TAP CHi NGHIEN CPU Y HOC

GHEP THAN CHA-CON O TRE NAM MAC HOI CHU’NG ALPORT
LIEN KET X VO'I BOT BIEN COL4A5: BAO CAO CA BENH

Lwong Thi Phwong'?™, Trweong Thuy Linh?
Thai Thién Nam?, Nguyén Thu Hwong?
"Trrong Pai hoc Y Ha Noi

2Bénh vién Nhi Trung wong

Héi chimg Alport la bénh thén di truyén do dét bién gen collagen loai IV, thuong dén dén bénh théan
giai doan cudi. Cac bao céo trén thé gidi cho thdy ghép than & bénh nhan héi chirng Alport thuong c6 két
qua rét tét. Chung téi bao ca bénh tré nam 8 tudi dwoc chadn doén viém céu than - héi chimg Alport cé
dot bién gen COL4AS5 lién két X, tién trién dén bénh thdn man giai doan cudi sau 5 nam. Tré dwoc diéu tri
th&m phéan phic mac trong 6 thang. Sau dé, chung téi tién hanh ghép than cho tré véi ngudi cho séng la
bé cua tré. Chirc nang than ghép héi phuc hoan toan sau mé 7 ngay. Hién tai, sau ghép 5 théng, tré tdng
7kg, huyét p binh thuong, ure va creatinin mau binh thuong, khéng cé protein niéu va hdng céu niéu. Ca
bénh mudn nhén manh dén tdm quan trong két hop khém Iém sang véi khai thac tién str, bénh st va xét
nghiém gen dé chan doan héi chirng Alport xem xét ghép than khi tré tién trién dén bénh thén giai doan cubi.

Tir khoa: Hoi chirng Alport, ghép than, dét bién gen COL4A5.

I. DAT VAN BE

Hoi chirng Alport 1a mét réi loan di truyén
do ddt bién gen COL4A3, COL4A4 va COL4A5
lam bién dbi cAu tric cla collagen loai IV." Hoi
chirng Alport gdp & khoang 1 trén 50.000 tré
so sinh va nam c6 biéu hién triéu chirng hon
n. Biéu hién lam sang dic trung la gidm
thinh lwc, suy than tién trién, bat thwong dién
hinh & mat.2 80% hdi chirng Alport 1a do dot
bién gen COL4A5 lién két véi nhiém séc thé
X.2# Nhirng trweng hop khac cé di truyén 13n
trén nhiém sac thé thwong, voi cac dot bién
di hop t& hodc ddng hop t&r & ca hai ban sao
gen clia COL4A3 hodc COL4A4.5 Di truyén troi
trén nhiém sac thé thwong rat hiém va la két
quéa cla cac bién thé COL4A3 hoac COL4A4
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di hop t&r.6 Bénh thuwong tién trién dén bénh
than giai doan cudi & tudi thanh thiéu nién hodc
giai doan dau & tudi trwdng thanh.2 Ty 1& méc
héi chirng Alport & My & 30.000 dén 60.000
ngudi va ty 1é tién trién dén bénh than giai
doan cudi (ESRD) chung & tré la khoang 3%
va 0,2% & nguoi Ién.” Hoi chirng Alport chiém
khodng 2,2% tré em va 0,2% nguwd&i I&n bénh
ESRD & Hoa Ky. O chau Au, hoi chirng Alport
chiém 0,6% s6 bénh nhan mac ESRD. Ghép
than thwdng co6 két qua tt vi viem ciu than do
khang thé khang mang day cau than sau ghép
than dwoc bao cao & khoang 4% bénh nhan hoi
chirng Alport lién két X.5 Hon nira, bénh nhan
héi chirng Alport lién két X dwoc ghép thén da
duwoc chirng minh 1 c6 ty |é sdng sét clia bénh
nhan va than ghép twong tw hodc tét hon so véi
bénh nhan mac cac bénh than khac.8 Chung t6i
bao cao ca bénh la tré nam da dwoc xac nhan
chan doan hdi chirng Alport lién két X v& mat di
truyén dwoc ghép than séng tlr ngudi cho la bd
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rudt cda tré tai Bénh vién Nhi Trung wong. Ca
bénh mudn nh&n manh dén tdm quan trong két
hop kham lam sang v&i khai thac tién str, bénh
st va xét nghiém gen dé chan doan hoi chirng
Alport xem xét ghép than khi tré tién trién dén
bénh than giai doan cubi.

Il. GIGI THIEU CA BENH

Tré nam 8 tudi dwoc bé6 me cho di kham
kiém tra strc khoe tai phong kham Khoa Than
loc mau, Bénh vién Nhi Trung wong vi em ftrai
dwoc chan doan dai mau vi thé, protein niéu.
Kham lam sang tré thé trang binh thwong,
khong phu, khong dau khép, khdéng coé ban
da, tiéu vang trong, huyét ap binh thwéong theo
Ika tudi, thinh lwc binh thuwong, khong cé bat
thworng & mét, cac co quan khac chua cé biéu
hién bat thuwong. Tré duoc tién hanh mét sb
xét nghiém dé kiém tra strc khde cac co quan.
Két qua xét nghiém mau cla tré: ure, creatinin
binh thwong, protein 56,5 g/l (binh thwong: 57
- 80 g/l), albumin 34,5 g/l (binh thuwdng: 39 - 49
g/l), cac dong té bao mau binh thuong, khéng
thiéu mau vd&i ndng dd huyét sac tb (Hb) la
135 g/l. Xét nghiém nwéc tiéu: hdng cau niéu
(+++), bach cau (-), protein/creatinin 624,1 mg/
mmol. Ching téi tién hanh lam thém cac xét
nghiém gip chan doan nguyén nhan dai mau
va protein ngwdng than hw cua tré thi thu dwgc
két qua: soi hinh dang héng cau niéu c6 bién
dang 50%, néng dd C3, C4 binh thuwong (lan
lwot Ia 1,53 va 0,35 g/l), khang thé khang nhan
(), khang thé khang dsDNA binh thwong, HIV,
HbsAg, Anti HCV déu am tinh.

Khai thac tién st cla tré thi tré la con dau,
dé thwong, du thang, sau sinh tré hoan toan
khée manh chwa di kham va diéu tri bénh gi.
Gia dinh ciing khéng cho tré ubng thubc gi.
Tién sk gia dinh: Em trai tré 3 tudi di kham
bénh vi ho sbét tinh c& phat hién hdng cau niéu
(+++) va protein niéu mirc d6 vira 50 mg/mmol,
thinh lwc binh thwong, khoéng cé bat thwong &
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mat, khéng suy than, cac xét nghiém khac déu
am tinh. Me ciing c6 héng cau niéu (++) nhung
khong c6 protein niéu va khéng suy than. Em
trai me: méat luc 18 tudi vi suy than. Gia dinh
bén me co 2 trwedng hop mét luc 30 tudi déu vi
suy than.

V6i tién sir gia dinh d&c biét nhuw trén két
hop véi tré chi co biéu hién bat thuwong trén
can lam sang la viém cau than, protein niéu
nguwdng than hw va xét nghiém tim nguyén
nhan viém ciu than th& phat nhw bé thé, khang
thé khang nhan, khang thé khang dsDNA, cac
virus viém gan, HIV d&u am tinh. Tré duwoc
chan doan viém cau than - theo d&i hoi chirng
Alport, chung t6i giai thich gia dinh cho tré sinh
thiét than va lam xét nghiém gen dé chan doan
nguyén nhan viém cau than va tién lwong cho
tré. Trong thoi gian doi két qua sinh thiét, chung
téi diéu tri ngoai trd cho tré bang prednisolon
liéu 1 mg/kg/ngay ubng két hop ubng captopril
cho tré vi protein niéu cla tré luén & ngudng
than hw. Sau 4 tudn diéu tri protein niéu cla
tré khéng cai thién van trén nguwéng than hw
(protein/creatinin niéu 551 mmg/mmol), héng
cau niéu (+++), tré chwa c6 biéu hién suy than.
Ménh sinh thiét than c6 14 cau than (9 cau than
soi dwdi kinh hién vi quang hoc va 5 cau than
mién dich huynh quang), két qua gidi phau
bénh la cac ciu than tang sinh gian mach nhe,
khéng tang sinh ndi ngoai mach, tru héng cau
va teo 6ng than rai rac, mé dém viém man tinh,
khong toén thwong tiéu déng mach, khong co
I&ng dong mién dich. V&i két qua sinh thiét than
nay, chung t6i cat prednisolon va diéu trj triéu
chirng gidm protein niéu bang captopril. Dé xac
dinh chan doan, bénh nhan da dwoc lam xét
nghiém phan tich gen tai cong ty GC Genome &
Han Quéc cho 5870 gen da dwoc biét gay bénh
di truyén don gen (DES). Két qua xét nghiém
gen cla tré phat hién dét bién gen COL4A5
lien két voi nhiém sic thé X (c.2605G>A;p.
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Gly869Arg) da dwoc bao cao la gay hdi chirng
Alport. T& d6, chung t6i tiép tuc 1y mau gl
lam xét nghiém gen cho em trai va me tré thi
déu phat hién dot bién gen COL4A5 & vi tri

(c.2605G>A;p.Gly869Arg) gibng tré (Hinh 1).
Chung t6i c6 xay dwng cay pha hé bénh cla gia
dinh tré (So db 1).

COL4A5 NM_000495.4:c.2605G>A

Hinh 1. Hinh biéu hién dot bién gen dwoc xac dinh & tré, me va em trai tré

Tré dwoc chan doan hoi chirng Alport va
duoc theo dbi didu tri ngoai tri gidm protein
niéu bang thuéc trc ché men chuyén captopril
va két hop thubc e ché thu thé angiotensin |l

[

Losartan. Tré dwoc kiém tra chirc ndng than
(ure, creatinin, dién giai dd, albumin mau)
protein niéu va hdng cau niéu dinh ky hang
thang.

—O

[ ]

OTD

30T: suy than

&koé

30T: suy than

5&5&&&

8T: dai mau

o

e

18T: suy than

9T: dai mau

13T: suy than
Ghép than

So d6 1. So’ db pha hé bénh cua gia dinh tré

Sau 3 nam, tré bt diu suy than véi ure
mau 9,7 mmol/l; creatinin mau la 91,4 umol/l
(mtrc loc cau than 1a 79 ml/phat/1,73m2). Tré
tiép tuc dwoc diéu tri ndi khoa theo mirc d6
suy than. 2 nam sau tré tién trién dén bénh

than man giai doan cubi v&i ure 33,5 mmolll,
creatinin mau 905 pmol/l (mirc loc cau than la
8,2 ml/phat/1,73m?), tirc la sau 5 nam ké tir khi
dwoc chan doan, tai thoi diém nay tré 13 tudi.
Tré dwoc diéu tri thAm phan phuc mac trong
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thoi gian doi ghép than véi nguwdi cho 1a bb tré
da dwoc kham va khang dinh hoan toan khoe
manh. Sau 6 thang diéu tri thAm phan phuc
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mac, tré duwoc ghép than tlr bd rudt cta tré.
Dién bién xét nghiém truéc va sau ghép cla
tré dwoc thé hién & bang 1 va 2.

Bang 1. M6t s6 xét nghiém sinh héa trwéc va sau ghép than cua tré

- . . . Protein/ N
Ure Creatinin Albumin Protein Tacrolimus e Hong
creatinin niéu .
(mmol/l) (umoll/l) (g/) (g (ng/mml) © cauniéu
(mg/mmol)
ESRD 33,5 905 40,9 75,3 - 1000 3+
Trwdc
) 26,9 974,2 39,9 71,7 - 381 3+
ghép
hé
Saughep oo 7818 354 59 : ; i
4 gio
hé
Saugnep g4 2101 321 - 13,4 113 3+
1 ngay
hé N
saughep g 81 418 629 7,36 65 Am tinh
7 ngay
S hé .
au gnep 7.1 86 44,1 ; 19,5 45 Am tinh
2 tuan
Bang 2. Xét nghiém céng thirc mau trwéc va sau ghép than cua tré
. Bachcdu  Bach cau . N N Huyét
Bach cau ] Hong cau  Tiéu cau . s
trung tinh Lympho sac to
(G/L) (T/L) (G/L)
(G/L) (G/L) (g/)
Suy than 7,54 3,73 3,12 3,92 426 88
Trwédc ghép 11,04 7,66 2,32 3,39 367 90
Sau ghép 4 gi& 11,95 8,65 1,08 3,76 369
Sau ghép 1 ngay 11,72 11,07 0,38 3,34 215 90
Sau ghép 7 ngay 13,15 10,68 1,56 4,19 371 114
Sau ghép 2 tuan 15,69 12,97 1,57 4,19 332 120

Chtrc nang than ghép hdi phuc hoan toan
sau md 7 ngay. Hién tai, sau ghép 5 thang, tré
tang 7kg, khong phu, huyét ap binh thudng, tiéu
tbt, ure va creatinin mau binh thwéorng, khéng ¢
protein niéu va hdng cau niéu.

Ill. BAN LUAN

HGi chirng Alport hay con goi la viém than di

truyén la mot rdi loan di truyén phat sinh tir dot
bién gen ma hoa alpha-3, alpha-4 va alpha-5
cua collagen loai IV (COL4A3, COL4A4,
COL4A5) hoac mang luwgi collagen IV a345.°
Tré nhd mac hoi chirng Alport thudng bi méat
thinh lwc hai bén do bat thwong vé collagen
loai IV & bc tai. M4t thinh giac biéu hién ré &
tré nhé hodc giai doan sém & tudi thanh thiéu
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nién, thuwong 1a truwéc khi suy than.® Nhivng bat
thwong & mat trong hdi chirng Alport ¢6 thé 1a
tén thwong thau kinh trwdc dan dén khuc xa bat
thwdng va giam thj lwc, hodc duc thay tinh thé
dwai bao, thay ddi sac td bat thwerng & véng mac
(bénh véng mac cham va dém), trot giac mac.?
Dai mau dai thé hodc vi thé 1a ddu hiéu phd
bién nhat va sdm nhét cta hdi chirng Alport.™
Protein niéu thwong khéng cé & tré nhd nhwng
thwong xuét hién & nam giéi méc hoéi chirng
Alport do dot bién lién két X (XLAS) va ni¥ méc
héi chirng Alport do di truyén I&n trén nhiém sac
thé thuwong (ARAS)." Tang huyét ap thwong
biéu hién & tudi thanh thiéu nién. Phu va hoi
chirng than hw gap & 30 dén 40% tré mac hoi
chirng Alport nhwng it gap & tré nhé.® Tré cua
chuing toi tién s hoan toan khde manh chwa di
kham va diéu tri bénh gi, tré khéng cé biéu hién
lam sang, me tré dwa tré dén vién kiém tra khi
em trai tré di kham vi sét phat hién cé hdng cau
niéu, protein niéu, me tré cling dwoc chan doan
dai mau vi thé dai déng. Luc phat hién bénh la
tré 8 tudi nén ciing gidng nhw cac bao céo trén
thé gidi tré c6 hdng cau niéu va protein nguwéng
than hw, tuy nhién albumin mau khong gidm 4du
dé chan doan hoi chirng than hw. Tré va cad em
trai tré khéng coé gidm thinh lwc cling nhw bat
thwong & méat. Diéu nay cé thé lién quan dén
dot bién gen khac nhau gay hoi chirng Alport.
Ban dau, mau sinh thiét than dwdi kinh hién
vi quang hoc c¢6 thé binh thuwéng. Khi bénh tién
trién, cé thé thdy xo héa cau than cuc bo, teo
dng than, xo hoa ké va sw hién dién cla té bao
lympho va té bao plasma. Mau sinh thiét than
dwéi mién dich huynh quang thuwong cho két
qua am tinh. Dwéi kinh hién vi dién t& c6 thé
thay sw thay déi & mang day cau than."2 Tré cla
chung téi sinh thiét ngay khi phat hién bénh,
tré mai c6 biéu hién prortein niéu nguwdéng than
hw, hdng cau niéu, khéng suy than khong tang
huyét ap nén két qua giai phau bénh duéi kinh

hién vi quang hoc va mién dich huynh quang la
cac cau than tang sinh gian mach nhe, khéng
tang sinh ndi ngoai mach, tru hdng cau va teo
6ng than rai rac, mé dém viém man tinh, khéng
tdn thwong tiéu dd6ng mach, khéng cé ldng dong
mién dich. R4t tiéc, khoa Giai phau bénh, Bénh
vién Nhi Trung wong chwa soi dwgec kinh hién
vi dién tlr nén chung t6i khong phat hién dwoc
cac thay dbi vé mang day cau than.

Hoi chirng Alport 1a bénh than di truyén do
dot bién gen collagen loai 1V, vi vay xét nghiém
gen déng vai trd quan trong trong chan doan
bénh. Chudi collagen alpha loai IV chii yéu ndm
& than, mét va 6c tai. Hoi chirng Alport lién két
véi nhiém séc thé X (XLAS) do dot bién gen
COL4A5 gap nhiéu nhat voi 85%, c6 thé gap
di truyén gen I&n trén nhiém sic thé thuong
(ARAS) do dbt bién gen COL4A3 hodc COL4A4
gap khoang 10 - 15% trwong hop hodc gen
troi nhiém séc thé thuong (ADAS) do dét bién
gen COL4A3 hodc COL4A4, nhung hiém gap.
Hon 300 dot bién da duwoc quan sat thy & gen
COL4A5 & cac gia dinh méc XLAS. Phan Ién
cac dot bién COL4A5 |a nhd, bao gébm dot bién
tai vi tri ndi, dot bién sai nghia va dot bién xoa it
hon 10 cap bazo. Tré clia ching t6i cé em trai
bi dai mau vi thé dai ddng kém protein niéu va
me tré cling bi dai mau vi thé. Hon nira, 1an di
kiém tra strc khée do ciing phat hién c6 hdng
cau niéu, protein niéu nhiéu ngwdng than hw va
cac xét nghiém tim nguyén nhan viém cau than
the phat nhw bd thé, khang thé khang nhan,
khang thé khang dsDNA, cac virus viém gan,
HIV déu am tinh. Vi vay, ching téi d& chan doan
tré bi viem cau than - theo déi hoi chirng Alport
va tré co thé co dot bién gen lan lién két voi
nhiém séc thé X. Dé xac dinh chan doan cho
tré, chung t6i da glri mau mau ngoai vi cla tré
dén cong ty GC Genome & Han Quéc dé phan
tich cho 5870 gen da duwoc biét gay bénh di
truyén don gen (DES). Két qua xét nghiém gen
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cla tré phat hién dot bién gen COL4AS5 lién két
v&i nhiém séc thé X (c.2605G>A;p.Gly869Arg)
da dwoc bao cdo trén hé théng Clinvar la gay
hdi chirng Alport. Ch&n doan cang dwoc khang
dinh khi chung téi ciing tim thay dot bién nay
trong mau mau cla em trai va me cla tré. Két
qua gidi phau bénh cta bénh nhan ching toi
cling twong ty nhw bao cao tac gia Altug Kog
cuing cong sw vé tré nam 11 tudi mang dét bién
COL4A5 (c.2605G>A) ciing c6 tén thwong giai
ph&u bénh Ia tang sinh gian mach nhe.'

Bénh thworng khong dap ng véi thube tre
ché mién dich va diéu tri chd yéu la diéu tri
triéu chirng gidm protein niéu bang thuéc Grc
ché men chuyén va chen thu thé angiotesin |I.
Cac nghién clru cling da bao cao viéc str dung
s&m thube trec ché men chuyén va chen thu thé
angiotesin |l da tri hoan dang ké thi gian tién
trién dén bénh than man giai doan cudi (ESRD).
Tuy nhién, cac nghién cru ciing chi ra viéc diéu
tri bang thudc rc ché men chuyén va chen
thu thé angiotesin Il c6 thé lam cham nhwng
khoéng ngan duoc sy tién trién dén suy than
trong hdi chivng Alport. Sy tién trién dén ESRD
& hdi chirng Alport thwéng tién trién theo cac
giai doan: dai mau vi thé dén dai mau dai thé,
protein niéu va gidm muc loc cau than.” Khi tién
trién dén suy than thi diéu tri noi khoa theo muirc
dd suy than gém bd sung erythropoetin, kiém
soat toan kiém, dién giai, huyét ap va ri loan
mubi khoang.? Ty I& bénh nhan ESRD béat dau
diéu tri thay thé than do hoi chirng Alport khac
nhau dang ké gitra cac qudc gia. Hau hét, bénh
nhan mac hdi chirng Alport bat dau diéu tri thay
thé than & giai doan dau & tudi trwdng thanh,
dac biét la nam gi&i.™ Tré cda chung t6i khéng
dwoc di kiém tra strc khde dinh ky nén 1an dau
tién me dwa tré di kham kiém tra da phat hién
héng cau niéu va protein niéu nhiéu nguwéng
than hw nén mac du chung toi chan doan sém
tré hoi chirng Alport va diéu tri nhwng tré van
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tién trién dén ESRD sau 5 nam, khi tré 13 tudi
va duoc diéu tri thay thé than bang thadm phan
phic mac. D3 cé rat nhidu bao cdo vé ghép
than & bénh nhan ESRD do hdi chirng Alport co
két qua tét. Bao cdo cuia Patel va cong sw vé két
qué ghép than & bénh nhan Alport cho thay ty 1&
sbéng sét ctia bénh nhan va than ghép & bénh
nhan ESRD do Alport twong tw hodc tét hon so
v&i bénh nhan méc cac bénh than khac.' Hon
nira, ty 1& xuat hién khang thé khang mang day
cau than sau ghép than chi gap & khoang 4%
bénh nhan hdi chirng Alport lién két X.5 Chang
tdi da tién hanh ghép than cho tré sau 6 thang
diéu tri thAm phan phdc mac véi ngudi cho la
bd tré hoan toan khée manh. Chirc ndng than
ghép cla tré hdi phuc hoan toan sau md 7
ngay. Hién tai, sau ghép 5 thang, tré tang 7kg,
khéng phu, huyét ap binh thuong, tiéu tbt, ure
va creatinin mau binh thwdng, khéng co protein
niéu va hdng cau niéu. Diém han ché trong bao
cao ca bénh nay la thoi gian theo doi sau ghép
cla ching téi dang con ngan. Chung toi sé tiép
tuc theo déi dién bién tinh trang than ghép cla
tré trong nhirng nam tiép.

IV. KET LUAN

Ca bénh muén nhin manh dén tdm quan
trong két hop kham 1am sang véi khai thac tién
st, bénh s va xét nghiém gen dé chan doan
hdi chirng Alport va xem xét ghép than khi bénh
tién trién dén bénh than giai doan cudi.
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TAP CHi NGHIEN CU’U Y HOC

Summary

FATHER-SON RENAL TRANSPLANTATION OF X-LINKED ALPORT
SYNDROME WITH COL4A5 MUTATION: A CASE REPORT

Alport syndrome is an inherited renal disease caused by mutations in collagen type IV frequently
resulting in end-stage renal disease. Reports around the world showed that patients with Alport
syndrome who underwent renal transplantation had generally excellent outcomes. We reported a case
of an 8-year-old boy diagnosed with glomerulonephritis - Alport syndrome with an X-linked COL4A5
gene mutation, progressing to end-stage chronic renal disease after 5 years. The child was treated with
peritoneal dialysis for 6 months. After that, we performed a renal transplant with his father as the donor.
Kidney transplantfunction fully recovered 7 days after surgery. Currently, 5months post transplantation,
he has gained 7kg, has normal blood pressure, normal serum urea and creatinine, and no proteinuria
or hematuria. The case would like to emphasize the importance of a comprehensive analysis
involving clinical signs, family history, and genetic testing for accurate diagnosis of Alport syndrome
and consider renal transplant when the patient’s condition progresses to end-stage renal disease.

Keywords: Alport syndrome, renal transplant, COL4A5 gene mutation.
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