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1. Bénh Alzheimer 1.1. Dinh nghia

= Bénh Alzheimer la mot loai sa sut tri
tué phé bién.

= L34 1 bénh tién trién, bat dau bang méat
tri nh& nhe va co thé dan dén mat kha
nang trd chuyén va phan &rng védi moi
trerong.

= Bé&nh Alzheimer lién quan dén cac bo
phan cla ndo kiém soat suy nghi, tri
nhéd va ngbn nglr. C6 anh hwdng
nghi@m trong dén kha nang thwc hién
cac hoat déng hang ngay cua mét
nguo'l.

= Bénh dwoc dat theo tén cla Tién si
Alois Alzheimer vao nam 1906.

https://www.cdc.gov/aging/aginginfo/alzheimers.htm
https://www.nia.nih.gov/health/what-alzheimers-disease
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https://www.cdc.gov/aging/aginginfo/alzheimers.htm
https://www.nia.nih.gov/health/what-alzheimers-disease

1. Bénh Alzheimer 1.2. Dich té

= Cl& mbi 3s trén thé gidi lai c6 mét nguwdi duwoc chan doan

mac bénh sa sut tri tué.
= Bénh Alzheimer chiém khodng 60% dén 80% trong nhirng

Every 3 seconds
someone in the world

bénh Iém Suy g'ém tl’l’ nhé’ develops dementia
= Céac trwong hop mac bénh Alzheimer trén toan thé gioi
dwoc bao cao la khoang 24 triéu nguwdi (2020), va nam

. , , 1/10 6th
2050, woc tinh tong s6 ngwoi mac bénh sa sut tri tué sé ALZHEIMER'S

Alzheimer's

tang gap 4 lan. DISEASE 5.8M
= O Viét Nam: U'dc tinh c6 khoang 660 000 nguwdi dang sbng BUAMIN 2 e

chung v&i chirng sa sut tri tué, ti 1& sa sut tri tué thong ké NUMBERS ety
dwoc khodng 5% dan sb trén 60 tudi va tang dan theo tudi.

1. https://www.alzint.org/about/dementia-facts-figures/dementia-statistics/
2. Yiannopoulou KG, Papageorgiou SG. Current and Future Treatments in Alzheimer Disease: An Update. J Cent Nerv Syst Dis. 2020 Feb 29;12:1179573520907397
3. Nguyen, Tuan Anh; Dang, Thu Ha et al. (2020). Dementia in Vietnam: A situational analysis. Alzheimer's & Dementia, 16(S10)

4. https://hoithankinhhocvietnam.com.vn/cap-nhat-chan-doan-va-dieu-tri-benh-alzheimer/



1. Bénh Alzheimer 1.3. Nguyén nhan

> Gia thuyét chinh: Gia thuyét
Amyloid: do sy tao thanh cac
mang bam B amyloid t&r qua
trinh thoai bién cla protein
tién than amyloid (amyloid
precursor protein — APP)

> Gia thuyét khac:

« Tau phosphoryl hoa
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1. Tiwari S, Atluri V, Kaushik A, Yndart A, Nair M. Alzheimer's disease: pathogenesis, diagnostics, and therapeutics. Int J Nanomedicine. 2019 Jul 19;14:5541-5554
2. Breijyeh Z, Karaman R. Comprehensive Review on Alzheimer's Disease: Causes and Treatment. Molecules. 2020 Dec 8;25(24):5789.




1. Bénh Alzheimer 1.3. Nguyén nhan

Mot sb gia thiét khac: Bénh alzheimer da dwoc

coi 14 mot bénh da yéu t6 lién quan dén mot s6 (i)

yéu td nguy co:

- Tudi tac va gidi tinh

- Yéu té d| truyén (Cardiovascular disease%

- Chéan thwong dau
- Bénh tim mach

- Nhiém trung

- Ché a6 sinh hoat
- Cac yéu td6 méi treong

- Céc yéu t6 khac: béo phi, tiéu dwong,...

Breijyeh Z, Karaman R. Comprehensive Review on Alzheimer's Disease: Causes and Treatment. Molecules. 2020 Dec 8;25(24):5789.
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1.4. Triéu chwrng

» Suy giam tri nh&

> Gap khé khan khi 1ap ké hoach hay giai quyét van dé

» Gap kho khan khi hoan thanh cac cong viéc quen thudéc & nha, tai noi lam viéc hay khi
vui choi

La 1an vé thdi gian hodc noi chon

Gap kho khan trong viéc hiéu cac hinh anh trwc quan va mdi quan hé trong khéng gian
Phat sinh nhirng kho khan mai vé tir nglr khi néi hodc viét

Pat dd vat nham ché va mat kha nang hoi twéng lai cac buwdc

Giam kha nang phan doan hay danh gia kém

Rut lui khoi cbng viéc hay cac hoat ddng xa hoi

vV V V V V VY V

Tam trang va tinh cach thay doi

https://www.alz.org/asian/signs/10_warning_signs.asp?nL=VI&dL=VI



§¥] |- TONG QUAN BENH ALZHEIMER
SIS | cac thubce diéu tri triéu chirng

Céc thudc diéu tri triéu chirng bénh Alzheimer dwoc FDA phé duyét

Tacrine
(Cognex)

Rivastigmine
(Exelon)

Memantine
(Namenda)

Galantamine
(Razadyne)

Donepezil
(Aricept)

Roy, Kunal (2018). [Neuromethods] Computational Modeling of Drugs Against Alzheimer’s Disease Volume 132 ||
Recent Advances in Computational Approaches for Designing Potential Anti-Alzheimer’s Agents.



2.1. Cac thuoc diéu tri doi v&i roi loan nhan thirc
trong bénh Alzheimer

a. Cac thuoc khang men Acetylcholinesterase
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Hoi bénh Alzheimer va rdi loan than kinh nhan thire Viét Nam (2018). Huwéng dan chan doan va diéu tri sa sut tri tué.
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Sl TONG QUAN BENH ALZHEIMER
. 2.DPidutri 2.1. Cac thubc didu tri dbi véi réi loan nhan thirc

trong bénh Alzheimer

a. Cac thuoc khang men Acetylcholinesterase

* Donepezil, galantamine hoac rivastigmine nén dwoc str dung diéu tri triéu
chirng & mirc dd tr nhe dén trung binh cho bénh nhan bi bénh Alzheimer.
- Pé dat dwoc hiéu qua diéu tri tot nhat va han ché tac dung phu, cac thudc
nay nén dwoc st dung tadng dan cho dén liéu khuyén cao (donepezil 5-
10mg/ngay; galantamine 16-24mg/ngay; rivastigmine 6-12mg/ngay dwong

udng va 4,6-9,5mg/24 gi®» d6i v&i miéng dan ngoai da).

Hoi bénh Alzheimer va rdi loan than kinh nhan thirc Viét Nam (2018). Huwéng dan chan doan va diéu tri sa sut tri tué.



2.1. Cac thuoc diéu tri doi v&i roi loan nhan thirc
trong bénh Alzheimer

(1) Cac thube Uc ché men cholinesterase

(1) Céc thude Ue ché men cholinesterase

Donepezil Thube vién (Smg, 25— 5mg mét |Ting din dén 10mg| 2 5mg — 5Smg —
nep ' .
(Aricept®) 10mg, 23mg) lin/ngay /ngay sau 4-8 tuan | 10mg mét lan/ngay;
Tiay theo tinh trang
cﬁ_a ngm‘:nir héqh, oy
thé ting dén liéu cao
23mg/ngay trong giai
doan niing
Rivastigmine| Vién nhong (1.5mg, 1.5mg Tang 1.5mg san 1.5mg— 3mg — 4.5
(Exelon®) | 3mg,4.5mg, 6mg) | haj lin/ngdy sau in| MOi 2-4 tuan, toi da mg — 6mg
LT DT hai ln/ngay
Miéng dan 4.6mg/24h Tang dan dén 4.6mg/24h —
(4.6mg/24h, Smg/2ah)|  motlan/ngay | 9-5mg/24hsaud 9-5mg/24h
tuan

Galantamine
(Reminyl®)

Vién dang giai phong
nhanh (4mg, 8mg,
12mg)

Vién giai phong cham
Vién nhong (8mg,
16mg va 24mg)

4mg hai lin mét
ngay sau an

8mg mét lin méi

ngay

Tang 4mg sau mdi
4 tuin

Téi da 16-24mg
mét lan mdi ngay.
Tang lié'u mdi 4

A

tuan

4mg — 8mg —
12mg
hai lan/ngay

8mg — 16mg
Mot lan/ngay.
Liéu t6i da 24mg tiy
dap img cua BN.

Hoi bénh Alzheimer va rdi loan than kinh nhan thirc Viét Nam (2018). Huwéng dan chan doan va diéu tri sa sut tri tué.




2.1. Cac thuoc diéu tri doi v&i roi loan nhan thire
trong bénh Alzheimer

b. Thudc khang N-methyl D-aspartate

28 Tablets

Thubc khang N-methyl D-aspartate (memantine)  Ebixa 10 mg

Tablets

ydrochloride

c6 thé dwoc chi dinh diéu tri cac triéu ching &

mwc d6 trung binh va nang trong bénh
Alzheimer, st dung don thuan hodc két hop voi

cac thudc e ché men acetylcholinesterase.

Hoi bénh Alzheimer va rdi loan than kinh nhan thire Viét Nam (2018). Huwéng dan chan doan va diéu tri sa sut tri tué.




2.1. Cac thuoc diéu tri doi v&i roi loan nhan thire
trong bénh Alzheimer

b. Thudc khang N-methyl D-aspartate

(2) Pbi khing thu thé NMDA
Memantine Vién (10mg) Smg mot lan/ngay | Ting Smg sau mdi | Smg mét lan/ngay
(Exiba®) I-2tuantéida | — Smg hai lan/ngay
10mg hai lan/ngay — 10mg mot
lan/ngay
Tang Smg saumodi | Smg— 10mg —
I-2 tuan t6i da 15mg — 20mg mot
20mg mét lan moi lan/ngay
ngay

Hoi bénh Alzheimer va réi loan than kinh nhan thirc Viét Nam (2018). Hwéng dan chan doan va diéu tri sa sut tri tué.




2.2. Cac thuoc diéu tri khac doi véi roi loan chire nang
than kinh nhan thirc trong bénh Alzheimer

Thuocchong thuoe 4 _ _ _____ Thudc Selegiline
viém. Oestrogens .
|
Cac Axit béo Omega 3 ¢+~ = < Thudc nhém Statin ¢+ = Thuoc ~ < Vitamin E.
Prednisolone
?
|

&
[ Thubc Rosiglitazone } - { Ginko biloba EGB-761. } - { Acid folic va vitamin nhom B]

Hoi bénh Alzheimer va réi loan than kinh nhan thirc Viét Nam (2018). Hwéng dan chan doan va diéu tri sa st tri tué.



2.3. Cac phwong phap diéu tri khong dung thuoc doi voi
cac roi loan tam than va hanh vi trong bénh Alzheimer

sense of smell

MULTI-SENSORY STIMULATION

(*]
0 9/
Balance ﬁ tti touch
heat

proprioception

1. Liéu phap mat-xa 2. Phwong phap kich 3. Liéu phap hdi twéng 4.Liguphap 5 [jsu phap st
thich da giac quan am nhac dl.mg. hwong liéu

Hoi bénh Alzheimer va rdi loan than kinh nhan thirc Viét Nam (2018). Huwéng dan chan doan va diéu tri sa sut tri tué.
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3. Hwéng phat trién thudc diéu tri bénh Alzheimer

> Khéng co loai thuéc méi ndo dwoc FDA chéap thuan cho AD ké tir ndm 2003, ké ca
thudc diéu tri can nguyén (disease-modifying treatments (DMTs))

> Hon 200 dv an nghién ctru trong thap ky qua da that bai hodc bi bd d&.

> M6t sb that bai trong cac thir nghiém lam sang pha 3 cla thudc chdng amyloid nhw
Semagacestat, Bapineuzumab, Solanezumab va chat &c ché pB-secretase:
Lanabecestat, Verubecestat, va Atabecestat.

> Nguyén nhan that bai: Bat dau diéu tri qua muén, liéu lwong thube khéng phu hop,
sai muc tiéu diéu tri, thoi gian thw nghiém kéo dai, kinh phi I&n va chd yéu 13 sy

hiéu biét khdng day du vé sinh ly bénh caa AD.

Yiannopoulou, K. G., & Papageorgiou, S. G. (2020). Current and Future Treatments in Alzheimer Disease: An Update. Journal of central nervous system disease.



2021 Alzheimer’s Drug Development Pipeline - . A ,
Mechanismof Action pisesseModing ggy, v C6 126 thuoc dang dwoc nghién ctru

= didu tri AD (tinh dén ngay 5/1/2021).
v’ C6 28 thubc dang & pha 3, 374 thubc
pha 2 va 24 thudc pha 1.

W MetabolsmyBioenergetics
=] Nedectiondeenunity

g v' DMT Ia tac nhan phd bién nhéat dang

5|8 dwoc nghién ctru (104; chiém 82,5%

% tbng sb); Trong do, 15.4% va 10.6%

%\ lan lwot lién quan dén amyloid va tau.

Meaw 1'% s a . T
¥ e * Do la muc tiéu chinh va clng la mo6t

trong mét sd nghién cru tiém nang.

Cummings, J., Lee, G., Zhong, K., Fonseca, J., & Taghva, K. (2021). Alzheimer's disease drug development pipeline: 2021. Alzheimer's & dementia (New York, N.Y)



3. Hwéng phat trién thudc diéu tri bénh Alzheimer

Cac DMT chdng amyloid da dwoc nghién ctru tap trung

vao 3 co ché tac ddng chinh:

(1) Gidm san xuat Ap42 (chat e ché y-secretase, chat
trc ché B-secretase, tdng cwdng a-secretase)

(2) Gidam Ilwong mang bam AR (chat wc ché tap hop,
thudc cén tré kim loai)

(3) Thuc day thanh thai AB (liéu phap mién dich chd
déng hoac thu déng)

y- N
& o-Secretase )—» |ySecretase  —» | p3 peptide
| NS—— Non-amyloidogenic pathway

APP —{ |B-Secretase - y-Secretase AP peptides
Ry,

|
e AP oligomers

=

AP plaques

., /
\ AP fibrils

TRENDS in Pharmacological Sciences

Yiannopoulou, K. G., & Papageorgiou, S. G. (2020). Current and Future Treatments in Alzheimer Disease: An Update. Journal of central nervous system disease.
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Il. ADUCANUMAB

1. Lich str phat trién
Aducanumab (tén biét dwoc Aduhelm) la mét loai thudc tiém tinh mach nham muc dich 1am cham sw

tién trién ctia bénh Alzheimer.
Aducanumab dwoc phat trién bdi cdng ty cdng nghé sinh hoc Biogen & Cambridge, Massachusetts.

Biogen va FQA bat FDA véu cau Aduhelm da duwoc
dau hop tac dé phan phan tich bd FDA phé duyét theo
tich thém dir liéu tw sung va dir liéu |6 trinh phé duyét
cac nghién ctru lam sang nhanh

\ |
I \ 1l
@ FDA chi dinh

Biogen nop don dang ki Aducanumab dap (ng A b ch

Aducanu[nab cAho FDA dé nhirng yéu ciu v& 10 b“uﬁan;\][naAD cho
duoc phe duyet theo quy trinh phé duyét nhanh enhn hnan AL gdial
dinh tiéu chuan va FDA doan nhe hoac suy
chap nhan giam nhan thirc nhe

Barenholtz Levy H. (2021). Accelerated Approval of Aducanumab: Where Do We Stand Now?. The Annals of pharmacotherapy, 10600280211050405. Advance online publication.



Il. ADUCANUMAB

2. Co’ ché tac dung

 La moét liéu phap diéu tri mién dich, dwoc phan loai nhw mét khang thé don dong IgG1 & ngudi.

« N6 qua hang rdo mau ndo va nham muc tiéu co chon loc nhw lién két cac oligome hoa tan tdng
hop va cac cau trdc soi khédng hoa tan ctiia cac mang AP trong nao.

« Tinh chon loc cao hon cda aducanumab déi v&i cac dang AR tdng hop = viéc gidm cac mang AR
trong ndo va giam lvong tau phosphoryl hda trong dich nao tay (CSF p-tau).

Rx Only NDC 64406-101-01

{ Aduhelm.

(aducanumab-avwa)

For Intravenous Infusion Only
Must be diluted prior to use

Healthy Neuron

Microgfia

B Aducanumab Treatment:
iy o Q\ - Reduced Progression of
regation X A -
S 4 ¢ Alzheimer’s Disease
G = Y 378
Monomers S } . / e
[N m )/, h 2GS =N
o Oligomer e 7 (NN AR
Fibrils ) Dysfunctional and % T i %
t / Amyloid B Plaque Dying Neurons 74
e
/ : No treatment
Aducanumab %
Dysfunctional
Microglia

Padda IS, Parmar M. Aducanumab. [Updated 2021 Aug 12]. In: StatPearls [Internet]. Treasure Island (FL): StatPearls Publishing; 2021 Jan
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3. Chi dinh

v Chi dinh Aducanumab trong bénh Alzheimer:
« Bénh nhan suy giam nhan thirc nhe.
« Bénh nhan trong giai doan sa sut tri tué nhe cua
bénh thoai hoa than kinh tién trién.

v' Diéu tri da dwoc bat dau trong cac th&r nghiém lam
sang. Tuy nhién tinh an toan hay hiéu qua chwa duoc
phan tich hodc bao cao day du.

v' Viéc tiép tuc sl dung va phé duyét day dua
Aducanumab can dwgc xac minh thém vé cac lgi ich
lam sang cua nd trong cac nghién clru sau phé duyét.

The Alzheimer’s Association® (2021). Aducanumab: A Summary Guide for Primary Care Clinicians

Aducanumab
(ADUHELM)

a du CAHN ue mab / AD yew helm

“Adult helmet”

+ Approved for
Alzheimer’s disease

\ %
w2021
$56,000 / year

| Betlam @’
loaded with
plaques!

Adult, can you
maybe ADd yoUr
HELMet?

Monoclonal
antibodies
against beta
amyloid
plaques

Aducanumab
(ADUHELM)
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4. Liéu dung

« C6 2 loailo truyén:
v 170 mg/ 1.7 mL (100 mg/mL)
v' 300 mg/ 3 mL (100 mg / mL)

 Truyén tinh mach (IV) trong khoang mot

gi®, nén duoc thuc hién 4 tuan/ 1an véi toi
thiéu 21 ngay.
« Néu I1& liéu, hay tiép tuc truyén véi cung

liéu lwong cang s&m cang tot.

https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/761178s000Ibl.pdf

Lich trinh truyén IV Aducanumab

Truyén IV (mdi 4 tuan) Lieu lwong
Lan 1va 2 1 mg/kg
Lan 3 va 4 3 mg/kg
Lan 5va 6 6 mg/kg
Lan 7 tr& di 10 mg/kg




= Phu ARIA (ARIA-E) (35%) * y
= Vi khuan lang dong ARIA-hemosiderin (ARIA-H) (19%) *
= Viém phdi boi nhiém ARIA-H (15%) * |
= Nhrc dau (21%)

= MA4t thang bang, nga (15%)

= Tiéu chay (9%)

= LU I&n/ mé sang/ trang thai tam than thay dbi/ mat phuwong hwéng (8%)

= Qua man (pht mach, may day) (<1%)
= Kha nang sinh mién dich (<1%)

* Bat thuong hinh énh lién quan dén amyloid (ARIA)

Padda IS, Parmar M. Aducanumab. [Updated 2021 Aug 12]. In: StatPearls [Internet]. Treasure Island (FL): StatPearls Publishing; 2021 Jan



ARIA

MRI (Jan 2018)

C-PiB  (Sept 2015)

First  ARIA Methylprednisolone
Dose Onset Initiated

Sept 2017 Jan 12,2018 Jan 29, 2018 Feb 2018 March 2018 April 2018 May 2018 June 2018
MMSE 29/30 MOCA 22/30 MOCA 23/30  MOCA 28/30 MOCA 26/30 MOCA 27/30 MOCA 27/30 MOCA 30/30

VandeVrede, Lawren; Gibbs, Daniel M; Koestler,n Mgry; et al. (2020). Symptomatic
amyloidaT0related imaging abnormalities in an APOE Iu4/lu4 patient treated with aducanumab.
Alzheimer's & Dementia: Diagnosis, Assessment & Disease Monitoring

ARIA 1a sy khac biét bat thwdng dwoc thay
trong hinh anh céng hwéng tr ndo (MRI) cua
bénh nhan Alzheimer.

La tac dung khdng mong mudn chinh va nghiém
trong nhat, bao gom ARIA-E va ARIA-H.

Thwong khéng co triéu chirng nhwng cé thé
nghiém trong va duoc coi la swng tam thoi & cac
vung nao thwdng tw khoi theo thoi gian.

Néu co triéu chirng thi dién hinh nhw nhic dau,
bé&nh ndo, suy gidm than kinh khu tra di kém v&i
tang huyét ap ac tinh, dwoc gidm sau khi diéu tri
bang methylprednisolone, nicardipine va
levetiracetam.
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5. Tac dung khéng mong muon ARIA

> ARIA xay ra s&m trong qué trinh diéu tri va phd bién
hon & ngw®i mang ApoE €4, dac biét khi dung liéu cao.
» Co ché sinh hoc clia ARIA chwa dwoc hiéu ré.
> Theo cac gia thuyét da cdong bd co thé do két hop cac
yéu to sau:
« Tang tinh thAm mach mau n3o do tang d6 thanh

A Screening FLAIR B Screening **C PiB PET C Week 6 FLAIR

. D Week 19 FLAIR E Week 19 **C PiB PET F Week 19 gradient recalled echo
thai cua cac m?ng than kinh Ap , . o / et
« Sy bao hoa lién quan cua hé théng thoat nuwéc " P
gquanh mach

. Sy twong tac truc tiép clia khang thé véi sw lang
dong amyloid thanh mach
S suy yéu cua thanh mach

Salloway S, Chalkias S, Barkhof F, et al. Amyloid-Related Imaging Abnormalities in 2 Phase 3 Studies Evaluating
Aducanumab in Patients With Early Alzheimer Disease. JAMA Neurol. Published online November 22, 2021
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6. Nhirng nghién ctru

Aducanumab Clinical Development Program

20tz | 2013 | 2014 | 2015 | 2018 | 2017 | a0te | 2019 | oom | 2001 | 2022 | z0a3
1 2 0 23 2 3 8 A 2 R 3 R A A A A E CA T

dy 101, n=53 Single ascending dose
Study
Bioavailability, n=28

SRR UEELE-A N Japanese phase 1

Study 103, n=197

Proof-of-Concept
Study 103 Long-term extension (LTE)

Study
safety study, n=52
Study 301 Long-term extension (LTE)

Study 302, n=1643
Study 302 Long-term extension (LTE)

Study 304, n=max 2400

Phase 3/3b Phase 1b/2 m
—

FDA; Peripheral and Central Nervous System Drugs Advisory Committee (Nov 6, 2020). Aducanumab for the Treatment of Alzheimer’s Disease
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6. Nhirng nghién ctru

PET Chup cat I&p phéng xa positron

CDR-SB Phép do tbng danh gia sa sut tri tué I1am sang
MMSE Test danh gia trang thai tdam than nho

MCI Suy giam nhan thirc nhe

CFS Dich nao tuy

Thang danh gia bénh Alzheimer - Thang diém 13

ADAS-Cogl3 muc vé nhan thirc

Nghién clru hop tac vé bénh Alzheimer - Hoat déng
song hang ngay - Suy giam nhan thirc nhe

NPI-10 Bang thong ké bénh tdm than kinh

ADCS-ADL-MCI




6. Nhirng nghién ctru 6.1. Nghién ctru 103

« Ngau nhién, da trung tdm: giai doan ngau nhién, mu déi,
d6i chirng gid dwoc trong 12 thang = giai doan mo réng
dai han, mu liéu.

« 196 nguwdi tham gia tai 27 co s& |lam sang & Hoa Ky

« Quan thé: tién trieu Alzheimer va sa sut tri tué nhe

« Tiéu chi danh gia chinh: tinh an toan va kha nang dung
nap cua aducanumab.

* Tiéu chi danh gia phu: (1) tac déng cua aducanumab lén
ham lweng mang bam amyloid ndo dwoc do bang [18F] -
florbetapir PET, (2) PK cua aducanumab, va (3) kha nang

sinh mién dich ciia aducanumab

FDA; Peripheral and Central Nervous System Drugs Advisory Committee (Nov 6, 2020). Aducanumab for the Treatment of Alzheimer’s Disease
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Treatment arms

Placebo? (n=48)

3 mg/kg (n=32)
6 mg/kg (n=30)
10 mg/kg (n=32)

Titration ApoE &4 carriers;
1—10 mg/kg (n=23)
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6.1. Nghién ctru 103

Il. ADUCANUMAB

4

Giam mang bam amyloid dwoc do bang PET phu thudc vao liéu lwong va thdi gian dung Aducanumab

0.05 -

0.00

1
=
o
o

Composite SUVR adjusted mean
change from baseline (£SE)

-0.35

Flacebo

-0.10 -
-0.15 -
-0.20 -
-0.25 -
-0.30 -

Diff. from
| placebo

Week 54
-0.064 *

_u_145 *dkdk

{ -0.185 ***
1-0.220 ***

-0.277 ***

0

42

26

Analysis visit, week
42

54

38

Q seeses 1 mg/ky
E === 3mgikg
E = == & mag/kg
F— 10 mg'kg
L m—— Titration

26
29
24
28
18

26
27
23
27
17

21
26
23
21
16

Thay déi PET amyloid & ndo so véi ban dau luc 6 va 12 thang dbi chimg gia duoc

Amyloid-8 (AB) plaque reduction:
example amyloid PET images

Baseline One year

Placebo

3 mg/kg

6 mg/kg

10 mg/kg

* p<0.05, **p<0.01, *** p<0.001 (nominal).

FDA; Peripheral and Central Nervous System Drugs Advisory Committee (Nov 6,
2020). Aducanumab for the Treatment of Alzheimer’s Disease
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6. Nhirng nghién ctru 1.1. Nghién ctru 103

Gidam CDR-SB va MMSE phu thudc vao liéu lwgng, so voi gid dwoc & thang thir 12.

Table 15: CDR-SB and MMSE Change from baseline at 12 Months—Placebo-
Controlled Period—-Study 103

Difference vs PBO * (%0)
p-value
Fixed dose Groups
PBO
decline 1 mg'kg I mg'kg 6 mg'kg 10 mg/kg Titration®
(N=406) (N=30) (N=31) (N=19) (N=30) (N=112)
CDR-SB n=39 n=23 n=27 n=26 n=23 n=21
1.89 -0.20(-11%) -0.56 (-30%) -0.80 (-42%) | -1.26 (-67%) | -1.19(-63%)
0.7249 0.2995 0.1398 0.0246 0.0432
MDMSE n=40 n=25 n=26 n=26 n=25 n=21
-2.5 0.2 (-8%) 1.7 (-68%) 0.5 (-20%) 1.9 (-76%)) 1.5 (-60%)
0.7932 0.0700 0.6133 0.0430 0.1496
Abbreviations: PBO = placebo.

CDR-SB va MMSE thay déi so vé&i ban ddu & théng thir 12, déi chimg véi gid duoc

FDA; Peripheral and Central Nervous System Drugs Advisory Committee (Nov 6, 2020). Aducanumab for the Treatment of Alzheimer’s Disease



6. Nhirng nghién ctru 1.1. Nghién ctru 103

> Céc yéu t6 thiét ké tlr nghién clru 103 da dwoc thwe hién dé cai thién xac suat
thanh cong trong giai doan 3
> Nghién clru dau tién vé tac nhan chdng AB da chirng minh:
« Gidm amyloid ndo phu thudc vao thdi gian va liéu lwong dang ké
* Giam s suy giam nhan thirc 1am sang
« 10 mg/ kg dwoc xac dinh 13 liéu hiéu qua nhat theo két qua 1am sang
» CDR-SB, dwoc dwa vao nhw mét thuwde do két qua, 1a mot thang do tich hop danh
gia ca chirc nang hang ngay va tac dong nhan thic va duwoc chirng minh Ia du
nhay va dac hiéu dé phat hién sw thay déi theo thoi gian & nhirtng ngudi tham gia

bénh Alzheimer co triéu chirng som
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Il. ADUCANUMAB

Nghién ctru 302 va nghién ctru 301

Thiét ké nghién cru

Ngau nhién, mu déi, nhém song song, doi
chirng voi gia dwoc

Co mau

3285 ngwdi tham gia tir 20 qudc gia

Quan thé

Giai doan s&m Alzheimer (MCIl do
Alzheimer + sa sut tri tué nhe)

Lieu dung

Cao:thip:giddwoc=1:1:1

Tiéu chi danh gia chinh

CDR-SB trong 18 thang

Tiéu chi danh gia phu

« MMSE, ADAS-Cog 13, ADCS-ADL-MCI
« NPI-10, Amyloid PET, tau PET, CFS

FDA; Peripheral and Central Nervous System Drugs Advisory Committee (Nov 6, 2020). Aducanumab for the Treatment of Alzheimer’s Disease

Countries with active sites included:

Australia, Austria, Belgium, Canada, Denmark, Finland, France,
Germany, ltaly, Japan, the Netherlands, Poland, Portugal, South
Korea, Spain, Sweden, Switzerland, Taiwan, United Kingdom,
United States
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6. Nhirng nghién ctru

5_

1.2. Nghién cwru 302

Tén goi khac: EMERGE

h o
1

=10 -
15 -
-20 -
25 -
-30 -
-35 -
-40 -

% Difference vs placebo

45 -

Hiéu qua cua tiéu chi danh gia chinh: Thay d6i CDR-SB so véi gia duoc & tuén 78

-15% B Low-dose aducanumab

0.26 M High-dose aducanumab
(-0.569, 0.041) -22%,
p={].{]9ﬂ1 -0.39 .
(-0.694, -0.086) _ /o
p=0.0120 Difference from placebo
(95% CI)
p value
Low-dose High-dose
n=543 n=547

 Liéu cao lam gidm dang ké
vé mat thong ké trén 1am sang
so v&i gid dwoc & tuan 78,
trén thwéc do CDR-SB (giam
22%, p = 0,0120).

« Liéu thap cho thay loi thé
hon so v&i gia dwoc trén
CDR-SB & tuan 78.

> Két qua nay cho thay moi

quan hé gitra liéu va dap wng

FDA,; Peripheral and Central Nervous System Drugs Advisory Committee (Nov 6, 2020). Aducanumab for the Treatment of Alzheimer’s Disease




6. Nhirng nghién ctru 1.2. Nghién cwru 302

Figure 5: Change From Baseline on the CDR-SB Over Time in Study 302

2.0 -

-o-Placebo

-a-ow-dose aducanumab
1.5 - -—High-dose aducanumab

Adjusted mean change from
baseline (+SE)
=

0.5 -
u-n T T T
0 26 50 78

Patients, n Analysis visit, week
Placebo 548 532 430 288
Low dose 543 513 420 290
High dose 547 513 431 299
*p<0.05

Thay déi tir duong nén trén CDR-SB theo thdi gian trong nghién ciru 302

FDA,; Peripheral and Central Nervous System Drugs Advisory Committee (Nov 6, 2020). Aducanumab for the Treatment of Alzheimer’s Disease
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1.2. Nghién cwru 302

Il. ADUCANUMAB

Table 8: Primary, Secondary, and Tertiary Endpoints at Week 78 in Study 302: ITT
Population
Difference vs PBO * (%)
p-value
PBO decline Low High dose
(N=548) dose (N=547)
(N=543)
CDR-SB n=288 n=290 n=299
1.74 -0.26 (-15%) -0.39 (-22%)
'&
MMSE n=288 n=293 n=299
-3.3 -0.1 (3%) 0.6 (-18%)
0.7578 0.0493
ADAS-Cogl3 n=287 n=289 n=293
5.162 -0.701 (-14%) -1.400 (-27%)
0.1962 0.0097
ADCS-ADL-MCI n=283 n=286 n=295
-4.3 0.7 (-16%) 1.7 (-40%)
0.1515 0.0006
NPI-10 n=282 n=283 n=291
1.5 -0.5 (-33%) -1.3 (-87%)

0.3921 0.0215

Tiéu chi danh gia chinh, phu va dwéi phu & tuén 78 trong quén thé cé y dinh diéu tri

hién boi sw

Hiéu qua dwoc thé
khac biét co y nghia théng ké &
liéu cao trén cé 3 tiéu chi danh gia
phu

Liéu thap co loi thé so voi gia
dwoc & 2 trong 3 tiéu chi danh gia
phu

Liéu cao cling cho thdy sw gidm
hon vé triéu chirng tdm than kinh
so vOi gia dwoc, nhuv duwoc do
trén NPI-10 & tuan 78 (giam 87%)

FDA; Peripheral and Central Nervous System Drugs Advisory Committee (Nov 6, 2020). Aducanumab for the Treatment of Alzheimer’s Disease
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6. Nhirng nghién ctru 1.2. Nghién cwru 302

o Di éu trl phU thU 6 C Vé 0 I éu |U’ on g ta 0 Figure 6: Eh;;%esmBlﬂm Amyloid Plaque, Measured by PET and Quantified as SUVR
y 302
. r 7 ~ X ~ > 0.05 -
ra sy giam co y nghia thOng ké mang ol . s
@ ' .
bam amyloid & nao so vo&i gia dwoc, E’E-ﬂ-%- et
6 Z 010 - Week 78
N ‘ . c2
dU’O’C dO bang PET va B-amleId1_42 §§_0_15 “*-0-1?9
N . , $3.0.20 ;
trong CSF, & ca tuan 26 va 78, muirc g E o
.%. 2.025 { -*Placebo
~ . - Y N < -=-Low-dose aducanumab 0.278
dO glam (0 tuan 78 > tuan 26 -0.30 + -+High-dose aducanumab
-0.35 . T
X > > M " A < 0 26 78
- Két qua chi ra rang liéu cao hon va Analysis visit, week
= Placebo 159 129 a3
N . . « A . ), - = Low-dose aducanumab 159 129 100
thol gian diéu tri bang aducanumab dai | — tigndose saucanuman 170 138 109
i Abbreviations: Diff = difference; SUVR = standard uptake value ratio; *** p < 0.001 (nominal).
hon co lién quan den tac dung I&n hon. Nhiing thay déi trong mdng bam amyloid cta nédo, dwoc do bdng PET va duorc

dinh lwong dudi dang ty 16 hép thu tiéu chudn (SUVR)

FDA,; Peripheral and Central Nervous System Drugs Advisory Committee (Nov 6, 2020). Aducanumab for the Treatment of Alzheimer’s Disease
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Figure 7: CSF p-Tau and t-Tau Change at Week 78 in Study 302, CSF Modified * Muc glam co y nghla thong ke’ phU
Analysis Populati ~ . Y
Yol TopiTon _ thudc vao liéu lwong trong CSF
Tau pathophysiology Neurodegeneration
. CSFp-Tau 0 (OSFETad p-Tau va CSF t-Tau & tuan 78.
E -5 1 l E 2 X X . . X ~
5 o 40 - « Dau an sinh hoc lién quan dén bénh
2 -10 - €T 60
20 £07 ] , . Lo L. X
=215 c 290 - ly tau (p-Tau) va sy thoai hoa than
25 0. 2 §100 | _ .
2° . B 2120 - kinh (t-Tau) - Aducanumab lam
3 25 _%. 140 -
< < 160 giam s tich tu Tau va sw thoai hoa
Placebo Lowdose  High dose Placebo Lowdoss  Highdoss N _ i R .
n=28 n=33 n=17 n=28 =33 =T than kinh theo cach phu thudc vao
*p<0.05 **p<001, *** p<0.001 (nommal).
‘ , o lieu lvong.
Sw thay doi p-Tau va t-Tau cua CSF tai tuan 78

FDA; Peripheral and Central Nervous System Drugs Advisory Committee (Nov 6, 2020). Aducanumab for the Treatment of Alzheimer’s Disease



6. Nhirng nghién ctru 1.2. Nghién cwru 302

> La 1 nghién ctu tich cwe, dong gop chinh vao bang chirng vé hiéu qué cla
Aducanumab.

> Aducanumab liéu cao lam cham dang ké sw tién trién cia bénh Alzheimer nhw
dwoc thé hién trén tiéu chi danh gia chinh (CDR-SB), ca 3 tiéu chi danh gia phu
(MMSE, ADAS-Cog13, va ADCS-ADL-MCI), va dwéi phu (NPI-10). N6i chung,
trén 5 bién phap lam sang nay, liéu cao Aducanumab da chirng minh mic gidm
nhat quan, cd y nghia thdng ké so v&i gia dwoc sau 18 thang

> MOi quan hé gira liéu lwong, thdi gian diéu tri véi tac dung trwc tiép cua
Aducanumab trong viéc gidm bénh ly amyloid & ndo va lam cham sw tién trién cla

bénh ly tau va thoai héa than kinh
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6. Nhirng nghién ctru

1.3. Nghién cuwu 301

Tén goi khac: ENGAGE

Nghién ctru 301 khéng dap trng cac tiéu chi danh gia chinh va phu

Primary Endpoint

Secondary Endpoints

Lieu cao & nghién clru

CDR-SB MMSE ADAS-Cog-13
5 - 2%, 3%
o 07 0.03 0.1
® 5 (-0.262, 0.326) (-0.62, 0.49)
8 -10 - p=0.8330 6% p=0.8106
a 02 1% 1%
¢ -15 -12% (-0.35, 0.74) _; 5&; _; sos
-0.18 p=0.4795 ’ !
8 20 1 (0.469 0.110) (-1.5835,  (-1.6067,
5 .25 p=0.2250 0.4181) 0.4309)
° p=0.2536 p=0.2578
£ -30 o
nﬂ -35 ® Low-dose aducanumab Difference from placebo
BN 40 ® High-dose aducanumab (95% CI)
p value
-45 Low-dose High-dose Low-dose High-dose Low-dose High-dose
n=547 n=555 n=547 n=555 n=547 n=555

ADCS-ADL-MCI

-18%

0.7

Low-dose High-dose

n=547

301 khong co sy khac
biét c6 y nghia thong ké
so v&i gid duwoc vé ca
tiéu chi danh gia chinh
-18%
07

va phu

(-0.19, 1.64) (-0.25, 1.61)
p=0.1225

p=0.15086

Sy khac biét gilra nhom
lieu thap va nhom gia
n=555 duwoc twong tw trong

nghién ctru 302

FDA; Peripheral and Central Nervous System Drugs Advisory Committee (Nov 6, 2020). Aducanumab for the Treatment of Alzheimer’s Disease
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6. Nhirng nghién ctru 1.3. Nghién cuwu 301

Figure 13: Change From Baseline on the CDR-SB Over Time, Study 301

20 -o-Placebo .
-=-Low-dose aducanumab Ca nhém diéu tri cua nghién
15 -+-High-dose aducanumab

ciu 301 déu khdng co sw

gidm cd y nghia thong ké so

Adjusted mean change from
baseline (+SE)
—
o

- véi gid duoc trén thang do
o0 8 - ” A CDR-SD (tiéu chi danh gia
Patients, n Analysis visit, week
acebo 545 522 455 333 4 ~I1 1
Etl:uw dose 547 529 456 331 Chlnh) theo th0’| glan'
High dose 554 532 449 295

Thay déi tir duong nén trén CDR-SB theo thoi gian trong nghién ctru 301

FDA; Peripheral and Central Nervous System Drugs Advisory Committee (Nov 6, 2020). Aducanumab for the Treatment of Alzheimer’s Disease
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Amyloid PET
Engagement With High-Dose Group Lower Than in Study 302

Study 301
0.05 -
0.00
)
€ ";'; -0.05 -
¥ 0.10 -
=
[}
o= -0.15 -
E§
TS -0.20 -
®E
=29 -0.25 4
2 <=
-0.30 -
-0.35
= Placebo
—— Low-dose aducanumab
= High-dose aducanumab
*** p<0.001 (nominal).

1.3. Nghién cuwu 301

Demonstrated Dose-Dependent Target

Diff. from
placebo
Week 78
-0.167
dokek
-o-Placebo -0.232
-#=-Low-dose aducanumab N Tk
-+~High-dose aducanumab e T
~+ 302 Placebo -0.278
~+ 302 High-dose
0 26 78
Analysis visit, week
204 168 124
198 169 138
183 156 112

Mean
cumulative dosi
at Week 78

Study 301
109.1 mg/kg

Study 302
118.3 mg/kg

Il. ADUCANUMAB

Neurodegeneration

u-
=20 4
40 -
-60 -

140 A

Adjusted mean change
from baseline, pg/ml (SE)

-160 -

CSF t-Tau

Placebo Low-dose High-dose
n=14 n=18 n=16

« Sy gidm co y nghia thdng k&, phu thudc vao liéu lwong, ctia amyloid PET va CSF t-Tau dbi v&i ca hai
nhém liéu & tuan 26 va 78.
«  Murc dd hiéu qua cla lidu cao dbi v&i cac dau an sinh hoc nay & nghién ctru 301 nhd hon nghién ctru 302
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6. Nhirng nghién ctru

Study 301 High-Dose Group Diverged From an Otherwise Consistent
Association Between AB Reduction and Slowing of Clinical Decline
Studies 301, 302, and 103

Mot nghién ctru tich cwe voi
két quéd manh mé va phl hop
Mot nghién ctru phu, doc lap
cung cap bang chirng hd tro
M6t nghién clru that bai & cac
tiéu chi danh gia chinh va phu

- Nghién

o138 high .
s |4 ctru 302
HEM O N
o|§ Nghién
1E 301 103 ctru 103
(s § s 302 low 1 mg/kg

£ Vv I an
S| E % Nghién
5|z
§ é ,f’.‘;i 103 ctru 301
£ 3057 O $noa 103 3 mg/kg
|3 titration .
% T 103 (avg. 5.(3) mg/kg) - Du ng
w8 i 10 mg/kg

2 5 ’ O Bubble size represents sample size at baseline
)

Amyoid PET composite SUVR adjusted mean difference from placebo
< Greater extent of amyloid removal

lien tuc liédu 10 mglkg

Aducanumab co6 hiéu qua lam giam AB &
o g0 P 50 e nhirng b&nh nhan mac bénh Alzheimer c6
triéu chirng som.

FDA; Peripheral and Central Nervous System Drugs Advisory Committee (Nov 6, 2020). Aducanumab for the Treatment of Alzheimer’s Disease
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1. Tién trinh phé duyét Aducanumab
Nghién ctru 301 va 302

Biogen ndp don dang
ky Aducanumab cho
FDA dé duwoc phé
duyét theo quy dinh

Pha 1b nghién bi ch&m dut vi khong

ctu 103 (PRIME) c6 kha nang dat tiéu luyét th

hoan thanh Chl' dénh gla' Chl'nh t|eu Chuan
o

'

A 5

o
Pha 3 nghién cuwu
301 (ENGAGE) va
nghién cuou 302
(EMERGE)

®
Biogen thwc hién moét
phan tich bé sung tw
cac nghién cwu bi
tam dwng

\‘

|

|

|

|

|

@
Uy ban tw van cho
FDA xem xét vé tinh
an toan va hiéu qua
clla aducanumab

Barenholtz Levy H. (2021). Accelerated Approval of Aducanumab: Where Do We Stand Now?. The Annals of pharmacotherapy, 10600280211050405. Advance online publication.
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1. Tién trinh phé duyét Aducanumab

Aducanumab khéng co6
da bang chirng dé hé
tro viec phé duyét tiéu
chuadn nhwng dap tng
cac yéu cau vdi phé
duyét ® nhanh

@

M6t sbé cong ty bado hiém

FDA sta doi chi dinh tw nhan va cac hé thong
Aducanumab cho bénh y t& 1&n thong bado sé
nhan AD giai doan nhe khéng bao trd cho
hodc suy giam nhan thirc aducanumab va khéng
nhe (thay vi tat ca bénh dwa né vao danh muc
nhan AD) e ° '

a 7/4/2021

PN I : /‘\ I
\ > I I = :
L ; : @ ;
® ® °

FDA phé duyét aducanumab 2 Uy ban Ha vién m& Co quan Quan ly Cac van dé

theo 16 trinh phé duyét cuoc dieu tra vé quy Cwu chién binh thédng bao sé&

nhanh: yéu cau Biogen tién trinh  phé duyét cula khédng dwa aducanumab vao

hanh thtr nghiém giai doan 4 Aducanumab Danh muc qudc gia cia minh

Barenholtz Levy H. (2021). Accelerated Approval of Aducanumab: Where Do We Stand Now?. The Annals of pharmacotherapy, 10600280211050405. Advance online publication.



2. Y kieén cua ban c6 van va quyét dinh caa FDA

Ngay 06/11/2020, Uy ban
Tw van Thubc vé Hé than
kinh Ngoai bién va Trung
wong cia FDA da mo 1
cudc hop dé bo phiéu cho
cac cau hoi

Két qua: 7/6/2021, FDA
da phé duyét
Aducanumab (Aduhelm —
Biogen, Inc), loai thudc
m&i dau tien dé diéu tri
bénh Alzheimer

Nghién cru 302 (EMERGE), dwoc xem mét cach
doc 1ap va khong lién quan dén Nghién ctru 301
(ENGAGE), c6 cung cap bang chirng manh mé hé
tro' hiéu qua cua aducanumab trong diéu tri bénh
Alzheimer khong?

Nghién ctru 103 (PRIME) c6 cung cap bang ching
hd tro vé hiéu qua cuia aducanumab trong diéu tri
bénh Alzheimer khong?

Nguwdi ndp don da trinh bay bang chirng manh mé
vé tac dung dwoc lwe hoc ciia aducanumab doi voi
sinh ly bénh cua bénh Alzheimer chwa?”.

https://investors.biogen.com/news-releases/news-release-details/update-fda-advisory-committees-meeting-aducanumab-alzheimers



https://investors.biogen.com/news-releases/news-release-details/update-fda-advisory-committees-meeting-aducanumab-alzheimers
https://investors.biogen.com/news-releases/news-release-details/update-fda-advisory-committees-meeting-aducanumab-alzheimers

2. Y kién cta ban c6 van va quyét dinh ctia FDA

FDA gidi thich ho phai xem xét sw ton
tai cla cac bién chirng do két thuc

s&®m cac nghién ctru & giai doan 3 va o
g giai 0o 7 Aduhelm.

nhirng phat hién mau thuan sau do
o | =~ (aducanumab-avwa)

gilra chung.

- FDA danh gia cao tac dung gidm
mang bam amyloid cua Aducanumab, Now FDA APPROVED
nd dap &ng cac tiéu chi vé mét lgi ich
lam sang.

- Pay 1a mdt phan cta qua trinh phé duyét nhanh, Biogen phai tién hanh mot thdr nghiém
sau phé duyét trong vong 9 ndm dé xac nhan két qua lam sang cta aducanumab. FDA co
thé rut lai phé duyét néu khéng tim thay Igi ich 1am sang

Barenholtz Levy H. (2021). Accelerated Approval of Aducanumab: Where Do We Stand Now?. The Annals of pharmacotherapy, 10600280211050405. Advance online publication.
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3. Cac tranh cai

(1) FDA phé duyét Aducanumab qua s&m dwa trén dir liéu khong dat tiéu chuan. Théng

thworng, FDA dwa vao 2 nghién ctru chét lwong tét dé danh gia thudc méi, bang chirng cho
aducanumab chi dén tlr nhanh liéu cao trong nghién ctru 302 va chi dwa trén phan tich di liéu
sau khi nghién ctru.

(2) Suv chéap thuan bi che khuat b&i sw hop tac quéa chat ché giltra Biogen va FDA. Cac lo ngai
ngay cang tang vé anh hwdng tiém tang cda sw hop tac doi véi quyét dinh ctia FDA.

(3) Tac dung lam gidm AP cling bi nghi ng® vi di¥ liéu cho thay mbi lién hé gitra cac mang AP
va chirc ndng nhan thirc con it va khédng nhat quan. Tac ddng cla viéc gidm tich Ity AB va &

giai doan phat trién nao van chwa dwoc biét rd.

Barenholtz Levy H. (2021). Accelerated Approval of Aducanumab: Where Do We Stand Now?. The Annals of pharmacotherapy, 10600280211050405. Advance online publication.



3. Cac tranh cai

Effect of reductions in amyloid levels on cognitive change in
randomized trials: instrumental variable meta-analysis

Sarah F Ackley,” Scott C Zimmerman,® Willa D Brenowitz,' Eric | Tchetgen Tchetgen,’
Audra L Gold," Jennifer ] Manly,” Elizabeth Rose Mayeda,’ Teresa ] Filshtein,” Melinda C Power,”
Fanny M Elahi,® Adam M Brickman,” M Maria Glymour'

ABSTRACT estimate supporting the benefit of reducing amyloid
OBJECTIVE levels.

To evaluate trials of drugs that target amyloid to CONCLUSIONS

determine whether reductions in amyloid levels are Pooled evidence from available trials reporting bath
likely to improve cognition. reduction in amyloid levels and change in cognition
DESIGN suggests that amyloid reduction strategies do not
Instrumental variable meta-analysis. substantially improve cognition.

Ackley, S. F., Zimmerman, S. C., Brenowitz, W. D., et al. (2021). Effect of reductions in amyloid levels on cognitive change

in randomized trials: instrumental variable meta-analysis. BMJ (Clinical research ed.), 372, n156.

Thang 2/2021, nghién cuu
dwoc cdng bd trén tap san
BMJ da tdng hop cac bang
chirng tir cac thir nghiém c¢o
san va cho rang cac chién
lwore gidm amyloid vé co ban

khéng cai thién nhan thirc
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€] I1l. TRANH CAI VE ADUCANUMAB

3. Cac tranh cai

(4) Ty |& rui ro trén lgi ich cao, lgi ich 1dam sang van chwa dwoc xac nhan. Cho dén khi co
két qua cua nghién clru sau phé duyét, van chwa biét Aducanumab c6 thé lam cham tién
trién 1Am sang va kéo dai sw sdng cta bénh nhan hay khdong. Mét sb rli ro quan trong da
duwoc xac dinh:
(a) Céac bat thwdng vé hinh anh lién quan dén amyloid (ARIA) 1a mdi quan tdm chinh vé
an toan. Nhirng thay déi dwoc phat hién qua MRI va bao gdom cac vi xuat huyét va
phu né trong néo. Ty 1& ARIA trong cac thir nghiém 1am sang |1a khoang 40%.
(b) Nhiéu MRI dwo'c yéu cau trwdc va trong khi diéu tri dé theo dbi ARIA.
(c) Y&u cau truyén 1 gi® hang thang tai trung tam tiém truyén; diéu chinh tv tv dé dat
dworc liéu diéu tri phai mat 7 thang.
(d) Gia $ 56 000 khédng bao gom chi phi quan ly, sang loc va giam sat. Chi phi tw trd co
thé 1a dang ké. Pham vi bao phu va tiép can bénh nhan van chwa dwoc biét.

Barenholtz Levy H. (2021). Accelerated Approval of Aducanumab: Where Do We Stand Now?. The Annals of pharmacotherapy, 10600280211050405. Advance online publication.



€] 1. TRANH CAI VE ADUCANUMAB

3. Cac tranh cai
(5) Théng tin k& don (PI), mdt cdng cu quan trong dé hwdng dan ké don va theo dbi bat ky loai

thudc ndo, chwa t6i wu. Pl thiéu hwéng dan vé lwa chon bénh nhan va chdng chi dinh, vi du tinh
tich cwe cia AB, st dung dong th&i thube chéng ddng mau hodc cé mac cac bénh kém

(6) Pham vi bao hiém va tinh san c6 cla danh muc thudc chwa dwoc biét, cling nhw thoi gian
diéu tri thich hop. Va 1 s6 cau hdi con bo ngo:

« Diéu gi néu sir dung thudc trong cac nhom thiéu sb khéng dwoc dai dién trong cac thiy
nghiém lam sang?

« Viéc phé duyét nay sé anh hwéng nhw thé ndo dén viéc ap dung va xem xét cac loai
thubc twong tw dang trong qua trinh phat trién?

« Tac déng dén viéc dang ki tham gia cac nghién ctvu AD trong twong lai 1a gi?
« Néu dwoc bao ddm, FDA c6 thu héi sw chap thuan ctia aducanumab khéng?

« Quyét dinh vé aducanumab sé& anh hwéng nhw thé nao dén niém tin trong twong lai vé
tinh toan ven ctia quy trinh phé duyét thuc?

Barenholtz Levy H. (2021). Accelerated Approval of Aducanumab: Where Do We Stand Now?. The Annals of pharmacotherapy, 10600280211050405. Advance online publication.
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Bénh Alzheimer Ia mot loai sa sut tri tué phd bién, 1a 1 bénh tién trién, bat dau bang mat tri
nh& nhe va c6 thé dan dén méat kha nang trd chuyén va phan rng véi méi truvéng.

Cac thubc diéu tri trieu chirng bénh Alzheimer hién nay gém Donepezil, Galantamine,
Rivastigmine va Memantine

Aducanumab la thudc diéu tri Alzheimer dau tién dwoc FDA phé duyét vao thang 6/2021 va
lam day nén nhiéu tranh cai

Aducanumab cé co ché hoat dong dwa trén gia thuyét beta-amyloid (dwoc coi la co ché
bénh sinh ctia bénh Alzheimer) va c6 ADR phé bién 1a ARIA

2 thuv nghiém & pha 3 da dirng lai s&m do khéng chirng minh dwoc lgi ich 1am sang > Nha
san xuat phai tién hanh cac nghién cru sau phé duyét — dwoc goi la thir nghiém khang dinh
giai doan |V - dé xac minh lgi ich 1am sang dwgc mong doi.

Tw quan diém lam sang, nhan van va Kinh té, chi phi cho aducanumab cao hon so vo&i cac
liéu phap AD hién co, cac quyét dinh dwa trén bang chirng vé aducanumab phai ch® giai
doan IV két thuc thir nghiém.

¢

4



THANK YOU
FOR
LISTENING !




