Piéu tri Con Cap Nhugc Co Ning bang Immunoglobulin

Truyén Tinh Mach (IVIg): bdo cao mét truong hop
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Kién thiic can ban: Nhugc co nang méc
phai (Acquired NeuroMuscular Junction
(NMJ) disorders) la r&i loan ty mién, cé
lién quan tuyén tc va khang thé khang
thu thé ACetylcholine.

Bao cao trudng hgp; Bénh nhan nam 75
tudi c6 tién c&n nhudgc co nang dang tri
liéu Nhugc Co va ngung thudc doét ngot,
k€ tri liéu lai véi Mestinon khong giam,
vao vién vi khé thd, kho nuét, hai ngay
sau ngung thd, dat néi khi quan, hon mé
chuyén Khoa Héi Stic Noi, 8 ngay sau thé
may, bénh nhan dugc dung
Immunoglobulin liéu 2,5 gr/ chai x 10
chai / 5 ngay (# 400mg/kg/ngay). Két
qua: Sau ba ngay truyén bénh nhan tinh
hon, dugc cai may va xuét vién 10 ngay
sau khi truyén Immunoglobulin, tranh lé
thuéc may gitp thé va bdi nhiém phdi
Tham luan: Bénh réi loan than kinh cg
mac phai xay ra & ngudi nii dugi 20-30
tudi va nam 50-60 tudi do khang thé cla
cd thé tac dung trén thu thé ACetylcholine

ngoc Hdi Yén, Phan Cong Tén

clia tdm déng than kinh cg, hién tai giai
doan ning do 4 Osserman (suy ho hép)
chi ¢é hai con dudng giai quyét tam thoi
la thay huyét tuong (plasma
exchange)hay dung Immunoglobulin dé
gay su diu bét tam thaoi hé thong mién
dich gay t8n thuang than kinh va tiép
theo sau van phai chon lya tiép tuc tri liéu
ndi khoa hay phau thuat cat tuyén uc.
Muc tiéu hién tai cla cac nha khoa hoc
clia Hoc Vién Than Kinh va Dét Qui My
(NINDS) dang tim hiéu sau xa hon vé
chtic nang cla thu thé than kinh co.

Két ludn: Qua mot trudng hgp phuc hoi
nhanh ngoan muc, chung t6i nghi cé 16i
thoat tam thai khi tri liéu vdi
Immunoglobulin (1VIg) cho bénh nhugc ca
nang dé 4 Osserman, chuing t6i hy vong
tuong lai ap dung nhiéu ca dé c6 két luan
ich Igi rd rang haon.

(1): BS Khoa Noi Than Kinh Bénh Vién
Nhan Dan Gia Binh.

KIEN THUC CAN BAN

TUYEN UC VA BENH NHUGC CGO NANG.

Nhugc co ndng méc phai la bénh réi loan than kinh cé man tinh cé dic tinh lam yéu co
van clia co thé. TU nhugc co ndng xuat phat tu ti€ng Latin va Hy Lap c6 nghia la yéu co
nang (grave muscle weakness). Nam 1939 Blalock va cong su vién bao cdo trudng hgp dau
tién 18y kén tuyén tc (thymic cyst) & mot cd gai 19 tudi bi bénh nhugc ca nang va sau dé
bénh nhan phuc héi trong thdi gian dai va tii day phau thuat cat tuyén tc dugc xéc dinh
cho tat ca cac truéng hgp bénh nhudc co toan than (generalized MG).

Tuyén tc & trong 16ng nguc, phia sau xuong Gc cé vai trd quan trong trong phat trién hé
théng mién dich Itc tré tudi. Nhiing t€ bao clia né la mot phan clia hé théng mién dich binh
thudng. Tuy&n nay rat I6n khi tudi nhd, tang trudng cho dén tudi trudng thanh va sau dé nhd
di, cudi cling dugc thay bdng mé ma khi cé tudi. o] ngudi I6n bénh nhugc co nang, tuyén tc
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bat thudng. N6 chia mét cum t€ bao mién dich cla tang san gia lim-phd (lymphoid
hyperplasia)-mét tinh trang chi cé &
lach va hach tan dich khi c6 dap Ging mién dich hoat dong. Mot s8 bénh nhan bénh nhugc co
nang cé tuyén Uc I6n hay U tuyé&n c. Thudng u tuyén Uc lanh tinh nhung c6 thé &c tinh (60-
70% c6 tang san tuyén uc (hyperplasia) va thém vao do6 10-15% la u tuyén tc
(thymoma).

M@i tuong quan giia tuyén (ic va nhugc cd chua biét day du, cé phai chang:
- C6 nhiing té bao gidng cd trong tuyén tic (muscle- like cells within the thymus (myoid
cells)) ¢6 nhiing thu thé ACh trén bé mét clia né nhu la ngudn tu khang nguyén
(autoantigen) gay ra phan ting tu mién & tuyén tc
- Ciing c6 nhiéu nha khoa hoc tin rang tuyén tc cho Iénh khéng chinh xac dén nhiing té
bao mién dich dang phat trién (incorrect instructions to developing immune cells) va sau
cung gay bénh tu mién va san xuét khang thé khang thu thé ACetylcholinee va gay réi loan
dan truyén than kinh co.
- Quan sat thdy sy tao tiét cac limpho bao & tuyén Gic clia bénh nhan nhugc cd nang.

TAOTIET TAN BAO (LYMPHORRAHAGES) TU TUYEN UC CUA BENH NHUGC CO NANG

VAI TRO CUA KHANG THE KHANG THU THE ACETYLCHOLINE
Binh thudng khi dién thé hoat dong di xuyén qua than kinh van dong va dat dén tdm

déng than kinh co Itic nay ACetylcholine (Ach) & trong 150 dén 200 tui (quanta ) dugc phong
ra va k&t hop véi nhiing thu thé day déc & dinh dau clia nhiing nép gép

Nhiing kénh trong thu thé ndy mé ra va gilp di vao nhanh cta cac ION nhat 1a sodium
tao ra sy khii cuc & vung tan cung clia sgi cd tao nén mot dién thé hoat dong lan truyén
khap sgi than kinh gay ra co cd. Dién tién ndy nhanh chéng cham dt do su thly giai
Ach do men ACetylcholinesterase (AChE) va su khuéch tan ctia Ach ra khéi thu thé.
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Hinh 1 Chu y: Tan cung binh thudng cla tdm déng than kinh co, ACh tii cac

tui chira s& dén thu thé Ach va giip mé kénh sodium, sau dé cac men ACetylchlineterase
sé hiy nhanh Ach

HINH 2: Hoat dong clia t&m déng than
kinh ¢ binh thudng (Nerve terminal):
Ach tu céac tui chiia duge phong thich va
céac thu thé ACetylcholin ti€p nhan

A A

Acetyicholinesterase

Muscie

Trong bénh nhudc co nang:
- S0 lugng cla thu thé Ach é mang co hau hach bi giam
- Nép gap cla hau hach (postsynaptic folds) bang phang hay don gian
- Cac khe ti€p hgp (synaptic cleft) rong ra
B4t thudng do dap (ing mién dich qua trung gian ctia khang thé khang thu thé (anti-
AChs antibodies) tac dung trén cac thu thé. Nhu thé Ach phéng thich ra binh thuéng nhung
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dién thé hoat dong tdm dong khong hiéu qua va khong tao ra dién thé hoat dong trén co
gay ra yéu cd nhu nhiing cd ché sau day:

Khang thé khang thu thé bt Thu thé bi bt chéo bi Thu thé 18m bén trong
chéo vdi thu thé hau hach [dm vao trong bi thoai héa

HINH 3: GIAI DOAN GIA TANG THOAI HOA THU THE (endocytosed)

B4 tuc thé gén vao phtc bo Mang sau hau hach bi thuong tén:

khang thu thé, phtic bd tan - Mang gép hau hach it hon
céng mang (MAC: MembraneAttack - S8 lugng giam
Complex) thanh 1ap trén mang - Khe (cleft) ti€p hgp rong ra.

HINH 4: TGN THUGNG MANG HAU HACH

2 . HINH 5 Hinh &nh t8n thuong clia tdm déng
M'}I‘ESTT‘I-EI"IFE gravis than kinh c¢d 8 b&nh nhudc ¢o nhu sau:

- Giam s lugng thu thé

- Mat nép gap clia cac thu thé

- Khe réng hon
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T4m dong than kinh cd bi nhé di ctia bénh bam sinh (trdi) va mic phai (phai)

» ...,\
TAM PONG BINH THUONG . ] )
HINH 6:HINH ANH VI CO THE CUA TAM BONG THAN KINH CO BINH THUGNG VA
NHUGOC CcO

BAO CAO CA LAM SANG
Bénh nhan nam Tran van Th - 75tudi & Th&o dién- Q2 nhap vién ngay 17/09 /2004. Bénh

nhan biét bénh nhudc co ti nam 2000 dudc tri liéu hiéu qua véi Mestinon 60 mg/ ngay va
Azathioprine 50 mg/ ngay. Sau dé bénh nhan ty y ngung thudc

-Thang 4/2004 dén thang 9/ 2004 bénh nhan sup mi méat, nhin déi, khé nuét va mai cé,

bénh nhan ty diéu tri lai véi Mestinon 60mg/ ngay va vat ly tri liéu nhung khong gidm, bénh
nhan c6 di tai kham dugc chup CT nguc khéng cé u tuyén Uc, van ti€p tuc tri liéu vdi
Mestinon nhung khong hiéu qué, an kém hay nghen sac , néi khé vao mot Bénh Vién Quan 2
va tri liéu ti€p tuc véi Mestinon 4 ngay nhung khéng gidm sau dé dugc chuyén dén Bénh
Vién Nhan Dan Gia Binh

- Bénh nhan vao vién trong tinh trang kho thd, sup mi mat, khé nuét, noéi kho stic co 4/5,
phadn xa gan xuong (+), nhap vao Khoa. Chan doan nhudc co nang do llb, tri liéu
Neostigmine 0.5mg 1 8ng x 2 tiém dudi da trong khi chd dgi ph&u thuat.

-TU 18/9/04 dén 19/9/04: bénh nhan tinh nhung kho thd tang dan, SpO2 dao dong: 76% va
sau d6é 90% roi xuéng 58% bénh nhan roi vao hén mé, ngung thd, ngung tim. Chan doan:
con nhugc co niang dé 4, dat noi khi quan, bop bong giup thd va héi suc tich cuc, sau do
chuyén Khoa Héi Stic Tich Cuc Néi thd may vdi Prednisone 5mgx4 1an/ ngay qua &ng théng
mii da day (ngung céc thuéc khang men cholinesterase).
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-TU 21/9/04- 26/9/04: bénh nhan van trong tinh trang trén, khong cai dugc may thd quyét
dinh dung Humaglobulin 2,5g x 10chai (# 400mg/kg/ngay) truyén tinh mach Cg/p trong
5 ngay.

-TU 26/9/04 dén 29/9/04: Sau 4 ngay diéu tri véi Humanglobulin, bénh_nhan tinh, khoé,
ngung thd may, an udng binh thudng, di lai dugc, diéu tri: prednisone 5mg x 4v(u) /ngay -
6v/ng. Mestinon 60mg x 2v/ng. Sandimmum Neoral (Cyclosporin) 25mg x 2v/ngay. Xuét
Vién ngay 6/10/04 sau 10 ngay dung IVIg. theo déi 3 thang, bénh nhan én véi tri liéu Gic ché
mién dich.

Can lam sang:

- CT nguc: khéng u tuyén uc va trung that

- Dién co: test nhugc cd (+) ca 3 nhdm ca. Test kich thich lap lai & tAn sé cao am tinh

HINH 7: Pién c6 clia bénh nhan

-Dinh lugng khang thé anti Acetycholine receptor > 2.0 nmol/ L (++).

(binh thudng khang thé AntiAchrs< 0.25nmol/l trong> 98% ngudi binh thudng va bénh ty
mién khéac > 0.4nmol/l 1a dac hiéu cho bénh nhugc c¢o ndng xac dinh chdn doan ning, tim
thay trong> 80% bé&nh nhugc ca nang toan than.

BAN LUAN

Chung t6i hét stic tam dac phac db tri liéu sau day:
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THUC HIEN CHAN POAN CHAC CHAN

(Etablished diagnosis unequivocally)

Tim ki€m nhiing diéu kién k&t hop
(Search for associated conditions)

BA CON PUONG DIEN TIEN CUA BENH: O 0@ ©

v v v
Chi TénThuong mit Toan than (Generallized MG) CON CAP
—
(Ocular Only) 0 9 (CRISIS) 9
\ 4 l l
MRI d4 , duong tinh . .
i Gl
pynicostg ‘ CUC : HO HAP,
DICH (INTENSIVE
CARE
v (RESPIRESTORY
Khéng men Piénh gid cit tuyén Hung, chi dinh INFECTION,
cholinesterase (U tuyén tic hay nhudc cd toan than): ddnh gid nguy FLUIDS)
(pyridostigmine) cd phiu thuaat, do FVC v
(Evaluate surgical ff)r thymectomy (mdlcano.n: THAY HUYET TUGNG
thymoma or generalized MG) : evaluate surgical (PLASMA
isk, FV/ )
risk, FVC EXCHANGE)HAY Ig
| e e eFarer m
I I
Tét (Good FVC) X&u (poor risk): Low
FVC v
CAI
\ 4 4 THIEN
NEU TOT CAT TUYEN UC il
v KHONG CAI
i _ THIEN
Tuy theo 1dm sang , néu c6 chi dinh :
UC CHE MIEN DICH
\ 4
™ (U'C CHE MIEN DICH (IMUNOSUPPRESSION) [¢
1) PREDNISONE (gia ting liéu d€ c6 cai thién (trir khi chong chi dinh) hay 50mg/ngay
2) Thém thudc tc ché mi&n dich thit hai ( Azathioprine hay Cyclosporine)
3) Ha Prednisone din din d&€n ngay nghi ngay udng ( Alternate- Day regime)
4) Né&u cai thién cho phép gidm liéu cham din clia prednisone
5) DUY TRI LIEU TOI THIEU cua tat ca cdc loai thudc, thudng vo6 han dinh

( Maintain at minimum effective doses of all drugs (usually required indefinitely)

HINH 8: Phac d6 trj liéu NHUQC CO NANG. FVC: Forced Vital Capacity: Dung Tich Séng T8i Da
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Theo Daniel B. Drachman Myasthenia Gravis and other Diseases of NeuroMuscular junction- Harrisson* s
Principles of INTERNAL MEDICINE vol2, McGraw Hill- 2001- 380,2469-2515-2520

Xem qua phac dé ching ta nhan thay vai trd clia Immunoglobin tiém tinh mach va thay
huyét tuong (plasma exchange)(plasma exchange) trong tri liéu con cdp nhugc ¢ ning hay
la d6 4.Chang t6i mudn ban luan vé Immunoglobulin tiém tinh mach. Immunoglobulin 1a san
ph&m tir huyét thanh ngudi dudc dung dAu tién ti nam 1952 dé tri liéu suy gidm mién dich.
Nhiing s&n phdm dau tién dugc dung la tiém bp. Vao nam 1981, Immunoglobulin Globulin
tiém tinh mach (IVIG), c6 hiéu qua trén xuat huyét giam tiéu cau vo can (ITP).IG tiém tinh
mach la chat tinh khiét vé trung (steril, purified) san xudt ti huyét tuong nhiéu ngudi gop lai
(pooled human plasma) va dién hinh chia nhiéu hon 95 % la IgG nguyén chat
(unmodified) cé tac dung hiéu qua phu thudéc vao FC (intact Fc- dependent effector
function) va chi c6 s6 lugng nhd Immunoglobulin A (IgA) hay Immunoglobulin M (IgM)

IVIG 1& mét loai thuéc lam bién d6i mién dich do nhiéu tac déng diéu chinh
(immunomodulating agent) nhu:
- Bién d6i hoat dong cla b6 tic thé (complement activation)
- Uc ché cac khang thé la (idiotypic antibodies)
- Bao hoa céac thu thé Fc trén dai bao (Fc receptors on macrophages)
- Uc ché& cac chat trung gian mién dich khac nhu: cytokines, chemokines va
metalloproteinase

Vung Fc cua IgG tuong tac dé dang (interreaction) nhd vao tin hiéu Fc trén cac thuc

bao va té bao B, t€ bao khac va proteins huyét tuong c6 gan Fc (thi dy: nhiing thanh
phan cla hé théng bé tuc thé). Khoéa chat thu thé Fc cla dai bao 1a co ché chinh trong hoat
dong ctia Immunoglobulin.

Huyét thanh binh thudng chia khang thé
Hinh9: Viung Fc cla khang thé gan | 19G, IgM, IgA dugc xem la khang thé tu nhién
vao thu thé cla bach cau | (natural antibodies) bdi vi n6 tao ra mdt cach
. c6 can nhac (deliberate immunization) va déc
lap véi su tiép xuc khang nguyén (independent
of antigenic exposure).N6 cé tac dung diéu
Fab hda mién dich trong réi loan trung gian mién
dich. Khang thé ty nhién nay cé nhiéu tac
dung hon I1a khang thé mién dich (immune
antibodies). Khang thé ty nhién ndy c6 thé

1) G&n vao cac chat sinh bénh (bind to
pathogens)

2) Giup loai bd nhiing phan tl, t€ bao va mod
thodi héa, gia cdi (help remove senescent and
altered molecules, cells, and tumors)

3) Thuc ddy tai tao myelin (induce

Light Chain

Fe Heavy Chain

remyelination)
4) Uc ché tang trudng cla dong t& bao B tu phan ting (inhibit the growth of autoreactive B-
cell clones)

Bi€t rd thanh phan va tac dong cla Immunoglobulin tiém tinh mach (IVIG) nhu trén,
nhung chua biét tac dong rd rang cha Immunoglobulin trén bénh nhugc ¢ nang, ngudi ta
nghi rang:
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1) C6 18 lam diu bét di phan Gng tu mién bing cach pha loang khang thé bat thudng cla
ngudi bénh
2) Hién dién mét s6 lugng I16n khang thé 1gG sé Uic ché tao khang thé clia bénh nhan do co
ché phan hoi (feedback phenomenon)
3) Khang thé dugc cho s& gan vao nhiing thanh phan bé tlc thé khac cta hé théng mién
dich, lam gidm nguén gay thucong tén
4) Khang thé dudgc truyén ciing gan vao khang thé gay bénh clia bénh nhan

o} bénh nhan cla ching t6i nhap vién vi nhugc ¢d ning, bénh nhan theo con dudng @
(trén phac do) cé 1& nhiéu yéu t6 gay cho bénh nhan rgi vao tinh trang con nhugc cd cdp
(MG crisis), con dudng ©, ma su giai quyét chi con la st dung chuyén ddi huyét thanh hay
IVIG, Khoa Than Kinh chuiing t6i con dang phét trién, ching téi khéng cé nhiing trang thiét bi
dé lam chuyén d&i huyét thanh, may mén thay IVIG da giip bénh nhan tré vé con dudng @,
Hién bénh nhian vin con dang ti€p tuc tri liéu véi e ché€ mién dich va khiang men cholinesterase
theo con duong ©.

- Mét cach téng quan hon, ty 1& bénh nhugc co méi hang nam la 1-2/100.000 , trong
khi ty 1& bénh c6 thé 1&én d&én 20 -50/100.000 dan do hién nay ty 1& séng con clia bénh nhan
nhugdc ¢o ndng cao. Trudc khi phuang phap diéu tri Gic ché mién dich dugc ap dung, ty 1& ti
vong clia nhugc co toan thé 1a 30%, va hon 60% bénh nhan khéng cai thién hodc x&u dan.
DPac biét th vong clia cac bénh nhan vao con nhugc ¢ thdi do la 70%.Ngoai nhiing phuang
phéap diéu tri c6 dién nhu la: thudc khang men cholinesterase, diéu tri Gic ché mién dich va
hé trg mién dich nhu la: Glucocorticosteroids(GS), Azathioprine (AZA, Imurel),
Cyclophosphamide va Methotrexate, cét tuyén Uc.. thi diéu tri tang cudng mién dich va gidm
khang thé nhu: truyén tinh mach Immunoglobulin (IVIg) va thay huyét tuong (plasma
exchange)(plasma exchange) ciing cho két qua cao. Nhat 1a trong con nhugc cd nang hay
nhiing trudng hop khéng dap tng véi nhiing phuong phap diéu tri ké trén.

IVlg dugc sl dung rong rai hon hai thap ky qua & mét s6 R&i Loan Than Kinh ty mién
bao gébm nhugc cd ndng. Céc chi dinh chinh cda (IVIg) la:

+Bénh Nhan nhép vién véi bénh nang, khéng dap ting vai nhiing diéu tri khac

+Tridc phau thuat cat tuyén uc

+ Bé&nh nhan nang can rut ngan thdi gian diéu tri.

+Bénh nhan ngoai tru cé triéu chiing nang du da diéu tri tdn cong véi nhiing thudc khac

+ It tAc dung phu

+C6 thé diéu tri tai bénh vién hay tai nha
- IVIg cai thién nhanh céc triéu ching khoang 70% bénh nhan cai thién khi bat dau diéu tri
hay 4-5 ngay sau diéu tri, tdc dung ti€p tuc kéo dai trong vai tuan dén vai thang

- Nhu vay, ngoai khuyét diém 1a qua m&c thi IVIg cé nhiéu uu diém hon thay huyét tuong
(plasma exchange). Tai khoa NoiThan Kinh BV Nhan Dan Gia Dinh ti dau nam dén nay tiép
nhan 5 trudng hop nhudc ca ndng, thai gian diéu tri ngén nhat la 13 ngay, cé trudng hop kéo
dai hang thang va néu khong cé diéu kién truyén tinh mach Immunoglobulin thi gan nhu la
that bai trong diéu tri do cac bién chiing do nadm lau (bodi nhiém phdi, loét mong, nhiém trung
tiéu (khdng c6 kha nang kinh té..)

KET LUAN

M6t ngoan muc ddi vdi ching t6i: Bénh nhan ké trén chi sau 3 ngay truyén IVig da cai
dudc may giup thd, di lai sinh hoat gan nhu binh thudng, tranh dugc cac bién chiing thudng
gdp do nam lau nhu ké trén, khong phai st dung khang sinh lau dai trong thdi gian diéu tri,
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gidm dugc dau dén do dat ndi khi quan kéo dai hay phai mé khi quan ra da, rut ngén thoi
gian diéu tri (t6ng thai gian diéu tri 1a 19 ngay) nang cao chat lugng cudc séng.

Tuy nhién trén day chi la mét truéng hgp dugc ap dung tri liéu véi IntraVenous
Immunoglobulin (IVlg) 8 mét cd s& con dang phat trién vé than kinh , con thi€u thdn nhiéu
thi, chung t6i hy vong trong nhiing ngay thang dén sé ap dung nhiéu hon.
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