€ huvonis

Nudi cay té bao Vero trong moi truong khong c6 huyét thanh d€ dat mat
do cao té bao trong san xuit Vaccine cum

Gioi thiéu

Tiém phong hang nam la mét phuong phap hiéu qua d€ phong ngtia
nhiém cim. Tuy nhién, viéc mé rong st dung vaccine cum & khu vuc
chau A - Théi Binh Duong phai d6i mit v6i nhiéu thach thiic. Viéc san
xudt va trién khai kip thoi vaccine cim chéng lai dai dich cim mua va
bat budc & cac nudc khong san xudt vaccine (nhiéu trong s6 nay van con
ton tai & chau A-Thdi Binh Duong). Trong bai bdo khoa hoc nay, ching
toi tp trung vao su phat trién nhanh cta vaccine ciim véi muc tiéu tao
ra mot giai phép sinh hoc hoan hao cé thé ddy nhanh qua trinh san xuét
thay thé cho san xudt tring ga.

Esco Aster, mot t6 chiic sin xudt va phat trién hgp dong doc lap
(CDMO) ¢6 tru s& tai Singapore tap trung vao san xudt vaccine, sinh
phdm va cdc san phdm tri liéu t€ bao chét lugng cao, c6 du cic dich vu
va ching t6i c6 nhiing d6i tdc toan ciu tii giai doan dau nghién ctiu dén
khi san phdm dugc stt dung tai thi trudng.

Dé tadm nhin chinh cta ching toi c¢é thé gitup cic qubc gia khong sin
xudt vaccine ¢ thé ty tuc trong san xuit, bdo quan va phan phdi
vaccine, gan day ching t6i da hgp tdc véi cong ty cong nghé sinh hoc
Nuvonis (Ao) dé thiét lap quy trinh sinh hoc hiéu qua cho phép tao ra
virus cim béng cach st dung t€ bao Vero tai Nuvonis khong ding
huyét thanh. Cac t€ bao Vero clia Nuvonis dugc cung cdp béi WHO va
dugc thich nghi véi sy ting truéng khong c6 thanh phan ting trudng tu
dong vat/huyét thanh. Ngén hang t&€ bao ctia Nuvonis dugc st dung dé
chiing minh rang Esco Vaccixcell CelCradle-500AP c6 thé dugc st
dung d€ tao ra méit do t€ bao cao trong diéu kién khong dung huyét
thanh, ma khong can thoi gian t6i uu héa dai.

Tom tat

Céc t€ bao Vero (Nuvonis) dugc nudi cdy trong diéu kién khong co
huyét thanh bang thiét bi nuo6i cdy EscoVaccixcell CelCradle-500
(single-use) co chia vat liéu mang BIoNOC™.

Thu dugc t6ng s6 té bao 1,7x10° sau 167 gio (udc tinh 7 ngay) nuoi cdy té
bao Vero trong diéu kién khong c6 huyét thanh. Thai gian nhan doi ctia
cac té bao Vero la 36 gig, diéu nay tuong tu d6i voi cac té bao duge nudi
trong cac chai nuoi cdy.

Céc t€ bao Vero dugce lay nhiém mot chung cim A vdéi ty 16 MOI mong
mudn la 0,01. Sau khi nhiém virus, moéi trudng dugc thay 7 lan. Hiéu gid
virus nhiém & méi phin moéi trudng thu dugc xac dinh bing xét nghiém
huynh quang (FFA). Trong tong s6 10,45 log10 FFU/ml virus lay nhiém
da dugc tao ra.

MJi truong va té bao

Ngan hang t€ bao nghién ctiu Vero khong chita huyét thanh (passage
144-160) dugc st dung. Mo6i trudng khong huyét thanh da bé sung L-
glutamine truGe khi st dung. Glucose trong moéi trudng duge do bing
thiét bi GlucCellTM va Esco Vaccixcell GlucCellTM Glucose Test Strips.

Mot loai virus cim A mo hinh ti t6 hgp da duge st dung cho viéc
khing dinh nghién ctiu nay. Hiéu gid virus nhiém dugc x4c dinh bing
xét nghiém huynh quang (FFA).

Nuoi ciy té bao Vero khong dung huyét thanh
trong thiét bi CelCradle-500

Céc t€ bao tit 5 chai nuoéi cdy T175 dugc thu bang xt ly trysine, ly tim
trong 5 phut & 275xg va dugc tron lai trong moéi trudng nudi cdy. Cac té
bao dugc tron v6i moéi trudng voi téng thé tich 500 ml va dugc chuyén
sang CelCradle-500AP.

PE dam bao tot viéc ¢ dinh té€ bao, cac tham s6 CelCradle dugc thiét lap

nhu sau:

Thoi gian giii
phia trén

Tdc do gitw

Téc do len phia dusi

Tdc d0 xuéng

2.0mm/giay 20 giay 2.0mm/giay 0 giay

Sau 1 gi¢ 45 phut, thu mau moi trudng va dém té bao bang nhudém
trypan blue vé€ kha ning séng ctia t€ bao. Néu 85% cac té€ bao da gan két
6n dinh v&i cic carrier BloNOCTM I, céc tham s6 CelCradle dugc cai
dit nhu sau:

Thoi gian gii
phia trén

Tdc do git

Toéc do 1én phia duéi

Tdc do xuéng

1.0mm/giay 10 giay 1.0mm/giay 10 giay

Moi trudng sau do dugce thay va bé sung theo bang thoi gian biéu dudi day.

Tdc d6 tang Giii phia trén

0 Cay
71.5 Thay moi truong
95.25 Thay moi truong
121.25 Thay moi truong
148.75 Thay moi truong
167 Thay moi trudng, thu méau va lay nhiém
173.5 Thay moi trudng, thu mau cho chudn d¢ virus
189.5 Thay moi trudng, thu mau cho chudn d¢ virus
193.5 Thay moi trudng, thu mau cho chudn d¢ virus
208.75 Thay moi trudng, thu mau cho chudn d¢ virus
213 Thay moi trudng, thu mau cho chudn d¢ virus
217 Thay moi trudng, thu mau cho chudn d¢ virus
233 Thay moi trudng, thu mau cho chuén do virus




WHITE PAPER

UPSTREAM BIOPROCESSING

€ huvonis

Su bam té bao
235x10E6 té€ bao Vero da dugc cdy vao 500 ml thé tich moéi trudng nudi
té bao.

Sinh trudéng té€ bao

Sau pha lag (khoang 48 gi0), quan sit thdy khoang trung binh 0,66
lugng té bao trong quan thé nhin d6i méi ngay , tuong ung véi thoi
gian nhan doi dan s6 la 36 gio.

Téng s6 t€ bao la 1.6 x10E9 thu dugc trong 161 gid sau khi cdy. Sau do,
céc t€ bao duge nhiém chtng virus cim A mo hinh.
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Hinh 1:CelCradle-500AP: Tang trudng té bao Vero trong moi trudng OptiPro SFM
khong huyét thanh. Hinh vuéng mau dé cho biét thoi diém lay nhiém 6 161 gid sau
khi cdy.
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Hinh 2:CelCradle-500AP: Nong d¢ glucose trong moi trudng. Chdm mau dé cho
biét thoi diém lay nhiém 6 161 gid sau khi cdy.

Thu Virus

Céc té bao dugc nhiém virus cim A & MOI 0,01. Méi trudng nudi cdy
da nhiém virus dugc thu va b sung nhiéu lan. Hiéu gid virus nhiém cta
tiing phan moi trudng thu dugc 14y va phan tich bing xét nghiém FFA.
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Hinh 3:CelCradle-500AP: Hiéu gid virus nhiém trong log FFU / ml.
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Hinh 4:CelCradle-500AP: Sdn lugng virus nhiém trong FFU trong moi phdn 500 ml.

Hiéu gid virus dat cuc dai 6 7,45 logl0 FFU / ml & 41 gi¢ sau khi nhiém.
T6ng thu 10,45 log10 FFU virus thu dugc.



ASTER I® huvonis

So sanh nuoi ciy 2D va 3D Huéng nghién cliu tuong lai

O day, chung t6i dua ra so sanh cac phuong phap nudi cdy truyén théng Trong huéng nghién ciru du chua duoc tdi wu nay, chung t6i da
trong 2D va 3D. Két qué ctia ching tdi cho thdy su khac biét ro rang chirng minh rang thiét bi Celcradle vdi m6 hinh dung mét lan cho
trong viéc dat dugc mat do té bao cao trén mdi ml trong quin thé hiéu qua nuoi cay t€ bao Vero cao trén mdi truong khong str dung

carrier BoNOCTM II. huyét thanh cho phép sén xuét vaccine v6i gia thanh phai ching.
Phong thi nghiém R&D tai Ao hop tac véi ching t6i di tién hanh lap
lai nghién ctru nudi ciy Vero khong dung huyét thanh trén thiét bi
nay va cho két qua twong tu.

Nhiing két qua thu dugc rat hita hen, tuy nhién hoan toan ¢é thé dugc
Phén b6 day ddc cai thién hon nita bing t6i uu hoéa sy ting truéng cua virus cum trén
trén cdc carrier thiét bi Celcradle-500AP, tiém ning trong mot don vi cGMP ma co
khd ning mé rong quy mo san xudt vaccine luong 1on

Nuoi cdy té bao 2D 3D BioNOC™ II
Factories CF10 carriers

Hinh thai t€ bao Mot 16p/Hai 16p

Mat do té bao 0.7 triéu/ml 3.2 triéu/ml

Thé tich nudi cdy 1.5L 0.5L

Dién tich bé mat 6.320 cm? 15.000 cm?

Dé thu dugc 1.6.10° té bao 1.6 x CF10 1 X500 ml CelCradle

Hinh 5: CelCradle-500AP: mat d¢ té bao cao dat dugc trong nudi cdy 3D so vdi
nuoi cdy 2D
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Tim hiéu thong tin tqi:
http://www.vaccixcell.com/products-and-brands/celcradle/
http://www.escoaster.com

http://www.nuvonis.com

Moi thdc mdc, vui long lién hé:

Esco VacciXcell (Bioprocessing Tools): mail@vaccixcell.com
Esco Aster (cGMP CDMO): mail@escoaster.com

Nuvonis (Vero Cell Line Processing): office@nuvonis.com






