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. TONG QUAN BENH HOC

1. Dai thao dwong

Dai thao dworng |[a mét bénh man
tinh, cé nhirng dac diém sau:

« Tang glucose mau

« Két hop v&i nhirng bat thuworng vé
chuyén héa carbohydrate, lipid va
protein

 Bénh ludn gan lién v&i xu huéng
phat trién cac bénh vé than, day
mat, than kinh va tim mach

Bo Y té (2015), Hwéng dan chan doan va diéu tri bénh Noi tiét - chuyén hoa




. TONG QUAN BENH HOC

1. Pai thao dwong

' Phan loai dai thao duwdng dwa : A

. theo khuyén cao ctia ADA 2023 |

Dai thao dwong
Type 1

= Bénh ly tw mién
phéa huay té bao
beta dao tuy

= Thiéu hut insulin
tuyét doi

American
Diabetes

. Association.

Dai thao dwong
dac hiéu

Do khiém khuyét
tiét insulin tién
trién trén nén dé
khang insulin

Do cac hdi chirng
chuyén hoéa

Nguyén nhan khac:

H6i chirng dai thao
dwdng don gen
Bénh ly tuy ngoai
tiet

Thubc hay héa chét

Puwoc chan doan trong ba
thang gitra hodc cudi clha
thai ky khi chwa dwoc chan
doan rd rang mac dai thao
dwong trwwdc khi mang thai

ElSayed, N.A. et al. (2022) 2. Classification and diagnosis of diabetes: Standards of care in Diabetes-2023, American Diabetes Association. Available at: https://doi.org/10.2337/dc23-S002




. TONG QUAN BENH HOC

2. Dai thao dwongtype 1

Dai thao dwong type 1 (T1D) la mét
bénh man tinh dac trwung bdi co thé
khéng c6 kha nang san xuat insulin do sy
tw pha hdy mién dich cia céc té bao beta
trong tuyén tuy.

Mac du kh&i phat thwdng xay ra & tré em,
bénh ciing c6 thé phat trién & nguwdilon.

Romesh Khardori, M. D. (2023, January 7). Type 1 diabetes mellitus. Practice Essentials,
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. TONG QUAN BENH HOC

2. Dai thao dwongtype 1 m
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Type 1 diabetes estimates in children and adults. (n.d.), T https://diabetesatlas.org/atlas/t1d-index-2022/

Theo IDFE, 2022 *3 Diabetes

Thé gioi
> 8,75 triéu trwéng hop mac T1D

» 530.000 trwdng hop méi cia T1D
dwoc chan doan tai moi Ira tudi
(201.000 truong hop dwéi 20 tudi)

Viét Nam
» 14.780 trwéng hop mac T1D




2. Dai thao dwong type 1

. TONG QUAN BENH HOC

v" Tw mién v Ty mién v Ty mién
v Puong huyét binh thwong v Réiloan dwdng huyét v' Tang dwdng huyét qua mare
v Tién triéu chirng v Tién triéu chirng v’ Cé triéu chirng

Pac trung

Giai doan 1 Giai doan 2 Giai doan 3

Tiéu chuan chan doan

= Pakhang thé dao tuy = Twkhang thé ddo tuy (da khang thé) = Cb thé khdng co tw khang thé
= Khoéng c6 IGT hodc IFG » |GT va/hoac IFG = Bénh dai thao dwong theo tieu
- FPG: 5,6 —6,9 mmol/L chuan

« 2-h PG: 7,8 —11,0 mmol/L

« Al1C:5,7-6,4% (39 — 47 mmol/mol)

¢ HOaC A1C tang 210% FPG: fasting plasma glucose (glucose huyét twong lic doi)
IFG: impaired fasting glucose (rdi loan gluose mau lic déi)

IGT:impaired glucose tolerance (réi loan dung nap glucose)
2-h PG: 2-h plasma glucose (glucose huyét twong sau 2 gi®)

ElSayed, N.A. et al. (2022) 2. Classification and diagnosis of diabetes: Standards of care in Diabetes-2023, American Diabetes Association.
Available at: https://doi.org/10.2337/dc23-S002



. TONG QUAN BENH HOC

2. Dai thao dwongtype 1

CD4+
T-cell

Di truyén Antigen

presenting

> Tré c6 me mac T1D thi c6 2 — 3% nguy co
mac T1D.

> Tré c6 bd mac T1D thi c6 5 — 6% nguy co
mac T1D.

» Khi ca bo va me déu mac bénh tiéu duong,
nguy co tang Ién gan 30%.

Céc gen lién quan dén T1D

= HLA (NST 6) la locus dau tién dwoc chirng minh c6 lién quan dén T1D: DR4-DQ8 va DR3-DQ2
(90% tré em mac T1D)

= Gen insulin (NST11) la yéu t6 nhay cam di truyén quan trong th hai (10%)
= CTLA-4 (2933) la vi tri nhay cadm th ba doi v&i T1D
= M0t bién thé cia PTPN22, gen mé hoa LYP dwoc coi 1a yéu td nhay cdm thir tw

Gillespie K. M. (2006). Type 1 diabetes: pathogenesis and prevention. CMAJ : Canadian Medical Association journal = journal de I'Association medicale canadienne, 175(2), 165-170.



. TONG QUAN BENH HOC

2. Dai thao dwongtype 1

M6oi treong

Cac tac nhan moéi trwong lién quan

dén T1D:

= Nhiém trang: M6t sb loai virus
dwoc cho la co lién quan dén T1D,
trong dé enterovirus c6 bang
chtrng manh mé nhat

= Ché do an udng

= Cac hoa chat déc hai

Prenatal triggers
Congenital rubella
Maternal enteroviral
infection

Caesarean section
Higher birthweight
Older maternal age
Low maternal intake
of vegetables

Postnatal triggers
Enteroviral infection
Frequent respiratory
or enteric infections
Abnormal microbiome
Early exposure to:

+ Cereals

» Root vegetables

« Eggs and cows'’ milk
Infant weight gain
Serious life events

Promoters of progression
Persistent or recurrent enteroviral
infections

Overweight or increased height
velocity

High glycaemic load, fructose intake
Dietary nitrates or nitrosamines
Puberty

Steroid treatment

Insulin resistance

Psychological stress

Prenatal protective
factors

Higher maternal
vitamin D intake or
concentrations in late
pregnancy

Postnatal protective
factors

Probiotics in first
month

Higher omega-3 fatty
acids

Introduction of solid
foods while
breastfeeding and after
age 4 months

Factors slowing progression
Unknown

Céc yéu tb nguy co tir méi truong va céac yéu td bao vé trong qua
trinh phat trién cua tré thac day sw tién trién caa T1D.

10

Rewers, M., & Ludvigsson, J. (2016). Environmental risk factors for type 1 diabetes. Lancet (London, England), 387(10035), 2340-2348. https://doi.org/10.1016/S0140-6736(16)30507-4



. TONG QUAN BENH HOC

2. Dai thao dwongtype 1

Covid-19 I Co bang chirng cho thdy Covid-19 c6 thé dan dén sw phattrién T1D |
——————————————————————————————————— oJ
> JAMA Netw Open. 2022 Sep 1,5(9):e2233014. doi: 10.1001/jamanetworkopen.2022.33014. Két q Ué:
Association of SARS-CoV-2 Infection With New- > SO tré em duwoc ch3n doan mic T1D mdi
Onset Type 1 Diabetes Among Pediatric Patients From khi phat trong vong 6 thang sau khi nhiém

2020 to 2021

SARS-CoV-2 gap 1.83 lan nhém bj nhiém

trung dwong hé hap khéng do SARS-CoV-2
> Ty 1& mac T1D mé&i kh&i phat gitra 2 nhém

lan lwot 14 0,043% va 0,025% sau 6 thang

Ellen K Kendall 1, Veronica R Olaker 1, David C Kaelber 2, Rong Xu ', Pamela B Davis 3

Affiliations + expand
PMID: 36149658 PMCID: PMC9508649 DOI: 10.1001/jamanetworkopen.2022.33014

Péi twong: Bénh nhan nhi dwdi 18 tudi
dwoc chia thanh 2 nhém:

[A] Patients aged 0-18 y at diagnosis of infection

= Nhém 1: Bi nhiém tring dwéng ho hap Pl e g
. AN igher risk in . Higher risk in
do SARS-CoV-2 trong khoéng thoi gian Time since Cohortwith  Cohort with cohortwith | cohort with
. infection, mo covip-19 other RIs HR (95% CI) other RIs © COVID-19
tU’ 3/2020 = 12/2021 1 56(0.02) 30(0.01) 1.96 (1.26-3.06) —
e . . X N N A X 3 91(0.03) 46(0.02) 2.10(1.48-3,00) t L 1
= Nhom 2: BI nhiém trung du’0’ng ho hap § 123(0.04)  72(0.03) 1.83(1.36-2.44) | ]
khong phai SARS-CoV-2 trong cung — .
.. X 077 1 1.83 2.89 3.965.02
thoi glan. HR (95% C1)

11

Kendall, et, al. Association of SARS-CoV-2 Infection With New-Onset Type 1 Diabetes AmongPediatric Patients From 2020 to 2021. JAMA Network Open, 5(9). https://doi.org/10.1001/jamanetworkopen.2022.33014



. TONG QUAN BENH HOC

2. Dai thao dwongtype 1

An nhiéu Da niéu Sut can

L

— —
— —
d— S—

Chirng chay nwéc mat Nhiém toan ceton

12

Type 1 diabetes - symptoms. Type 1 Diabetes - Symptoms | ADA. (n.d.). Retrieved April 10, 2023, from https://diabetes.org/diabetes/type-1/symptoms


https://diabetes.org/diabetes/type-1/symptoms

. TONG QUAN BENH HOC

2. Dai thao dwongtype 1

= Xo vira déng mach la nguyén nhan chinh

gay tlr vong & bénh nhan mac T1D. Bénh

= Udc tinh ty 1& t& vong chuan hoa do mach
bénh tim mach & bénh nhan T1D la 5,7 t------- -mau lon
doi vai nam va 11,3 doi v&i nir. e -

= O d0 tudi 45, hon 70% nam gii va 50%
nl¥ gi¢i mac T1D da phat trien vbéi hoa
déng mach vanh.

e o

1. Lucier, J., & Weinstock, R. S. (2023). Diabetes Mellitus Type 1. In StatPearls. StatPearls Publishing. 13
2. Schofield, J., Ho, J., & Soran, H. (2019). Cardiovascular Risk in Type 1 Diabetes Mellitus. Diabetes therapy : research, treatment and education of diabetes and related disorders, 10(3), 773-789



. TONG QUAN BENH HOC

2. Dai thao dwongtype 1

M6t s6 ché dé insulin cho bénh nhan dai thao dwéng type 1

Nguy co’ ha
Ché dd insulin dwong tiém dwong huyét
thap hon

= Liéu phap insulin MDI VI LAA + RAA hodc URAA +++ +++ +++
Insulin van ludn 1a bién phép didu it wu tien hon. Ché do insulin dwéng tiém thay thé
tri cbt 16i cho bénh nhan T1D. MDI v&i NPH + RAA hodc URAA ++ ++ ++
» Liéu phap khong dung insulin MDI v&i NPH + insulin tac dong ngén (thong thuong) ++ + +
Pramlintide (chat twong tw amylin) NPH 2 mdii/ ngay + insulin tac dong ngan (thong + + +

thworng) hodc tron san.

= Bién phap phau thuat

Nguy co ha

Céy ghép tuy va té bao dao tuy Ché dé insulin tuyén lién tuc dwong huyét
thap hon
Cong nghé hybrid closed-loop Fttt ++++ ++++++
Bom insulin ngung khi dat ngwdng/ mirc glucose mau it st s
dy doan thap
Bom insulin khong tw dong +++ +++ 44+

ElSayed, N.A. et al. (2022) 9. Pharmacologic Approaches to Glycemic Treatment: Standards of Care in Diabetes-2023, American Diabetes Association. 14

Available at: https://doi.org/10.2337/dc23-S002



Il. TZIELD - “VACCINE” BAU TIEN
TRI HOAN SU XUAT HIEN BENH
PAlI THAO PUONG TYPE 1

7
e =
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I. TZIELD - “VACCINE” DAU TIEN TRi HOAN SU XUAT HIEN T1D

1. Gi&i thiéu
TZ'e’d rT2|eld la khang thé don dong dinh hwéng CD3 dé

: | didu tri TD
(teplizumab-mzwv) -
TCR/CD3 ll D]E cD28
mc [ CD80/86

Tzield™

[teplizumab-mazwy] in#

%\':vnsi/tfaTeLnLLs":m Antigen.

2 single dose i presenting cell

Discard unused portiot

= CD3la mét phan ctia phirc hop thu thé té bao T (TCR)

(EDI’O\/@ NntioNnbio = CD3 tao diéu kién thuan lgi cho qua trinh truyén tin hiéu
| CSEE0 intercepting and preventing disease Cén thlét dé kl’Ch hoat té béo T
1. To Hwéng dan st dung thudc-Tzield-Proventionbio 16

2. Gaglia, J., & Kissler, S. (2019). Anti-CD3 Antibody for the Prevention of Type 1 Diabetes: A Story of Perseverance. Biochemistry, 58(40), 4107-4111



T1D la mot bénh 1y tw mién

> Liéu phap mién dich c6 thé la phuong phap chinh dé
ngan chan sw tien trien cua T1D, tuy nhién, cho dén
gan déay, tat ca cac no lyc can thiép bang ligu phap mién
dich déu khéng dat dwgrc thanh cong dang ke.

> Teplizumab 1a liéu phap mién dich dau tién dwoc phé
duyét d& lam cham s tién trién cta T1D.

> Teplizumab 1a mot loai thubc thuéc nhom khang thé don

Tai sao néi Tzield 12 e, )
“yaccine” dau tién tri hoan = Khang thé don dong la mét loai mién dich thu dong.
sw xuit hien T1D? Chung duwoc dwa truwc tiép vao co thé dé nhanh chong

bao v& hodc chdng lai bénh tat.

$

Tzield la “vaccine” dau tién tri hoan sw xuat hién T1D

17

1. Laptev, D. N., & Dedoy, I. I. (2023). Towards prevention of type 1 diabetes: FDA approved first drug with potential to delay clinical stage of disease. Sakharnyi Diabet, 25(6), 576-579.
2. Centers for Disease Control and Prevention (CDC).Immunity types. [Online]. 2017 May 10. Available at: https://www.cdc.gov/vaccines/vac-gen/immunity-types.htm.



I. TZIELD - “VACCINE” DAU TIEN TRi HOAN SU XUAT HIEN T1D

1. Gi&i thiéu

2007 2017

bl +
Detay & AbATE— e e Q 2019
Teplizumab ATG + G-CSF + Rapamycin + Islet Transplant — 2018

Alemtuzumab + Anakinra + Etanercept + Liraglutide 4
Plerixafor — 2021

1-alph: DEFEND 1 & DEFEND 2— ATG + G-CSF + Low dose IL-2 + Etanercept +
GoIPIE Bbunah Exenatide — 2021 A 7 \
hydroxyvitamin D3 DILT1D— IL-2 Cytokines
Anti-IL-6 (Siltuximab) — 2017
3 Anti-IL-6 Receptor (Tocilizumab) — 2018 .
1alpha,25- Autologo-uSA Canakinumab REPAIR- Autologous Anti-IL12/1L-23 (Ustekinumab) — 2017
dihydroxyvitamin D3 Hematopoietic TiD— CD3*'CD4'CD25'CD127" Anti-IL12/IL-23 (Ustekinumab) + INGAP — 2017 \ rd Pal
Autologous Stem Cell AIDA— Sitagliptin + Polyclonal Treg cell Anti-IL21 (NNC0114-0006) + Liraglutide - 2019 n ao UJO’ C m 0 ro n
S Aldesleukin (IL-2) — 2016
Non-myeloablative ChAglyCD3 Transplant Anakinra Lansoprazole therapy IL-2 - 2017 " -
Hematopoietic Stem Low dose rhiL-2 - 2018 o , ,
i Low dose Proleukin (IL-2) — 2023
Cell Transplant with Protégé— T Anakinra AntTNFa (Gohmomab = 3015 & 3021 C h o) Ch am SOC swc
ATG + Teplizumab Teplizumab sl Autologous T cells
Cyclophosphamide Stem Cells Umbilical Cord IMCY-0098 — 2018 1
Conditioning Exenatide +/- Blood START — ATG °_|}::l’i‘x'f“:r':‘az"_—2€';128 > ~ ~n
Dacizumat DIATOR— wharion's | pusogous cos Toes khoe cong don
Mycophenolate Atorvastatin jelly-derived Blood + Oral ATG + G-CSF CLBSO3 Ex Vivo P - .
mofetil + BCG e Ao egulatory T-cells) — 2020
i tem Cells acld + Vitamin D €D4°CD127°/CD25* Polyclonal Tregs + IL-2 — 2021
Daclizumab Vaccination G-CSF Umbilical Cord Blood Tregs + Liraglitude — 2019
Umbilical Cord Blood Tregs — 2019
| Tregs + anti-CD20 antibody — N/A
"s Costimulation
I ce T&B Tcell- Stem Hygiene Stem Increti Thymocytes +/- Abatacept (CTLA4-Ig) — 2018
Stem Cells ey E=is el APC Cells HV”‘““' It Cells) (Ecells) [USB ) fnaibes |10 | iomabilizatio] IILEE 2 O 2 2
™ ”\»
m =008 MM : a m Suseis
Global Immune T cell co- Innate  Vitamin Innate |
B cells Cytokine g, ohracsion UCB DCs VitaminD  Treg+/- B cell stimulation  Immunit D Stem Cells Immunit Innate Immunity 1
s B o eplizuma wo'C
PGD2 receptor antagonist MK-1092 - 2018 .
Autologous Immunoregulatory Dendritic Cells — 2019 >
Stem Cells ~ n A hY
Alpha-1 Allogeneic Mesenchymal Stem Cells — 2017
Autologous o Alpha-1 Mesenchymal Stem Cells - 2017
ENBREL Tolerogenic antitrypsin antitrypsin logeneic Adipose Stem Cells with .
(EEnercent) Dendritic Bone Marrow Mononuclear Cells — 2018

Stem Cell Educator Therapy — 2019

r >
~n LIV, L.
Cells TIDAL— Alefacept . 3LD-SCs / CB-MSCs + G-CSF - 2019 C h a m S t e n t e n
OraliFN-c P Cholecalciferol Chemotherapeutics ’ l.JJ I rl

Imatinib — 2019

: Abatacept Neuropeptide
snamydn Substance P — 2017 4
+IL-2 CXCR1/2 Inhibitor C u a
A”‘°"?§°”5 Immunoablation (ATG + Cyclophosphamide) + tncraths Ladarixin — 2018 .

Umbilical DF-1L2— Autologous Hematopoietic Stem Cell Transplant Sitagliptin — 2017
Cord Blood -2 + G-CSF Exenatide — 2017
Transfusion i,axaglip:;n —2017
' biglutide — 2017
Rituximab Umbilical Cord Mesenchymal Stromal Cell + Vildagliptin -2017

Cholecalciferol Autologous Bone Marrow Mononuclear Cell Liraglitude — 2018 + N/A

stem Coll TeanenIanE Rapamycin + Vildagliptin — 2018
Sy B cell Stress
Calcitriol Alphal-Antitrypsin - 2017
Adipose-derived Insulin-secreting Mesenchymal Escrotrsadeocuyctiolic AGd (TUDCA). 22018

Cyclosporin +
Methotrexate

- Verapamil — 2019
Stromal Cells + Bone Marrow-derived Alpha difluoromethylornithine (DFMO) — 2019
Hematopoietic Stem Cell Infusion Vitamin D
Ergocalciferol — 2020
Environmental Factors
Stem Cell Educator Therapy Prebiotic Fiber — 2017
Probiotics — 2018
GNbAC1 - 2018
Enterovirus vaccination — 2022
BCG vaccination — 2023

Autologous Mesenchymal Stromal Cells

Atkinson, M. A., Roep, B. O., Posgai, A., Wheeler, D. C. S., & Peakman, M. (2019). The challenge of modulating B-cell autoimmunity in type 1 18
diabetes. The lancet. Diabetes & endocrinology, 7(1), 52—64



I. TZIELD - “VACCINE” DAU TIEN TRi HOAN SU XUAT HIEN T1D

Dung dich tiém truyén

V6 triing, khdng chat bdo quan,
trong su6t va khong mau trong
|0 liéu don 2 mg/2 mL (1mg/mL)

Lam lanh & 2-8°C

Dung dich da pha loang:

= Nhiét dé phong (15 — 30°C)

= Truyén hoan toan trong vong 4 gi®

To Hwéng dan s dung thube-Tzield-Proventionbio

Thém tw tv 2 mL Tzield vao 18 mL dung dich
truyén Natri Clorua 0,9%, ddo nhe nhang. Thu
dwoc 20 mL chira 100 mcg/mL teplizumab-mzwv.

Dung ong tiém lay thé tich dung dich Tzield da pha
lo&ng can thiet cho liéu tinh toan cua ngay hom
dé tr dung dich 100 mcg/mL.

T tlr thém liéu Tzield trong éng tiém vao tdi truyén
PVC Natri Clorua 0.9% 25 mL . Lac nhe ti truyén
dich @& ddm bao dung dich dwoc trén déu.

Bd phan dung dich Tzield da pha lodng con lai chwa
str dung vao lo thuy tinh vé trung hoac tai truyéen
dich PVC.

Bat dau truyén Tzield trong vong 2 gi® sau khi chuén
bi.

19



Il. TZIELD - “VACCINE” PAU TIEN TRI HOAN SU XUAT HIEN T1D

2. Lich str phat trién

Provention Bio bat dau Provention Bio xuat ban d liéu Provention Bio hop tac
th&r nghiém lam sang giai theo ddi m& rong tir Nghién clru véi Sanofi d& hd tro
doan 3 PROTECT Voéi TN-10 trén tap chi Science Hoa Ky triéen khai
PRV-031 (Teplizumab) Translational Medicine Teplizumab

o ([ J

(proventionbio
L (200 intercep

tercepting and preventing disease

emer wm
o o °
Provention Bio hoan thanh FDA chap nhan don dang FDA chap thuan Tzield
viec nop Bon dang ky cap ky cap phép sinh hoc (teplizumab-mzwv) dé tri
pheép sinh hoc (BLA) cho (BLA) cho Teplizumab hodn sw khdi phat cla
Teplizumab bénh T1D giai doan 3

20

Tield FDA Approval History (Nov 23, 2022). Drugs. Available at https://www.drugs.com/history/tzield.html


https://www.drugs.com/history/tzield.html

I. TZIELD - “VACCINE” DAU TIEN TRi HOAN SU XUAT HIEN T1D

1. Teplizumab-mzwv lién két voi
cac phan ti¢ CD3 trén be mat

e EXHAUSTED 20 A2 A 2 >
© suroreacTv ok iia clia ca té bao T CD4+ va CD8+.
PANCREATIC _fi_‘ N CD8
BETA CELL
AUTOREACTIVE _\ 0/ |

MHC 1 cel
receptor

2. Ngan can truyén tin hiéu cha

T CELL /

cD4 van mot phan va vo hiéu hoa céc
té bao T tw mién cha té bao B
dao tuy.
vire (O
MO et - e o 3. Tang ty 1 té& bao T diéu hoa
"’g va giam ty [é té bao T

CD8+ trong mau ngoai Vi.

21

To Hwéng dan s dung thube-Tzield-Proventionbio



Il. TZIELD - “VACCINE” PAU TIEN TRI HOAN SU XUAT HIEN T1D

4. Hwéng dan str dung
PAlI THAO PUONG TYPE 1

\l/

g &
CED

Tzield dwoc chi dinh dé tri hodn sw khéi phat T1D
glal doan 3 & ngwoi tredng thanh va tré em tir 8 tudi
tré 1én mac T1D giai doan 2.

22

To Hwéng dan s dung thube-Tzield-Proventionbio



I. TZIELD - “VACCINE” DAU TIEN TRi HOAN SU XUAT HIEN T1D

4. Hwéng dan str dung

DOSING REGIMEN

Day 1 Day 2 Day 3 Day 4 Days 5-14

mcg/m? mecg/m? mcg/m? mcg/m?* mcg/m?

Khuyén cao khi quén liéu

Néu viéc truyén Tzield theo ké hoach bi bé 1&, hay tiép tuc dung thudc bang cach s dung
tat ca cac lieu con lai vao nhirng ngay tiép theo dé hoan thanh liéu trinh diéu tri 14 ngay.

23

To Hwéng dan s dung thube-Tzield-Proventionbio



I. TZIELD - “VACCINE” DAU TIEN TRi HOAN SU XUAT HIEN T1D

4. Hwéng dan str dung

1- 10%

= Giam bach cau
Lympho (73%)

= Phét ban (36-48%)

= Thiéu mau (27%)

= Gidm bach cau (21%)
= Nhirc dau (11%)

To Hwéng dan s dung thube-Tzield-Proventionbio

Nhiém tring nghiém trong (9%) = Qua man
Tang ALT (5%) = Phu mach
Buén ndn (5%)

Tiéu chay (5%)

Viém mdui hong (5%)

Hoi chirng giai phéng Cytokine (2%)

Mé day (1,9%)

Phu ngoai bién va phu toan than (1,6%)
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4. Hwéng dan str dung

» HOi chirng giai phong Cytokine (CRS) la mét phan trng viém toan than. D)

> Cytokine la protein do té€ bao mién dich tao ra, cé nhiém vu quan trong doi vdi viéc kich hoat
hoat dong cua té bao mien dich trong co the.

> Khi cytokine giai phong quéa mure, c6 thé gay tang qué trinh viém, truéng hop nghiém trong

\_ ¢ thé gay suy da tang va t&r vong. )

> Theo d&i men gan trong qua trinh diéu tri, ngirng diéu tri khi:
fian q’iéu tri ‘béng Tzield . QSGEO%E&S)T tang cao hon 5 lan giéi han trén cua mwc binh
= SOt, budbn ndn, mét 9 :
mdi, nhirc dau, dau ‘ = Bilirubin tang cao hon 3 lan ULN.
co, dau khop > Diéu tri cac triéu chirng cia CRS bang thuéc ha sét, thuéc
= Tang ALT, AST khang histamine va/hoéc thuéc chéng nén.
= Tang bilirubin toan
phan

Xay ra trong 5 ngay dau

> CRS nghiém trong phat trién.
= Xem xét tam dirng diing thudc trong 1-2 ngay hoac ngirng diéu tri.

25

1. T& Hwéng dan sk dung thubce-Tzield-Proventionbio
2. Shimabukuro-Vornhagen, A., Gddel, P., etal (2018). Cytokine release syndrome. Journal for immunotherapy of cancer, 6(1), 56.



I. TZIELD - “VACCINE” DAU TIEN TRi HOAN SU XUAT HIEN T1D

4. Hwéng dan str dung

. B
<500 té bao/mcL kéo dai O
1 tuan hoac lau hon J//j‘,’i\/

==) Nglrng st¥ dung

/" Tzield c6 thé can thiép vao phan tng mién dich déi véi viéc tiém vaccine va lam giam hiéu\
qua cua vaccine.

= Thuwc hién tat ca cac loai vaccine phu hop véi Itra tudi trwde khi bat dau Tzield

= Khdng nén tiém vaccine bat hoat hodc vaccine mRNA trong vong 2 tuan truwdc khi
diéu tri, trong khi diéu tri hoac 6 tuan sau khi két thuc diéu tri.

= Khong nén tiém vaccine séng giam déc lwe trong vong 8 tuan trudc khi diéu trj trong
khi diéu tri hoac t6i da 52 tuan sau khi diéu tri.

To Hwéng dan s dung thube-Tzield-Proventionbio

26



4. Hwéng dan str dung

Phu nir cé thai

= Céc khang thé don dong cé thé
dwoc van chuyén tich cwc qua
nhau thai.

= TZIELD c6 thé gay trc ché mién
dich & tré so sinh.

( )
Tranh s dung trong khi mang thai

va it nhat 30 ngay trwéc khi co ké

hoach mang thai.
\ J

To Hwéng dan s dung thube-Tzield-Proventionbio

Khéng c6 di liéu vé sw hién dién
cua teplizumab-mzwv trong sira
nguwdi hoac déng vat, anh hwéng
dbi v&i tré bu me hoac anh hwéng
dén san xuat sira.

Tré em
Tinh an toan va hiéu qua cua

TZIELD chwa dwoc thiét 1ap & tré
em dudi 8 tudi.
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4. Hwéng dan str dung

MICROMEDEX

————— DRUG

INTERACTIONS

Tzield

Vaccine séng giam déng lwc

Vaccine BCG
Vaccine rubella
Vaccine virus soi

Vaccine bat hoat

Vaccine Covid-19
Vaccine viém gan B
Vaccine ho ga

Drug Interactions-Tzield. Available at: https://www.micromedexsolutions.com/micromedex2/librarian/PEDefaultActionld/evidencexpert.ShowDruginteractionsResults
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5. Thir nghiém |am sang

[Déi tu’cyng]

&% The NEW ENGLAND

%7 JOURNAL of MEDICINE

ORIGINAL ARTICLE

An Anti-CD3 Antibody, Teplizumab, in Relatives at Risk for Type 1 Diabetes

Kevan C. Herold, M.D., Brian N. Bundy, Ph.D., S. Alice Long, Ph.D., Jeffrey A. Bluestone, Ph.D., Linda A. DiMeglio, M.D., Matthew ). Dufort, Ph.D., Stephen E. Gitelman, M.D.,

Peter A. Gottlieb, M.D., Jeffrey P. Krischer, Ph.D., Peter S. Linsley, Ph.D., Jennifer B. Marks, M.D., Wayne Moore, M.D., Ph.D., et al., for the Type 1 Diabetes TrialNet Study
Group®

Table 1. Baseline Characteristics of the Participants.*

> Thi nghiém dwoc tién hanh tor 7/2011 dén
11/2018 tai cac dia diem & Hoa Ky, Canada, Uc
va buec.

> Diéu kién:

= Nguwoithan ciia bénh nhan mac T1D (2 8 tubi)

= Phu hop v&i chan doan T1D giai doan 2

» Thoi gian theo do6i trung binh la 745 ngay
(khodng tr 74 dén 2683)

Teplizumab  Placebo

Characteristic (N=44) (N=32)
Age —yr
Median (IQR) 14 (12-22) 13 (11-16)
Range 8.5-49.5 8.6-45.0
Age <18 yr — no. (%) 29 (66) 26 (81)
Male sex — % 57 53
Relationship to person with type 1 diabetes — no. (%)
Siblingt 28 (64) 16 (50)
Offspring 6 (14) 6 (19)
Parent 6 (14) 309
Sibling and another first-degree relative 2 (5) 3(9)
Second-degree relative 2 (5) 39
Third-degree relative or further removed 0 1(3)

Autoantibodies — no. of participants positive (%)

Anti-GAD65, harmonized 40 (91) 28 (88)
Micro insulin 20 (45) 11 (34)
Anti-IA-2, harmonized 27 (61) 24 (75)
ICA 29 (66) 28 (88)
Anti-ZnT8 32 (73) 24 (75)

Median glycated hemoglobin level (IQR) — % 5.2 (4.9-5.4) 5.3 (5.1-5.4)

Herold KC, Bundy BN, etal; Type 1 Diabetes TrialNet Study Group. An Anti-CD3 Antibody, Teplizumab, in Relatives at Risk for Type 1 Diabetes. N Engl J Med. 2019 Aug 15
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5. Thir nghiém |am sang

Typel
Diabetes
Trial -

[Phwong phép]

Giai doan 2, mu déi, ngau nhién, c6 déi chirng vé&i gia dwoc

N =76 Nhom Teplizumab (44) Nhom gia dwoc (32)
Diéu tri Teplizumab Gia dwoc (Nwéc mudi sinh 1Y)
) Ngay 1 2 3 4 5-14
Lieu dung :
Lieu (mcg/m?) 51 103 207 413 826
Tiéu chi danh gia | Thoi gian to khi b&nh nhan dwoc phan liéu ngau nhién dén khi chan
chinh doan lam sang T1D

30

Herold KC, Bundy BN,etal; Type 1 Diabetes TrialNet Study Group. An Anti-CD3 Antibody, Teplizumab, in Relatives at Risk for Type 1 Diabetes. N Engl J Med. 2019 Aug 15
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5. Thir nghiém |am sang

No. without No. with

Diagnosis Diagnosis
Teplizumab 25
Placebo 9

| Tinhhi¢u qua |

0.9+

0.4+

Pwoc chan

HR = 0,41 (95%Cl, 0,22 0,78) ™ 48,4
than
Gia dworc g | ’
(32) ‘g T oo - Teplizumab — — - - — —

” 19 43% 23 72% ad Placebo
doan T1D ( ) ( ) 24 4
0.2 )

> 2 n 2 than
Ti lé chan 01 9
doan T1D 14,9% 35,9% 00 : . l ] , . : : : :

> o 0 6 12 18 24 30 36 42 48 54 60
hang nam Months since Randomization

No. at Risk

Thoi gian w5 4 8§ 3 % OB % % % 3

TB dén khi

dwrorc chan BEEW N1 FTy 24,4 than _ . A o L
doan T1D $ < Teplizumab [am cham qua trinh tién trien thanh T1D

trén Iam sang & nhirng ngwoi tham gia cé nguy co cao.

giai doan 3

31

Herold KC, Bundy BN, etal; Type 1 Diabetes TrialNet Study Group. An Anti-CD3 Antibody, Teplizumab, in Relatives at Risk for Type 1 Diabetes. N Engl J Med. 2019 Aug 15
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5. Thir nghiém |am sang

| Tinhhiguqua | 923 ngay

HR = 0,457
0.9+ (32)
59,6 thang 2
0.8+ ' DPwoc chan
o 0) o)
- doan T1D 22 (50%) 25 (78%)
g 0.6
& Thoi gian TB
; el den khi dwoc
: | chan doan 59,6 thang 27,1 thang
- T1D giai
ot 27,1 thang doan 3
W 2% 19 18 17 14 1 1 9 z 3 2 2
i ' ' ' ' ' ! Teplizumab tiép tuc tri hodn T1D trong céc
0 12 24 36 48 60 72 . A ., ~ , N
on-Study (onihs) nghién ctru theo doi keo dai.

32

Sims EK, etal; Type 1 Diabetes TrialNet Study Group. Teplizumab improves and stabilizes beta cell function in antibody -positive high-risk individuals. Sci Transl Med. 2021 Mar 3
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5. Thir nghiém |am sang

| Tinhhi¢u qua |

A . B = c
g -1 + +  Placebo, pretreatmant b= - = Placebo, peotreatmaent e + =  Phoebo, pretreatment
— Placobo, postieatment — Placebe, postireaiment = —— Phucebo, postreatment
+ »  Teplzumab, prefreatmssnd +« = Tepizumnab, prefroatmoent o - = Teplioumab, prefreatmasd
—— Teplizumab, postneatment % ﬁ ] =—— Tepizumab, postreatment ﬁ § i —— Teplizumab, postireatment
S = 2 s
T ] 5
D S &
o g 8 c &
$ c a = a
£ § = U
= =
3 @ 2 g - 8
= _— 3 ¢
c S :
S=
E E - L 2] e g
g = g &
[
&
g Ep g
g ® R
] T T T T T
5 a 5 -5 o 5 o 5
Time from start of treatment lI:I'I'Ii:'.'lI"I1'.|"I5:I Time from start of treatment {I'I'ICII'I“"IS] Time from start of treatment I[I'I"ICIII"IthS]

> Tong lwong insulin tiét ra trong qué trinh th& nghiém &
nhém teplizumab tédng dang ké, Ién hon dang ké so voi
nhom gia dwoc.

> Lwong insulin dwoc tiét ra trong gi® dau tién tang 1én &
nhém teplizumab, tiép tuc giam & nhém gia dwoc.

Kha nang tiét insulin dwoc cai
thién khi diéu tri bang teplizumab

33
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5. Thir nghiém |am sang

[ Tinh an toan ]

Phan (rng bat lgi:

Table 2. Adverse Events during Active Follow-up.*
Adverse Event Category Teplizumab Placebo
Events Participants Events Participants
(N=112) (N=44) (N=23) (N=32)
no. no. (%) no. no. (%)
Blood or bone marrowy 45 33 (75) 2 2 (6)
Dermatologic or skin 17 16 (36) 1 1(3)
Pain 11 5 (11) 5 3(9)
Infection 8 5 (11) 5 3(9)
Gastrointestinal 5 4 (9) 3 35(9)
Metabolic or laboratory 7 4 (9) 2 2 (6)
Pulmonary or upper respiratory 6 4 (9) 0 0
Constitutional symptoms 3 2 (5) 0 0
Allergy or immunologic 2 2 (5) 0 0
Cardiac, general 1 1(2) 1 1(3)
Endocrine 0 0 2 2 (6)
Vascular 1 1(2) 1 1(3)
Neurologic 1 1(2) 0 0
Ocular or visual 1 1(2) 0 0
Musculoskeletal or soft tissue 2 1(2) 0 0
Hepatobiliary or pancreatic 0 0 1 1(3)
Syndrome 1 1(2) 0 0
Hemorrhage or bleeding 1 1(2) 0 0

> Tréen mau hoac tay xwong:
Teplizumab cho phan &ng bat loi 1én
dén 75% cao hon nhiéu so v&i nhém
gia duoc (6%)

> Trén da: Teplizumab cho phan ng
bat loi 1én dén 36% cao hon so voi
nhém gia duoc (3%)

Herold KC, Bundy BN,etal; Type 1 Diabetes TrialNet Study Group. An Anti-CD3 Antibody, Teplizumab,

in Relatives at Risk for Type 1 Diabetes. N Engl J Med. 2019 Aug 15
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5. Thir nghiém |am sang

[ Tinh an toan ]

A
3000 > Giam bach cau lympho la tac
dung phu thwong gap nhat
;g Placebo (73%)
2 2000- { ____{/}//// E A N . >
g -t {/{ L > SO lwong té bao lympho giam
= eplizuma ye , X X < <
§ I//} xuoéng muc thap nhat vao ngay
2 _— . 0
- N E/{ thir 5 (giam 72,3%)
f’:‘ \I I/
\i/
. SO lwong té bao lympho tr& lai
Screclening(l) 2 4 6 8 ‘110 12 . 1'? T 8 35 4 49 mL'J’C binh thU’O’ng VaO ng é.y thl:l’
Days since Randomization - A X L, e
No. of Participants 45 (04 haU het cacC dOl tU’,O,ng.
Teplizumab 44 41 4] 41 4] 42 43 43 41 42 42
Placebo 32 30 30 30 29 30 31 32 30 29 31
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5. T

hir nghiém |am sang

17/11/2022

-

\_

Tinh hiéu qua )
Teplizumab 1am cham qué trinh tién trién thanh T1D
trén [am sang & nhirtng ngwdi tham gia cé nguy co cao
(chadm 2 nam so v&i gia dwoc)

Kha nang tiét insulin duoc cai thién khi diéu tri bang .
teplizumab ) < ApPROvVED

[ Tinh an toan \

C6 céc phan &rng bat loi, dac biét:
= Trén mau hoac tuy xwong: 75%
= Tréen da: 36%

\_Céc phan (rng nay c6 thé du doan trwac va diéu tri dwoc. )

Tzield 1a thudc dau tién chirng minh kha nang bdo ton chirc nang té bao beta dan dén tri hoan khai
phéat va c6 kha nang ngan ngira T1D 1am sang & mét sé bénh nhan.
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6. Danh gia

> Hién nay, insulin dang la liéu phap chinh dé diéu tri T1D.
> Diéu tri bang insulin phai diéu tri sudt d&i vdi tan suat lién tuc (mét hodc nhiéu l1an trong ngay)

» Mac du c6 nhiing tiéq bd trong cac chét twong tw insulin va hé théng cam bién theo ddi dwdng
huyét, nhiéu ngwdi mac T1D van khong dat dwoc muc tiéu dwérng huyét.

Can phwong phap
dieu tri toi wu hon
Tzield
v' Thoi gian diéu tri bang Tzield ngan.

. . s . Chi phi diéu tri cao
v Khdng can phai tiém isulin hang ngay, ,
C

theo d6i dwong huyét thuwdng xuyén. = Chi phi cho méi lo Tzield la
s L~ . e em $13.850, twong dwong $193.900
v' Tri hoan th&i gian xuat hién cac triéu cho ché d6 didu tri lién tuc 14 lo.

chirng T1D.

37

1. Michalek, D.A., Onengut-Gumuscu, S., Repaske, D.R. et al. Precision Medicine in Type 1 Diabetes. J Indian Inst Sci (2023)
2. FDA Approves Tzield (Teplizumab) to Delay Type 1 Diabetes.diatribe (21/11/2022) Avaible at: https://diatribe.org/fda-approves-tzield-teplizumab-delay-type-1-diabetes



IIl. TONG KET

T1D la mdt bénh man tinh dac trung béi co thé khdng cé kha nang san xuét insulin do sy tw
pha hay mién dich cia cac té bao beta trong tuyén tuy.

T1D giai doan 3 lam tdng dwéng huyét qua mirc va xuat hién nhiéu triéu chirng nghiém trong
Insulin van ludn la bién phap diéu trj cbt 16i cho bénh nhan T1D.

2. Tzield

) Tzield Ia khang thé don dong dinh hwéng CD3

) Thubc dau tién chirng minh kha ndng bao tén chirc nang té bao beta dan dén tri hoan phat trién
T1D dén giai doan 3.

[ Co ché: Lién két véi CD3, ngan can qua trinh truyén tin hiéu dén té bao T lam gidm T CD8+
va tang T reg nén ngan can sw pha huy té bao  dao tuy.

) Liéu dang: Truyén tinh mach 1 lan/ ngay, lién tuc trong 14 ngay.

DOSING REGIMEN

Day 1 Day 2 Day 3 Day 4 Days 5-14

1o
mcg/m? mcg/m? meg/m? meg/m? mecg/m?
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THANK YOU
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