Hybrid Closed Loop (HCL) Insulin Pumps
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ECEAIEN oTn OepaTtreia Tou 2A1

Sensor augmented
Pump treatment

MDI
l [ CaM Csl| N Closed loop
+ PLGS pump treatment
CSl| CGM

MDI: multiple daily injection

CSlI: continuous subcutaneous insulin infusion
CGM: continuous glucose monitoring

PLGS: predictive low glucose suspension



AlapkeLa
owoontipa XopaKTNPELOTKA

(nuEpeg)

CGM AkpiBeLa

Akpipela - (MARD, %)
XopaKTNPLOTIKA

BaOpovopnon

Dexcom G4 Platinum 9 7 BéAn petaPoAng, Yrmep — Ymo -alarms R RS 1

G5 Mobile 9 . BéAn u’etaBoAnq, Yrniep — Yno-alarms Blaeuovoupon
Zuvdeaon oe smartphones TouAaxLotov kaBe 12h
B€An petafoAng, Yrnep — Yro-alarms Aev anautel
G6 9 10 , .
Zuvdeaon oe smartphones BaBuovopnon
. . BEAN petaBoAng, Yrep — Ymo-alarms BaOpovounon
Medronic Sl 13,6 6 Juvéeon o Medronic 640G TouAd LoTov KaBe 12h
Guardian 9,6 -10,6 (abdomen) . B€An petafoAng, Yrnep — Yro-alarms BaOuovounon
sensor 3 9,1 (arm) Yuvdeon o Medronic 670G, iPhones TouAdyxLotov kdBe 12h
Freestyle 11,4 —» 9,2 BEAN petaPoAng, oyt alarms Aev anoutel
Abbott . . , 14 ) .
Libre (véog aAyopLOpog) Zuvdeon oe smartphones BaBuovopnon
Senseonics Eversense B€An petafoAng, Yrnep — Yro-alarms Aev anautel
. 8,8-11,1 90 , .
enduteLOLHOG 2Zuvdeaon oe smartphones BaBuovopnon

B€An petafoAng, Yrnep — Yro-alarms BaOuovounon

O (Gl 0 (DER 9,9 14 Juvdeon o smartphones KaBe 24h
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MDI vs CSlI




AVTAiEG oUuVEXOUG UTTOOOPING EYXUONG IVOOUAIVNG

(Continuous Subcutaneous Insulin Infusion, CSII)

; ; ; Aladopetika enineda Bacikov puOuoU
» MNpodiA Baoikol puBLOU , , ,
yLa OLapOPETIKA OLaoTAHATA TNC NUEPOC

| Mazxim u||'| Basal Rate 2.00 UWHr | Bolus Wzard On Easy Bolus 0.10U | Sensor On |
1 Units g, mmolL Bolus Increment 01U ]
Basall (active) Day of Workday Active Insulin Time 4 g Bolus Speed  Standard
24-Hour 16725 1 | 24-Hour _ 24-Hour _ {homm) e - Alert .
Total Total Total Maximum Bolus 120 U DualiSquare  OFIOF Start Time  High (mmolL) |A®OM | gegope | Rise Alert
Time UHr Time WHr Time LWHr - - P s High s e
Carbohydrate Ratio  Insulin Sensitivity Blood Glucose 0:00 15.0 X
0-00 0450 - - - - (g/U) {(mmollL per U) Target {(mmuol/L)
Z00  0.600 Time Ratio Time Sensitivity Time  Low | High
5:00 0.750 0:00 21.0 0:00 45 0:00 .0 8.0
830  0.800 12:00 18.0 B:00 45
= 070 17:30 120 12:00 45
430  0.500 20:30 15.0 17:00 45
Start Time [mlr'“u:”u Suspend AIE'?" EIEE:E HEA::SEEE
0:00 ad Before Low x
S— ——
Marme Nommal Square
Bolus 1
Breakfast
Dinner
Lunch ' Auto Calibration  Of
Snack A Calibration Reminder On
, , , 2 0 K r] 0 n Calibration Reminder Time 1:05
» Mpoowplvoc Baolkog puBuoc [ :
AcBOevela




NMpoocwpivdg pubuodg

T AobBévela [AoKr]or] - au¢nNMEVN QUOIKN dpaoTnPEIOTNTA ]
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= Avoloyla wvoouAivng/ yp. udatavBpakwv f Looduvapo
(Insulin to Carbohydrate Ratio, ICR)

> levpatikri wooulivn/ = [lapayovtog evolcOnoiag tvooulivng
Al6pBwaon (Insulin Sensitivity Factor, ISF)

= Ytoxol 2x (BG targets)
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2T10YO0I - A16pOwon

YT1roAoyIiouog diopBwrTikou bolus

Medronic
Animas

Accuchek

Omnipod

\4

meal centric
AauBaver uTTOWIV TN
IOB a1rd TN YEUMATIKA
IVOOUAIVN

oo

glucose centric
oev AauBavel uttTéYIv TV
|OB atrd TN YEUMATIKNA

Accuchek (Roche)

IVOOUAIVN =wsCument g []Bolus Emwm’ | Currently allowed

bG value

Zisser et al Diabetes Technol % Therapeutics 2008:441
Zisser et al Diabetes Technol % Therapeutics 2010:955

bG value: Meal Rise

Accuchek Insight User Guide



Xopnynon YEUMATIKAG IVOOUAIVNG ME avTAia

Three Types of Bolus Insulin Bolus Wizard 09:11
Kavovikn BFB 1 30 mg/dL 0.3u
d6on PUBL. evepy. IVO. 0.0u
% L S D Ak Ydikeq 35 2.30
g ,&@Uﬂ 2.6 L
g I Emop.
l
Y - Bolus Wizard 09:17
- = TIME - Adon 1.8u

»  YYnAA mepLektikdTnTa o€ pwteivn/Almog Twpa  28% 0.0y

= MeyaAa yevpota
" [aotpomapecn

Tetpdy. 72% 1.3u
AIGpKEIX 3:00 nr
Xoprynan doong




MetaBaon amro MDI og CSII




MetaBaon atré MDI og CSll: ApXIKES puUBMICEIG

( ) .
- 20% Basal > 50% < i?;:é » Basal < 50%
- 25%
TDD ° 8520/21I Quoikni dpaocTnpIoTNTA
— S
. J
Bdpoc (kg) x 0.5 ===p 50% TTaxuoapKia NETTTOOWUA ATOUO
Basal XapnAf TToodTNTa UdATAVOPAKWYV uwnAn TToooTnNTa UdATAVOPAKWY
XaunAf euoiki dpacTtnpIdTnTa uwnAnR euaoikry dpaocTnpIoTNTA
1500
1700
1800 ) : TDD sy  |SF TTIO ETTIOETIKA AVTIUETWTTION =
2000 [Mpoooxn
2300 2 UMETABAANOVTAI TTPOC
TNV idla kaTevuBuvon
350 ] ]
450 ' TDD =) |CR T TTIO ETTIOETIKA QAVTIUETWTTION &~ =
500

TDD: Total Daily Dose, ICR: Insulin Carbohydrate Ratio, ISF: Insulin Sensitivity Factor



Open loop CSII

* Report avtAiac — AvaAuon 0eO0NEVWV



Insulin Pump Report - Settings

| m‘nﬁum 3,00 Whr

BG

Sensor
Settings

Day Off Workday
T4 Hour 2erowr
oy Totl Totd
Time  umir T wer Time  Umr
om 120 - - - -
) 155
Tm 140

ICR: Insulin to Carbohydrate Ratio, AvaAoyia tvoouAivng/ yp. udatavBpdkwv r looduvoapo
ISF: Insulin Sensitivity Factor, Napayovtag evalcbnoiag tvaouAivng

BG targets, >toxoL 2X
PLGS: Predictive Low Glucose Suspension

| UG I
e e o - targ.ets
Maxinfum Bols. 15,00 Dualiiquars  Cf/On Start Time  High imgrdL) """"“'tnm
Carbonydrate Rathy | Insulin Sensitivity Blood Gluciae [ae] a0 «
i@ {mgidL per U) MU_ 700 150
Time Rt Time  BancEhity Time Low Hgh II
000 108 oo 3g 000 s o) [ -
500 8o | |
— - 1 Low Alerts ,V ]
230 104 i ’
i | e T
0:00 85 Eefore Low x | x
.
Hama Hommal Zquare | I
Bolus 1
— PLGS
Hnnes ;
. fafo Callbraion O ) -
broo Cafioraion Reminder _Or Calibrations
Baolus 2 Callbraficn Remindsr Time: 100 L.
Bolus 3
Boluc 4 MHotes
Hame Fais | Duration Mame Fals | Durafion



Insulin
Pump
Report

Afiohoynon ka Tpéodog
(Al 18.06.2022 - 01 .07 2022 {14 Hpépeg)
(B} p4.08.2022 - 17.06.2022 (14 Hpépg)

Medtronic

[pIOT] EKOTOOTNHOopiwY
i)

Anpuovpyrifnes: 01.07.2022, 09:23
Nnyéc delopdvwy: MiniMead 840G, MMT-13121712 (NG222522TH)

Echiba 1 ama 22

il 40
ao [ o2 a3 04 oS [x]] ar [l ag 10

1 12 13 14 15 16 7 1B 18 20 21 22 3 o
n (B) 12.0 10.0 9.0 9.0
W 12.0 10.0 9.0 9.0
| MpéTutra uTroyhukaipiag (0) Ap. emeicodiwy (avd np.): 0.1 | Mpdtuma umepyAukapiag (10)* Ap. emeigodiwy (avanp): 27
@ ‘ Kaia ‘ 09:00 - QQ:SQ 14:00 - 1:4:58 0400 - q-4:5!3
(& ouppavTa) (5 guuBdvTa) (3 gupgdvTa)
@ LTamomikd @
g% 6 ¥pryom moBnmpa (ovd epGopdta) 91% (6n 09w) 92% (6n 10w)
A G P 15% Mégog dpog 5G = 5D 171 + 53 mgldL 184 + 65 mg/dL
g GM T.4% T.7T%
8_ 30% TuvTeheaTric Biakipavonc (%) 3M2% 35.4%
repO rt @ 3% EiGo. xap./uy. SG (ava nu.) 1.9/13.4  1.9/154
‘g‘ O Mégoc dpoc BG 174 + 48 mg/dL 186 + 66 mgldL
E BG { BaBpovopnon (avd nuépa) 46/21 5.0/21
g ﬁ Tuvolkn nuepfoia Goon (mwd nuépa) 30.4 povddec 30.0 povaddeg
6 MogotnTa Goong (ovd nuépa) A7.4U (57%) 17.2U (57%)
:,,% 60% 549, MocdTnTa Bamekod (ovd npépo) 13.0U (43%) 12.8U (43%)
Adhoyn) oeT Kdfe 3.5 nuépeg Kdfe 3.0 nuépeg
Adhoyn) BECOpEVTC Kdfe 3.5 nuUépeg Kdfe 3.0 nuépec
1% Fedpa (ovd nuépa) 29 2.9
Komaywpiop. uBlkec (ovd nuépa) T8x22g T1+£25¢g
Xp. EVEDY. VO 3:00 wpeg 3:00 wpEeg

o T TRpOpaTEg PUBITEIG TNG aviAkg
* EUROVIZIVTEN Ve OO EXDUV WENTTT) TPOTEp@ITT,
*** Ash|G BiogEipimg YAURSTTE




Afiohoynon ka Tpéodog

I n S u I I n Medtmnic ’& 18.06.2022 - 01.07_2022 {14 Hpépec)

E) 04.06.2022 - 17.06.2022 (14 Hpépec)

Pump p—
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Insulin Pump Report

s Bolus events s
o1 0 e 2 7355 71 7 7 3 1 1 63 0:55
[epnTn 2 22:30 & 5 5 3 2 1 0.7 2 15.0 1:18 "
02.08.2021
MNapaoxzur 4 18:20 3 6 6 5 .
03.08.2021
afifaro 2 2135 12 8 6 5 1 1 0.7 1 72 1:20 "
04.08 2021
" vy
e 2 2345 5 8 8 4 2 1 0.4 1 58 0:22
Leutipa 3 2155 27 7 6 3 0:18 v
06.08.202
Tpim 3 24:00 15 8 8 4 1 1 0.7 1 6.2 e
07.09.2021
e 2 7135 15 9 9 & 2 1 0.7 2 93 -
08.08.202
m_gﬁ;&; 2 2345 12 7 6 4
o 7 17:05 9 7 & 1 1 0.7 1 68 — "
10.09.2021
Zdfifaro 3 22.45 7 6 6 5 1 1 74 i
11.08.2021
Karpmwsy 3 24:00 18 9 7 8 "
12.08.2021
13%?2‘55'13 3 2345 18 8 8 1
© soedont 325 1
Tivoyn | 27mpEpa | 12n04w20A | | 14.UnuEpa | 6.9inpipa 91.8% 61.9% 0% 11 & 0.6U 10 6.4U 9 21A
Inhrpuwon fnhrpwon




Insulin Pump Report

"Aukaipikn d1akupavon — HUEpa HE NUEPA
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E .'..---'-. -\*—_,' L™ .\_\'ﬁ' '._ -.__3‘ _ﬁ:ix_.- =

7
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Suspension
#™_ Sensor irace #® BG reading — Basal -~ Bolus o Suspend Ly Time change ¥ Exercise
s Interrupted YA Ofchar @ | - Temp basal ¥ Suspend On Low B injecied insulin (U) O osher
44 Suspend Before Low
e Riga 13 BT Tom 18 AR At PR R W P T 7
s\, Sensor trace #® 2G readng - Bazal -~ Soks 1+ Suspend (© Tme change @ Exercize
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Insulin Pump Report

"Aukaipikn dlakupavon — HUEpa HE NUEPO
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Carte gl 30 - 30 35 Avg ALNG < T {mgdL] oo Hioh a1 mml
Cart Ratio Ssting g} E8 & E8 &
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Food Bodus (L) | - 440 5,50 . .
CarbeBoluc inculin 25 23!
B [mgidL} 263 brs =) 136 —— = -
B Targed Setting [mgidL) 100 00 100 00 Total Dally mgulin U] S2,63 [y——
iﬂﬂ.ﬂﬂ:ﬂﬂ a0 m a = Dally Bacal (U] 33,53, som| msz! 5aRg)
| |
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AvaAuon mTpo@iA diakupavong YAuKodng
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Insulin Pump Report (no CGM)

[Dinne ]

127 1mp 2mp 3mp 4 pp Bpp Spp 10pp 11 pp Daily Totals
Napaokewn 110 Average [2): 15imgidL
e N N L P b RN I PP, PR Carbs: 1953
L] ~ 0,30 8,30 Insulin: 212U Bolus: 58%
Edappato 96 169 9z Average (4): 120mgidL
. LA s Carbs: 230g
8,20 ~ 5,80} Insulin: 20,80 Bolus: 58%
Kupiakri 122 172 158 Average (4): 141mgidL
Sr22020 q Carbs: 100g
1,004 0,00 Insulin: 237U Bolus: 42%
e | 201 84 Average (5): 158mgidL
10722020 I | 100} Carbs: 260g
:"LBEI' k7. Insulin: 26,20 Bolus: 62%
. b
» TWZH 109 170 173| | Average (3): 17BmgidL
230 - m q Carbs: 260g
Y
L] ~1.00 9,10 ~ 3,30 |Insulin: 354U Bolus: §3%
Terapmn 168 102 Average (4): 148mgidL
el e Carbs: 160g
"8, Insulin: 28,00 Bolus: 52%
Négmm| 178 Average (T): 183mgidL
1zz0z0pees | | ] |l Lo O mmm | | bl Carbs: 2855
- 710 5801 Insulin: 474U Bolus: 71%
o - 7 115| | Average (8): 180mg/dL
14122020 120 Carbs: 3459
™ ~3.40) 8,00 Insulin: 405U Bolus: 88%
ILapparo Average (4): 152mg/dL
151212020 -~ Carbs: 220g
Insulin: 238U Bolus: 50%
Kupimer 154| | Average (4): 124mgidL
16/272020 110 AR m Carbs: 250g
~ B.70] -~ 7.20] Insulin: 371U Bolus: 63%
AruTépa 93 Average (6): 180mgidL
17722020 — 100 Carbs: 550g
L] T 3 Insulin: 423U Bolus: 88%
T 75 92 Average (5): 115mgidL
1B/2/2020 FTTLTTL e Carbs: 2409
i 8,00 Insulin: 321U Bolus: 57%
Terdpm 31 96| |Average (5):  134mgiL
19722020 . R D) [carbs: 1659
-~ 5 70 |Insulin: - 285U Bolus: 52%
Mépmmn 115 118 161 Average {4): 148mgidL
207272020 ot — Carbs: 200g
530 a1 Insulin: 20,9 Bolus: 55%
= 180mgidL 00" Multiple readings (most extreme shown) U Suspend W Euxercise & Partal day {1} Time change

Il < 7Omg/dL Y Manual bolus or bolus with corection T Suspend by Sensor B other W4 Pump rewind wenivr Shipped meal



Sensor augmented pump (SAP)

SAP + Predictive Low Glucose Management (PLGM)




Sensor-Augmented Pump (SAP)

2U0TNUa oUveXoug AZloAOynon oToIXEiwV
KaTayPaPAS YAUKOZNG aTrd ToV acBevh AVTAia [voOUAIvNg

Emikoivwvia pe Tov aAyopiBuo tng
AVTAIOG — QUTOMATOTIOINUEVN

TPOTIOTTOINGN TNG XOPNYyNong
IVOOUAIVNG

Sensor-Augmented Pump (SAP) pye

Predictive Low Glucose Suspension (PLGS)



Sensor-Augmented Pump (SAP)

CSll — SAP

= > 1 eneocodlajooPapnc LTTOYAUKOALULOG |(o £TOC YWPLC EUPAVEC AVTLUETWTILOLUO aiTLo

= [ANpn|anwAsglo emiyvwong tTh¢ UTTOYAUKOLULOLG

= [ Juyvn vrtoyAukatuial(= 2 enetcodia tnv efdopada) mouv dnulovpyei mpoBARpata
otnv Kadnuepwvn dpaoctnpLotnia

= [ Evtovoc ¢oBoc urtoyAuKaLpiog

" [ Kakn YAukatpkn puouon|(HbAlc 2 9%] mapad tn cuxvr LETPNON TPLXOELOLKOU
oayXapou

NICE, National Institute for Health and Care Excellence
nice.org.uk/quidance/ng17



Sensor-Augmented Pump (SAP)

e —

 AwBnthipag
Metadotng

XoprAynon
WVOOUAivNG

Contour Next
Link 2.4




Sensor-Augmented Pump (SAP)
Predictive Low Glucose Suspension (PLGS)

Medronic
Minimed 640G
Insulin Pump

INSULIN DELIVERY
Medtronic offers a wide
range of infusion sets so that
you can choose the right
infusion set for your comfort
and safety.

THERAPY

MANAGEMENT TOOLS
CareLink™ Pro software includes
insightful trend reports and
therapy considerations to help
you make informed treatment
decisions for you.

Suspended before low

& /~\_E8
(@)
DA

actualsize

CONTINUOUS

GLUCOSE

MONITORING

The Enlite™ sensor provides
areliable’ CGM experience for
you.?

BLOOD GLUCOSE TESTING
Contour Next LINK 2.4

meter links wirelessly to
MiniMed 640G and provides
proven*s testing accuracy

and discreet remote bolusing.



Predictive Low Glucose Suspension (PLGS)

Medronic 640G

Opiopo6¢ xaunAou opiou (50-90 mg/dL)
Aewtoupyia SmartGuard
AvaoTOoAN xopriynong IvVOouAivng TTPO XapnAou opiou
Predictive Low Glucose Suspension (PLGS)

OTO XaunAo 6plo

70 mavw amd 1o Xapnhd opio

20 mdvw atmd To Xapnhd éplo

30 hemrra Xaunhod épio

XaunAo opio

MiniMed™ 640G Obnyoc xprnon¢ cuoTHUATOC



Predictive | nw Gliicnce SKiienen<inn (Pl (LK)
AvaoTOANR:
TIun eviog 70mg/dL mavw atrd 1o XapnAo 6plo

’ - , : ( , o ] _—\ aTTaiTouvTal
TTPORBAETTOUEVN TIUN — KATW a1rd 20mg/dL Tdvw atrd 1o XapnAd 6pio evidog 30 min Kal Ta 8U0

Etravévapin:

avodoc o€ TIUA TouAdaxlioTov 20mg/dL Tdvw atrd 1o XapnAod oplo

) . . - . ; s . , atrairouvTal
TTPOBAETTOUEVN TIUA — TTAVW aT1T0 40mg/dL TTavw atrd 10 XapnAo 6pio eviog 30 min kal Ta 800

nsion (PLGS
MéyioTtn Sidpkeia avaoToAng 2h lon ( )

70 mavw amd 1o Xapnhd opio

20 mdvw atmd To Xapnhd éplo

30 hemrra Xaunhod épio

XaunAo opio

MiniMed™ 640G Obnyoc xprnon¢ cuoTHUATOC



Predictive Low Glucose Suspension (PLGS)
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Predictive Low Glucose Suspension (PLGS)

Minimed

640G

% time

35 -

2.5

1.5

0.5 4

Baseline

SAP SAP
PLGS (+) vs PLGS (-)
4
3.5
3
[ o 29
=
= 2
a,b ab EN
I I 1.5 4
0.5
0
3months 6 months

PLGS — Meiwon urmtoyAukatpiog kot ~50%

2 5APT
O] PLGM
I
| T i
a:rb a,rb
Baseline 3 months 6 months



Predictive Low Glucose Suspension (PLGS)

Tandem Diabetes Care t:slim X2 with Basal-1Q Technology
(Tandem Diabetes Care) - Dexcom G5

SAP SAP

5.0% - PLGS (+) vs PLGS (-)
4.0% - — PLGS — Meiwon vntoyAukoaupiog kota ~30%

2220 > Itnv opdda pe av§nuévn
3.0% - . , .

\\ %078 baseline cuyvotnta utoyAuKaLpioG
2.0% - \
I.O% x \

\ PLGS — Meiwon unoyAukoaupiac kota ~50%

Baseline SAP PLGS
Median Values



Closed loop CSI|




2UOTHHOTO CUVEXOUC £YXUONG LVOOUALVNG KAELOTOU KUKAWMOTOC

(closed-loop insulin delivery systems)

AwcOntipag AvTtAia
LVOOUALVNG
AAyopLOpog
eAEyxou

 MapakoAovBnon kat mpoPAedn TwV peTaBOAWY TWV EMUMEOWV YAUKOING

e Autovoun otadLlokn TpooapLoyn Tou puBuoul xopnynong LVOOUALVNG LLE OTOXO TN
dlatrpnon tTwv ermumedwv YAUKOINC O€ TIPOKAOOPLOUEVO OTOXO




2UOTHHOTO CUVEXOUC £YXUONG LVOOUALVNG KAELGTOU KUKAWMOTOC
(closed-loop insulin delivery systems)

Hybrid closed-loop Artificial pancreas

EAsyxopevn oo tov aAyoplOpo
Xopriynon woeoulivng MARPwWC EAEYXOMUEVN ATO TOV

. . . aAyopLOo xopniynon wwooulivn
EKTOG aIto ta yevpata

Single chamber pump Dual chamber pump

IvoouAivn IvoouAivn — Nukayovn

Hood and Hovorka Diabetologia (2016) 59:1795 Battelino et al Best Pract Res Clin Endocrinol Metab. 2015 Jun;29(3):315
Bally et al BMC Medicine (2017) 15 Castle et al Diabetes Technol Ther. 2017 Jun;19(53):S67



2UOTHHOTO CUVEXOUC £YXUONG LVOOUALVNG KAELOTOU KUKAWMOTOC

(closed-loop insulin delivery systems)

Ta ouoTuaTa ouveXoUG £yXuong IVOOUAIVNG KAEIOTOU KUKAWUATOC KaAouvTal va

ATTAVTIOOUV OTNV avaykn 0IapKoUg TTPOCAPUOYAS TNG IVOOUAIVNG OTA DIOPKWG
METABOANOPEVA ETTITTEDQ 2 X

(stress, QuOIKr dpacTnploTNTa / AoKNON, OIAPOPETIKO UETABOAIKO-OPUOVIKO
TEPIBAAAOY, ...... AYVWOTOI TTAPAYOVTEC)

B-KUTTOPO

[Tpooopoiwaon AsiToupyiag B-KUTTApou

2UveXNG aioBnon (sensing)

TO B-KUTTOPO

EMIMTEOWYV YAUKOING OTTO [y | TpO1TO1TOII‘]O'r’]
EKKPIONG IVOOUAIVNG

Closed-
loop

pump a1ro Tov aiocnTiRpa (CGM)

2UVEXNAG KaTaypa®n

EMITESWY YAUKOTNG > AAyopiBuog

avTAiag IVOooOuAivng >

Autoéparn Tpotrotroinon
EKKPIONG IVOOUAIVNG
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AvaAuon dedouévwyv aoBevwyv oe closed-loop avTtAia
ArtrAaoia yetaBAnNTOTNTA KATA TN JIAPKEIA TNG VUXTOC

Ryan et al Diabetes Care. 2016 May;39(5):830



Insulin pump

~ AvtAieg KAELOTOU KUKAWHOTOG ‘,,
’ ’ ’ Control algorithm
EEEALEN KALVIKWV MEAETWV Goee, || ——

MikpEg
MEAETEG

EAeyXOuEVO £pEUVNTIKO
TTEPIBAAAOV

A
1!

Hovorka et al BMJ. 2011;342:d1855

0 Ao@dAcia

[MepiBaAAov utrto
Del Favero et al Diabetes Obes Metab. 2015;17:468

O BeATiwon Em,ﬁ)‘wn Battelino et al N Engl J Med. 2013;368:824
YAUKQIUIKOU EAEyXOU (Sevwveg ka)
T XPOVOU EVTOGQ

OTOXOU : ’
| uTToyAUKaIpiog EAeuBepn d1aBiwon ;habit et a//N ELng/J MDed.b 20152323;2129;2%15 o
i t t Diabet inol. '3
| uTTEPYAUKQIMIOG MeySAeC OTO OTTITI ropff etal Lancet Diabetes Endocrino ;

TTOAUKEVTPIKEG
TUXQIOTTOINMUEVES
MEAETEG



Hybrid closed-loop
Minimed 670G

>14 eTWV
FDA News Release

September 28, 2016

FDA approves first automated insulin delivery
device for type 1 diabetes

Guardian Sensor 3

~ 7-13 sTwv

FDA News Release June 21, 2018

FDA approves automated insulin delivery and

s, TN
Guardian Link 3 J ’ 4
Transmitter XA
Insulin pump with
hybrid closed loop
~technology

monitoring system for use in younger pediatric
patients




2Y2THMA MINIMEDTM 780G ME TEXNOAOTIA SMARTGUARDTM

MPOZAPMOZEI & AIOPOQNEI TA ENIMEAA TAYKOZHz,
KAGE 5 AEMTA

AuvatétnTa auTOpaTWV dIOPOWTIKWY
bolus £w¢ kal kK&Be 5 min

vnAdtepa opLa

Guardian 3 sensor
= requires calibrations (2-4/day)
= adjunctive indication

@ : :
O xpriotnc prropei va KaBopilel ICR
aAAG 6x1 correction factor

MPOX®EPEI 2YNAEZIMOTHTA & ANABAOMIZEI2

— OL aoBeveic pmopolv va eAéyxouv ta emineda YAukolng & va
AQLLBAVOUV EVNUEPWOELG OTO KLVNTO, VA ETKOLVWVOUV Ta
QTOTEAECUATA TOUC UE TOV PPOVTLOTH UYELQC KOl VoL €XOUV
npooPaon o HeANOVTIKEC avaPfaduioelg Tou Aoylopko.




2Y2THMA MINIMEDTM 780G ME TEXNOAOTIA SMARTGUARDTM

MPOZAPMOZEI & AIOPOQNEI TA ENIMEAA TAYKOZHz,
KAGE 5 AEMTA
AuvatétnTa auTOpaTWV dIOPOWTIKWY
bolus £w¢ kal kK&Be 5 min
Guardian 4 sensor (

> no calibrations YnAdtepa dpLa

Guardian 3 sensor
= requires calibrations (2-4/day)
= adjunct

MPOX®EPEI 2YNAEZIMOTHTA & ANABAOMIZEI2

— OL aoBeveic pmopolv va eAéyxouv ta emineda YAukolng & va
AQLLBAVOUV EVNUEPWOELG OTO KLVNTO, VA ETKOLVWVOUV Ta
QTOTEAECUATA TOUC UE TOV PPOVTLOTH UYELQC KOl VoL €XOUV
npooPaon o HeANOVTIKEC avaPfaduioelg Tou Aoylopko.




Minimed 780G

PuBuioelc Matpog AAyOpLOHOC

Auto Basal

Avahoyia YoatavBpakwv V

JuvteAheotnc EvatoBnolag

Xpovoc Evepync IvoouAivng 2-4h 2-3 hours' V

sto)0C Auto Basal 100-110-120 100 mg/dL’
Mpoowpivog otdéxoc 150 mg/dL (doknon KATT)

Auto Correction €WG Kal KABe 5 min




2Y2THMA MINIMEDTM 780G ME TEXNOAOTIA SMARTGUARDTM

XapakTnpPIoTIKA ac@aAgiag — £€£000¢ atré SmartGuard — o€ TepIBaAAov 640G

TiuEC 22X > 250mg/dL yia diaoTnua >3h

Guardian 4
» 0ev xpeladetal faBuovounon

Guardian 3

» >12h xwpic faBuovounon —

>7h 10 p€yioTo TOU Baoikou puBuou

>3h eAaxiotn xopryynon Baoikou puBuou




IAIAITEPOTHTEZ 2THN XPHZH TOY 2Y2THMATOz MINIMEDTM 780G

O Turn off to use temporary basal rates

O Consider turning off for illness/ketones, steroids, etc.(abrupt changes in insulin
requirements)

O Turn off HCL for 2-4 hours after syringe injection since system will not have record of
insulin-on-board from injection

O Bolus for all meals before starting to eat. If bolus is given after meal, the algorithm

will have delivered extra insulin and user may have hypoglycemia

» Consider treating low glucose levels with less carbohydrates (5-10 g CHO) since
insulin will likely have been decreased or suspended




Medronic 780G

Randomized cross-over

n=59 patients

AHCL (Advanced Hybrid Closed-Loop) vs SAP + PLGM (predictive low glucose management)
Designed to show 8% TIR increase and less than 2% time in hypoglycemia

30 days AHCL + 30 days PLGM

. . livia J. Collyns,” Renee A. Meier,”
Improved Glycemic Outcomes With e colns fenee 4 Mei

Medtronic MiniMed Advanced " 1 Mean 23 years old
Hybrid Closed-Loop Delivery: AN S

Results From a Randomized ton i Robert . gers 7-13 years 19 pts
Crossover Trial Comparing Mertin 1. de Bock™ 14-21 years 14 pts

Automated Insulin Delivery With

Predictive Low Glucose Suspend in 21+ years 26 pts

People With Type 1 Diabetes 59%

Baseline Time in Range

Diabetes Care 2021;44:969-975 | https.//doi.org/10.2337/dc20-2250 Poorly controlled




Table 2—Glycemic outcomes

Medronic 780G

AHCL 5.6 % change P % change P % change % change
Category* Run-in PLGM mmol/L AHCL total ~ AHCL vs. PLGM  value§  AHCLvs. PLGM  value§  AHCL vs. PLGM value§ AHCL vs. PLGM value§
Subjects, n 59 59 52 59 59 19 14 26
Average SG 93+09 95+11 83+07 85+07  -06+04 <0001 —05+04 <0001 —07+04 <0001 —-05+05  <0.001
mmol/L overall (92) (9.4) (8.1) (8.4) (~0.6)t (~0.6)t (-0.7)t (~0.5)t
590 104 579+117 720+79 704 +81 <0.001 <0.001 £0.001 <0001
. F110 565+122 687+100 668+99 <0.001 <0.001 £0.001 <0.001
70-180 nuépa 9 56.4) (695) 657) 1 10,4% 17,9% 114,1% 110,1%
’ + + + +
70-180 viytal l;4.7 62.[()6;;5.0 81.?82_3;0.6 30.?8550.4 1 18,8% | <0%0L | 1 23,6% |00 |1 15,19 [00 | 4 17,29 <00
37.9+106 396+121 258+82 275+81 <0.001 <0.001 <0001 <0001
>180 37.7) 39.2) (24.4) oy LV 121% | 11,2% | 14% | 11,8%
05+06 0505 04*04 0505 1 | ;moao, | 005 1 | noos 100676 1 | oao, 102441 1 7 I 0.5462
<70 03 03 03 04 ¥ 901% : 10,2% , L1 01% e
3121 25+16 22+16 21+14 o, | 00318 | | ~mo, 101216 1 | o pno, 101804 | A 10, 105184
<54 27) 22) (19) (19) | 0,4% B £ 0,7% L ,{9 a% | p 0.1%

*Results presented as mean = SD (median). TSG % change is expressed as relative % reduction (% — %)/%) comparing overall value in AHCL. $TIR differences are expressed as absolute difference (% — %). §Analyses

using paired t test.

Collyns et al Diabetes Care. 2021 Apr;44(4):969



Medronic 780G

AHCL vs SAP + PLGM

[l i . .
+ 12,5% 10001

Time >180 mg/dL 1 12,1% p<0,001

AguTtepevovta
KaTtaAnkKTIKG onueia

Time <70 mg/dL 1 0,4% pP<0,05

» TIR 72% ypnoipgotroiwvtag cav atoxo Tipn 100 mg/dl
» Auto Mode trapEueive evepyog ato 96,4% Tou Xpovou

Collyns et al Diabetes Care. 2021 Apr;44(4):969



Medronic 780G

[Mapouola ammoTéAeopata o€ OAEC TIC NAIKIAKEG OUADES

AHCL
. SAP + PLGM

-
=

-
»

-

-

~

Sersor Glucose mmolY (Medar, IQR)
&
Sersor Glucose mmolt (Medan, IQR)
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7-13 eTWV 14-21 TV >21 eTWV

Collyns et al Diabetes Care. 2021 Apr;44(4):969



Medronic 780G

Advanced hybrid closed loop therapy versus conventional

treatment in adults with type 1 diabetes (ADAPT):

a randomised controlled study 7.3

Bas.eh'ne l HbAlC 1 4% =0=MDI + isCGM
. ! == \liniMed™ 780G

0 3

Time (months)

R
=
£
‘a
i)
o
©
S
)
@
=
-
@
3
©
o
=
o
c
]
3]
=

(Advanced Hybrid Closed-Loop) vs

6 months

Randomized controlled MDI + iscGM ARCL A p
n:82 patients Baseline Study Phase Baseline Study Phase

218 years, with T1D duration =2 years,
HbA1c 28.0%

and using MDI+isCGM for 23 months

-27.9% TAR <0.0001

AHCL improved treatment satisfaction ~0.0001
decreased fear of hypoglycemia

Choudhary et al Lancet Diabetes Endocrinol
2022 Sep 1,52213-8587(22)00212-1969

+0.1% TBR*




ACHIEVEMENTS
ACROSS THE DIFFERENT COUNTRIES

il = Il ><J + -—=
| —
Overall IT NL BE SE GB CH IS GR
Mumber of users, n 12,870 3,584 1,830 1,163 1,031 996 745 137 132
Time in AHCL, % 92.3 91.7 93.5 94.9 91.4 92.3 3. . 92.5 95.1
Mean 5G, mg/dL 145.2 146.4 142.9 149 145.8 . 155.4 135.1
GMI*, % 5. 6.8 6.8 6.7 : 6.9 6.8 . 0. 3. : 7.0 6.5

Users with GMI* <7%, % . . i 81.3

Users with TIR >70%, % : . . 81.3

Time in Ranges, %

mgdl

mmalL

Medtronic data on file- MiniMed ™ 780G data uploaded voluntarily by 12 870 users in EMEA to Carelink™ Personal, from 27 August 2020 to 22 July 2021

Data is displayed for individual countries having at least 100 users in scope of the analysis ]
BE= Belgium, CH= Switzerland, CZ~ Czech Republic, Fi= Finland, GB= Great Britain, GR- Greece, IE= Ireland, IS~ Iceland, IT= Italy, NL= Netherlands, PL= Poland, SE= Sweden, SI- Slovenia, MEdtronlc
SK=Slovakia, TR=Tukey, ZA= South Africa. *Glucose Management Indicator (GMI) based on reported mean glucose values. Calculated using JAEB https-//fwww jaeb_org/gmi/.




Medronic 780G — EASD 2021 — Real world data in Europe

dialribe L.earn

Highlights from EASD 2021

MAKING SENSE OF DIABETES | MiniMed 780G System Leads to Improvements in
Glucose Levels and Time in Range

Cohort 1 B @ f users achieved a GMI less than 7%

Users with more than ] @@. f users achieved a TIR greater than 70%

10 days of dataﬁ B f users achieved a Time Below Range

initiating the MiniMed BR) (less than 70 mg/dL) of less than 4%

780G 12,870 users)
|

[ | f users achieved all three of these
Ics




Medronic 780G — EASD 2021 — Real world data in Europe

B 75% of users achieved a GMI less than 7%
when in closed loop (only 41% ac 241% —> 75%
open loop)

dialribe L.earn

MAKING SENSE OF DIABETES
75% of users achieved a TIR greater than 70%

when in closed loop (only 36¢
Cohort 2 Users with more than open loop) 6% — 75%

10 days of data both
when they were on The average sensor glucose readings

the MiniMed 780G in decreased by 15 m/dL frq bpen

[ _ ” 161_) 146
open-loop” and after loop to 146 mg/dL

usingitin advanced

hybrid closed-loop Averag: GMI (lecreased by 0.4 percentage

(2,977 users) points from 1.2% in op 7.2% —> 6.8%

Averag: TIR ' n

points from 64 64% — 76% p 76%
:_ 33% — 22,1% Averag( TBR e
3,3% — 2,8%

points from 3.3




Medronic 780G — EASD 2021 — Real world data in Europe

dialribe L.earn

MAKING SENSE OF DIABETES

Cohort 3 B Atone month, users mean sensor glucose was
Users with more than 143 mg/dL, GM| was 6.7%, TIR was 77% and
10 days of data in TBR was 3%
each of the first six

montns arter initiating These positive metrics were sustained out to

te M|n|Me 780G six months - users mean sensor glucose was

(2,566 users) 144 mg/dL, GMI was 6.8%, TIR was 76% and
— TBR was 2.9%

» Ouola atroteAéopaTta otov 1° kKal oTov 6° pRva



IMPROVEMENTS ARE OBSERVED IN THE FIRST MONTH AFTER INITIATING AHCL
AND SUSTAINED OVER 6 MONTHS

1stMonth 2 Month 3rdMonth 4th Month 5th Month 6th Month

Number of users, n 2,566 2,566 2,566 2,566 2,566 2,566
Timein AHCL, %

Mean 5G, mg/dL

GMI*, %

Users with GMI* <7%, %

Users with TIR >70%, %

Time in Ranges %

Medtronic data on file: MiniMed ™ 780G data uploaded voluntarily by 12.870 users in EMEA to CareLink™ Personal, from 27 August 2020 to 22 July 2021.
*Glucose Management Indicator (GMI) based on reported mean glucose values. Calculated using JAEB https:/fwww jaeb.org/gmi/.




USERS WITH THE HIGHEST TIR PRE-AHCL ACHIEVE THE HIGHEST TIR
USERS WITH THELOWEST TIR PRE-AHCL OBSERVE THE BEST IMPROVEMENT

PRE- AHCL INITIATION POST- AHCL INITIATION

1stQuartile Ath Quartile 1stQuartile 3rdQuartile 4t Quartile

Number of users, n

Time in Ranges, %

B <70mg/dL M 70-180mg/dL [ >180mg/dL

Medtronic data on file: MiniMed ™ 780G data uploaded voluntarily by 12.870 usersin EMEA to CareLink™ Perscnal, from 27 August 2020 to 22 July 2021. Medtronic




= ] IS0 I mpm gl - A1 11 A 1 IIF=Ly Fe= —HE HIGHEST TIR
EBESTIMPROVEMENT

IlE- AHCL INITIATION POST- AHCL INITIATION

1stQuartile 2 Quartile I 3rdQuartile I Ath Quartile 1stQuartile Z“dQuartiIe SFdQuartiIe Ath Quartile

Number of users, n 745 744 I 743 I 745 745 I 744 I 743 | 745

\ - y = N - y -

B <70mg/dL M 70-180mg/dL [ >180mg/dL

. I I I I

Medtronic data on file: MiniMed ™ 780G data uploaded voluntarily by 12.870 usersin EMEA to CareLink™ Perscnal, from 27 August 2020 to 22 July 2021. Medtronic




OPTIMAL GLUCOSE TARGET AND ACTIVE INSULIN TIME
ALLOWS FOR TIR >80%

Number of users

100 mg/dL

2 Hours

2-3 Ho

Active Insulin Time
{295% of the time)

urs | 3-4 Hours | >4 Hours

1,482

1,448 177

Glucose

Target 110 mg/dL

306

707

120

(BB Yol 120 mg/dL

289

764 129

the time)
Total

4,507

6,172 954

GMI*, %

Glucose 100 mg/dL

2 Hours

Active Insulin Time
(295% of the time)

2-3 Hours] 3-4 Hours] >4 Hours

6.7

6.8

Target P

6.8

6.8

(295% of

the time) 120mg/dL

7.0

Total

6.8

TIR (70-180 mg/dL), %

100 mg/dL
Glucose NSNS

Target 110mg/dL

2 Hours

Active Insulin Time
(29594 nf tha time)

2-3 Hours| 3-4 Hours] >4 Hours

78.2 75.0

75.3 75.3

(z95% of
the time)

120 mg/dL

73.2

100 mg/dL

2 Hours

2.6 2.6

(2.9,
L

110 mg/dL

2.2

2.1 2.0

2-3 Hours | 3-4 Hours | >4 Hours

120 mg/dL

1.9

1.7 1.5

Total

2.7

2.3 2.2

Medtronic data on file: MiniMed ™ 780G data uploaded voluntarily by 12.870 usersin EMEA to CareLink™ Personal, from 27 August 2020 to 22 July 2021.

Medtronic

*Glucose Management Indicator (GMI) based on reported mean glucose values. Calculated using JAEB https://www jaeb_org/gmi/.

EASD 2021




JUN 4, 2022
Percentage of Real-World Users Achieving Glycemic Goals in Europe with

Medtronic announces latest data on
MiniMed™ 780G system with the newest

Guardian™ 4 Sensor

Guardian™ 4 sensori at American ardian £
Diabetes Association 82nd Scientific On-ac e USE
Sessions

System use with the Guardian™ 4 sensor reduced

SmartGuard™ exits (0.83 vs, 1.1/week) and fingersticks.

Overall Age < 15years | Age > 15 years Overall Age s 15years | Age> 15 years
(n=6,989) (h=2,159) (n=4,786) (n=6,989) (n=2,159) (n=4,786)
Overall Time in Range 72.9% 70.2% 74.2% Time Below Range 1.7% 2.2% 1.5%
(70 mg/dL)
Time in SmartGuard™ 92.2% 92.6% 92.8%
Time Above Range 25.4% 27.6% 24.3%
Daily SmartGuard™ 0.06% 0.06% 0.06%
Exits by System (180 mg/dL)
GMI 6.98% 7 04% 6.95% Overnight TIR 80.5% 80.6% 80.5%




MiniMed™ 780G AHCL algorithm with and without meal announcement

Unannounced Meal Challenges Using an Advanced

Hybrid Closed-Loop System

Shalit al Diabetes Technol Ther . 2023 Sep;25(9):579
14 adults with type 1 diabetes

supervised environment for 5 days of not announcing meals (<80 g of carbohydrate)
90-day at-home "unannounced" phase

90-day at-home phase in which all meals were announced

"unannounced"” all meals
phase announced

TIR 67.5%
180-250 mg/dL 22.7%

>250 mg/dL 7.9%
54-70 mg/dL 1.6%
<54 mg/dL 0,3%




MiniMed™ 780G AHCL algorithm with and without meal announcement

Unannounced Meal Challenges Using an Advanced
Hybrid Closed-Loop System

Shalit al Diabetes Technol Ther . 2023 Sep;25(9):579

14 adults with type 1 diabetes

supervised environment for 5|days of not announcing meals (<80 g of carbohydrate)

e26EV] > Not announcing meals containing up to 60 g of carbohydrate did not lead to increase in postprandial
extreme dysglycemia >250 mg/dL

» Not announcing meals containing up to 20 g of unannounced carbohydrates did not significantly
change the TIR 70-180 mg/dL compared with full announcement

TIR

180-250 mg/dL 22.7%
>250 mg/dL 7.9%
54-70 mg/dL 1.6%
<54 mg/dL 0,3%




Hybrid Closed Loop Overcomes the Impact of Missed
or Suboptimal Meal Boluses on Glucose Control
in Children with Type 1 Diabetes Compared Number of missed meal boluses/day

to Sensor-Augmented Pump Thera Sensor - E/NHCL  24/7 HOL
g P py augmented phase phase
Coutant et al Diabetes Technol Ther. 2023 Jun;25(6):395

children (n=60) between 6 and 12 years old
36 weeks

Percentage of time (%)

TIR

TBR
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Anpoupyryinre: 14.09.2027, 14:10  Zezhiba 1 amo 15

Aziohoynon ko Tpoodog
Mnyée SeBopsvwy: MiniMad 730G, MMT-1636 (NG2606309H)

Medtronic @ oroe2m21- 14002021 (14 Huépeg)

(E) 02.08.2021 - 15.08.2021 (14 Hyépeg)
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Minimed 780G
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Minimed 780G Report
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Minimed 780G Report
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Minimed 780G: Evapén - Metapfaon ano MDI r open loop CSI|

MetaBaon amé MDI >

BeATiOTOTTOINON
puBuioewv

MetaBaon amé open loop CSII >

PuBuiceig kara tnv évapén auto mode:
XpOvog evepyou IVOOUAivnG: 2-4h

MeTdBaon apxikad o€ open loop CSII (trepiBaAAov 640G)

BeATiIOTOTTOINON
puBuicewv

\4

Mapapovry o€ open loop CSII (TrepiBaAlov 640G)
yia 1 eBdopdda

aTtrd TNV avTAia

[Zu)\)\oyr'] OeOONEVWV J

v

210x0G: 100-110-120

MeTdBaon o€ closed loop CSII (TrepiBdAAov Smartguard)




Minimed 780G: Evapén - Metapfaon ano MDI r open loop CSI|

MetaBaon amé MDI % | MeraBaon apxikd o€ open loop CSII (trepifaiiov 640G)

/- I®ﬂ'
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>
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Xpovog evepyou IvOoouAivng: 4h 2h
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PuBuiceig kara tnv évapén auto mode: *
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210x0G: 100-110-120

MeTdBaon o€ closed loop CSII (TrepiBdAAov Smartguard)




Hybrid closed-loop Omnipod 5

Omnipod 5

/ [ Mobile app
§ (Omnipod 5 app)
Freestyle
Libre 2 — Dexcom 6
plus

Dexcom 7

POD
with an embedded automated insulin delivery
algorithm (Omnipod 5),




Omnipod 5

O aAyopiBuoc mpocapudlel 10 Baaikd pubud K&GBe 5 min

AuvatoTtnta etmAoyng otéyxou atoé 110 - 150 mg/dL
AuvatdtnTa TTPOYPANUATICUOU DINPOPETIKWY COTOXWYV YIA OIA@OPETIKA SIGNCTAMATA THNS NHEPOS

AuvaTtoTnTa TTPOCWEIVOU OTOXOU YIa atro@uyr) uttoyAukaipiag mx 150 mg/dL 6Tmw¢ o€ aoknon

O aoBevic xpnoipoTrolei To bolus calculator ato mobile app yia yeupaTtika kai diopOwTika boluses

To bolus utroAoyiletal pe Baon TRV TTOCOTNTA TWV UDATAVOPAKWY, TN TIUA X, KAl TIC KABOPIOUEVES ATIO TO

XpnoTtn Tmiyég insulin-to-carbohydrate ratios, correction factors, kai glucose targets. To bolus calculator

AauBavel uttéwiv tnv insulin on board kaBwg¢ kai To BEAo¢ Taong Tou CGM kai o€ automated kar o€ manual

mode

CGM (Dexcom 6, 7, Freestyle libre 2 plus): non adjunctive use

» AAN\ayn o€ open loop automatically oe amrwAegia CGM data yia 20 min. EmoTtpogry ce HCL mode autouata
ME TNV avakTtnon ouvdeonc ue CGM




Omnipod 5

Multicenter Trial of a Tubeless, On-Body Automated TR
. . . . . [MPOOTITIKA MEAETN
Insulin Delivery System With Customizable Glycemic AIGOKEID 3 U
L] L] L L] L L] p “nvag
Targets 1n Pediatric and Adult Participants With Type Naidid 6-13,9 €16V (n=112)
1 Diabetes EvrjAikeg 14-70 €1wov (n=128)

Brown et al Diabetes Care 2021 Jun 7;44(7):1630

Characteristic Children (age 6—13.9 years) Adults (age 14-70 years)
n 112 128

Age (years) 10.3 + 2.2 (6.0, 14.04) 36.9 + 13.9 (14.5, 69.8)
Previoust or current CGM use, n (%) 108 (96.4) 126 (98.4)
Previoust or current pump use, n (%) 100 (89.3) 115 (89.8)

Use of multiple daily injections as standard 13 (11.6) 20 (15.6)

therapy method, n (%)




Omnipod 5

Table 2—Primary and secondary effectiveness outcomes

Cohort
automated mode (meanzSD) 95.2 + 4.0% > 94.8 + 6.0% )
Baseline§ or Follow-up§ or Baseline§ or Follow-up§ or
standard automated insulin standard therapy automated insulin
Parameter therapy phase delivery phase Change P value|| phase delivery phase Change P value||
Overall (24 h)
Primary effectiveness outcome HbAlC 7.67 £ 0.95, 6.99 + 0.63, =0.71 £ 0.63, <0.0001 7.16 = 0.86, 6.78 + 0.68, =0.38 + 0.54, <0.0001
7.50 (7.00, 8.30; 6.90 (6.50, 7.40) -0.65 1.10, -0.30) 7.10 (6.60, 7.60| 6.70 (6.40, 7.15; ~0.30 (~0.70, -0.00)
mmol/mol 60 + 10.4, 53 +6.9, -7.8+69, - 55 + 9.4, 51+ 7.4, -42 +59, -
: : 48 4 (40 6 0148 — — 0 0
Primary effectiveness outcome 68.0 + 8.1, <0.0001 <0.0001
time 70-180 mg/dL, % 3 (30.3, 63. 68.2 (63.3, /3. 8, 20, BT, "3, /7.0 .8 (68.0, 81. T0.9, 15
Mean sensor glucose, mg/dL 183 t 32, 160 £ 15, -23 + 23, <0.0001 161 + 28, 154 £ 17, -8 t 20, 0.0002
181 (163, 205) 159 (150, 171) =21 (=37, -7) 156 (138, 178) 151 (143, 163) -6 (=16, 7)
SD of sensor glucose, mg/dL 68 + 13, 60 + 10, -9 t 8, <0.0001 57 t 14, 49 + 11, -8 t9, <0.0001
68 (59, 77) 59 (52, 65) -8 (14, -3) 55 (46, 67) 48 (42, 55) -7 (=13, -1)
CV of sensor glucose, %% 37.5+5.1, 37.0+ 3.9, 04 +4.2, 0.2893 352 +5.7, 31.7 + 4.7, 35143, <0.0001
37.1(33.8,41.0) 37.6(34.3, 39.8) -0.6 (-3.5, 2.5) 34.6 (31.2, 37.9) 32.1(28.5, 34.6) -3.7 (-6.0, -0.3)
Time in glucose range, %
<54 mg/dL 0.41 £ 0.83, 0.32 £ 0.33, —-0.08 £ 0.66, 0.1132 0.62 + 1.24, 0.23 £ 0.27, -0.39 + 1.16, <0.0001
| 0.04.(0.12.0.20) 2 )
<70 mg/dL 2.21 + 2.66, 1.78 + 1.37, :—0.43+201, 1 0.8153 2.89 +3.07, <0.0001
| - : = 1)
>180 mg/dL 453 + 16.7, 30.2 + 8.7, <0.0001 324 +17.3, <0.0001
' —] . o .
=250 mg/dL 19.1 + 13.1, <0.0001 10.1 + 10.5, <0.0001
9 10.7, 20. .9 (5.7, TZ. I L e B 2.3, I 3.97(2.2, 7.7) :
=300 mg/dL 8.5 +8.9, 3.5 £ 2.9, =51+£71, <0.0001 3.7 £55, N7 w2, -2.0+43, <0.0001
5.8 (2.5, 11.5) 2.7 (1.4, 4.8) -2.6 (7.5, -0.5) 1.5 (0.2, 5.0) 0.8 (0.3, 2.2) -0.4 (-2.8, 0.1)

Brown et al Diabetes Care 2021 Jun 7;44(7):1630



Omnipod 5
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Sustained Improvement in Time in Range Over 12 Months of AID

Children Adolescents and Adults B Standard Therapy (ST)

+3,5*hf|;| - +2.3h/d B Omnipod 5 - Pivatal Study
*

: ' *x - [ ] Omnipod & - Extensien Phase

—

=

J3e J7i3 T30 YAT

% Time in

R 63.6 o
o1 B-;ﬂfﬁ; i 679 &7.2 6b7 668 . 1 v |- Improvement in time
2. [

= o u In range was maintained
with continued use of

Omnipod 5

(3.9-10.0 mmolfL)

Legend

3 Quartile
E Median

1* Quartile ; ; . T : ’ - ; ; "
iy Mean 5T 1-3 48 79 1012 5T 1-3 4-6 79 1012
M=110 110 110 110 170 M=114 114 114 111 107

Statistical testing

compared 51 with . .

months 1-3 and months Duration of Omnipod 5 Use {Months)
10.12; *pe0.05

The numeerical values shown on the graph above each box correspond to the mean time in range

Carlson EASD 2021 Insulin pumps SO 43




Hybrid closed-loop

Tandem Diabetes Care t:slim X2 with Control-1Q Technology - Dexcom G6

| &L

Automatic Correction Boluses

administers 60% correction boluses once an
|

hour as needed to help prevent hyperglycemia.
I

@ B Decreases

& B Stops

- 3.17 v

units

DELIVER NOW DELIVER LATER

50%

DURATION

Increases basal insulin delivery if sensor
glucose is predicted to be above 160 mg/dL

Maintains active Personal Profile settings

Decreases basal insulin delivery if sensor
glucose is predicted to be below 112.5 mg/dL

Stops basal insulin delivery if sensor
glucose is predicted to be below 70 mg/dL

)

AuvaToTtnTa extended bolus
KaBoplioudg avaloyiag
Kal OIGPKEIAG

I I n TANDEM’
- v DIABETES CARE



Hybrid closed-loop

Tandem Diabetes Care t:slim X2 with Control-1Q Technology - Dexcom G6

| &L

il CGM (Dexcom 6): non adjunctive use

& H Increases

B O xpnoTtng ptropei va kaBopilel ICR kai correction factor

Increases basal insulin delivery if sensor
glucose is predicted to be above 160 mg/dL

le settings

y if sensor

AANayn o€ open loop automatically oe amrwAeia CGM data yia 20 min. ETniotpogn o€ 112.5 mg/dL

HCL mode auTtdéuara ge Tnv avakrtnon ouvdeong e CGM

& B Stops

(
Automatic Correction Boluses -

DELIVER NOW

administers 60% correction boluses once an Pepp—

hour as needed to help prevent hyperglycemia.
I

3.1

7 v

units

DELIVER LATER

50%

Stops basal insulin delivery if sensor
glucose is predicted to be below 70 mg/dL

)

AuvaToTtnTa extended bolus
KaBoplioudg avaloyiag
Kal OIGPKEIAG

I I n TANDEM’
- v DIABETES CARE



Hybrid closed-loop
Tandem Diabetes Care t:slim X2 with Control-1Q Technology - Dexcom G6

140

70
- 80
70
TANDEM’
DIABETES CARE



Outcome

Median hours of sensor data (IQR)

Primary outcome: percentage of time 70-180
level in target range of 70 to 180 mg/dl

Secondary hierarchical outcomes

Percentage oftime with glucose |_>180

Glucose level — mg/dl glucose level

Glycated hemaoglobin — %6 HbAlc
Percentage oftime with glucose | <70

Percentage of time with glucose |* <54

A€ 0 oJL110 o][e]- JeXco 0
0
ad loop group
DLOLE D
J1 ST 0 °
2-Wk Baseline Period 26-Wk Trial Period
Risk-Adjusted Difference,
Closed Loop Cortrol Closed Loop Control Closed Loop Mirus
(N=112) (N = 56) (N=112) (N = 56) Cortrol (95% CI) P Valued
307 (285-327) 306 (283~ 4267 (4133-4348) 4141 (3922-4280)
t 11%
6l+l7 59:14 71+12 59+14 11 (9 to 14) <0.001
)
36+19 33+15 ‘l']'OA
166+32 169:25| {13mg/dL 19 170425 _13 (1740 R) c
7.40+0.96 7.40:0.74 10,33% 7.06+079 739:0 47 2033 (0530 -013)
3.5843.39 284:254  10,88% 033 (11940 -
0.90+1 .36 0.56+0.79 10,1% 0.29+0.29 0.35+0.32 ~0.10 (-0.19 to -0.02) 0.02
019 O 5 5 0
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Outcome
Median hours of sensor data (IQR)
Primary outcome: percentage of time 70-180

level in target range of 70 to 180 mg/dl

Secondary hierarchical outcomes

Percentage oftime with glucase |—)
glucose level

Glucose level — mg/d|

Glycated hemaoglobin — %6

Percentage oftime with glucose |
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Hybrid closed-loop
Tandem Diabetes Care t:slim X2 with Control-1Q Technology - Dexcom G6

n=101, 6-13 ety TuxaioTmoinon Closed loop group (n=78)
—

Siapkela 16
mean HbAlc 7,4% Control group (n=23) : SAP + PLGS e

eBéopadec

Baseline} 16-Wk Trial Period

Closed Loop Control Closed Loop Contral Risk-Adjusted
(N=77) (N=23) (N=78) (N=22) Difference (95% CI)§ P Value

Hours of sensor data 306433 311423 26374134 26094128

Primary outcome: glucose level in rarl  70-180 5317 514 T 12% 55+13 11 (7 to 14)
180 mg/dl — % of time

Secondary hierarchical outcomes in
Glucose level >180 m >180 45418 47+ [10%
Glucose level — mg;dl glucose level 18334 189434
Glycated hemoglobin level —9  HbA1c 7.6:1.0 ?-91:1 10,4%
Glucose level <70 mg/dl— med <70 pR)™ 1.2 (0.5t02.4) 10(02t02.1)
Glucose level <54 mgfdl—med| <54 *H]‘H‘ 0.1 (0.0to 04) 01 (00to03)

Gluoselevel >250 mg/d —med 5959 PR 172(861027.6)  20.7 (12410 326) h
Coefficient ofvariation in the s 3845 3844 -16(-2.8 to-0.4)

measureme nt — %

1 |

Breton et al N Engl J Med. 2020 Aug 27;383(9):836



w@= Closed loop == Control

Hybrid closed-loop

Tandem Diabetes Care t:slim X2
n=101, 6-13 et@yy  ruxaiotoinon Closed log

g
mean HbAlc 7,4% Control gr

Percentage of Time in Target Range

Baseline}

Closed Loop
(N=77)

Hours of sensor data 306433 :[

L

S & P
AN R

Primary outcome: glucose level in rarl  70-180 5317
180 mg/dl — % of time

Time of Day

Secondary hierarchical outcomes in SEs

Glucose |evel =180 ranJ—J >180 45418 47:1  110%
Glucose level — mg/d__glucose level 18334 189434
Glycated hemoglobin level 9 HbAlc 7.6:1.0 ?-91:1 10,4%
Glucose level <70 mg/dl— med <70 pR)™ 1.2 (0.5t02.4) 10(02t02.1)

Glucose level <54 mg[dl—med] <54 }H]‘H‘ 0.1 (0.0to04) 0.1 {0.0to0.3)

Gluoselevel >250 mg/d —med 5959 PR 172(861027.6)  20.7 (12410 326)
Coefficient ofvaration inthe s 38+5 38+4

measureme nt — %

Breton et al N Engl J Med. 2020 Aug 27;383(9):836




Real-World Patient-Reported Outcomes and Glycemic Results with
Initiation of Control-IQ Technology

n=1435

>14 eTWV

» TIR 77,2%

» Time in automation 96%

»> BeATiwan OEIKTWV WUXOAOYIKWY OEIKTWY - IKAVOTTOiNONG atrd Bgpartreia

Pinsker et al Diabetes Technol Ther 2021 Feb;23(2):120



Tandem Mobi Automated Insulin Delivery System —
Control-1Q Technology - Dexcom G7

& Control-IQ: ON

Mobile app: Compatible with an iPhone, the Tandem Mobi can automatically administer insulin via a mobile app. This

enables users full control from a smartphone, with the option to manually bolus insulin if needed.

Control-1Q technology: This algorithm interprets CGM data to predict glucose levels. Designed to be used with an AID

system, Control-1Q adjusts insulin delivery every five minutes to prevent highs and lows and spend more time in range.

Shorter tubing option: In addition to more than 30 existing infusion sites and tubing length combinations to choose

from, users of the new Tandem Mobi insulin pump will also have a shorter 5-inch tubing option.



FlorenceM closed-loop system CamAPS FX

(University of Cambridge) Hybrid closed - loop

CGM (Dexcom 6): non adjunctive use — duvaTtoTnta
calibration ) calibration étav {nreital atrd 10 CUCTNNA

Pump: Dana r} mylife YpsoPump




CamAPS FX

AuvatotnTa TTPOYPAMHUATICMOU JIA@OPETIKWY CTOXWYV YIa OIOQPOPETIKA dIaoTAMATA TS NMHEPAS (atrd 4,4

mmol/L, 80 mg/dL éwg 11 mmol/L, 200mg/dL - default 5.8 mmol/L, 105 mg/dL) | ‘Exel AaBel adeia kai
O€ EyKupoouvn
Auvatotnta emmAoyng “Boost” (o€ ouvlrkec TTou atraiTeital T facikou puBuou TTépav Tou ouvhBoug) N

“Ease off” (og ouvlrkec TTou atraiTeital | facikou puBuou TTEpav Tou ouvhBoug OTTWG oTNV A0KNON)

[‘eupaTika boluses (standard bolus): eicaywyr TTooOTNTA TWV UDATAVOPAKWY - KOBOPIOUEVES ATTO TO XPNOTN
TIMEG Insulin-to-carbohydrate ratios, (duvatoTnTa €1TIAOYNGS dIAPOPETIKWY Settings yia dIa@OopPETIKA dIAOTHHATA
NG NHEPAG)

AuvatoTtnta €tmiAoyn¢ “slowly absorbed meal”: insulin bolus o€ 3-4 wpeg avaloya Pe TNV AU¢NON TOU 2X

AuvatoTtnta €1mAoyng “ treatjng hypoglycemia” — ox1 kKGAuwn Pe IvVOOUAivn

AlopBwTIkA boluses: kaBopiouéveg atmd 10 XpNoTn TIMES correction factors, kal glucose targets (duvaTtoTnta

ETTIAOYNG DIOPOPETIKWYV Settings yia dIa@opETIKA dlacTANATA TG NMEPAC)

EmiAoyn didpkeiag IvVOouAivng




Age subgroup, ] n »
FlorenceM closed-loop system gesubgroup, years | Closed-loop (n=46) __ Control (n=40)
6-12 11 (24%) 12 (30%)

. L _ _ 13-21 11 (24%) 8 (20%)
multicentre, multinational, randomised controlled trial 2239 18 (39%) 14 (35%)
Nn=86

=40 6 (13%) 6 (15%)

12 €BOouadES
Méon cuykévtpwon YAukolng | 15mg/dL

closed-loop vs SAP
HbA1lc | 0,36%

Baseline 12 weeks Difference (95% Cl)* pvalue*

mg/dL

Closed-loop (n=46)  Control {n=40) (losed-loop (n=46)  Control (n=40)
Percentage of time with senscrglucose concentration in range

110,8% | 30pi00mmpon: | 70-180 | o) 52%(9) 65% (8) 4% (9) 108(82t0135) 00001

} 0,83% Less than 3-9 mmol/L <70 35%(20t054)  33%(12t055)  26%(10t36)  3I0%(17w53)  -083(-140t-016)E 00130
Lessthan 35 mmollL 18%(081032)  19%(06t033)  14%(00t019)  20%(09t030)  -033(-081t0004): 0.8
Less than 28 mmollL 04%(01010)  05%(011010)  03%(021006)  05%(021009)  -0.09(-024t0001) 011

| 10,3% | Moetwni0mmil] _ygq | 4% 445 (11 32%(8) 42%(10) 103(132t075) 00001
Wiore than 167 mmalll S5%(331083)  49%(71073)  35%(10m46)  44%(201065) -142(20t0-06Q) <0001

Tauschmann et al Lancet. 2018 Oct 13;392(10155):1321



BeAtiwon meplLoooTtEPO
£kdnNAn tnv vuxta

Sensorglucoss (mmol/L)

| | ] | | | | | | | | |
2400 0200 2 O400 2 OGO0  OBOO 1000 1200 1400 1600 1BoDo 2000 2200 2400
Time (h)

Tauschmann et al Lancet. 2018 Oct 13;392(10155):1321



CamAPS FX

Nowdia pe dtaBAtn tumou 1 nAwkiog 1-7 etwyv, n=74
multicenter, randomized, crossover trial

KaBe daon 16 efdouadec

Closed-Loop Period

End Point (N=73)

Primary end point

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 JANUARY 20, 2022 VOL. 386 NO. 3

Randomized Trial of Closed-Loop Control in Very Young
Children with Type 1 Diabetes

Sensor-Augmented
Pump Period
(N=74)

Mean Adjusted
Difference

(95% Cl) P Value

Percent of time spent at glucose level
70-180 mg/dl

?.4 to 9.9)

Key end points

Median percent of time spent at glucose
level >180 mg/dl (IQR)

22.9 (19.3 to 27.3)

31.7 (23.4 to 40.1)

~8.5 (-9.9 to -7.1)

Glycated hemoglobin _
baseline 7,3%
Percent

Median glucose AUC (IQR)
<63 mg/dl
<54 mg/dl

0.1 (0.0t0 0.1)
0.0 (0.0 to 0.0)

Xwpicg dlapopd oTnV UTTOYAUKAIWia
0.002 (-0.006 to 0.009)
0.001 (-0.001 to 0.003)

0.1 (0.0t0 0.1)
0.0 (0.0 to 0.0)

Ware et al N Engl J Med. 2022 Jan 20,;386(3):209



AloOntripag

EmAoyn Active
Insulin time

Algorithm target

[Mpoowpivog
0TOX0G

Minimed 780G

Guardian 3
3-4 Babuovounocig/nuépa
Aidpkela (wnNg 7 NUEPES

Guardian 4
Non adjunctive use
2-3h

100 — 120 (ava 10)

150 (1rx doknon)

Tandem Control 1Q

Dexcom 6

Agv atraiTei
BaBuovounoeig
(TTPOQIPETIKA)

Non adjunctive use
Aidpkela (wng 10 nuEPES

- (fixed 5h)

dlaThpnon petagu 112,5 -
160

Aoknon 140-160
“Ytrvog 112,5-120

» [lio emBeTIKA pUBPIoN: | active insulin time - | algorithm target

Omnipod 5

Dexcom 6

Agv atraiTei
BaBuovounoeig
(TTPOQIPETIKA)

Non adjunctive use
Aidpkela (wng 10 nuéEpeg

V

110 — 150 (ava 10)
AuvatotnTa
OIAPOPETIKWY OTOXWV
yia OI0POPETIKA
dlaoTAMATA TNG NUEPAG

Hypoprotect mode (150)

CamAPS FX

Dexcom 6

Aev atrauTtei
BaBuovounoeig
(TTPOQIPETIKA)

Non adjunctive use
Aidpkela {wng 10 nuéEpeg

Vv

V (a6 80 -200)

(default 5.8 mmol/L, 105
mg/dL)

AuvatotnTa dIAPOPETIKWY
OTOXWV YIa JIAPOPETIKA
dlaoTAMATA TNG NUEPAG

“Ease off’ )
“Boost”




Minimed 780G

ICR

Correction
factor

EmiAoyn - (fixed 120)
Correction

target

Auvatétnta
TPOTTOTTOINONG
TTPOTEIVOUEVOU
bolus

TuOTto!I bolus Normal

Autouata V (Ewg KABe Smin)
d10pBWTIKA

boluses

Tandem Control I1Q

- (fixed 110)

Normal r} Dual wave
(extended up to 2h)

V (€wg kKaGBe 1h)

Omnipod 5

Normal

CamAPS FX

Normal
“slowly absorbed meal
3-4 wpeg

”»




ADA's 82nd Scientific Session

Impressive Results From the ilLet

Bionic Pancreas Pivotal Trial

Dexcom 7
Lol - when someone starts on the device, all that is needed is
@ | » - their weight (no insulin dosing information)
Dexcom G6
r O
P 4 o After that, the system constantly adjusts to the user's
\ need, only requiring input when setting the glucose target
(Usual, Lower, Higher) and when eating (meal type and
‘- meal size, but does not require any carb counting).
9’_
Infusion Set sty All correction doses are automated.

» Target 110 -130mg/dL
dialribe L.earn
4/6/2022 MAKING SENSE OF DIABETES




ADA's 82nd Scientific Session

Impressive Results From the ilLet
Bionic Pancreas Pivotal Trial

Mean HbA1c by Insulin Delivery children and teens (n=165) TIR T 10%
adults (n=275) TIR T 11%

m Baseline

®13 Weeks

SC (N=17) BP (N=31) SC (N=17) BP

Pump with no Hybrid Closed Loop

automation
Control-1Q or
MiniMed 670G

4/6/2022

dialribe .earn

MAKING SENSE OF DIABETES




ILet bionic pancreas The NEW ENGLAND

(Beta Bionics) JOURNAL of MEDICINE

ESTABLISHED IN 1812 SEPTEMBER 29, 2022 VOL. 387 NO. 13

13-week, multicenter, randomized trial
n =326

_ _ Multicenter, Randomized Trial of a Bionic Pancreas in Type 1
6 to 79 years of age with type 1 diabetes

Diabetes
randomization 2:1 ratio: Bionic pancreas or standard Bionic Pancreas Research Group*
care (defined as any insulin-delivery method with unblinded,

: : N N Engl J Med 2022,387:1161
real-time continuous glucose monitoring)

Table 1. Characteristics of the Participants at Baseline.* Table 1. Characteristics of the Participants at Baseline.*
Bionic Pancreas Standard Care Bionic Pancreas Standard Care
Characteristic (N=219) (N=107) Characteristic (N=219) (N=107)
Ace —
ER—— Insulin-delivery method — no. (%)
Mean 2819 2820 Multiple daily injecti 71 (32 39 (36
Glycated hemoglobin — %7 R A 32) (36)
Mean 70+12 77411 Pump without automation 71 (32) 31 (29)
Pump with predictive low-glucose 9 (4) 5 (5)
— : suspension
MiniMed 670G or 770G system (Medtronic) | Fybrid closed-loop systerm® 53 B1) 32 30)
Control-1Q system (Tandem Diabetes Care) , ,
Use of continuous glucose-monitor- 194 (39) 97 (91)

ing system — no. (%)



S N

_---v

ILet bionic pancreas (Beta Bionics)

Tablk 2. PrAimaryand Secondary Hierarchical Efficacy Outcomes. ™
Follow-up over 13 Wk Adjusted Difference
Outcome or at 13 Wk [@5% Cljy P¥alue
Bionic PFancreas Standard Care Bionic Pancreas Standard Care
(M= 219) (M= 107) (M=219) (M= 1007}
Primary outoome
Gly cated hemoglobin — %5 7.9+12 7711 7.307 7710 =05 <0001
0.6t0 -0.3]
Kay secondary outcome
Median percentage of timewith glucos e level 0.z 0.2 0.3 0.2 0.0 =0.001%
=S4 mgfdl (IQR) — %% (002 1o 0.6) (0.0 1o 0.4) (0.2 1o (L6) (01 1o 0.6) (-0 1t QU0
Other second ary hierarchical outoomes in
prespecified order
Mean glucose level — mg/dlf L &7+40 190+42 16415 181432 -16 =0.001
(- 19 0 -12)
Percentage of time with glucose level in range 5lx149 5120 654 Sdxl7 11 =0.001
70-180 mgjdl — %6 (9 1o13)
( Perce ntage of time with glucose level Abs 20 47421 33+9 A4+ 13 =10 <0,001)
= 180mgfdl— % 12 to-8)

Median percentage of time with glucose kewel 160 178 5 149 =5.0 =0.001
\ =250mg/dl [IQR) — %% (.01 27, 3) (6.0 to 33.5) (5.3 12 13.2) (6.3 1o 25, 3) 6.6 to - 3.6) Y,
Glucose S0 — mg/dlY| EF+16 BB+ 18 B0:11 B7+16 =7 =0, 001

(-&to -5)
( Median percentage of time with glucose kewel 15 1.4 1.8 12 0.1 051
=T0mgfdl (IQR) —%& (0.5 to 2.8) 0.4t 2.9) (1.1to 2.9 (0.8tod.1) (-0.3to 0.2)
Median percentage of time with glucose kewel 02 0.2 0.3 02 0.0 —
\__<54 mg/dl (IQR) — %] (0.02 to 0.6) (0.0 to 0.4) (0.2 to 0.6) (0.1 to0.6) (—0.1 to 0.04)
Glucose coeffcentofwariation — %69 JE+6 66 165 37+5 0.8 —
(-1.6to 0.0

N Engl J Med 2022;387:1161




ILet bionic pancreas (Beta Bionics)

Tablk 2. PrAimaryand Secondary Hierarchical Efficacy Outcomes. ™

Follow-up over 13 Wk Adjusted Difference
Outcome Baszeline or at 13 Wk [@5% Cljy P¥alue

Standard care Bionic pancreas

. 260- -
Gly "'l'dﬂ:‘m"‘; — [ - ” T 5 0,001
cated hamogl == | <
B 2404 &, - -~ -~ 3 -0.3)
-] 4 - -~
m H L
:> Kay secondary ou = - » ”
Median percenta = Ezﬂ— e - s - i =0.001F
=Samg/dl It =5 ~~_ s > 01.04)
.
Other second ary
prespecified ¢ E 200-
Mean glucos e ley H B =0.001
o 180 3-12)
Percentage of tire "j" 1 <0.001
TO-180 mgid — +13)
[ Percentage of tirr o 160~ 0 <0,001)
=1EB0mg/dl- £ o-8)
Median percenta, g 140 - — 0 <0,001
 =250mgidl | = . ST - y > - - - 3-16) )
Glucose 5D —m 120 el T 7 0,001
I I I I I 1 »=3)
——=k_ [ (Median percenia Midnight 4 a.m. 8 a.m. Noon 4 p.m. 8 pm.  Midnight . 0.51
————’ <Tomg/dl It 0 0.2)
Median percenta Hour of the Day 0 —
(<54 mg/dl i 3 0.04)
Glucose coeffcentofwariation — %69 JE+6 66 165 37+5 0.8 —
(1.6 to 0.0)

N Engl J Med 2022;387:1161



Diabeloop DBLG1 System compatible with several versions of Dexcom CGMs (G4, G5, and G6)
and four different insulin pumps: Roche's Accu-Chek Insight,

« Built-in algorithm — Loop mode ViCentra's Kaleido, SOOIL's Dana-Il, and the Cellnovo

¢ All-in-one controller - Pump, CGM and loop mode

N @

hosted on HDS accredited servers (following French authorities
health regulation), secured Bluetooth® protocol and dedicated
handset

e Security — Encrypted data sent via private cellular network and
> )

« Configurable alerts/information |- Vibration mode, day / night

*
volume

Every 5 minutes, | glucose measurement is transmitted via

Bluetooth® technology from the CGM to DBLG1.

> Target 110 -130mg/dL The algorithm analyzes data in real time and decides whether to:

e maintain current settings

« adjust or even stop basal insulin delivery to avoid a predicted

low/high

» deliver a bolus to correct a high.




DBLG1 System key features

Dedicated handset with secure Bluetooth® connection

Diabeloop DBLG1 System

Only 4 parameters needed at set up (weight, total daily dose of
insulin, meal ratios, safety basal rate profile)

@ [rh{:::}::z tu:; adjust parameters (target, aggressiveness, hypo/hyper Intuitive food and exercise logging

N

J

| » Target 110 -130mg/dL

Q) Automatic parameters optimization l =
Zen Mode for a temporary increase of the target glycemia

€ Meal

High fat meal

Snack

17:12

Meal ratio used: Dinner
High fat meal

Snack

Quantity Carbs (g)

80

Quantity Carbs (g)

CONFIRM

In the current commercial version of DBLG1, thanks to the initial parameter (meal ratio) and intuitive
food logging functionality, patients:

- | have access to meal size pre-configurations (small - average - large)
- can quickly declare their meal
- personalize the carb intake declaration.

Based on the declaration, the glucose trend at time of meal and incremental patient data, the
algorithm will recommend the insulin dose to deliver and manage the post-prandial time period.




12-month real-world achievements for Diabeloop’s AID:

EASD 2022 - Diabeloop DBLG1 System
4 million’ hours of hypoglycemia avoided

Trust in the algorithm leads to fewer meal declarations

Users report a significantly reduced mental load

4,162 patients in five countries: Germany, Italy, Spain, The Netherlands and Switzerland
O TIR gainis 17.6 percentage points over a year of real life use
O extremely low occurrence of hypoglycemia: 0.2% < 54 mg/dL, 1.1% < 70 mg/dL

O for the three main daily meals (breakfast, lunch and dinner), the patients used the
shortcut (small-medium-large) for half of the 45 million meals declared on DBLG1

O the longer the patients use DBLG1, the less likely they tend to declare meals altogether and
the system will regulate itself.

% dinelOOp Press Release

Paris, September 21, 2022



Dual hormone closed-loop: Insulin - glucagon

Peta Pionics

Introducing the iLet” Bionic

At long last, a fully integrated bionic pancreas. p ancreas B et a B I.O n 1 CS

Carry your glucose metabolism in your pocket.
A Massachusetts Public Benefit Corporation
insulin
dasiglucagon
Cayton « THE et & AN INNTSTIGATIONAL DENACE LIVITTD O FEODRAL LAW TO INVESTIGATIONAL LISE

Go Bionic shirts |  Watch the TEDx

Betax Bionics

L 11

L 11

[MpoaipeTikA avayyeAia: yeuuatoc “breakfast”, “lunch”, “dinner”

ueyéBouc “typical”, “more than typical”, “less than typical”, “a small bite”

7 (11

L 11



Dual hormone closed-loop

Insulin - glucagon

EviAwkol pe dtantn tunov 1,
n=43
Randomized, crossover

Méon ocuykévipwon YAukolng | 22mg/dL

KaBe paon 11 nuepeg MeyaAUtepn BeAtiwon t voxta | 31 mg/dL
Bionic CSl|
0]
<0.0001
<70 2.7 4.5 <0.0001
70 — 180 mg/dL 78.4 61.9 ~0.000d
>180 mg/dL 19.8 EelE <0.0001

El-Khatib et al Lancet. 2017 Jan 28;,389(10067):369



Dual hormone closed-loop: Insulin - glucagon

Nadia pe daPrtn tumou 1, n=19
randomized, crossover: Bionic pancreas vs CSl|
KaBe dpaon 5 nuepec

Bionic Pancreas Control Unadjusted p value

Dav and might

Glucose concentration measured by CGM device on days 2-3
Mean, mmolL” 76 (06) 93(17) 000037

<33 mmolL, % of ime 1-2%(1-1) 2-8%(1-2) <0-0001

3-9-10 mmol/L, % of time 80-6% (7-4) 576%(140) <0001
=10 mmol 'L, % of time 16-5% (6-4) 363%(157) <0001

l  yAukaipikig SD. mmol L7 28(09) 12(10) <0-0001

VER (o (ST, Na R e L g (o (S Coeflicient of vaniation, % 37%(9) 43%(8) 00017
Mean of daily differences, mmol/L/day 08 (05) 21(13) 000083

» AKOMO KOAUTEPO ATTOTEAECUATA TN VUXTO
Russell et al Lancet Diabetes Endocrinol. 2016 March ; 4(3): 233



Newtepeg avtAiec woouAivng — O 6pOHOC TTPOC TO TEXVNTO TTAYKPEOLC

Hybrid closed loop > TKaTd MEoO Opo ~ 10% TIR
Medronic 780G

Omnipod 5 » MeyaAuTepn BeATiwon o€ TITWXN YAUKQIUIKY pUBUIoN

Control 1Q
CamAPS FX » E@IkTOC 0 0T1OXOC TIR > 70% OTNnV TTAEIOVOTNTA TWV 00OEVWV

» EkTTaideuon — otpatnyikr avaAoywcg PJE TOV TUTTO TNG AVTAIOG

Diabeloop DBLG1 System

Fully closed closed loop

¢t == e e e e e e ———— -

Bihormonal iLet Bionic Pancreas



The NEW ENGLAND JOURNAL of MEDICINE

Closed-loop insulin pump

ORIGINAL ARTICLE Ot voonA£U6p‘EVOUq (ZAZ)

Corventional insulin

Closed-Loop Insulin Delivery for Glycemic 260 delivery ) delivery
Control in Noncritical Care 240- et

Closed-loop insulin

220

=
E
u 2004
E 180=
g 160+ ]
L Closed-loop | Conventional 2 140-
Time In range insulin insuin = 120,
100-180mg/dL : ; 5 100
(%) delivery delivery g a0
° n=70 n=66 Y 60-
g 40
X 204
24wp0 65,8 41,5 E ] | ] | I I I | 1 | I I I
0000 02:00 04:00 06:00 08:00 10:00 12:00 14:00 16:00 18:00 20:00 22:00 00:00
Time of Day (hr:min)
Overnight 24 8 549
midnight to 8am ' ’ Closed-loop group: atmrokAeioTIkKG control algorithm
Daytime » Ox1 yeupartikr) IvaouAivn ) avayyeAia yEUPATOG

L 61,9 34.9
8am to midnight Bally et al N Engl J Med. 2018 Aug 9;379(6):547



18 1

| el Closed-loop insulin pump
_ o€ acBeveig otn MEO
- .
% 14
E 12
B 10 -
Q

6 -

4 ¢ T v T T T 1 T v T T )

0 4 8 12 16 20 24 28 32 36 40 44 48
Study Hour
Closed loop Local protocol
V)
- Xpoves (n=12) (n=12)
4.0-10.0 mM
(70-180mg/dL) —
6.0-8.0 mM 0.001
(108-144mg/dL) 4.3 18:5
Leelarathna et al.
<4.0 mM 0 0 N/A Critical Care 2013;17:R159

(<70 mg/dL)



Overnight Closed-loop pump vs SAP
‘EyKuEC pe diapnATn TUTTou 1, oTnV 8-24 ¢fdouada
Méon HbAlc 6,8%

n=16

Tuxaiotroinuévn, crossover

250+

200+

Aiapkela 4 BOouadwv

Closed-loop insulin pump o€ eykupocuvn
Closed-loop insulin pump vs SAP

Primary end point: Target range 63-140 mg/dL

Closed-loop
overnight

S 150 -
% -
Table 1. Baseline Characteristics of the 16 Study Participants ‘E’ S
Characteristic Value EQ 100-
Age — yr 34 1446 Sensor augmented pump
Body-mass index} 29.7+5.7 20
Glycated hemoglobin — % 6.8+0.6
Duration of diabetes — yr 23.6+7.2 0 T - 1 - 1 - 1 - - . i 1
midnight 2am. 4am. 6am. 83am. 10am. noon 2Zpm. 4pm. 6pm. Zpm. 10pm. midnight
Previous pump use — no. (%6) 10 (63) Time of Day
Previous use of continuous glucose monitoring—no. (%) 2 (13)

Stewart et al N Engl J Med. 2016 Aug 18;375(7):644



Closed-loop insulin pump o€ eykupocuvn

Closed-loop insulin pump vs SAP

overnight closed loop vs SAP

Variable Pump Therapy Insulin Delj (95% Cl) P Value
i i 59.5 74.7 T 15,2% 15.2 (6.1 to 24.2) 0.002

Sensor-Augmented Closed-Loop Absolute Difference

Glucose above target range (% of time)

>140 mg/d| 38.6 24.0
180 mg/d| 15.7 7.4

-14.5 (-24.2 to -4.9) 0.005

8.3 (-13.7 to-3.0) 0.004

Glucose below target range (% of time)

<63 mg/d| 1.9 1.3 (, 0.6 (-1.7 to 0.6) 0.28
<50 mg/d|

0.6 0.3 —0.2 0.9 to 0.4) 0.45

Median no. of hypoglycemic episodes 2.5 (Oto 15.0) 3.0 (Oto 6.0) 0.68
(range)

2uvéxion o€ closed-loop peTad To TEAOG TNG MEAETNG (N=14) — closed loop 6Ao T0 24wpo
MEXPI TO TEAOG TNG EYKUMOOUVNG

— time in target 68,7% (6 €ykuec EAaBav YAUKOKOPTIKOEION)

TokeTOC time in target 86,8% Stewart et al N Engl J Med. 2016 Aug 18;375(7):644



24h Closed-loop pump vs SAP

Closed-loop insulin pump o€ eykupocuvn
Closed-loop insulin pump vs SAP

‘Eykuec pe diapATn TUTTOU 1
Méon HbAlc 8%
n=16

TuxalotroinuEvn, crossover

Aldpkela 4 OouAdwWY

Closed-loop Absolute difference (95% Cl] P value
Crossover phase

[ﬁme in T1D pregnancy target range (%)* 60.1 623 ] L 21(—41to83) 0.47

Secondary glycemic outcome
0(—03to0.4 0.85
—06(-74t06.3 0.86
N —01(—42to4.0). 0.94
Time <63 mg/dL or 3.5 mmol/L (%) : »l« =1.1(-0.2to —-2.]) 0.02
Time 50 mg/dL or <2.8 mmol/L (%] 0.5 0.2 =0.2 (-0.0to —0.5) 0.03

Stewart et al Diabetes Care. 2018 Jul;41(7):1391
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Closed-loop insulin pump vs Standard care

AIDAPT study - CamAPS FX

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Multicenter RCT, UK
N=124
CamAPS FX vs Standard Care

Automated Insulin Delivery in Women with
Pregnancy Complicated by Type 1 Diabetes

Lee at al N Engl J Med. 2023 Oct 26,389(17):1566
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Closed-loop insulin pump vs Standard care

Table 1. Baseline Characteristics of Participants.*

AIDAPT s

Characteristic
Age —yr

Mean

: Range
Multicenter White race — no. (%)

N=124
CamAPS F

Duration of diabetes — yr

Mean

Range
Body-mass indexi:

Mean

Range
Bachelor’s degree or equivalent — no. (%)
Week of gestation at recruitment

Median (IQR)

Range

Closed Loop
(N=61)

32.0+5.0
19.9-42.7
58 (95)

18+8
2-31

27.9+5.9
18.0-48.9
36 (59)

10.3 (8.0-11.7)
6.7-13.7

Standard Care
(N=63)

30.245.5
19.7-44.7
57 (90)

16+7
2-33

26.9+4.8
19.9-41.2
33 (52)

10.0 (8.4-11.3)
6.1-14.3

]
vith

etes
17):1566
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Closed-loop insulin pump vs Standard care

Table 1. Baseline Characteristics of Participants.*

AIDAPT s Glycated hemoglobin level during early
pregnancy**
6.0 to <7.0% — no. (%) 23 (38) 13 (21)
7.0 to <8.0% — no. (%) 21 (34) 24 (38)
>8.0% — no. (%) 17 (28) 26 (41)
Multicenter Mean 7.6+1.1 7.9+1.3 ith
N=124 Range 6.0-11.6 6.5-14.0 VIt
CamAPS . _ — — otes
Continuous glucose monitor — no. (%) 59 (97) 62 (98)
Abbott FreeStyle Libre 43 (73) 47 (76) [7):1566
Dexcom 12 (20) 14 (23)
Medtronic 4 (7) 1(2)
Insulin delivery — no. (%)
Insulin pump 32 (52) 25 (40)
Multiple daily injections 27 (44) 37 (59)
Automated insulin delivery{ 2 (3) 1(2)
Total daily insulin — U /kg/day
Mean 0.7+£0.2 0.7+0.2

Range 0.3-1.3 0.3-1.4




AIDAPT study - CamAPS FX

Lee at al N Engl J Med. 2023 Oct 26,389(17):1566

Table 2. Primary and Secondary Maternal Glucose Outcomes.*

Closed-loop insulin pump o€ eykupocuvn
Closed-loop insulin pump vs Standard care

~

/Outcomes

BaselineT

Antenatal Intervention Phase::

TIR (63-140): [10.5%

\

Adjusted Treatment

|

|

Closed Loop Standard Ca Care Difference
(N=59) (N=59) N="59) N=61) (95% CI)§
Primary outcome
Percentage of time with glucose level in range 47.8+16.4 44.5+14.4 68.2+10.5 55.6+12.5 10.5 (7.0to 14.0)9
\_ 63-140 mg/d| '/
Key secondary outcomes
Percentage of time with glucose level >140 mg/dl 48.7+18.0 51.8+16.2 TAR (>1 40) l1 0.2% 2 -10.2 (-13.8 to -6.6)
Percentage of overnight time with glucose level in 47 .4+20.8 44.5+16.6 70.8+11.2 56.7+13.6 12.3 (8.3 to 16.2)
range 63-140 mg/dl (11 p.m.to 7 a.m.)7
Mean glucose level — mg/dl| 149+28 151+24 HbA1c: J«03% 5 -9.2 (-13.7to-4.7)
Glycated hemoglobin level — % 7.6+1.1 7.9+1.3 6.0+0.5 6.4+0.5 -0.3 (-0.5 to -0.1)
Glucose SD — mg/dl** 54+14 55+12 42+11 47+10 -4.5 (-7.3 to -1.6)
Glucose coefficient of variation — % 365 376 3349 34+5 -1.1 (-2.5t0 0.3)

Median percentage of time with glucose level
<63 mg/dl (IQR)

Median percentage of time with glucose level
<54 mg/dl (IQR)

Median no. of mild hypoglycemia events (IQR)§

.
.

Median no. of moderate hypoglycemia events (IQR){7

Hypoglycemia (<63): <

2.75 (0.86 to 4.87) 222 (0.72 to 6.00)

1.05 (0.07 to 2.37) 0.79 (0.18 to 2.28)

6.4 (2.2to 11.5)
2.2 (0.0t05.7)

5.5 (2.4t011.1)
2.2 (0.0t05.9)

2.26 (1.54 to 3.31) 2.02 (1.25 to 4.37)
0.71 (0.49to 1.19) 0.73 (0.36 to 1.67)

6.7 (4.6 t0 9.4)
2.3 (1.6 t0 3.8)

5.7 (3.1t0 9.4)
2.1 (1.1to 4.4)

llllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllll

~0.43 (-1.04 to 0.19)

~0.23 (~0.55 to 0.09)

0.1 (-1.1to 1.3)
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Closed-loop insulin pump vs Standard care

A Time in Target Glucose Range According to Weeks of Gestation
100+ [ Closed loop Standard care

o 5§ E =
I I = B m 5E
- - = == - B

Percentage of Time
=
I

0 T T T T T T T T
&-11 12-15 1619 20-23 24-27 28-31 32-35 36-40

Weeks of Gestation

B Time in Target Glucose Range According to Time of Day

80 Closed loop

40— Standard care

Percentage of Time
3
|

0= | | | | | |
Midnight 4 a.m. 8am. Moon 4 p.m. 8p.m.  Midnight

Time of Day

f
l
l
l
l

\

Table 3. Maternal and Neonatal Outcomes.*

Fetal and neonatal outcomes

Pregnancy loss at <20 wk — no.1 1 3
Neonatal death — no.| 0 1
Baby alive at discharge — no./total no. (%) 59/60 (98) 59/63 (94)
Gestational age at delivery 36 wk 3 days (+2 wk) 37 wk 1 day (1 wk)
Preterm birth, at <37 wk — no./total no. (% 2760 (45) 14/63 (22)
Birth weighter domrefill - - - - TR __LL‘\
Mean — kg 3.3+0.6 3.5+0.5
Median customized percentile (IQR) 80.7 (53-97) 90.1 (71-99) I
Small for gestational age — no. (%) 3 (5) 1(2) |
Large for gestational age — no. (%) 23 (39) 30 (50) |
Extremely large for gestational age — no. (%) 13 (22) 19 (32) I
Macrosomia >4.0 kg — no. (38) 4 (7) 9 (15) y
Neonatalcomplications —~. —. —. — — = &= = ============%
Serious birth injury — no. (26) 17 1(2) 4 (7)
Respiratory distress — no. (%) 5 (8) & (13)
Hypoglycemia treated with intravenous or oral glucose 26 (44) 25 (42)
— no. (%)
Hy perbilirubinemia — no. (56) 40 (68) 37 (62)
Readmission within 7 days — no. (%) 3 (14) 3 (5)
Meonatal intensive care unit stay =1 day — no. (%) 13 (22) 15 (25)
Median length of hospital stay (IQR) — days & (3-10) 5 (3-7)

Lee at al N Engl J Med. 2023 Oct 26,389(17):1566
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MIKPEG HEAETEG MEXPI TWPA
ACQaANG xpnon
BeATiwon YAUKQIUIKOU EAEYXOU

ATTaiTouvTtal JEYAAUTEPEC MEAETEC YIA TNV EKTIKNON TNG €TTIOPACNG
O€ MOIEUTIKA — VEOYVIKA oupBauara

duvaToTnNTa 0TOXOU £W¢ 80mg/dL
(6Aec o1 AAAeg duvaToTnTa OTOXOU £W¢ =2100mg/dL )
Murphy et al Diabetes Care. 2011 Dec;34(12):2527

Stewart et al N Engl J Med. 2016 Aug 18;375(7):644
Stewart et al Diabetes Care. 2018 Jul;41(7):1391



Newtepeg avtAiec woouAivng — O 6pOHOC TTPOC TO TEXVNTO TTAYKPEOLC

Hybrid closed loop > TKaTd MEoO Opo ~ 10% TIR
Medronic 780G

Omnipod 5 » MeyaAuTepn BeATiwon o€ TITWXN YAUKQIUIKY pUBUIoN

Control 1Q
CamAPS FX » E@IkTOC 0 0T1OXOC TIR > 70% OTNnV TTAEIOVOTNTA TWV 00OEVWV

» EkTTaideuon — otpatnyikr avaAoywcg PJE TOV TUTTO TNG AVTAIOG

Diabeloop DBLG1 System

Fully closed closed loop

¢t == e e e e e e ———— -

Bihormonal iLet Bionic Pancreas



Closed-loop insulin pump -

Algorithms

Algorithms for Automated Insulin

Delivery: An Overview

Thomas et al. J Diabetes Sci Technol. 2022. PMID: 33955251

Table |. Main Advantages and Disadvantages of the Currently Most Widely Used Algorithms of Hybrid and Experimental Full AID

Systems.

Alaorithm

Advantages

Disadvantages Applied in

MPC

= PID: Proportional Integrative Differential

= MPC: Model Predictive Control

» Fuzzy Logic
Fuzzy-Logic:
MD-Logic
{DREAMED)

Simple and straightforward,
only calculation of the individual
components P, [, D

Mo complex simulaticn

Initial input of few parameters: Carb/
Insulin facters, insulin action time
Great experience in contrelling
technical systems (eg, heating
systems)

Dynamic model of the control
process, does justice to the dynamics
of insulin delivery control

Prospective calculation of glucose
level based on current insulin dosage
(simulation by iteration)

Dynamics of the effect of different
insulin doses is taken into account

Takes into account inaccuracies in
glucose measurement and delays in
insulin absorption

Simulates glucose regulation, adapted
to physiclogical insulin delivery
{combination of “Control to Range”
and “Contrel to Goal™)

Fuzzy logic approximates the
physiclogical behavior of an individual
patient {(adaptation of control
parameters)

Algorithm is self-learning

Suitable for regulation of large
glucose rises and falls (eg, meals,
physical activity) and thus also
suitable for delivery of meal boli

Only insufficient suited for regulating - Medtrenic MiniMed
large glucose rises and falls (eg, after &T0GITTOG! TBOG
meals, during physical activity)

Ohnly input of static parameters,

such as insulin duration of action

{(information on pharmacckinetics

according to insulin manufacturer)

Does not take into account inter- and

intra-individual variability of patients

Mo predictive calculation of the effect

of insulin delivery on future glucose

levels

Only conditionally suitable for - CamAPS FX (Cambridge
regulating of large glucose rises and App)

falls (eg, after meals, physical activity

etc.)

The complex model requires initial - iAP (Collaboration

input of several parameters (eg, basal Universities Padova, Virginia,
rate under C5lI) Santa Barbara)

- Diabelcop DBLGI (self-
learning by applying methods
of artificial intelligence)

- Tandem CONTOL IQ

- Insulet Omniped 5

Requires a fuzzy logic controller, in - Ceoperation with Medtrenic

which treatment rules have to be regarding implementation in
implemented, making the development the future full AID system
of the corresponding affiliation

function is a challenge



Artificial intelligence

AAyoplBpuoL rov Bacilovtal ota VEUPWVLKA SlKkTua

"‘ﬁ AID on the Model-Data Continuum TREATMENTS FOR DIABETES:

Equation-driven

PD, PID, MPC, MD Logic Data-Driven Control

s V

Intravenous glucose
control: Neural-Network
Artificial Pancreas
(NAP)
UVA, 2023

DCCT Published in
the NEJM,
1993

Albisser et al;
Mirouze, Selam et al.
Pfeiffer et al.

The Minimal Model of Glucose
Kinetics.
Bergman & Cobelli, 1979

Metabolic Tracer Studies
Rizza, Basu, Cobelli

Large In Silico Models and
In Silico Pre-Clinical Trials

“Digital Twins” and “Data
Farming”

" —




Texvnto naykpeac Pacl{OUEVO OE VEUPWVLKA dlKTUA

Neural-Net Artificial Pancreas: A Randomized Crossover Tral of a
First-in-Class Automated Insulin Delivery Algorithm

University of Virginia Model-Predictive Control algorithm

Neural-Net Artificial Pancreas

: Conclusion: In a
240 2401 0 Median .
g ) e o7 | andomized crossover
200 a0l | -~ -percentie 25| study, a neura[l-
o T network encoding of a
_200f I complex model-
B e A B § , o predictive control
180 M 180 ] s _
= bifia Co £ oo ; algorithm
gieor il i,y A geor i '. demonstrated similar
S0l | 'i‘.'. 4 i 3140} Heooy e / AW performance, at a
B | P R e 3 o e i 0 v L fraction of the
S SROTYE VLA A T A computational
oo U W VPN RS 100 1! IR VO . | demands. Regulatory
Al 5 “|and clinical doors are
0 80 therefore open for
aul : . 60 contemporary
18:00 00:00 06:00 12:00 18:00 00:00 06:00 12:00 = =
Time (HH:mm) Time (HH:mm) machine-learning

Meural-Met Artificial Pancreas: A Randomized Crossover Trial of a First-in-Class Automated Insulin Delivery Algorithm.Kovatchev B,
Castillo A, Pryor E, Kollar LL, Barnett CL, DeBoer MD, Brown SA.Diabetes Technol Ther. 2024 Jun;26(6):375-382.

\g\i

methods to enter
the AID field

= Breakthrough TID"

s-:‘?,' Farmr XN © 2024 BreakthroughT1D. All rights reserved. 29
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