NGHIEN CUU KHOA HOC

BAO CAO CA LAM SANG BENH CREUTZFELDT - JAKOB

Pao Thi Hong Nhung', Nguyén Viét Hang', Hoang Thai Son', Nguyén Tuén Anh!

Bénh Creutzfeldt-Jakob (CJD) 1a mot bénh hiém gip, thudc nhom bénh khong nhiém tring, nhung c6
kha ning 1ay nhiém, duoc dinh nghia 12 mot tinh trang thoai hoa than kinh tién trién nhanh do cac protein
prion gdy ra. Trong bai viét nay, ching t6i bao cao mot ca bénh CJD la truong hop bénh nhan nir 36 tudi
c6 tién s khoe manh, véi biéu hién sa sit tri tu¢ kem rdi loan y thirc khoi phat dot ngdt, tién trién nhanh
chong; nhiéu ton thuong ving vo nio, hach nén déi xing dién hinh trén phim MRI ndo. Tir dién bién 14m
sang, ddc diém ton thuong trén MRI ndo cing v6i sy ¢6 mit cua protein 14-3-3 trong dich ndo tay va khong
c6 xét nghiém thudng quy cho mot chan doan khac thay thé, bénh nhan duoc dinh hudng chan doan theo
ddi CID. Bénh nhan da dugc diéu tri hd tro giam nhe triéu chimg, chdng co giat co, tap phuc hoi chirc ning;
sau khi xudt vién dugc hudng dan quan 1y, cham séc va tap van dong tai nha.

Twr khéa: Bénh Creutzfeldt-Jakob, CJD, bénh prion.

DAT VAN BE

Bénh Creutzfeldt-Jakob (CJD) 14 thé bénh thudng
gip nhat trong cac bénh prion ¢ ngudi, thugc nhom
bénh lay truyen khong nhlem trung, bénh xay ra trén
toan thé glO’l v6i mot s6 dang thé: tan phat (sCID),
c6 tinh gia dinh, mic phai. Pay 1a mot tinh trang
thoai hoa than kinh hiém gip véi céc tridu chimg
sa st tri tué, rung giat co va cac thiéu sot clia hé
than kinh trung wong, tién trién nhanh do céc protein
prion gay ra'.

CJD lan déu tién duge mo td vao nam 1920 boi nha
than kinh hoc nguoi Pic - Hans Gerhard Creutzfeldt,
khi 6ng phat hién tinh trang rdi loan tdm than kinh
dién tién x4u nhanh chéng trén mot phy nir tré 22
tudi. Vao nam 1921, Alfons Maria Jakob doc 1ap cong
bb chi tiét 5 truong hop bénh 1y than kinh tuong tu.
Thuat ngilr bénh Creutzfeldt-Jakob (Creutzfeldt-Jakob
Disease - CJD) sau d6 dugc Walther Spielmeyer gidi
thiéu vao nam 19222,

Theo CDC Hoa Ky, CJD xay ra trén toan thé gioi
v6i ty 18 mic khoang 1 dén 2 trudong hop trén 1 triu
dan m&i nim®. Mot béo cao tong hop da qubc gia tai
chau Au, Uc va Canada ghi nhan 4.441 truong hop
ttr vong do CJID tir ndm 1999 dén 2002, trong dé, cac
truong hop CJD tan phét (sCJD) chiém 84% tong sd
va cé ty 1€ tir vong khoang 1,39 trén mot triéu dan
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moi nam?’. Tai Viét Nam, cho dén hién tai van chua
¢06 béo cao so li€u cu thé vé tinh trang mac cua can
bénh nay.

BAO CAO CA BENH

Chung t6i xin bdo cdo mot trudng hop chan doan
CJD, diéu tri tai Bénh vién Bénh Nhiét d6i Trung
wong trong khoang thoi gian tir thang 3/2023 dén
thang 4/2023 nhu sau:

Bénh nhan nir 36 tudi, tién sir khoe manh, trong
gia dinh khéng c6 ai di timg méc CJD. Bénh nhan
dot ngdt khaoi phat dau dau, mét ngu, nhin mo, r6i
loan tri nhé, rdi loan y thirc tién trién ting dan va
cam bét dong. MRI nio duoc tién hanh som ngay
sau khi nhap vién, cho thay ton thwong c6 tinh chat
dédi xuing cac vi tri nhan béo, d4u va than nhan dudi,
v6 ndo hai bén ban cau véi dic diém tang tin hiéu
trén T2 FLAIR, han ché khuéch tan trén DWI, khong
ngim thuéc dbi quang tir sau tiém (Hinh I). Tu
hinh anh tén thuong dién hinh néu trén, két hop véi
dién tién 1am sang, cac bac si hinh anh dua ra nhan
dinh huéng t6i chan doan CID, tir d6, dinh hudng
tién hanh cac xét nghiém bd tro cho chén doan xac
dinh va chan doan phéan biét. Cu thé: Xét nghiém
dinh lugng protein 14-3-3 trong dich ndo tuy tai
K-Labtech Han Quéc cho két qua 44ng/ml (duong
tinh). Xét nghi¢ém dinh tinh 6 ty khang thé (NMDA,
AMPA R1/2, GABAB, DPPX, LGI1,CASPR2)
trong bénh viém ndo ty mién, xét nghiém doc chét
(ma thy, thudc diét chudt) va cac cin nguyén nhiém
trung khac (JEV IgM, HSV PCR, Mycobacterium
Tuberculosis, Dengue virus, Influenza virus A, B)
déu cho két qua am tinh. Xét nghiém dich ndo tuy
cho két qua: té bao (), hdng cau (-), glucose: 5,32
mmol/L, Clo: 128,6 mmol/L, Protein 0,21 g/L, vi
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nam (-), vi khuan nhudém soi (-), AFB (-), dinh danh
vi sinh vét gdy bénh (-). Xét nghiém dom duong
tinh v6i tu cau vang. Chi s6 CRP thoi diém nhap
vién ting (112,1 mg/L). Cac xét nghiém chan doan
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hinh anh khic gom cat 16p vi tinh (CLVT) so ndo
(Hinh 2), siéu 4m 6 bung khong thiy bat thuong.
X-quang tim phéi c6 hinh anh viém phéi, tran dich
mang phoi trai lugng it.

Hinh 1. Hinh &nh phim chup MRI n&o (sau kh&i phat bénh 10 ngay). Hinh A, B, C, D: Chudi xung T2 FLAIR trwéc tiém,
tén thuong tang tin hiéu cac hach nén va viing vé nao thuy tran - thai dwong - dinh hai bén (miii tén den). Hinh E, F, G,
H: Céng hwdng tlr khuéch tan - DWI, tén thwong (mi tén den) tang tin hiéu ré rét hon so véi chudi xung T2 FLAIR. Hinh
I,K,L,M: Hinh anh sau tiém thuc déi quang tir tdn thuwong khéng ngdm thubc

Hinh 2. Hinh anh CLVT so n&o (sau kh&i phat bénh 9 ngay) véi lat cét axial qua cac hach nén va ving tran dinh cho thay
vi tri tén thuwong (ddi chiéu véi hinh anh MRI) ¢6 ty trong khéng thay ddi so véi nhu mé nao binh thwéng
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Két qua dién ndo do (sau khoi phat bénh khoang
10 ngay) (Hinh 3) cho thdy nhip nén 1a cac song c6
tan so trong dai beta 13 - 15 chu ky/gidy (ck/s), bién
d6 5 - 10 microV xuat hién trén hai ban cau, kém
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theo mot so hoat dong séng cham, tan s6 4 - 5 ck/s,
bién dd thap, rai rac vung tran - thai duong bén trai,
it song ba pha rai rac ban cau ndo phai.

Hinh 3. Hinh anh dién nao d6 thu dwgc kém theo mét sb hoat ddng séng cham, séng nhon

Tir dién bién 1am sang, dic diém ton thuong trén
MRI ndo cung véi sy cd mat cia protein 14-3-3 trong
dich ndo tuy va khong c6 xét nghiém thuong quy cho
mdt chan doan khéc thay thé, bénh nhan dugc dinh
hudng chin doan theo ddi CID. Sau 20 ngay diéu tri
theo hudng giam nhe cac triéu chirng, bénh nhan Xuét
vién trong tinh trang tu tho; bét dong, khong tiép x1c,
goi hoi khong dap tmg; duoc huéng dan chim soc,
tap phuc hdi chirc nang tai nha dudi sy theo doi tir
nhan vién y té dia phuong.

BAN LUAN

CJD gay ra boi sy bién d6i PrP (Protease-resistant
Prion protein) ctia té bao binh thuong thinh mot dang
bat thuong, sau d6 tu lan truyén va tich tu khap mo
nio. Pong dang lay nhiém dugc biét dén vai tén goi
la PrPsc (Protease-resistant Prion protein scrapie)
kich hoat cac PrP binh thuong chuyén déi thanh lay
nhiém bang cach tao ra sy thay di cdu tric trong cac
protein prion ty nhién. Piéu nay lam cho cic cum té
bao ndo bi tiéu diét kem theo cac thay dbi bénh 1y bao
gom tang té bao than kinh dém va céac bién ddi dang
héc dic trung trén mo hoc (dang bot bién), dan téi sa
sut tri tué va cac thiéu sot than kinh khac*.

Vé mit 1am sang, cac truong hop CID dién hinh
véi cac rdi loan chire nang nhan thic tién trién nhanh
kém theo rung giat co. CID thé dién hinh dugc chia
thanh ba giai doan: Giai doan 1, cac triu chiing
thuong khong dac hi¢u nhu tri€u chimg tam than, rdi
loan thi giac va 16i loan tri nhé. Giai doan 2, bénh

nhan c6 biéu hién suy giam nhan thtc tién trién nhanh
chong. Giai doan 3, bénh tién trién dén trang thai cAm
bat dong. Bénh nhén thudng tir vong vi nhiém tring,
viém phoi, suy ho hip hodc suy nhuoc co thé!. Mot
s6 bat thuong than kinh khéc c6 thé xay ra nhu: ao
giac, rbi loan van dong, song thi, nhin mo, mat thi
gi4c’. Biéu hién 1am sang cia CID cén duoc phan
bi€t v6i cac tinh trang c6 biéu hién sa sut tri tué tién
trién nhanh nhu trong bénh Alzheimer, sa sut tri tué
thé Lewy, bénh nao ty mién Hashimoto, viém ndo c6
anh huong dén hé vién va than nio.

Hinh anh dong mét vai tro quan trong trong dinh
hudng chin doan CID. Tén thuong ciia CID thuong
mang tinh d6i xtmg, da vi tri. Tai vo ndo, phd bién
nhét 13 thity déo, hoi dai, hoi tran trén; sau do 1a thiy
dinh, thuy chim, hoi tran glua va dudi, h01 chém,
héi trén vién, hdi goc; cac vi tri it gip bao gdm hdi
sau va trudc trung tam, hoi thai duong trén va gitra.
Tai chit xam sau, phé bién nhét & hach nén, sau do
1a dbi thi®. CLVT c6 d6 nhay kém dé phat hién CID
(két qua binh thudng dugc thiy & 80% cac truong
hop va cha yéu biéu hién teo ndo & giai doan cudi
ctia bénh'*. MRI néo 1a phuong thirc chan doan hinh
anh duoc lwa chon dé danh gia bénh nhan nghi ngd
CJD, dic biét véi chudi xung khuéch tan DWI (voi
b = 1000) va T2 FLAIR. Nhimng thay dbi dang xdp
(twong g trén md bénh hoc) lan truyén sém trong
qua trinh bénh gay ra sy hinh thanh khong bao trong
chit xam, han ché sy khuéch tan véi tin hiéu cuong
d6 cao trén DWI hon T2 FLAIR; do d6, ¢ giai doan
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som, DWI d& nhan thay ton thuong hon so véi T2
FLAIR. O giai doan sau, hién tugng ting sinh than
kinh dém (gliosis) chiém wu thé va tin hiéu cuong do
cao trén T2 FLAIR thudng s€ 16n hon trén DWI. Céac
ton thuong hau hét khong ngdm thude ddi quang tir
sau tiém®, Mot phéan tich mu trén 162 bénh nhan mic
CJD va 58 bénh nhan bi sa sut tri tu¢ khong méc CID
cho thiy dic diém ton thuong kinh dién trén MRI
(ting tin hiéu trén T2 ddi xtmg tai vi tri nhan duéi va
béo sam; khong ngdm thube dbi quang tir sau tiém)
cho do nhay 67% va d¢ dic hiéu 93%". V& mit hinh
anh, biéu hién cua CJD can dugc phan biét véi cac
tinh trang viém nio do cin nguyén khac nhu thiéu
oxy ndo, bénh ly ty mién, doc chit, ri loan chuyén
hoéa va cac cin nguyén nhiém tring khac. Truong hop
bao cao cta ching t6i, trén hinh anh MRI nao (Hinh
1) cho thay ton thuong dién hinh véi tinh chat d6i
xtmg hai bén chu yéu tai cac hach nén (nhan béo, dau
va than nhan duéi), ton thuong vo ndo rai rac cac vi
tri: hoi thai duong trén bén trai; hodi trude va sau trung
tAm, hoi tran gita, hoi trén trén va tiéu thiy dinh trén
ddi xtmg hai bén. Cac ton thuong déu tang tin hiéu
trén T2 FLAIR va c6 sy han ché khuéch tan 1o rét
trén xung DWI (b = 1000), giam tin hiéu trén xung
ADC, sau tiém céc ton thuong khong ngam thude dbi
quang tur.

Dién ndo d6 (EEG) & CID dién hinh 1a hinh anh
phurc hop soéng sac nét dinh ky (PSWC) - bao gobm
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cac song sdc nét don gian (ca song hai pha va song
ba pha) hoac phtrc hop song nhon va séong cham véi
thoi gian dién hinh 100 - 600 ms, lap lai sau méi 0,5
- 2 gidy. Hoat dong EEG dinh ky khong dién hinh
thuong & giai doan dau cia bénh. Trong giai doan
dau, EEG ¢6 thé ¢o cac diu hiéu khong dac hiéu nhu
xuét hién séng nén chiam lan téa hodc vai diém song
cham khu trt xen k&. Truong hop bao cdo ctia chiing
t6i, dién ndo d6 cho thay it song ba pha rai rac ban cau
nio phai, song cham tan s 4 - 5 Hz ban cau nio tréi.

M6 bénh hoc 1a ti€u chuén vang cua chéan doan
CJD, song thuong chi co duge khi giai phau tir thi.
Trén mo hoc, CJD dugc dic trung boi sy hién dién
ctia thoai hoa dang xdp min va mét té bao than kinh’.
V6 ndo 1a ving bj anh hudng ning né nhét trong CJD,
mirc d6 nghiém trong cua ton thuong c6 lién quan
dén thoi gian méc bénh'.

Chén doan céc thé bénh cua CJD duya trén tiéu
chuén chan doan ctia CDC Hoa Ky# (Bang 1). Truong
hop bao cao ciia chung t6i cho thiy dap tmg du tiéu
chudn chin doan nhiéu kha ning CJD tan phét theo
cach tiép can thir hai v6i cac biéu hién sa sat tri tué
tién trién nhanh chéng, kém theo d4u hiéu 1am sang
nhin mo va cam bat dong, xét nghiém protein 14-3-3
trong dich ndo tiy duong tinh, hinh anh MRI ndo cé
t6n thuong dién hinh; va khong c6 xét nghiém khac
cho chéan doén thay thé.

Bang 1. Tiéu chun ché&n doan cac thé bénh ctia CJD theo CDC Hoa Ky

V&i CJD tan phat

Definite CJD

(Chan doan xac dinh
CJD)

Dwa trén cac danh gia chuyén biét vé than kinh hoc, va/hodc héa mo mién dich, va/hodc xac
nhan sw cé mét cla protein chuyén biét PrP xac dinh bang phwong phap Western Blot, va/
hoac sw hién dién clia SAF (Scrapie-Associated Fibrils).

khac.

Cach tiép can 1: Réi loan tam than véi RT-QuIC dwong tinh trong dich néo tly hodc cac mé

Probable CJD

(Chan doan nhiéu kha
nang CJD)

Cach tiép can 2: C6 da 4 tiéu chuén sau

- Sa s(t tri tué tién trién nhanh chéng.

- Co it nhét hai trong sb bén déc diém Iam sang sau: (1) Rung giat co; (2) D4u hiéu thi giac
hoac tiéu ndo (nhw mat thang bang va rung giat nhan cau); (3) DAu hiéu thap/ngoai thap (nhuw
co clrng co, rdi loan trwong lwc co hodc gidm van dong); (4) Chirng cam bat dong.

- C6 két qua duwong tinh trén it nhat mét trong cac xét nghiém sau:

(1) Bién nao dd dién hinh trong mot dot bénh tai bat ky thdi gian nao.

(2) Xét nghiém protein 14-3-3 trong dich nao tly dwong tinh véi thoi gian méc bénh < 2 nam.
(3) MRI so nao xung DWI ho&c FLAIR c6 tin hiéu cao nhan duéi/nhan béo hoic it nhat 13 cac
viing vé ndo (thai dwong, dinh, cham).

- Khéng c6 xét nghiém thwong quy cho thay chdn doan thay thé.
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Veéi CJD tan phat

C6 da 3 tiéu chuén sau:
Possible CJD

(Chan doan nghi ng®
cJD)

- Sa st tri tué tién trién va it nhat hai trong s6 bén déc didém 1am sang néu trén.
- Khéng c6 két qua dwong tinh ddi véi bat ky xét nghiém nao trong cac xét nghiém trén.

- Thoi gian méc bénh < 2 nam va khong co xét nghiém dinh ky cho thay chan doan thay thé.

Vé&i CJD do diéu tri

C6 béng chirng lién quan dén cac can thiép y khoa trwéc d6 nhw: Hoi chirng tidu no tién trién & ngwdi nhan hormon
tuyén yén cé ngudn gdc tir tlr thi clia ngwdi; phau thuat than kinh cdy ghép mang cieng truée d6.

Véi CJD gia dinh

- Cac trwong hop chan doan xac dinh hodc chdn doan nhidu kha nang CJD kém theo sw ghi nhan chan doan CJD
twong tw & ngwdi cé quan hé huyét thédng bac 1 gdm: bd, me/anh, chi, em rudt/con ruét.

- Va/hodc rdi loan tam - than kinh v&i d6t bién gen PrP déc hiéu cho bénh.

V& diéu tri, theo CDC Hoa Ky, viéc diéu trji bénh
CJD chii yéu la diéu tri hd trg giam nhe triéu ching;
khéng c6 liéu phap cu thé nao dwoc ching minh
1a c6 thé ngan chan sy tién trién cua bénh’. Muc
tidu ciia diéu tri nham kéo dai thoi gian sdng thém,
nang cao chat lugng séng cho nguoi bénh. Bénh
nhan trong bao cdo cua ching t6i dugc diéu tri hd
trg giam nhe céc triéu chung két hop phuc hoi chirc
nang, bénh nhéan sau doé du diéu kién xuét vién va
cham soc tai nha.

KET LUAN

CJD 132 mot bénh hiém gap, triéu ching bénh co
thé giéng vai cac tinh trang thoai hoa thin kinh khéc
nhung thudng khoi phéat dot ngdt va tién trién nhanh
hon. Mot sb xét nghiém chuyén biét phuc vu cho
chén doan CJD nhu xét nghiém RT-QulC phat hién
PrPSc, xét nghiém dinh lugng protein 14-3-3 chua

TAI LIEU THAM KHAO

¢ san tai Viét Nam, gy kho khin cho viéc chin
doan bénh. MRI ndo dic biét v6i chudi xung DWI
1a phuwong thirc chin doan hinh anh boc 16 sém céac
dic diém tdn thuong dién hinh, dugc khuyén cao
tién hanh ngay khi 1dm sang c6 biéu hién sa st tri
tug, giup dinh hudng chin doan bénh & giai doan
dau. Pic diém hinh anh dién hinh nim trong tiéu
chuan chan doan ciia CJD 14 céc ton thuong ting tin
hiéu trén chudi xung DWI hodc T2 FLAIR tai vi tri
nhan dudi/nhan béo hodc it nhat 13 cic viing vo nio
(thai duong, dinh, chdm). Tir dién bién 14m sang,
dic diém ton thwong trén MRI ndo cung vdi su co
mdt cua protein 14-3-3 trong dich ndo tiy va khong
6 xét nghiém thudng quy cho mot chan doan khac
thay thé, bénh nhan duoc dinh hudng chin doan
CJD. Hién tai chua c6 liéu phap cu thé nao dugc
chiing minh 1a cé thé ngan chan sy tién trién cua
CJD, diéu trj chu yéu 12 hd tro giam nhe triéu ching.
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CREUTZFELDT-JAKOB DISEASE: A CASE REPORT

Creutzfeldt-Jakob disease (CJD) is a rare disease, although CJD is not caused by infection, affected
tissues are potentially infectious; defined as a rapidly progressive neurodegenerative disorder caused by
prion proteins. In this article, we report a case who is considered as having probable Creutzfeldt - Jakob
disease. The patient is a previously healthy 36-year-old woman with sudden disorders of consciousness
accompanied by rapidly progressive dementia, many characteristic lesions in the basal ganglia and cortical
regions on brain magnetic resonance imaging (MRI), the presence of 14-3-3 protein in the cerebrospinal
fluid and without routine investigations indicating an alternative diagnosis. This patient receives supportive
treatment to relieve symptoms, prevent muscle convulsions, and practice rehabilitation. After discharge
from our hospital, she is supported for self-management.

Key words: Creutzfeldt-Jakob disease, CJD, prion disease.
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