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Tong quan vé Dai thdo dwong tip 1

PTD tip 1 1a mdt bénh tw mién

Té bao B tuyén tuy bi pha hdy — thiéu insulin tuyét doi

Chiém ~10% ca dai thao dwdng toan cau

Tang nhanh & tré em <5 tudi

530.000 ca m¢@i/nam (2022)

Gidm tudi tho trung binh 13 — 22 nam

Chi phi diéu tri (cho 1 ca) cao hon BTD tip 2

Nhiéu nghién ctru da tim cach xac dinh cac ca nhan cé nguy co

Nhirng két qua nay gilip cung cap co hdi gang ngan chan hoac dao
ngwoc tién trien cua bénh




Nguyén nhan va yéu t6 nguy co’

Islet in normoglycaemia Isletin TIDM

y-Cell

* Di truyén: HLA-DR3, DR4, w47

« M6i trwdng: virus, ché dé an,
vitamin D, stress

* Yéu td6 mién dich: mat dung
nap mién dich
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Cac giai doan tién trién cua DTD tip 1

Stage 0: Nguy co di truyén/méi trwérng

Stage 1: C6 =2 tw khang thé, dwérng huyét binh thuwdng
Stage 2: Roi loan dung nap glucose

Stage 3: Biéu hién lam sang

Stage 4: Bién chirng man (mach mau nhd, 16n,...)



FIGURE 37.1. Natural History of Type 1 Diabetes, 1986
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Pre-stage 1 Stage 1 Stage 2 Stage 3 Stage 4
Insult

» Genotypes: » =2 islet autoantibodies « >2 islet autoantibodies + =2 islet autoantibodies + Established TIDM
HLA class Il; DR3-DQ?2, * Normoglycaemia * Dysglycaemia (or NOT) ¢ Complications
DR3-DQS8, DR4-DQ2, (IFG and/or IGT) + Overt hyperglycaemia + Long-term management
DR4-DQ8 e FPG 5.6-6.9 mmol/l * Insulin management + C-peptide levels

¢ Environment: e 2-h PG 7.8-11.1 mmol/1l ¢ Clinical TIDM with the diminished
Viruses, diet, vitamin D * HbA,_>10% increase AT symptoms'
levels, microbiome + Toilet

» Immune factors: * Tired
Loss of tolerance  Thinner

e Thirsty

Asymptomatic

(-cell mass

Honeymoon period
« Endogenous
¢ Insulin production

35-50% risk of 75% risk of ¢ Transient
progression to progression to normoglycaemia?
T1DM in -5 years TIDM in -2 years
- - B-cell mass
e critically low
Primary prevention Secondary prevention Tertiary prevention
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Phan loai cac chién lwgc phong ngira

Phong ngtra cap 1:

Ngan chan sw khoi
phat cua qua trinh
tw mién & nhirng ca
nhan co nguy co di
truyén.

Phong ngtra cap 2:

Phong ngwa cap 3:

Ngan chan s tién
trien cua qua trinh
tw mién & nhwng ca
nhan da co khang
thé.

Bao ton chirc nang
té bao beta &
nhwng bénh nhan
mé&i dwoc chan
doan.




Biéu do tong hop thudc thir nghiém

. B cell

Y Autoantibody
. Dysfunctional or

dying B cell '
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Stage 0 Stage 1 Stage 2 Stage 3
Defining characteristics « 0-1 positive autoantibodies | « 22 positive autoantibodies + 2 positive autoantibodies » 2 positive autoantibodies
» No dysglycaemia » No dysglycaemia * Dysglycaemia » Hyperglycaemia
« Clinically asymptomatic » Clinically asymptomatic » Clinically asymptomatic » Clinically symptomatic
B-cell mass 100% 100% 100% (decrease starting 10-20%
6 months before stage 3)
Prevention trial category Primary prevention Secondary prevention Secondary prevention Tertiary prevention

Past prevention trial examples

* TRIGR (cow milk protein)
* FINDIA (bovine insulin)
* BABYDIET (gluten)

* DENIS {nicotinamide)

« ENDIT (nicotinamide)

» Belgian trial (parenteral insulin)
+ DPT-1 (oral insulin)

« DIPP (intranasal insulin)

« TrialNet study (oral insulin)

« DIAPREV-IT (GAD-alum)

« DPT-1 (parenteral insulin)

* DIAPREV-IT (GAD-alum)

« TrialNet teplizumab
(anti-CD3 monoclonal

antibody)

« Haller et al (2019)*

* Rigby et al (2015)"

» Herold et al (2002)*

« Keymeulen et al (2005)*
« Orban et al (2011)*

» Pescovitz et al (2009)%




Phong ngira cap 1: Can thiép tiém niing

* Can thiép dinh dwdng
— (VD: bd sung vitamin D, omega-3).

» Can thiép hé vi sinh vat dwong rudt
— (Probiotics, prebiotics).

» Vac-xin phong ngira.



Teplizumab

 Khang thé khang CD3
’ Leu234 to Ala234
* FDA chap thuan (2022) e v
* Hiéu qua: Tri hoan xuéat &
hien DTD tip 1 trung binh
2—3 nam

Effect cell




Han ché cta Teplizumab

« Truyén tinh mach, chi phi cao (~190,000 USD)
« Tac dung phu: néi man, gidm lympho tam thoi
« Khéng phai ai cling dap &rng



Lieu phap m¢&i: RAGE inhibitors

 Uc ché receptor AGEs (RAGE) — giam viém
 Tang hoat déng té bao T diéu hoa
« Pang thr nghiém Iam sang



Liéu phap khang nguyén dac hiéu

 GAD-alum vaccine (tieém hach ben)
» Insulin dwdng udng/nhd mii — tao dung nap mién dich
* An toan, nhwng hiéu qua chuwa rd



Cac thudc tiém nang khac

Abatacept: trc ché tin hiéu dong kich thich T-cell
Rituximab: diét B-cell

Verapamil: bao vé té bao B

Imatinib, JAK inhibitors



Vai tro ctia ché do an

» Thirc &n siéu ché bién — tang AGEs — tang nguy co
T1DM

» Dinh dwéng lanh manh co thé gidm nguy co
 Vai tré cua vitamin D, hé vi sinh dwdng rudt



Sang loc va phat hién so'm

« Xet nghiém gen HLA
» Phat hién tw khang thé (GAD-ADb, ICA, ZnT8, IAA)
* Theo doi glucose, HbA1C



Thach thirc toan cau

« Khé trién khai sang loc dién rdong
« Chi phi cao cta thudéc moi
» Thiéu marker tién lwong chinh xac



Huwdng tiép can twong lai

 Két hop da liéu phap (immunotherapy + bao vé p-cell)
* Y hoc chinh xac: ca thé hoa diéu tri
« Ung dung Al va di liéu I1&n trong dw bao nguy co’



Vai tro cong dong & giao duc

» Giao duc strc khée cho gia dinh va tré em
« Nang cao nhan thtrc vé T1DM
» Giam ky thj va ho tro tam ly



Tém tat

T1DM: bénh tw mién phrc tap, chwa thé phong ngira
hoan toan

Teplizumab: bwéc ngoat dau tién
Liéu phap moi hira hen: RAGE, khang nguyén dac hiéu

Can chién lwoc toan cau két hop sang loc — can thiép —
giao duc



Tran trong cam on!
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