em

- Hoi chiig than hur ¢6 yéu td gia dinh

- Nhitng ngudi ciing huyét théng véi
nguoi bénh.

Tru6e khi chi dinh xét nghiém di truyén,
bdc s§ nén xem xét can than nhitng thong tin
can thiét vé 1am sang, can 1am sang trudc khi
chi dinh. Dbi véi HCTH bam sinh hodc khoi
phit som so sinh, xét nghiém di truyén nén
dugc chi dinh trude khi diéu tri bang liéu phép
mién dich hofic sinh thiét than. Diéu nay gitp
han ché t6i da nhiing tac dung phu hoéc nhiing
anh huéng khong can thlet d6i v6i cic em bé
trong qué trinh phét trién sau nay. Ddi voi cic
bénh nhin trudc ghép thin, xét nghiém di
truyén ciing nén dwoc chi dinh dé cung cép
nhitng thong tin can thiét gidp du dodn nguy co
tai phét sau phﬁu thudt cua ngudi bénh, dic bict
khi bénh nhin dugc ghép than tir nguoi cho la
nguoi than trong gia dinh. Tém lai, _ching t6i
khuyén céo nen xét nghlem di truyén ddi véi
bénh nhi mic HCTH bam sinh trudc khi st
dung liéu phdp mién dich, sinh thiét than va
ghép than.

4. Cac phwong phap xét nghiém gen va cac
gen lién quan téi hgi ching than hw

4.1. Cdc phuong phdp xét nghiém gen trong
Hoi chung thdn hu

Truéc ddy, xét nghiém di truyén thuong
duoc thuc hién tai cdc labo xét nghiém c6 giai
trinh ty theo phuong phdp cia Sanger dé xdic
dinh méi lién quan giita da hinh di truyén véi
cic dic diém cta bénh. D4i voi bénh di truyén
da gen nhu HCTHTP khang corticoid, phuong
phdp nay tuong dbi dat do va mat thoi gian.
Hién nay, véi giai trinh ty thé hé méi, cho phép
xét nghiém di truyén da gen voi hiéu qua xét
nghiém cao, tiét kiém thoi gian va chi phi. Pac
biét, cdc labo xét nghiém thuong dua ra mot
danh sach gen goi 1a “gene panel” thuc hién
bang giai trinh ty thé hé méi cho khich hang.
Phuong phdp gidi trinh ty theo nguyén ly
Sanger van c6 vai trd quan trong trong viéc xdc
nhan lai két qua xdc dinh bang giai trinh ty thé
hé méi. Han ché cia phuong phdp Sanger la
khé thyc hién ddi v6i nhimg viing gen c6 kich
thudc 16mn, d§ bao phu rong, hoac nhitng dot
bién x6a exon, khong phan tich dugc nhiing
viing intron hodc nhitng viing gen diéu hoa néu
khong c6 trinh tu dich.

Gidi trinh ty thé hé méi thuong duoc sir
dung dé phan tich toan bd ving mi héa
(exome) hodc phan tich toan by hé gen
(genome). Phuong phdp nay khong han ché s6
luong gen phan tich da biét, va cho phép phén
tich nhitng dot bién mai, gitp ching ta c6 thé
mé rong va xdc dinh nhiing cdn nguyén di
truyén lién quan téi HCTHTP. Gidi trinh ty thé
hé mdi cho phép tdng dd bao phu phan tich,
tham chi cho phép phén tich c4 nhiing vung
khong ma héa (intron) va viing gen diéu hoa, c6
thé phén tich nhimng viing téi t6 hop. Tuy nhién,
han ché ctia phuong phép nay 12 gid thanh cao,
luong dit liéu 16n va khé 1y giai két qua do c6
qud nhiéu thong tin.

M&i mdt phuong phdp déu cé wu, nhuoc
diém, chinh vi vay giai phdp lya chon mét danh
sach gen (gene panel) cho xét nghiém gen lién
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quan téi HCTH 1a mot lya chon ti wu vé ca k¥
thuat, loi ich cho 1am sang va hiéu qud kinh té.
Néu phan tich danh séch gdm nhiéu gen cho
HCTH bang giai trinh ty thé hé moi, hién c6
khoang 12 labo trén thé gidi dang thuc hién k¥
thudt nay véi thoi gian tir 3-6 tudn va gid thanh
dao dong tir $1000-$2200. Néu phéan tich mot
hodc mot vai gen, gidi trinh ty theo Sanger nén
dugc dp dung s& cho két qua trong vong 2-4
tudn voi gid twong ddi canh tranh tir $450-
$1000 [12].

4.2. Danh sdch cdc gen can xét nghiém cho
Hoi chung than huw tién phdt

Néu sir dung phuong phdp giai trinh ty thé
hé méi, danh siach gen dugc khuyén cdo bao

gdbm NPHSI, NPHS2, WT1, LAMB2, PLCEI,
TRPC6, ACTN4, INF2, ADCK4, COQ2, COQ6
va LMXIB. Néu sir dung cdc phuong phép giai
trinh ty khéac, tuy thudc vao tung trudong hop
HCTH ma céac gen khac nhau duoc chi dinh.
DP6i v6i HCTH bam sinh, cic gen NPHSI,
NPHS2, WTI1, LAMB2, PLCEI, LMXIB dugc
cho 1 ¢6 lién quan chit ché. Déi véi HCTHTP
tré em, cic gen NPHS1, NPHS2, WT'1, LAMB2,
PLCEl, TRPC6, ACTN4, ADCK4, COQ2,
COQ6nén dugc xét nghiém. Dbi voi HCTHTP
ngudi lon, cidc gen NPHS2, TRPC6, INF2,
ACTN4, ADCK4 va WTI nén duogc chi dinh.
Danh siach va ¥ nghia cta cic gen lién quan t6i
HCTHTP dugc trinh bay trong bang dudi day:

Béng 1. Danh sach cic gen lién quan t6i HCTHTP

Gen Protein & vi tri biéu hién Kiéu hinh & lién quan 14m sang Kiéu di Tai
truyén liéu
TK
ACTN4  Alpha actinin 4, protein khung HCTHTP khang corticoid khoi phat Di truyén [26]
xuong trong té bao ¢6 chan mudn thé troi
ADCK4  AarF domain containing kinase 4, Ph4 huy tong hgp CoQ10 trong chudi  Di truyén [27]
protein ty thé ho hép thé lan
C0Q2  Coenzym Q2, protein ty thé Thiéu hut CoQ10, HCTHTP khéng Ditruyén  [28]
corticoid thé lan
COQ6  Coenzym Q6, protein ty thé Thiéu hut CoQ10, HCTHTP khéng Ditruyén  [29]
corticoid, diée thé lan
INF2 Inverted formin 2, protein trong té HCTHTP, bénh Charcot-Marie-Tooth  Di truyén [30]
bao ¢6 chan thé troi
LAMB2  Tiéu phan beta-2 cua protein Hoi ching Pierson, HCTHTP khang Di truyén [31]
Laminin, protein tai mang ddy cia  corticoid thé don doc thé lan
clu than
LMXIB LIM homeobox transcription factor ~ Hoi chirng Nail-patella, HCTHTP Di truyén [32]
1 beta, protein tham gia diéu hoa khang corticoid thé don doc thé troi
phién ma
NPHSI  Nephrin, protein biéu hién ¢ khe HCTH bam sinh, HCTHTP khang Ditruyén  [33]
gifta cic té bao c¢6 chan corticoid khoi phat sém thé lan
NPHS2  Podocin, protein biéu hién ¢ khe HCTH bam sinh, HCTHTP khéng Ditruyén  [5]
gitra cic té bao c¢6 chan corticoid khai phdt s6m, mudn thé lan
PLCEI  Phospholipase C epsilon 1, protein ~ HCTH bam sinh, HCTHTP khang Di truyén [14]
biéu hién & khe giira céc té bao c6 corticoid khéi phat sém thé lan
chan
TRPC6  Transient receptor potential channel HCTHTP khang corticoid khéi phat  Di truyén [34]
C6, protein biéu hién trén mang té mudn thé troi
bao, khe giita cdc té bao c6 chan
WT'1 Wilms’ tumor protein 1, protein Hoi chirng Denys Drash, Frasier, Di truyén [15]
trong nhn té bao HCTHTP khéng corticoid thé don doc  thé troi
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4.3. Xét nghiém gen cho Hoi chung thdan hw
tién phdt tré em ¢ Viét Nam

Tai Viét Nam, cé thé héa diéu tri dang 1a
mot xu huéng mdi duge cdc nha nghién ctru va
céc bac sy 1am sang quan tim. Nghién ciru vé
gen ddp mg thudc ciing 12 mot trong nhiing
nghién ciru mii nhon trong cong cudc cd thé
héa diéu tri, dac biét dbi v4i nhitng bénh hiém
ngheo nhu ung thu, bénh tim mach, cic bénh ly
vé than, v.v. Trong nudc, hién da c6 mot s6 cdc
nghién ctru vé gen dép tmg thudc corticosteroid
trong diéu tri hen phé quan, gen ddp tng thude
chéng dong trong diéu tri can thiép mach vanh
va thay van tim, gen ddp mg liéu phap mién
dich trong dleu tri ung thw, v.v. Tuy nhién,
nghién ciru vé da hinh di truyen gen lién quan
téi hoi ching than hu con rat han ché. Nhém
nghién ctu tai Vién nghién ctru H¢ gen, Vién
Han 1am khoa hoc Viét Nam da xdc dinh mdi
lién quan giita hoi ching than hu bam sinh va
gen NPHS1. Céc tac gia nay da phan tich dugc
di truyén thé lan trén 3 vi tri ctia gen NPHSI
khi phan tich cdy pha hé cua 03 gia dinh bénh
nhi mic hoi chimg than hu bam sinh. Mot
nghién ciru khac cua ching t6i dugc thyc hién
tai BO mén Y Duoc hoc co sd, Khoa Y dugc,
Pai hoc Quéc gia Ha Noi vé mdi lién quan giita
da hinh di truyén gen NPHS2 véi dic diém 1am
sang, can 1am sang ¢ tré mac hoi chimg than hu
tién phat khang corticosteroid. Nghién ctru da
chi ra méi lién quan giita ddp tng corticoid, chi
sO protein, protein/creatinine niéu véi da hinh
gen NPHS2 & nhimg bénh nhi mic HCTHTP
khéang corticosteroid. Pay la nghién ctru budc
dau nhung da cho thay that sy can thiét cta xét
nghiém gen trong viéc hd tro diéu tri va su
dung phic d6 diéu tri véi thude corticosteroid
va liéu phédp mién dich cho bénh nhi mic
HCTHTP. Tuy nhién, dé dua vao dp dung chi
dinh xét nghiém gen cho bénh nhan, cn ¢6
nhitng nghién ctru rong hon véi mot sb cic gen
khéac nhu WTI, PLCEI, v.v va trén quy mo
bénh nhan 16n hon. Ciing véi sy phit trién cua
k¥ thuat sinh hoc phén tir, hién nay xét nghiém
gen khong con xa la v6i bénh nhén ciing nhu
V01 co quan qudn ly y té. Cc xét nghiém gen
da dugc bao hiém y t& dwa vao danh muc cic

dich vu y té dugc bao hiém chi tra. Theo thong
tu 35-2015-BYT, dinh muc chi tra cho 1 xét
nghiém gen t6i da c6 thé 1én téi hon 6 triéu
dong/1 gen. Ay la tin hi¢u ddng mimg cho thay
xét nghiém gen 12 can thiét, ¢6 loi cho bénh
nhin va cung cap nhimng théng tin hitu ich cho
bac sy 1am sang.

4.4. Tw van di truyén va van dé dao dirc y hoc
lién quan

Khi tu van di truyén, nguoi tu van phai dam
bao rang nhung nguy co tiém an, nhimg han
ché trong xét nghiém di truyén bao gdm ca viéc
phat hién céc bién thé chua rd ¥ nghia va chirc
ning, su riéng tuw va bao mat thong tin, cho dén
nhing 19i ich c6 thé c6 ciing nhu nhitng ¥ nghia
xa hoi duogc truyén tdi cho bénh nhan. Xét
nghiém di truyén gitp chan doan sém nguy co
bi bénh, tu van hon nhan, chan dodn trudc sinh,
chan dodn tién lam té cho gia dinh c6 yéu t6
nguy co [22]. Pbi v6i gia dinh bénh nhan méc
HCTHTP, xét nghiém di truyén véi nhiing
nguoi khong bi bénh trong gia dinh ciing 1a diéu
quan trong, nhat 12 khi ngudi than d6 c6 ké
hoach hién than dé tién hanh ghép cho bénh
nhan hodc khi c6 ké hoach sinh con tiép theo.
Tuy nhién, béc sy can thao luan, tw van kj va
than trong cdn nhic cdc vin dé chuyén mén,
van d¢ dao dtrc dé tranh sy lo lang khong can
thiét cho bénh nhan va gia dinh bénh nhan.
Ngoai nhirng van dé vé tam 1y, dao dirc thi chi
phi cho xét nghiém di truyén ciing rat dit va
khong phai Iiic nao ciing dugc bao hiém y té chi
trd. Trong truong hop gia dinh bénh nhan phai
chi tra, bac sy nén tu van dé dat duoc sy dong
thudn cta bénh nhan va chi chi dinh trong
truong hop that su can thiét.

5. Két luan

Dot bién gen ma héa cho cdc protein trong
té bao ¢6 chan tai cau than c6 lién quan t&i 30%
truong hop tré em bi HCTHTP. Muc d¢ lién
quan t6i gen phy thudc vao tudi khéi phat cua
bénh nhan, bénh nhan tudi cang nhd, thi kha
ning lién quan téi dot bién gen cang 16n. Dya
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vao cdc ky thuét sinh hoc phan tr hién dai theo
huéng cd thé héa diéu tri, nhidu bénh nhén va
gia dinh bénh nhan da dugc phén tich gen dé hd
trg cho bac sy 1am sang xem xét c¢6 st dung liéu
phap mién dich hay khong, hay can nhic viéc
sinh thiét than hoac cay ghép than cho nguoi
bénh. Hién nay, c6 nhiéu phuong phdp c6 thé
4p dung dé phan tich mot hodc nhiéu gen, thim
chi ca hé gen. Tuy nhién, dbi v6i hoi ching
than hu tién phat, dé can dbi giita hiéu qua tu
van diéu tri, chi phi xét nghiém, thoi gian tra
két qua, xét nghiém trén mot sb gen dich c6 lién
quan tryc tiép t61 bénh dugc cac nha khoa hoc
khuyén cédo la lya chon tb1 wu cho bénh nhan va
béc s§ diéu tri.

Loi cam on

Chiing t6i tran trong cdm on sy tai trg cia
Pai hoc Quoc gia Ha Noi cho d¢ tai ma so
QG.16.23 d¢ thyc hién nghién clru nay.
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Abstract: Primary nephrotic syndrome is one of the most common kidney disorders in children
that could result in renal failure, even death. Many studies showed the correlation between gene
polymorphisms and primary nephrotic syndrome. Currently, with rapid innovation of next generation
sequencing, appropriate gene panels were recommended to patients with primary nephrotic syndrome
to achieve the intended clinical benefits of treatment. NPHSI, NPHS2, WT'l, LAMB2, PLCEI, LMXIB
genes were known to be closely associated with congenital nephrotic syndrome, while NPHSI,
NPHS2, WT1, LAMB2, PLCEI, TRPC6, ACTN4, ADCK4, COQ2, COQ6 were found related to
pediatric primary nephrotic syndrome. For adult primary nephrotic syndrome, NPHS2, TRPC6, INF2,
ACTN4, ADCK4 and WTI were proved important. These diagnostic gene panels should be prescribed
for primary nephrotic syndrome patients before immunotherapy treatment, renal biopsy, or kidney
transplantation to achieve the highest treatment efficacy and to limit unexpected harmful side effects.

Keywords: Primary nephrotic syndrome, gene panel, immunotherapy, kidney biopsy, kidney
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