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TIEU CHUAN CHAN POAN THEO

UK Brain Bank 1988

Table ] UK Parkinson's Disease Society Brain Bank clinical
diagnostic criteria

STEP 1. Diagnosis of PARKINSONIAN SYNDROME.

BRADYKINESIA (slowness of initiation of voluntary movement
with progressive reduction in speed and amplitude of repetitive
actions).

And at least one of the following:

a. muscular rigidity

b. 4-6 Hz rest tremor

c. postural instability not caused by primary visual, vestibular,
cerebellar or proprioceptive dysfunction.

STEP 2. Exclusion criteria for Parkinson’s disease.

history of repeated strokes with stepwise progression of Parkin-
sonian features

history of repeated head injury

history of definite encephalitis

oculogyric crises

neuroleptic treatment at onset of symptoms

more than one affected relative

sustained remission

strictly unilateral features after three years

supranuclear gaze palsy

cerebellar signs

early severe autonomic involvement

early severe dementia with disturbances of memory, language and
praxis

Babinski sign

presence of a cerebral tumour or communicating hydrocephalus on
CT scan.

negative response to large doses of levodopa (if malabsorption
excluded)

MPTP exposure

STEP 3. Supportive prospective positive criteria for PARKINSON'S
DISEASE. Three or more required for diagnosis of definite Parkin-
son’s disease.

unilateral onset

rest tremor present

progressive disorder

persistent asymmetry affecting the side of onset most
excellent response (70-100%) to levodopa

severe levodopa-induced chorea

levodopa response for 5 years or more

clinical course of 10 years or more

o Chung cu dua trén
tur thiét ctia cac bénh
nhan

e Phan Ién cac trudng
hop thda tiéu chuan
UK Brain Bank déu
c6 gidi phau bénh
phu hop (thé Lewy
trong neuron & chat
den)




TIEU CHUAN CHAN DOAN THEO MDS 2015

g Khéng thoa Cham van dong VA: } ® Dua tl’én y kién Chuyén
chap r.::’ué!n_lém sél?? FI'.‘L - Rgn khi nghi HOAC . ~ o N
(Co theé la giai doan tién triéu) - Cimng co g|a: do dac h|eu > 80%
o Co6 su phan chia vé murc
d6 chan chan:

' > Chan doan 1dm sang
CDLS PD A~ 7 ~
rat c6 thé PD’

> Chan doan lam sang
chac chan PD2

Khéng théa PD lim sang CBLS rat c6 thé PD CBLS chac chan PD

= 2 dau hiéu cinh béo Tl 2 dau hiéu canh bao tré = 2 dau hiéu canh bao
xudng VA
Co it nhat 1 tiéu chuan ho
tror VA
S0 tiéu chuan hé tro phai
:?gf :;’r?ﬁ E';f” hon dau 'Clinically Probable Parkinson’s disease
' 2Clinically Established Parkinson’s disease

Postuma RB, Berg D, Stern M, et al. MDS clinical diagnostic criteria for Parkinson's disease. Mov Disord. 2015 Oct;30(12):1591-601.




Cac nguyén nhan cua hdi chirng Parkinson

Atypical Parkinsonisms
« Progressive supranuclear palsy
Ml i oty
« Multiple p!
« Dementia with Lewy bodies

2 Overlap of parkinsonian syndromes. Atypical parkinsonisms have common
features with Parkinson disease, secondary parkinsonisms, and

heredodegenerative disorders with parkinsonism.

Hinh: McFarland NR. Diagnostic Approach to Atypical Parkinsonian Syndromes. Continuum. 2016;22(4):1117-1142.



Dau an sinh hoc — hinh anh hoc

Modality Biomarker Diagnostic Potential Comments
Prodromal Mamnifest DD Progression
PD PD Non-
PD
MRI Substantia nigra +7 + - + Insufficiently studied in prodromal
neuromelanin %5.70.71 FPD
Dorsolateral nigral +7 + - - Insufficiently studied 1n prodromal
hyperintensity ™"~ FD
No differentiation PD vs atypical
PD
Quanftitative Susceptibility ? + - ? Limited number of studies
Mapping (QSM) %77 Use in DD unclear
No progression data
Tensor Imaging (Free ? + + ? Role in early/prodromal Dx
Water MRI; NODDI) "%7 unclear
No progression data
Automated Volumetry =7 | - - + + Insufficiently studied in prodromal
PD
Mutlimodal MRI®® ? - + 7 Insufficiently studied in prodromal
PD
No progression data
Radiotracer A-syn + + - + Tracers not yet available
Imaging
a7 N

Tau-protein

Mostly studied 1n AD & PSP/
CED. limited data for PD




Dau an sinh hoc - Dich co thé

Modality Biomarker Diagnostic Potential Comments
Prodromal PD | Manifest PD | DD Progression
Non-FD
Blood wf £ - - + - MNon-specific marker for neurcdegeneration.
Insufficiently studied in prodromal PD.
CSF a-syn seeding activity + + + - May distinguish different a-syn strains in PD vs MSA
(RTQuic, PMca) 2223235
N2 - - + - Non-specific marker for neurcdegeneration.
May differentiate PD from Atypical parkinsonism at group level
Insufficiently studied in prodromal PD.
Tissue Biopsies Dermal a-syn 22 (1HC) + + - ? Bequires multi-site sampling, limited sensitivity, not specific to PD vs other
synucleinopathies
Dermal a-syn seeding activity (RT-QuIC; PMCA) 22 ? + + ? Limited in-vive information
Olfactory Mucosa a-syn seeding activity (RT-QulC) S +7 + 7 7 Limited number of studies
Gla-syn 7 +/- - ? Invasive, Requires multi-site sampling, limited sensitivity
salivary gland a-syn 2222 + + - - Invasive, limited sensitivity
Faeces Gut microbiota 7 +/- - - Variable results ref different composition of bacterial microbiome between PD and controls
Digital biomarkers |Multiple motor and non-motor assessments / wearable devicesi22[+7 - - + Insufficiently studied in prodromal PD
No differentiation PD vs atypical PD




Clinical Phenotype Relative to ‘Classical® PD

Genetic Entity Mutation(s) Inh. | AAD Clinical Features Progression | Comment(s)
Classzical Parkinsonism (Autosomal Dominant Subtypes)
PARK-SNCA missense (PARE]L) AD younger | similar, promunent MBS, | faster rare
(PAREK 1,4) dup./riplicaton (PARK garly dementia
4
PARK-IREK? mMI55enss AD sirmilar simmilar (less EBDY) simmalar common i Ashkenaz Jews,
(PARK E) Basque country, North
African Berhars;
pleomorphic pathology
PARK-FPS35 miszenca AD similar simmilar simlar rara
(PARE. 17)
PARK-CHCHD? | mussenss, splice sife, AD similar similar simmlar rare, Aslan patients
(PARE 22 NOnSense
Early-Onzet Parkinzonizm (Autosomal Recessive Subtypes)
PARK-Parkin missense, loss-of- AR younger | common early leg slomr common {accounts for up to
(PARE ) function, exonic imrolrement & dystomia 20% of PD with onset before
duplication, deletion at onset, frequent age 3; dementia
dyskinesia uncommion; no Leny bodias
PARK-PINK] missense, loss-of- AR younger | similar to PARE-Parkn, slom- second most common
(PAREK &) function, exonic common psychiatric recesstie PD subtype after
deletion, duplication features PARE- Parkin, dementia
uncommon
PARK-D.JI missense, loss-of- AR vounger | similar to PARK- Park, slomr rare, dementia uncommon
(PARK T) function, small psvehiaime symptoms
duplication/deletions
High-Rizk Gene
GEBA missense, loss-of- RG younger | similar to sporadic P, faster very commen (5-25% of PD

function, small
insertionsdeletions

greater dementia risk

patents), particularly m
Ashkenam Jews

Xeét nghiém gen —
Phan thé bénh
Parkinson




Xét nghiém gen — Diéu tri

PD v&i dot bién GBA1 Tinh trang nhan thirc co
thé xau di sau khi DBS

nhan dwdi doi

PD v&i dot bien ATP1A3  Dap (rng kém véi DBS
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THOI PIEM CAC THUOC

Carbidopa/ Other Non- Dopamine
. Levodopa (CD/LD) dopaminergic MAO-| . COMT-} . agonist
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I
|
I

1975 1980 1985 1990 1995 2000 2005 201

19908 2002 I
N : 2006 :
CD/LD Selegiline o LD enteral ||LD inhaled
tablet Rasagiline suspension | | powder
in jejunum
1980s Ropinirole . s
s CD/LD + Rotigotine CD/LD ER Istradefylline®
Bromocriptine Pramipexole | |Entacapone | |transdermal e
Amantadine®* Pergolide patch Sa1t“|namide 2020
Anticholinergics? 2004 : OpiAcapone
& Apomorphine _
injection Amantadine 2020
ER Apomorphine
sublingual
1999 film

Fig. 1. The many therapies approved to manage advancing Parkinson disease. Timeline of Parkinson disease therapies. CD, carbidopa; COMT, catechol-O-
methyltransferase; COMT-I, COMT inhibitor; DBS, deep brain stimulation; ER, extended release; LD, levodopa; MAO-I, monoamine oxidase inhibitor.




ThU6C CO’ Ché’ hoat déng o VESSIE); radation Convers:on © o C:LRUTTIE“C')&TT'EIRAJ‘ACL AT
3-OMD «——— g Le vodopa Dopamine AFFERENT

Levodopa/ Carbidopa  L-Dopa: Tién chat dopamine; c0MT|s DDCIs . ?

Levodopa/Benserazide Carbidopa, benserazide: (rc ché men ‘E"““a‘”"e folcapone? ‘ca’b'“"a henserazide) e

A / - Binds to and blocks Binds to and activates
dopa-decarboxylase ngoai bién e s NMDA glutamate o i o
- STHIATER barrier L d Conversion receptors Z 4
evo opa

Trihexyphenidyl Khang Cholinergic ﬁ = NIGROSTRIATAL

yPREmEY : . e .¢ By | @
Benztroplne afferent s Dopamme Bind to and block R il

\__\ N e acetylcholine
. Ne oA edium spin
Amantadine Do6i van NMDA ot neumn piny | | receptors ;
interneuron __¢

Pramipexole bong van Dopamine it —

. . . AFFERENT b Inhibit breakdown
P|r|p€d|| of dopamine
Bromocrlptlne . Bind to and activate
ROpI ni rO|e SUBSTANTIA NIGRA dopamme receptors

Degeneration of

Rotigotine dan da dopamine-producing (
neurons Nigrostriatal

MEDIUM SPINY
GABAergic
DENDRITE

Apomo rph ine dopaminergic

afferent

Entacapone Uc ché COMT /\

Tolcapone

Opicapone _

Rasagiline Uc ché MAO-B Clozapine Chéng loan than

Selegiline . . o n . .

Safinamide Zonisamide Tang hoat dong Dopaminergic
_ Istradefylline Doi khang thu thé A2A adenosine




Levodopa/Carbidopa/Entacapone

- Levodopa/Carbidopa (ti s6 4:1) kém 200mg Entacapone.
- Entacapone lam ting phoi nhiém Levodopa trong huyét tuong 35-45%
va kéo dai thoi gian ban thai ctia Levodopa 1.3- 2.4 hours.
- Chi dinh: thay thé liéu phap carbidopa/levodopa IR (khdng kém entacapone) khi c6
hién twong wearing-off cudi liéu
- Chuyén doi liéu tir Levodopa/Carbidopa IR: Giam liéu Levodopa ~10-30%
Céach dung:
- Dung trc ché MAO khong chon loc it nhat 2 tuan trude khi bat dau diéu tri bang
stalevo
- Khéng chia nhé vién thudc, dung nguyén vién cho moi lan udng
- Liéu toi da:
- <200mg Levodopa: 8 vién/ ngay
- 200mg Levodopa: 6 vién/ ngay




ON-TIME OFF-TIME

: p<0.001 ; p<0.001 TABLE 1. Summary listing of pivotal randomized controlled trials of levodopa, carbidopa,
2.0 A 8 -
. and entacapone.
> g g 8 = i\i-‘l T —3
g 3 § E g ° 1 \\’\1—“_, Study n Duration | Effect on motor fluctuation (change from baseline vs.
zZT o A
B ES - placebo)
g ¢z - B
E < ; E u 2 -
=
oo 2 1 SEESAW [2] 205 6 ON+1h
0.5 - {— 0 T T T T T T T months
B 2 4 8 16 24  Withdrawal 0 1 2 3 4 5 6
TIME (WEEKS) TIME (MONTHS) NOMECOMT [3] 171 6 ON +1.2h; OFF-1.3h
months
MOTOR SCORES ACTIVITIES OF DAILY LIVING SCORES CELOMEN [4] 207 6 ON +0.7 h: OFF—1.5h
months
-4 7] p<0.05 -1.4 7 p<0.05
= - bl UK-Irish Study 12?6 ON +1.2 h; OFF—0.8 h
- a3 — — -1.0
§ Zz ° § 54 .. [5] months
§ 53 § 338 7
2 = _ 2 -0.6 |
B ZE ° Nz . Mizuno etal.[6] 341 13weeks ~ ON+0.9h; OFF-0.7h
E oOoF E [CX=) )
- z0 - 29 02
< g sf=] ; -
B -
0.2
o= 0.4 J

Il LEVODOPA/DDCI AND PLACEBO [l LEVODOPA/DDCI AND ENTACAPONE

Poewe W. Catechol-O-methyltransferase inhibition with entacapone: Evidence from controlled clinical trials in
Parkinson's disease. Eur J Neurol. 2023;30 Suppl 2:9-14. doi:10.1111/ene.15993
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The formulation designs of IPX203 and Rytary are distinctly different:
PK data shows a longer duration of LD plasma concentrations for IPX203 vs Rytary.
Pharmacodynamic data shows a longer duration of effect for IPX203 vs Rytary

PHASE 2A STUDY

Figure 3. Mean Levodopa Plasma Concentration Profiles After
a Single Dose of IPX203, IR CD-LD, or Rytary.
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Figure 4. Proportion of Subjects With Various “Good On” Time

Durations Following Single Doses of IPX203, IR CD-LD, or Rytary.
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PHASE 2A STUDY

Figure 5. Mean Change From Average Predose MDS-UPDRS Part Il Scores.
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POST HOC ANALYSIS OF TWO PHASE 3 STUDIES
Figure 6. “Good On” Time Per Dose.

1.16-hour increase (P < 0.0001)
IR CD-LD (N=192)

Rytary (N=201)

IR CD-LD (N=246)

1PX203 (N=249)

Table 1: Conversion from Immediate-Release Carbidopa-Levodopa to CREXONT

Tot.a 1 Daily Most Frequent Immediate-Release Recommended Starting CREXONT
Immediate-Release Levod Single D D fLevod
Levodopa Dosage evodopa Single Dose osage of Levodopa
100 mg 280 mg twice daily
Less than 500 mg daily 150 mg 420 mg twice daily
200 mg 560 mg twice daily
100 mg 280 mg three times daily
Equal to or greater than 150 mg 420 mg three times daily
500 mg daily 200 mg 560 mg three times daily
Greater than 200 mg 700 mg three times daily
E] Good on-time per day
IPX203
(n=249)
IR CD-LD
(n=246)
0 2 4 6 8 10 12 14
Time, h
Good on-time per dose
IPX203
(n=249)
IR CD-LD
(n=246)
0 2 4 6 8 10 12 14
Time, h




Hé so chuyén doi clia mot
sO thudc thuong dung

Research Article @ OpenAccess @ ® & &

Levodopa Dose Equivalency in Parkinson's Disease: Updatec
Systematic Review and Proposals

Stefanie T. Jost PhD, Marie-Ann Kaldenbach, Angelo Antonini MD, PhD, Pablo Martinez-Martin MD, Pt
Lars Timmermann MD, Per Odin MD, PhD, Regina Katzenschlager MD ... See all authors ~

First published: 05 May 2023 | https://doi.org/10.1002/mds.29410 | Citations: 172

Thudc Hé s6 chuyén doi

Levodopa DD x 1

Levodopa/Benserazide DR DD x 0.85

Levodopa CR DD x 0.75

Levodopa ER DD x 0.5

Entacapone LD x 0.33

Pramipexole DD x 100 (dang mudi) hodc x 142.86
(dang base)

Trihexyphenidyl LED = 100mg

Bromocriptine DD x 10

LED, liéu levodopa twong duwong; DD, dung liéu hang ngay cua thude dang dung chuyén d6i; LD, dung liéu levodopa;
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Cac triéu chirng van dong nguyén phat

Tan suat (%)

Run khi nghi Tai thoi diém chan dodn hodcvé 70 (tai thoi diém chan doén)
sau

Cham van dong Tai th&i diém chan doan 100

Cling co Tai thoi diém chan dodn hodcvé 90
sau

Cac bién chirng vin dong

Dao dong van dong 3-5 nam sau khai tri 40 (thoi diém 4-6 nam); 70 (thoi diém 9
nam tro 1én)
Loan dong 3-5 nam sau khai tri 35 (thoi diém 4-6 nam); 85 (thoi diém 9

nam tro |én)

Cac tr/c mudn & truc than

Freezing/ Bat 6n dinh tw thé/ Té 5-10 nam sau khdi phat bénh 90 (tai thoi diém 15 ndm tir ldc chan
nga doan)
Nuét khd 5-10 nam sau khdi phat 50 (thoi diém 15 nam)

Connolly BS, Lang AE. Pharmacological treatment of Parkinson disease: a review. JAMA. 2014;311(16):1670-1683. do0i:10.1001/jama.2014.3654




Cac bién ching van dong

Dao dong van dong

> Hién tuong TAT din (wearing-off) %’g
o Cac giai doan TAT dot ngodt TRADE-OFF i'i"'-‘
R R A Accepting OFF
° Cham/Khdng dat trang thai BAT to avoid DYSKINESIA 15%\&5\%
D
Loan dong TRADE-OFF
a4 Accepting DYSKINESIA
> Lieu dinh to avoid OFF
WE
FEl
o 2 pha 0

° Loan truong luc co giai doan TAT




Figure 3. The Interaction Between Medication Dosing, Wearing Off, and Dyskinesias Over Time

Parkinson disease progression over time )
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Khi bénh tién trién, ngudi bénh Parkinson sé& ting muc d6 phu thudc vao nong d6 Levodopa huyét tuong hon 1a co ché
diéu hoa dopamine cua co thé. Biéu nay lam tang nguy co xuat hién cac dao dong van dong va loan dong.

Armstrong MJ, Okun MS. Diagnosis and Treatment of Parkinson Disease: A Review. JAMA. 2020;323(6):548-560. d0i:10.1001/jama.2019.22360




YTNC cho céc bién
chirng van dong

Table 4 Logistic regression analysis for predictors of motor
complications

Model prediction (AUC)*

Liéu cao Levodopa va khoang thoi gian mang bénh
Parkinson la cac yéu td nguy co chinh

Do tudi khdi phat bénh < 50
Tr/c ngoai van dOng nang

Cac yéu td anh hwang hap thu L-dopa:
o Chdm lam tréng da day
o thyc pham giau protein canh tranh L-dopa

> Phat trién qua muirc VK rudt non (SIBO)

Set of variables™® Motor fluctuations Dyskinesias
A+B+C 0.77¢ 0.79°
B+C+D 0.71 0.75
Model for motor OR (95%Cl) P-value
fluctuations®
Levodopa dose (mg/kg) 1.33 (1.05-1.68) 0.019
Duration of levodopa at 1.09 (0.80-1.48) 0.606
occurrence (years)
Disease duration at onset 1.36 (1.01-1.83) 0.040
of motor fluctuations
(years)
Model for dyskinesias®
Levodopa dose (mg/kg) 1.19 (1.00-1.42) 0.045
Duration of levodopa at 0.93 (0.73-1.18) 0.550
occurrence (years)
Disease duration at onset 1.42 (1.07-1.87) 0.014
of motor fluctuations
(years)

“Capacity to correctly classify positive cases as quantified by the area under the
receiver operating characteristic curve (AUC): the closer to 1, the better the model
performance.

ba, levodopa daily dose (mg/kg); B, duration of levodopa at occurrence of com-
plications (years); C, disease duration at occurrence of complications (years); D,
disease severity (OFF-state UPDRS part Ill score).

Kelly MJ, Lawton MA, Baig F, et al. Predictors of motor complications in early Parkinson's disease: A prospective cohort study. Mov Disord.

2019;34(8):1174-1183. d0i:10.1002/mds.27783



Tam soat bién chirng van dong tai
ohong kham

Khai thac bénh sir va tham kham:

o Cac trai nghiém bat thudong van dong: “run, giat co, mua, clirng, té”..
> Thoi diém udng thudc: theo nhu ciu hay gid sinh hoc
> CO udng thudc kém bira an?

Kho xdc dinh qua mét Ian kham duy nhét!
Xem lai cac video nguoi bénh tu quay tai nha

Thir nghiém trang thai BAT-TAT:
> Dan nguoi bénh uéng thudc 30 phut

> hoac ngung cit thudc truwdc khi dén phong kham




Nhat ky bénh Parkinson

Bang nht ky bé¢nh Parkinson phién ban tiéng Viét chinh thirc
BANG NHAT KY BENH PARKINSON

TAP CHi Y HOC VIET NAM TAP 543 - THANG 10 - SO DAC BIET - 2024 Ho va tén: Ngay:

Hudng dan: Trong méi khoang thai gian 30 phit. danh mét dau X vao & trong dé chi ra tinh trang noi bat cua |

U’'NGDUNG BANG NHAT KY BENH PARKINSON PHIEN BAN TIENG VIET i, trong hiu hét khoang this gian do.

TRONG PANH GIA CAC BIEN CHU’NG VAN PONG *T"?'”; Wi gl ki ol ob the eng,
P - AT = thoi gian khi thuoc khong con tac dung. .
O’ BENH NHAN PARKINSON Loan dong = nhimg cir dong xoin vin khong chu y. Nhimg cir déng nay la do tic dong cua thude va xay ra |

trong giai doan BAT.
Loan dong khéng gay kho chiu: khong gay can tro chire nang hodc gay ra cac kho chiu co y nghia.

1 h x ~
Tran Thanh Hung', Nguyén Lé Anh Thu! Loan dong gay kho chiu: giy can tré chire niing hodc gy ra cac kho chiu ¢é y nghia.
Run la cir dong ldp di ldp lai thanh nhip va khong duoce xem la loan dong.
' BAT ’ BAT
. BAT |kém loan k:l’-‘;n\ BAT |kém loga| k::;’;w
Bang 3.1. Ti I¢ bién chirng vdn dong trwoc va sau khi rng dung bang nhdt ky bénh Thirigian | Ngi | TAT k:‘:"l"s k"h‘:_:“ dong Thoigian | Ngi | TAT k:gn 8008 | gong
_ o L |\ | | P71
Parkinson | e | syt ook | | ong gxs, kbt | " chn
Trwéc ing dung bang nhat ky|Sau ing dung bang nhatky| = o e | | 18:00 - 18:30
bénh Parkinson (s6 BN, %) |bénh Parkinson (s6 BN, %)| 0% _ 1820 900
Khong xuét hién bién chirn | 730800 | ' | 19:30-20:00
& xua” el & 20,8% (5) 8,3% (2) 500830 36002030
van dong [ 8:30 - 9:00 (2030~ 21:00
IBi€n cl.l’fmg dao dong van dong| 75% (18) 91,7% (22) . ::U:z)::) A . e B
Bién chung loan dong 8,3% (2) 25% (6) |_10:00 - 10:30 | 22:00 - 22:30
10:30— 11-00 [ 22302300
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INTESTINE S BLOOD BRAIN

Dietary -
Proteins m
® & .

a -  — (L-DOPA) 5 Dopamine
.L-DOPA O > O ( ) > Q ) > 4
b°*AT-rBAT LAT2-4F2hc LAT1-4F2hc O
o — ol = O < o
/ AN
b p— | <
| -
L-DOPA = ( R
bo*AT-rBAT ‘L-DOPA) ' ‘L-DOPA}
< LAT2-4F2hc L-DOPA
@ tT——— @ < . C:)
o
O -
(L-oora) —f — - - comT
bO*AT-rBAT '@ — = ;@
O <t ®) TAT1 LAT1-4F2hc
X gl
o —— O —— O !
— 3-OMD
c AADC CcoM
Dopamine <——> 3-OMD
Carbidopa Entacapone
Benserazide Opicapone

Cac acid amin tu do (hinh vudng va tron) tir protein thirc an canh tranh hap thu L-Dopa tir long rudt non vao té bao
biéu mod rudt va tai vi tri hang rao mdu nio (a)

(b): khi da day tréng, L-Dopa dwoc hap thu khéng canh tranh qua hang rao mau ndo va duoc chuyén hda thanh
Dopamine hoac 3-OMD.

(c): L-Dopa trong mau ngoai bién khéng bj chuyén hda s&m thanh Dopamine nh& cac chat rc ché COM-T va céc chat
trc ché AADC

? Practical considerations for optimizing dietary protein

interactions on levodopa absorptlon in Parklnson S dlsease npj Parkinsons Dis. 2023;9(98). d0i:10.1038/s41531-023-00541-w



Biéu hién

Trang thai TAT: tai xuat hién cac triéu chirng van dong nguyén phat

Trang thai BAT: dap &rng vdi thudc, cai thién cac triéu chirng.

Khi bénh tién trién: co sy thay d6i dap &ng vaéi liéu thudc trudc day
o Tat dan (Wearing off): th&i diém cudi liéu, giam th&i gian hiéu qua thudc

o Tat dot ngot: khong lién quan thoi diém dung thudc
A

> Cham/Khéng dat trang thai BAT

Loan dong

x 0
L — -
Nguoi USt hiBn s Nguwoi bénh
bénh Tai xu?t |Aen cac dung thudc
dung tr/c van dong N

nguyén phat



Didu tri hién twong TAT dan

Céc phurong phép I

Diéu chinh thoi diém uéng thudc +/- ché d6 an Tranh dung L-dopa v&i cac thirc an giau protein
Uéng L-dopa 30-60 phut trudc
Hoac sau an 60-90 phut

Diéu chinh liéu Levodopa

Diéu chinh tan suat st dung Levodopa

S& dung ché& pham Levodopa tac dong kéo dai Levodopa/Carbidopa CR hodc ER (IPX066, IPX203)
B6 sung nhédm thudc khéc Pong van Dopamine

Uc ché cOMT

Uc ché MAO

Istradefylline

Liang TW, Medical management of motor fluctuations and dyskinesia in Parkinson disease. UpToDate. Waltham, MA:

UpToDate; Sep 2025.



Didu tri hién tuong TAT dot ngot
Cécphwongphdp |

Udng thudc theo lich trinh ¢6 dinh Dua theo tac ddng ngan han cla Levodopa

Diéu chinh th&i diém udng thudc védi ché dd6 Tranh dung L-dopa vdi cac thire an giau protein
an Udng L-dopa 30-60 phut trudce
Hoac sau an 60-90 phut

St dung bang nhat ky Parkinson

Giam liéu NE&u nghi ng& hién twong TAT do qud lidu Levodopa
B sung nhédm thudc khac Pong van Dopamine, Uc ché COMT, Uc ché MAO

Istradefylline, Amantadine

Liéu phap ctru van Apomorphine tiém dudi da hoac ngam dudi luoi
L-dopa dang hit

Liang TW, Medical management of motor fluctuations and dyskinesia in Parkinson disease. UpToDate. Waltham, MA:

UpToDate; Sep 2025.



piéu tri chdm/khéng dat trang thai BAT
Cicphwongphdp |

Diéu chinh ché& do an Tranh dung L-dopa v&i cac thirc an giau protein
Uéng L-dopa 30-60 phut trudce
Hoac sau an 60-90 phut

Tam soat liét da day va tdo bdn Thudc ho tro: domperidone (dung dudi 7 ngay);
Chéng chi dinh st dung Metoclopramide
Diéu chinh th&i diém dung thudc Thém mot liéu Levodopa 1 gi® trwdc thoi diém

“khong dat trang thai BAT” thong thuong

Liang TW, Medical management of motor fluctuations and dyskinesia in Parkinson disease. UpToDate. Waltham, MA:

UpToDate; Sep 2025.



4. Loan dong




Co ché bénh sinh loan déng

il }N'\ A
? 7 V4 ? ~ . N e 7 e / L-Dopa \\\\ '\
Do su nhay cam qua muc cua thu thé dopamine doi voi Y 4 | e N\
Dopamine \%
b

Dopamine
."('
Kém ndéng dd Dopamine cao tuwong doi

Thuong gap hon & cdc BN khéi phat bénh < 50 tudi

D2 auto-
receptor

Thuong lién quan dén diéu tri cac thudc Parkinson: Levodopa,
ddéng van Dopamine, rc ché COMT, &rc ché MAO-B

Lwu v: ngudng liéu Levodopa gay loan dong la bién thién theo
twng BN

Reproduced from Cenci MA. Presynaptic Mechanisms ot [-DOPA-Induced Dyskinesia:

Neurol. 2014;5:242. Published 2014 Dec 15. doi:10.3389/fneur.2014.00242



2 BALLISMUS

|€U hléﬂ g ATHETOSIS,
S
:

CHOREA

Cac clr dong hoac tu thé bat thuong va khong tu'y

A\

Biéu hién da dang: mua giat, mda von, mda vung, giat co, loan Slow
trvong |U'C, None * Large
RANGE OF MOVEMENT
Th\dl diém XU ét hién: L-DOPA-induced dyskinesias in PD Maximum
o dinh liéu: thwdng 1a dang mua gidt-muda vung " [ ]

o 2 pha: thuong gap cir dong chan bién do 1&n

Intermedium

o giai doan TAT: loan truwong lwc co

Dopa plasma concentration

Off

=

inimum

1 1
0 2 hours

L-DOPA
Bl <On—7peak-dose chorea
. Diphasic dyskinesias
El “Off”—dystonia

inical features, pathophysiology, and treatment of levodopa-induced dyskinesias in

Parkinson's disease. Parklnsons Dis. 2012;2012: 943159 doi:10.1155/2012/943159



Piéu tri Loan déng & dinh liéu

Chi dinh Cho céc trwong hop loan ddng kiéu mua vung, bién do
Io'n hoac gay nguy co’ cao

Diéu chinh liéu Levodopa Chia nho liéu, Giam liéu

Giam hoac loai bé cac nhdm thuédc bé tro Nhu déng van Dopamine, &rc ché COMT, &rc ché MAO

Thém Dong van Dopamine liéu thap tac dung kéo Rotigotine qua da; Pramipexole ER; Ropinirole ER

dai

Amantadine Cho cac trwong hop da toi wu liéu cac thudc
dopaminergic
Amantadine IR 100mg/ngay = tang 100mg x 2 lan/ ngay
sau 1-2 tuan
Amantadine ER 274mg/ngay

Clozapine Cho cac trwong hop loan dong khang tri va loan than
Clozapine 12.5-75mg/ngay

Liang TW, Medical management of motor fluctuations and dyskinesia in Parkinson disease. UpToDate. Waltham, MA:

UpToDate; Sep 2025.



Piéu tri Loan déng 2 pha

Tang so lan dung thubc trong ngay

B6 sung Déng van Dopamine
Tranh dung Levodopa CR

Phau thuat hodc ho trg bang dung cu: Apomorphine truyén lién tuc dudi da; Levodopa/Carbidopa dang
ché& pham truyén lién tuc qua duwdng rudt, Phau thuat kich thich ndo sau

Piéu tri Loan truwong luc cao giai doan TAT

Phwrong phap I

Diéu chinh thoi diém dung thudc - C4c thoi diém trudce nghi ngoi sau lam viéc, trong dém, ngay
khi thirc day
- Giam khodang cach gilra cac liéu

e Li€U phap clru van Apomorphine —




5. Cac bat
thuong van
3 dong khac

78




Loan truvong luc co miéeng

- Loan truong luc khu tra cac co vung miéng- ham dudi:
- R&i loan van dong ham dud1 hoac moi
- Can ludi, cdn niém mac ma
- M6 ham han ché
- Nuot kho, réi loan phat Am
- Hiém gap trong bénh Parkinson (xuat hién & thoi diém dinh
lidu)
- P6 tudi khoi phat trung binh: 50 tudi, nam:ntt = 1:2
Pa s dap ung véi dicu tri Onabotulinumtoxin A

shida K, KajJI R. ITreatment wi OUnabotulinumtoxinA Tor Uromandibular Dystonia

Loan truong luc co vung miéng.
Video do nguoi bénh cung cap.

(o) ) ; ;
Toxins (Basel). 2024;16(12):546. Published 2024 Dec 16. doi:10.3390/toxins16120546



ROi loan nudt

Gap & bénh Parkinson tién trién ndng
Biéu hién:
> B4t thwong trong chirc ndng co van va co vong

o Clr dong lwdi khéng hiéu qua

> Giam dap &ng nudt

D Espophageal phase

> Phan xa ho- khac yéu

Tang nguy co hit sac, viém phdi hit, suy dinh dudng do
an kém




TAP CHi Y HOC VIET NAM TAP 543 - THANG 10 - SO DAC BIET - 2024

NG DUNG BANG CAU HOI SDQ TIENG VIET PE PHAT HIEN
ROI LOAN NUOT & BENH NHAN PARKINSON

Tran Thanh Hing!, Nguyén Thi Ngoc?

? n 2 . ~ V4 N e ~N . o . . A n
Bang cau hoi dé phat hién rbi loan nuot (Swallowing Disturbance Questionnaire) gom 15 cau
h 2 . . Bing 3.1. Bang cdu hoi SDQ ﬁéng Viét hodan chinh
O I . 0 =Khoéng bao gior
1=Hiém khi (< 1
~ e A ~ . . ~N v e A lén/thimg)
o Cau 1-5:lién quan dén giai doan nudt bang miéng Ciuboi 2= Thutng suven 17
3=Rit tl}m‘mg xuyén
N A ~N « . ~ ? AN =7 lan/tuan)
© Cau 6_15- Ilen quan den glal doan nuot d hau 1. Ong/ba cé gip kho khin khi nhai thire dn ddc nhu tao, banh quy 0 1 2 3
hoéc banh gion hay khéng?
2. C06 khi nao thirc dn con dong lai trong miéng, hai bén ma, dudi 0 1 5 3
Iui, hodc trong vom miéng ctia Ong/ba sau khi nudt khéng?
3. Thite dn hofic chit long c6 trao ra miii khi Ong/ba in hodc udng 0 1 2 3
x x khéng?
Bang 3.2. Ti I¢ phat hién roi loan nuot o BN Parkinson trwoc va sau khi irng dung 4. Ong/ba ¢6 bj thirc &n da nhai chay ra khoi mi¢ng khong? oti1l2ls
- - - - 5. Ong/ba c6 cam thay trong miéng minh cé qua nhiéu nude bot 0 1 2 3
b&ng cﬁu kﬁi SDQ khéng? C6 chiy nuéc dai hodc khé nudt nuée bot khéng?
6. Ong/ba c6 phai nudt thirc dn nhidu lin trudc khi né xudng cb hong 0 1 2 3
' 2 pa ' 4 fa ctia Ong/ba khong?
Trlrﬁ'c lmg dl'l ng hang cau Sﬂ“ lmg dl'lng bang cau 7. OGng/ba cé gip kho khin khi nuét thire in dic (vi du nhu tdo hojc 0 1 5 3
> a A s A banh quy gion méc ket trong ¢ hong) khong?
0 0, quy g I3 I I
hnl SDQ '/0 (Sn BN) hal SDO fﬁ {50 BN] 8. Ong/ba co thiy kho nuét thirc an di xay nhuyén khéng? 0 1 2 3
T z 2 . 9. Trong khi an, Ong/ba c6 cam giac nhu ¢6 mdt cuc thirc in bi mi

Co roi loan nuot duoc chan dodn 0% (0) 20% (6) T o e om0 0 |1 | 2 |3

- r K- K * 10. Ong/ba co bj ho khi nudt thirc in long khong? 0 1 2 3

Khéng c6 roi loan nuot 100% (30) 80% (24) 11. Ong/b c6 bj ho ki nudt thrc an dic khong? 0o |1 2 [3

- . . - . P - . e I 12. Ngay sau khi in hodic udng, Ong/ba c6 cam thiy giong néi bi
*Khong dwoc danh gia hoac diroc danh gia la khong co roi loan nuGt | thay asi kheng, ching han nhu khin giong hose giong n6i binho di | 0 | 1 | 2 |3
khong?
13. Ngoai bira dn f)ng/bé ¢0 bi ho hodc kho the do nudce bot tran vao 0 1 5 3
dudng tha khéng?




Cac liéu phap phau thuat va ho tro bang dung cu

- Stereotactic radiosurgery

- Phau thuat kich thich ndo sau

- Ghép té bao than kinh dopaminergic (nghién ctru pha 1)

- Truyén lién tuc Apomorphine dudi da

- Bom gel Levodopa/Carbidopa qua 6ng da day- hdng trang xuyén da
- Phau thut cau nhat bang Siéu 4m hoi tu dudi hudng dan MRI

- Truyén lién tuc foslevodopa-foscarbidopa dudi da




'dé@g
I § lang
i Onﬁ.%h}l y
Chiép dghe |

ng ‘




