DODATEKC. 4
ke

Smlouvé o provedeni klinického
hodnoceni

ze dne 19.10.2020

Studie Protokol: ALZ-801-201ADBM

Tento dodatek €. 4 uzaviraji tyto strany:

1.) ALZHEON, Inc., spolec¢nost zaloZena podle

prava statu Delaware a zapsand u
Ministerstva vnitra, oddéleni korporaci pod
spisovou znackou 5353825, se sidlem 111
Speen Street, Framingham, Massachusetts

01701, Spojené staty americké, zastoupenou

L

(ddle jen ,Zadavatel”)

2.) Emmes Biopharma Global s.r.o., se
sidlem V Jdmé 699/1, 110 00 Praha 1, Ceska
republika, IC: 62917927 DIC: CZ62917927,
zapsana v obchodnim rejstfiku vedeném

Méstskym soudem v Praze pod sp. zn. C

35823, I I
!

(dale jen "Emmes"),

AMENDMENT NO. 4
to

Clinical Trial Agreement

dated 19t October 2020

Study Protocol: ALZ-801-201ADBM

This Amendment No. 4 is made by and

between:

1.) ALZHEON, Inc., a Delaware corporation,
registered by the Department of State,
Division of Corporation’s under the file
number 5353825 with its principal place of

business at 111 Speen Street, Framingham,

Massachusetts 01701, United States of
America, represented I
I

(hereinafter “Sponsor”),

and

2.)
tered office: V JAmé 699/1, 110 00 Prague 1,

Emmes Biopharma Global s.r.o. regis-

Czech Republic, ID Number: 62917927 VAT

No: CZ62917927, registered in the
Commercial Register kept by the Municipal

Court in Prague, file number C 35823, I

|
I (hereinafter "Emmes"),

and
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3.) Fakultni nemocnice v Motole, statni
prispévkova organizace, se sidlem V Uvalu 84,
150 06 Praha, Ceska republika, zastoupena

I,  na

zakladé povéfeni, 1CO: 00064203 DIC:
CZ00064203,

(dale jen ,Poskytovatel”)

1. DUvODY

1.1 Po uzavieni Smlouvy ze dne 19.10.2020,
dodatku ¢. 1 ze dne 31.3.2021, dodatku €. 2 ze
dne 30.11.2022 a dodatku ¢ 3 ze dne
26.3.2024 strany identifikovaly, v souvislosti
s novou verzi protokolu 7.0 ze dne 30.5.2024,
Pfilohu

ktery tvori

A-2 tohoto dodatku, nutnost provedeni

nasledujicich zmén:

(a) zvyseni davky pripravku I
|
I U subjektl, ktefi jsou zarazeni do
dlouhodobé studie (LTE) Rok 2 a ktefi maji
|
I 1 cbo pii pozdéjSi
navstéveé kliniky po zbytek trvani studie |l
I

(b) Pridani [
|
|

nepovinné

Nacasovani PK Podstudie pro subjekty

s 3xdenné davkovanim je proménlivé a zavisi

3.) Teaching hospital Motol, with its
registered office at V Uvalu 84, 150 06 Prague,
Czech Republic represented by
I, os based
on authorization corporate ID no. 00064203,
tax ID

no.: CZ00064203,

(hereinafter the “Provider”)

1. BACKGROUND
1.1 After executing the aforementioned
Agreement dated on October 19, 2020, and
its Amendment No. 1 dated on March 31,
2021, Amendment No. 2 dated November 30,
2023, and Amendment No. 3 dated March 26,
2024, the Contracting parties identified, in
connection with the new Protocol version 7.0
dated on 30th May 2024, attached hereto as
Annex A-2, a need to make the following
changes:

(a) Increasing the dose of NG
|

in subjects who are enrolled in the long-term
extension (LTE) Year 2 and who have a |l
|
I o o later clinic visit

for the remainder of the study duration |l
!

(b) Adding an optional I
___________________________________
|

The timing of the PK Substudy for subjects on

TID dosing is variable and depends on when
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na tom, kdy zpocédatku eskaluiji:

Pro subjekty, které prechazeji na davku

I clojde
k odbéru I
nebo pfi dalsi I
I
které prechazeji

Pro subjekty, na davku

I cojde
.
nebo pfi dalsi [N
I nebo
I U subjekt, které
eskaluji NN

I, oo subjekty s
I P K

odbér podstudie

(c) Zmény

vzorkU pro subjekty

Pridani

(d) I
I jako
nové klinické procedury pro LTE Rok 2. Tato
procedura byla pfiddna do celého protokolu
pfi téchto navstévach: I
|
Bl = jakakoli
Ukonéeni béhem LTE Roku 2.

PfedCasnd NAavstéva pfi

(e) Pridani procedur I
I

they initially escalate:

For subjects who escalate to TID dose at
I his will occur at Week
I o' ot an additional visit between

For subjects who escalate to NN
. his
I o' ot an additional visit between
|

I for subjects who
escalate I

(c) Changes in the I
I substudy for subjects on |
I PK Substudy sam-
pling for subjects on G

|

(d) Adding of the I
I o5 - new clinical assessment
for the LTE Year 2. This assessment has been
added throughout the protocol at the follow-
ing visits: [
I ond any

Early Termination Visit during the LTE Year 2.

(e) Assessments added at |IIENNENENENEGEGEEEEEEEE
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o

fi navitéve [N b2

nasledujuci klinickda hodnoceni:

pridana

—_

f) Subjekty, které drivé absolvovali ndvstévu

(pred

schvdlenim a implementaci dodatku 6

protokolu) maji moZnost absolvovat dalsi

zda

, aby se zjistilo, jsou

subjekty vhodné pro davkovani 3xdenné.

D)

S

(]
N
3
<
: 3.

umoznilo

Pokud dojde k odbéru vzorkd v ramci PK
podstudie pfi dalsi navstévé po pravidelné
navstévé kliniky NG
I usi byt spolu s odbérem vzorki

PK vyhodnoceny také nezddouci ucinky,

doprovodné léky a Zivotni funkce.

At the I clinic visits, the following

clinical and imaging assessments were added:

(f) Subjects who previously completed | IR
I (orior to the approval and
implementation of Amendment 6 of the Pro-
tocol) have the option of completing an addi-
tional visit between I

B o determine if they are eli-
gible for TID dosing.

(c) I

N
I, changed NN

]
.
I /lowed NN
.
I

[

If PK Substudy sampling occurs at an addi-
tional visit after the regular clinic visit | N
I then adverse
events, concomitant medications, and vital
signs must also be assessed along with the PK

sampling.
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(h)

hodnoceni, v navaznosti na upravu ceniku

aktualizovany rozpocet pro klinické
Poskytovatele, ktery tvofi pfilohu A-1 tohoto

Dodatku.

1.2 S ohledem na okolnosti uvedené v ¢l. 1.1

vySe se Smluvni strany dohodly uzavfit

tento dodatek ¢.4 ke Smlouvé (déle jen
,Dodatek”), ktery je zamysSlen jako
nedilnd soucast Smlouvy a jehoz obsah byl

projedndn a odsouhlasen Smluvnimi stranami.

2. ZMENY SMLOUVY
Smluvni strany timto

meéni ustanoveni

Smlouvy, a to nasledovné:

Priloha A-1 Dodatku €. 3 — je timto nahrazena

Pfilohou A-1 pfipojenou k tomuto Dodatku.

3. DALSi USTANOVENI

3.1 Tento Dodatek méni podminky Smlouvy
od data posledniho podpisu posledni Smluvni
strany a ucinnosti nabyva dnem uverejnéni

v Registru smluv.

3.2 S vyjimkou ptipadu vyslovné uvedenych v
oddilu 2 tohoto Dodatku vsechny podminky

Smlouvy zlstavaji v plné platnosti a Gcinnosti.

(h) updated budget for the clinical trial ac-
cording to new Provider’s price list, which is

attached hereto as an Annex A-1.

1.2 Having regard to circumstances specified
in Article 1.1 above, Contracting Parties agree
to enter into this Amendment No. 4 to the
Agreement (the "Amendment”), which is
intended as an integral part of the
Agreement, and the contents hereof have
been discussed and understood by the

Contracting parties.

2. AMENDMENTS TO THE AGREEMENT
The Contracting parties hereby agree to

amend the terms of the Agreement as
follows:

Annex A-1 — of Amendment No.3 to the
Agreement is hereby replaced with Annex A-1

attached hereto.

3. MISCELLANEOUS

3.1 This Amendment amends the terms and
conditions of the Agreement as of the date of
the last signature of the last Contracting party
shall

and take effect on the date of

publication in the Register of Contracts.

3.2 Except as expressly provided in Section 2

of this Amendment, all terms of the

Agreement shall remain in full force and

effect.
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NA DUKAZ TOHO Smluvni strany prohlasuji, | IN WITNESS WHEREOF, the Contracting Par-
Ze jejich rfadné povéreni zastupci podepisuji | ties hereto have caused their duly authorized

tento Dodatek ve tfech vyhotovenich. representatives to sign this Amendment in

triplicate.

NASLEDUJE STRANA S PODPISY SINGNATURE PAGE FOLLOWS

CO1_FN v Motole, AMD No. 4_ I
6/11



Zadavatel/Sponsor

V/In Framingham on .......ccccccceveveeeeenane.

Emmes Biopharma Global s.r.o.

V Praze dne/in Prague on .......cccccoeeeveevnenee.

I
|
Poskytovatel/Provider

V Praze dne/in Prague on .........ccceeeceeeenanee

Ja, nize podepsany I - ko zkousejici potvrzuji, Ze jsem se fadné
seznamil s timto Dodatkem ke Smlouvé. / |, the undersigned |IEENIIEINNNNDA - s

the Investigator certify that | have fully acquainted with this Amendment.

Zkousejici/ Investigator

CO1_FN v Motole, AMD No. 4_ I
7111



Piiloha/Annex A-1

*on-site visit V6Ex is applicable for subjects that previously
underwent phone visit V6E
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Piiloha/Annex A-2

Attached by reference only
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