H ouyxpovn texvodoyia oto Zakyapwdn AtabBntn

Kwvotavtivoc Mapkakng
NaBoloyoc pe E€eldikevon oto Zakyopwdn AloBnAtn
Entikoupoc KaBnyntric MaboAoyiac
Tunpa latpkng, 2xoAn Erntotnuwy Yyeiac MNavenotnuiov Matpwv
MNaBoAoyikn KAwvikn Maverotnuiako Meviko Noookopeio Matpwv




OePATTEUTIKI AVTIMETWTTION 2A TUTTOU 1

Evtatikotroinpgévo oxnua ivoouAivoBepartreiag (Basal-Bolus)

Npooopoiwon puoloAoylkG EKKPLONG LVOOUALVNG
BaolKEG avAyKeC o€ WWooOUAivn — Baolkn tvooulivn (Basal)

MetaBoAlopaC yeupaTikwy vdatavOpakwv — MFsupartikn tvooulivn (Bolus)

lvoouAwvoBepareia

MPWivo
LEONUEPLOVO

basal - bolus BoasUVO

Exnaibevon IvoouAivn

taxeioc dpaonc

Baolkn
LVOOUALVN

4:00 8:00 12:00 16:00 20:00 24:00 4:00 8:00




TiTAoTTOINON IVOOUAIVNG

MOVO BacIK IVOOUAIvVN

EVTATIKOTTOINMEVO OXAMO

YEUMATIKA IVOOUAIVN YEUMATIKR IVOOUAIVN YEUHATIKN IVOOUAIvN
ME TO TTPWIVO ME TO JEONMUEPIAVO ME TO HEONMEPIAVO

Baoikr IVOOUAivn




EkTtraidoguon

ALoBATNG — ETIUTAOKEC = Avaloyia wvooulivng/ yp. udatavBpdkwv i tooduvapo
(Insulin to Carbohydrate Ratio, ICR) - Teot ICR
Alatpodn , , ,
podn = [lapayovtag evalocOnoiag twvoouAivng
(Insulin Sensitivity Factor, ISF)
Méetpnon vdatavbpakwv = >toxol 2x (BG targets)

Auvapkn tpooappoyn 60onc taxeiag tvoouAivng (yevpa — Stopbwaon — otoyol)
Ektipnon Paotkng Kol YEUUOTLKAC LVOOUALVNG
= TARpnon NnUepoAoyiou PETPHOEWV

» Epunveia petpnoswv — ANYn Bepamevtikwy anodpaocswv

" Teot BaolkAC WWOOUALVNC Kol YEUUATIKAC LVOOUALVNG



2XAMA TTOAAQ

AvayvwpLlon UTtOYAUKOLULOLG

AVTLUETWTILON UTTOYAUKOLMIOG

AVTLUETWTILON UTTOYAUKOILULLOG MpoAnyn
Ertlyvwon umoyAukatpiog

Mpocappoyn o€ avénuevn puotkn dpaotnpLlotnta — aocknon (eidn acknong)

, , , "  AuénUEVEC QVAYKEC OE LVOOUALVN
[Mpoocappoyn Bepamneiac oe acOevela

" Amnoduyn KeToéEwonc

Mpocappoyn o€ taéidla - SLaKOTEC

= MetaBoAn oe dtatpodikec ouvnBelec — duotkn Spaotnplotnta

= Juvtpnon — Hetadopd LVOoOUALVNG, aVOAWGCIHWV

" ZWVEC WPOLC



(| [e@yfe] * Eidn doknong (aepoPla — avaepofia)

ALAPKELOL AOKNONG

Apeon enidpaon
AN O lela ) NG EntiSpaon apyotepa- KivOuvog VUKTEPLVAC UTTOYAUKALULOG

2TPATNYIKEC amodUYNC TNC EMAYOLEVNC OTTO TNV ALOKNON
UTTOYAUKOLLOG

Mpocappoyn o€ aUvEnUEVN

"  AuénUEVEC QVAYKEC OE LVOOUALVN

Mpoocappoyn Beparmneiac os acbeveLla , ,
" Anoduyn KeToéewong

Mpocappoyn o€ taéidla - SLaKOTEC

= MetaBoAn oe dtatpodikec ouvnBelec — duotkn Spaotnplotnta

= Juvtpnon — Hetadopd LVOoOUALVNG, aVOAWGCIHWV

" ZWVEC WPOLC



2TPATNYLKEC AtoPULYNC TNEC EMOYOUEVNG OTTO TNV AOKNON UNTOYAUKQLHLOL

MDI - open loop CSII

Physical Activity and Exercise
R e P R S S R T N s S T

Makpid atro yeuua

Kovtd o€ yeuua

Taking additional carbohydrates

bolus

Anyn extra CH

/

|

i
SIVLRNG/GINE |oss than 7mmol/l Take 2 — 3 CPs depending on how strenuous the activity is. m

If the activity is[less than 45 minutes]duration and blood glucose is: '

AU/ 7 — 10mmol/l Take 1 — 2 CPs depending on how strenuous the activity is. 10 - 20 gr CH

180 - 234 mg/dL  EETER K111 Te1/]] No extra CPs needed. No extra CH
Consider why you are high. E.g. when did you last eat?
Check your pump is connected / working

Then if the activity is more than 30 minutes long, re-test and do
as above if necessary.

m more than 13mmol/I Test for ketones. If ketones positive, postpone exercise and

| consider additional boluses of insulin.
.\\“ /




Feel unwell?

Sick days rules

Test blood glucose and ketones

[ 1

) No ketones (negative or trace on urine ) Ketones present (more than a trace on urine i
test; less than 1.5mmol/l on blood test) | test ; more than 1.5mmol/l on blood test))
Blood glucose within target or slightly Blood glucose raised >
raised y (usually above 13 mmol/l) 240 g/ dL
L MINOR ILLNESS SEVERE ILLNESS
7 . 8 J
Ka}\r'] EVUG('IT(L)OT] [ Sip sugar-free fluids (at least 100mli/hour) ] Ka}\r'] EVUSCIXT(UOT]
1 I
; , " Test blood glucose level and ) " Test blood glucose level and s s
2X, KETOVEC kaOe 4-6h ketones every 4-6 ) _ ketones every 2 hours 2X, KETOVEC kKaBe 2h
S
I I
Usual insulin : CP ratio if Calculate Total Daily Dose |
eating BOl us 1 (TDD) from previous day BOl us
. : I |
Use corrective boluses if BG ) \ )
is raised, even if you are not 10% TDD Kfto_:_‘fs +_'fft°_':fi+ 20% TDD
! eating (you may find you need B :
ALOpewTLKa bO|US€S larger bolus doses to reduce L 1.5—-3 mmol/I Over 3 mmol/I
! blood glucose — override the on blood test on blood test
Tueavorspa T bolus adviser) S l /N l .
O~ R
You may only need your usual Give 10% of | (" Give 20% of |
basal insulin if not eating and TDD as bolus | | TDD as bolus
your BG is in target range insulin every 2 insulin every
s , Consider an increase of 10 — ’ ’ 0 ’ ’ 0
Se napatetapévn adlabeoia 20% in basl rate by using an ||_| PROKOU puBlol 30% || 1 Baowkol puBuou 50%
, increased temporary basal if CP ratio if e;tin gand T
T[leaVU)C you are ill for longer than a eating and T Bas-ilhy
day. basal by 30% 50% or more

T B(vn'n(nl'l nnPiinh 1N-2N%

I

— » ECaipeTikd BonOnTikA n xpyon CGM

Override the
bolus adviser

Override the

bolus adviser




H kd I Feel unwell? :

CSI I No ketones (negative or trace on urine Ketones present (more than a trace on urine
test; less than 1.5mmol/l on blood test) test ; more than 1.5mmol/l on blood test))
Blood glucose within target or slightly Blood glucose raised >240mg /dL
raised (usually above 13 mmol/l)

SEVERE ILLNESS

KaAn evudart
Y¥, KETOVEC KAOg

AlopBwTtikd bo
mBavotepa

J€ TIOAPATETOMEVN O -
increased temporary basal if CP ratio if

T[LGCIVU)C you are ill for longer than a eatingand T basal by
day. basal by 30% | | 509, or more

Override the Override the
bolus adviser

eatingand T

bolus adviser




AVTAiEC IVOOUAIVNG
Continuous Subcutaneous Insulin Infusion (CSlI)



AVTAIEG IVOOUAIVNG
Continuous Subcutaneous Insulin Infusion (CSllI)

AvTAieg pe cwAnva (tethered pumps)




AvVTAigG IVOOUAIVNG
Continuous Subcutaneous Insulin Infusion (CSII)

‘ AvTAiec pe cwAnva (tethered pumps)

»




AvTAiec IvoouAivng, Continuous Subcutaneous Insulin Infusion (CSll)

AvTAigg eTapng (patch pumps)

XeIpIouog
avTAiag

POD
AvTtAia
IVOOUAIvVNG

Bluetooth® wireless technology

EEEEEERE * FEEEEFEEERE

L

Omnipod Dash: up to 1,5 metres

Cannula

Insulin
Reservoir




AvTAiec IvoouAivng, Continuous Subcutaneous Insulin Infusion (CSll)

AvTAigg eTapng (patch pumps)

[MANpwon pod Pe LWOOUALVN Ewappoyn pod

Abdomen —

0
Thigh .




AvTAiec IvoouAivng, Continuous Subcutaneous Insulin Infusion (CSll)

AvTAigg eTapng (patch pumps)

‘Evap&n - XelpLopog

| —

[MANpwon pod Pe LWOOUALVN f;"'
%




AvTAieg ye ocwAnva (tethered pumps)




AvTAiec pe ocwAnva (tethered pumps)

Medronic

>
%'

:
=

~



AvTAiec pe ocwAnva (tethered pumps)

Medronic

B =g




AvTAigg eTTa@ng (patch pumps)

Cellnovo Pump

Omnipod DASH




AvTAigg eTTa@ng (patch pumps)

Cellnovo Pump

Omnipod DASH

leauin
5 e
m Foad




AvTAigg eTapng (patch pumps)

Bluetooth® wireless technology

sesesens *........

Omnipod Dash: up to 1.5 meters

> Edv xabei n etrapny n avtAia cuvexilel va AEIToupyei ue Tov TPEXOVTA BacIKO puBud — dev PTTOPET va
aAAacel Bripa Baoikou puBuou, oute va dexBei evioAn yia bolus

» [lpoooxn o€ TTaidid



MDI vs CSlI

CSIl: uttepoxn OoTNV €CATOUIKEUON TNG
IVOOUAIVOBEPATTEIOC



AVTAiEG OUVEXOUG UTTOOOPING EYXUONG IVOOUAIVNG

(Continuous Subcutaneous Insulin Infusion, CSII)

" JUYXVEC KOl 0OPBOPEC [UTTOYAUKOLLULEG

= MeyaAn StakUpovon e UTIEPYAUKOLULEC Kol UTTOYAUKOLULEG aveEdptnta armo tnv HbAlc

= Kakni puBuwon|(HbAlc >9%) mapd TO EVTATIKOTIOLNEVO OXNUA [UE EvEDN

" MULKPOOYYELAKEC ETILITAOKEC
= KaAO YAUKALULKO EAeyXO aAAQ TO oxAUo LvooUALvoBepareiag emnpeadletl tnv mototnta {wng

= Otav npokeLtol yLa oAU |ukpo matdi |(r])\u<(aq <6 €TWV)

= Otav npokettoL yia €dnpo pe dtatapaxec opeénc

" | Qawopevo «auyng»

= BeAovodofia kat dlaitepn avtidpaon oto oxAua TwvV TTOANATTAWY EVECEWV
= ‘Otav MPOKELTOL VLo ATOMO ETUPPETEC 0€ dLaBNTLKN KETOOEEWON

= Otav npokettol ywof abAntn, [o omolo¢ CUUETEXEL 0€ SUOCKOAQ KOl AYWVLOTIKA OTIOP

= Otav|npoypappatiletal eykupoouvn

EAE KateuOnvtrpieg Obnyiec 2022



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




AVTAiEG oUuVEXOUG UTTOOOPING EYXUONG IVOOUAIVNG

(Continuous Subcutaneous Insulin Infusion, CSII)

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

| Mazxim u||1 Basal Rate 2.00 UWHr | Bolus Wzard On Easy Bolus 0.10U | Sensor On |
1 Units g, mmolL Bolus Increment 01U High Alert
Basal 1 (active) Day Off Workday Active Insulin Time 00 — 19 Ers On [Snooze 1-00)
24-Hour 187251 | 24 Hour _ 24-Hour _ {hemm) ™ pee At .
Total Total Total Maximum Bolus 120 U DualiSquare  OFIOF Start Time  High (mmolL) |A®OM | gegope | Rise Alert
High High Limit {mmoliL)
Time  UMr Tme U || Time  UHr | coponvdrate Ratio  Insulin Sensitivity  Blood Glucose - 150 .
0:00 0.450 - L =i oy ol imol/L per U) Target ([mmaol/L)
T I I | l. - [ L L) L]
200  0.600 2T L =] Time Sensitivity Time  Low | High
5-00 0.750 0 0:060 45 0-060 8.0 80
Il oo Current rate: r R
12-00 a.700 20 25
14:30 1.500 FE T
- = Ln
13-00 {.650 i I | § e On (Snooze 0:20)

Alert On Alert Resume

Curment rate: AN [REEERl  Svsrend | Tiow  Before Basal
Before Low X
Before Low X

[y P& Fate

Ferrcent ==

\uto Calibration  OF
ation Reminder On
Reminder Time 1:05

Hesdew Begin

» Mpoowplvoc Baolkog puBuoc [ | ACDEVELDL |




NMpoowpivog pubuodg

Liuratican
Mexd




g x X Z ) WH
AN L S B ) H N . AR &% E = =S ADWU FU S E H S LA & Ay rFP_ 9B, HW &L -

= 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)

Basal
| Maximurn Basal Rate  2.00 UHr | Buluslh"za.rl:l On , Easy Bolus 0.10U | Sensor  On |
Basal1 (active)  Day OFf Workday Mmm“iﬂ:'i‘:z iﬂ:‘“m Bolus increment 011 —
2ot 1g.7250 2fout Hfout - . Ir::ln? — ALOL(I)OpETLKEC pU@HlO’ElC
| [ | Caonyurke Rano  insuim sensiovl {1 o §LOLGPOPETIKA SLACTAUAT TNG NUEPOLC
200 IZI.?I]EI Time Ratio Time Sensifivity Time Low High
::i Ezgg 20w 50 7 e BOIUS Calculator
MeyaAn akpifelo otn xopriynon tou
bolus (¢wc¢ 0,025 1} 0,05 units)

Preset B vius

I Hame Hormal Square
| Boiust
| Breakfast
1 Zimner

» Evepyoc wvooulivn (Insulin on board, I0OB) e—

| | | || | I =peies Calibration Reminder Time 1:05
O~




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




Baoikn iIvoouAivn/Baocikog pubuog

MDI

CSl|

Baoikr ivoouAivn: Baoikdg pubuoc:
“erriTredn” kKAAuwn Katd TN dIAPKEIA TOU > Ol0@popEeTIKA etTiTreda BaocikoU pubuou
24wpou Yia SI10@QOPETIKA dIACTAMATA TNG NMEPAS
(TTX @QAIVOUEVO QUYNG)
ETA(;K'H'(;H """"""""""""""" i »> AuvatotnTa S10@OPETIKWY TTPO®@IA YIa OIAPOPETIKES

I Katd Tn OldpKEIa KOAUPPBNoNng i oTrop TIou | NHEPES (TTX EPYATIHES NUEPES — NHEPES §EKOUPAOTS)

' ATTAITOUV CWUATIKI ETTAQN TTX TT0000)AIPO, |

' UTTAOKET, TTOAEUIKEC TEXVEC, avTtAia TTpéTTel ! =
M MIKEG TEXVEG, N P - Goknon,

' va apaipedei (1I01aiTepa avtAia ye cwAnvwon) |

» Mpoowpivog pubuog

METABAAAOUEVA ETTITTEDA QYUOIKNG

_____________________________________ OpaCTNPIOTNTAG, ACBEveIia



"eupaTiki IvVOooUAivn — AlopBwTikO bolus

MDI Ceupartikr IVOouAivn — AlopBwTikS bolus: CSi|
(ICR, ISF, BG target)

» OUOYXEPNG N EQapuoyn > OIaQOPETIKEG PUOMICEIG YIa OIAPOPETIKA dIOCTAHATA TNG NHEPAG
OIOPOPETIKWYV PUBUIoEWV YIa (XpOoVIKG dIaoTAMATA JE DIAQPOPETIKN EuaiocOnaia oTnNV IVOOUAIVN,
OIA@OPETIKA OIAOTHUATA TNG A0QAAEOTEPEC PUBUIOEIC YIA ATTOPUYN UTTOYAUKQIUIAG TTX KATA TN OIAPKEIQ
NUEPQG NG VUXTOG)

» OUOXEPNG O aKpPIPNG » MeyaAn akpieia oTnv KAAUWN YEUUATOG KAl 0TAV Xopriynon d16pwaong
UTTOAOYIOOG

» OUOXEPNG O UTTOAOYIONOG TNG > YTroAoyiouog evepyou 1vooulivn (Insulin on board, I0B)
EVEPYOU IVOOUAiIvVNG aTTO — ATTOPUY CUCOWPEUONG IVOOUAIVNG Kal ETTAKOAOUONG UTTOYAUKQIMIOG
TTponyouuevo bolus

» MOVO £vag TUTToG bolus » Auvatotnta S1a@opseTikwy TUTTWYV bolus: (kavovikd, dIPACIKO, TETPAYWVO)
KAAUTEPN K(']),\UL|JI‘| MEYAAWYV YEUUATWY, YEUUATWY TTAOUCIWV OE
NITTOC/TTPWTEIVN, KAAUTEPN KAAUWN YEUUATWY O€ YAOTPOTIAPEDN))

MDI: Multiple Daily Insulin, CSII: Continuous Subcutaneous Insulin Infusion
ICR: Insulin Carbohydrate Ratio, ISF: Insulin Sensitivity Factor, BG target: Blood Glucose target



Meta-avaAuoeig CSll vs MDI

» 26 peheteg, 6 RCTs, 20 mpv/peta o Yeam g
n=1414 (54,5% evAiAkec, 45,5% motdLd) #- .
E "] L
= HbAlc | 0.62% : o E
f 1 o= - é.e
= Jofapn umoyAukatuia || T =j: \ s
(3 - 4rm\dota cuxvotnta uTtd MDI) E‘ 5] B E‘
Pickup Diabet Med. 2008 Jul;25(7):765 ° . 5
» 25 RCTs, 1456 svnAlkec, 543 maldla g: - @
[ HbAlC l 037% 40 ob 80 100 120 140 180

Pre-pump HBA,  (mmo¥fmod)

" YroyAuKatpio: Taon HElwoNG, VUKTEPLVA UTTOYAUKOLULAL | Leelarathna et al Diabet Med. 2017 Oct;34(10):1372

Benkhadra et al Endocrine. 2017 Jan;55(1):77



2UCTAMOTA CUVEXOUG KaTaypa@ns YAUKOZNG
(Continuous Glucose Monitoring, CGM)



2 UOTNUATA oUVEXOUC KataypaPnc yAukolng

(Continous Glucose Monitoring, CGM)

Metadotng
/ (transmitter)

MéETpnon 2x utrodopia

2. X OTOV UTTOOOPIO IOTO O€ OXEON ME
TPIXOEIDIKO 2X — lag time ~ 2,5-15min

AEKTNG
(receiver)

2UOKEUN

epappoyng
(applicator)




2UO0TNMATA oUVEXOUC KaTtaypapng YAuKolng
(Continous Glucose Monitoring, CGM)

real time CGM professional CGM intermitenttgntly
rt-CGM (blinded) scanned CGM (is-CGM)




2UCTAMOTA CUVEXOUG KaTaypa®ng YAUKOlnGg

BaOuovéunon
real time CGM ME pETPNON
rt-CGM TPIXOEIOIKOU XX

Intermitenttently
scanned CGM
1IS-CGM

Agv atraiteital aBuovounon



IFG vs BG

BG: Blood glucose
IFG glucose: Interstitial fluid glucose

162

mg/dL /
N,
?-gf \.;r-r'
Q Y/ \
= -
4.-,;;_ / i
glucose 130 4 Mg/
mg/dL / {
125 125 :

mg/dL mg/dL
/ ’

A A A p—

When glucose level is When glucose level is When glucose level

stable, the sensor readings trending up, the sensor is trending down, the
and blood glucose readings readings may be lower than sensor readings may
are similar. blood glucose readings. be higher than blood

glucose readings. |
FreeStyle Libre ~



EKTiNNON aKpiBEiag OoUOTNUATWY CUVEXOUG KATAYPAPNRS YAUKOLNG

Y cem “ Y RBG

ARD (absolute relative difference)% = 100 y
RBG

Y cem - 9lucose concentration measured by the CGM system

Y rBG - reference blood glucose concentration U1'[o)\oy|cp’c')g
MEONG TIUNG

MARD (mean absolute relative difference)

Obermaier et al J Diabetes Sci Technol 2013 Jul 1,7(4):824



EKTiNNON aKpiBEiag OoUOTNUATWY CUVEXOUG KATAYPAPNRS YAUKOLNG

Consensus Error Grid (2000) 5 eTriTrES o KIVEUVOU

OTTOOEKTES | A: grrokAion < 20%, akpIBEic LETPATEIC A

HeTPNOEIS aTTOKAIGN TToU dev Ba SIa@opPOTIoINCEl TN
BEPATTEUTIKI ATTOQOO
B atrokAion > 20%, atrokAion 1Tou Ba I
oénynoal 0€ JIKPO N KaBOAou atroTéAeoua |
~omnv khvikA ékBaon_ _ _ _ _ _ _ _ _ |
C. utrepdIépBbwan TTou PTToPEi va 0dnynoel
O€ UTTOYAUKQIUIO 1] UTTEPYAUKAIMIO

D: atotuxia avayvwpiong OTl N TTPAyMATIKN
TIUN €ival EKTOC OTOXOU — duvNTIKA
ETTIKIiVOUVN

E: AdBoc¢ 1Tou odnyei o€ d16pbwaon TTPog TNV
avTiBeTN a1Td TNV ATTAITOUMEVN dlIO6PBWOoN
avTiBeTn (UWNAG 2X AVTIMETWTTICETAI WG

| | | | | I | I I I 24 4 4
U  sp 100 150 200 250 300 350 400 450 500 550 XAUNAO, XAUNAO 2X QVTILETWTTIGETAI WG

Actual blood glucose (mg/dl) uUPnAQ) - ETTIKiVOUVN

Parkes et al Diab Care. 2000 Aug;23(8):1143
Wentholt et al Diabetes Technol Ther 2008 Apr;10(2):57



CGM
AkpiBeLa -

XopOKTNPLOTLKA

Dexcom G7

Guardian

Medronic
sensor 3

Guardian
sensor 4

Freestyle

Abbott Libre

Senseonics Eversense E3
enduteVOLHOG

Menarini GlucoMen Day

AkpiBeLa
(MARD, %)

8,1 arm
9,1 abdomen

Freestyle Libre 2
plus — 8,2

Freestyle Libre 3
MARD — 7,9

8,5

AlapKeLa
ooOntipa
(nnepeg)

10

14
2 plus: 15

90

14

XopaKTNPELOTLKA

B€An petafoAng, Yrnep — Ymo-alarms
Zuvbeon oe smartphones, closed loop
csli

B€An petafoAng, Yrnep — Ymo-alarms
Juvdean o Medronic 780G, iPhones

BEAN petaBoAng, Yrnep — Yno-alarms
2uvdean oe Medronic 780G, iPhones

B€An petaBoAng, Ynep — Yo-alarms,
YUvdeon oe smartphones/Ynep — Ymo-
alarms

B€An petaBoAng, Yrnep — Yrmo-alarms
JUvbeon oe smartphones

B€An petaBoAng, Yrnep — Ymo-alarms
JUvbeon oe smartphones

ATaLTNOELG

Aev anauwel BaOpovopnon
(6€xetan BaBpovounon)

BaBpovounon touldaxlotov
kKaBe 12h

Acev anatteil Badpovopnon

(6€xeTaL BaOpovounon)

Aev anautel BadOpovopnon
(6ev 6éxetar Babpovaounon)
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real time Continous Glucose Monitoring, rt-CGM
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AuTOVOuN XPriON CUCTNHATWY GUVEXOUG kataypadng YAukolng

Freestyle
Libre

(non-adjunctive use)

December 20, 2016 FDA News Release

FDA expands indication for continuous glucose
monitoring system, first to replace fingerstick
testing for diabetes treatment decisions

September 27, 2017 [l FDA News Release
FDA approves first continuous glucose

monitoring system for adults not requiring blood
sample calibration

FDA News Release

FDA authorizes first fully interoperable
continuous glucose monitoring system,
streamlines review pathway for similar devices

March 27, 2018

Senseonics Announces FDA Approval
for a Non-Adjunctive Indication (Dosing
Claim) for the Eversense® 90-day CGM
System

June 06, 2019



AQPn Bepaneutikwv anodpacewv — Avalucn 66opEvwv

0 Karaypagn kal avaAuon TnS nUEPNOIAC dIaKUPAVONG KOl avTATTOKPIONG OTN YEUNATIKI
IVOOUAIVN l

TTpoocapuoyn PACIKAG Kal TAXEIAS IVOOUAIVNG

0 KaAuTepn TTapakoAouBnon o€ NUEPES NE AoKNON, METABAANOUEVA ETTITTEDQ cpuon(ﬂ
OpaCTNPIOTNTOC KATA TNV EPYOCTia, AOOEVEIAC Sl 3

U lNMpooTtacia amrd uttoyAukaiuia

0 Meiwon @6Bou yia uttoyAukaipio — KaAutepa bolus 3 2o
O Auvapikn Trpooappoyn insulin bolus

avaAoya e TNV TaoN METAPBOANG TwV ETTITTEOWYV YAUKOLNG

Estimated A1c 7.9% or 58 mmol/mol
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AQPn Bepaneutikwv anodpacewv — Avalucn 66opEvwv

0 Karaypagn kal avaAuon TnS NUEPNOIOC dIOKUPAVONC KAl avTAaTTOKPI]
IVOOUAIVN l

TTpocapuoyn PACIKAG Kal TAXEIAC IVOOUAIV

U KaAuTepn TTapakoAouBnon o€ nUEPE
dpaCTNPIOTNTAC KATA TNV £pyaaia,jacBEveiag

aAAOpEVQ €T

U lNMpooTtacia amrd uttoyAukaiuia

Mpoooxn
EmidpaO TTAPAKETANOANG

— YPeUOdWG UYPNAEG TINEG

N TTOPOKETAUOAN OEV ETTNPEALEL:
Freestyle Libre,
Dexcom G6,

0 Meiwon @o6Bou yia uttoyAukaipia — kaAutepa bolus
O Auvapikn Trpooappoyn insulin bolus
avaAoya He TNV Taon METABOAAG TwV ETTITTEOWYV YAUKOING

Estimated A1c 7.9% or 58 mmol/mol
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Taon petapoAn yYAukolnc (glucose trend arrows) MetafoAn otnv TLUn ZX oToV
Avvopkn npocappoyn insulin bolus UTtOAOYLOMLO ToU SLtopOwtikov bolus

MetaBoAn

mg/dL N , ; Npocapuoyn
otal POCApHOYN bolus

, bolus
EMOUEVAL
30 min ‘
+100 | +20%
( )
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+50 +10% T 1-2 +10%

<1
-50 -10% l 1-2 -10%
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-20%

mg/dL/min mg/dL/min
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(1)Pettus Journal of Diabetes Science and Technology 2016;1 ; 2)
(2) Ajjan Diabetes & Vascular Disease Research 2018:1 bolus NMPOYEVUATLKA (mg/ d I-)




International Consensus Report on Time in Range 2019

oy e American m
ATTD JDRF 4\ Dabeies
Advanced Technologies -Association. American Assocuchon
& Treatments for Diabetes of Diabetes Educators

Clinical Targets for Continuous
Glucose Monitoring Data
Interpretation: Recommendations
From the International Consensus
on Time in Range

Diabetes Care 2019;42:1593-1603 | https://doi.org/10.2337/dci19-0028

T1D Exchange*

AvAyKn yia TTEPICOOTEPA KPITHPIA
aloAdynong mépa amod tnv HbA1c
Xpovog evTOG OTOXOU

AvAyKn avTIoTOiXIo0NG O& KAIVIKEG

ekBaoceig
T1 kou T2

Eykupoouvn

2uoxétion TIR kai HbA1c

Batellino Diabetes Care. 2019 Aug;42(8):1593



N£ol oTd)O0I OTN
YAUKQIMIKA pUOUION

EMINEAO 2
250 13,9
XPOVOG TTAVW ATTO TO OTOXO
time above range, TAR ENINEAO 1
180 L
XPOVOG €VTOG OTOXOU ENTOZ TOXOY
time In range, TIR IN RANGE
70 3,9
YMNOIAYKAIMIA
XPOVOC KATW ATTO TO OTOXO .
time below range, TBR >4 YNOMAYKAIMIA

mg/dL mmol/L



Time In Range vs HbAlc

HbA1C X aqesvr']g pe
ouxva 2X11 aAAa
"= AvTavakAQ JOVO TO HEOO YAUKQIUIKO EAEYXO TOUG TEAEUTAIOUG 2-3 JNVEC KAl TTOAAEG
= Agv pag TTANPOPOPE yia TN YAUKaIUIKA dlakupavon :Egé);?tg'gfg
OYAUKaIUia — UTTEPYAUKAIUIQ
(UTToVAUKaipial = uTrepy Hia) kKaAr HbAlc

» ETrnpeddetal a1rd TNV TTAPOUCia avaldiag, aioo@aipivoTtadelag, oidnpoTreviac,
gEyKupoouvng, K.a.

* AIOKUJAVOEIC TNG TINAG AVAUECA O ATOUA JE TOV idI0 YAUKAIMIKO EAEYXO (OIQPOPETIKOG
pubuocg yAukoluAiwaong — fast or high glycators, slow or low glycators)

CGM — TIR, TAR, TBR

Apeon kal akpIBNAG €IKOVA TWV YAUKQIMIKWY JIAKUMAVOEWV: XPOVOG EVTOC OTOXOU

XPOVOG ME UWnAa 2x
XPOVOG O€ UTTOYAUKQIWia



HbAIlc: not a one-size-fits all metric

Méon Tiun 2x (CGM) — HbAlc Mo T idia péon Tipn =X
— 0,4% uvynAoTtepn HbAlc o€
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«— Black persons  —-+—- White persons Bergenstal et al Ann Intern Med. 2017 Jul 18;167(2):95



HbAlc 7%
Méon iR Zx 154 mg/dL

400

12 am 12 pm 12 am

Brown et al Going Beyond Alc — One Outcome Can’t Do It All,
8/25/16 - learning curve
diatribe Learn Making Sense od diabetes

Time of Day



Time In Range vs HbAlc

HbAlc 7,4%
Aobevnc 40 eTwv oe SAP (PLGS):
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Time in range: 54%
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International Consensus Report on Time in Range 2019

Older/High-Risk:

Type 17 &Typez Tvpe 1 & Tvpe 2
Diabetes VP Diabetoe
Target Target
7250 Mg/l | <5, >250 mgldL
(13.9 mmoliL) (13.9 mmollL) -‘=1 0%
>180 mg/dL .
(10.0 mmolL) <25%
>180 mg/dL <509
(10.0 mmollL)
Target Range:
70-180 mg/dL >70%
(3.9-10.0 mmol/L) arcet Range
70-180 mg/dL S
(3.9-10.0 mmoliL) 50%
<70 mg/dL (3.9 mmol/L) <4%""
<54 mg/dL (3.0 mmol/L) <1%  <70mg/dL (3.9 mmolll) <1%

Pregnancy:
Type 1
DiabetesT
Target

>140 mg/dL

< 0,
(7.8 mmol/L) 25%

Target Range:
63-140 mg/dL
(3.5-7.8 mmollL)

>70%

<63 mg/dL (3.5 mmollL)
<54 mg/dL (3.0 mmol/L}

u For age <25 yr., if the A1C goal is 7.5%, then set TIR target to approximately 60%. (See Clinical Applications of
Time in Ranges section in the text for additional information regarding target goal setting in pediatric management.)

+ Percentages of time in ranges are based on limited evidence. More research is needed.

> & Percentages of time in ranges have not been included because there is very limited evidence in this area. More
research is needed. Please see Pﬂn&nct section in text for more considerations on targets for these groups.

* Includes percentage of values =250 mg/dL (13.9 mmaliL).
** Includes percentage of values <54 mg/dL (3.0 mmol/L).

Batellino Diabetes Care. 2019 Aug;42(8):1593

> Pregnancy:
Gestational & Type 2
Diabetes$

>140 mg/dL
(7.8 mmoliL)

Target Range:
63-140 mg/dL
(3.5-7.8 mmoliL)

<63 mg/dL (3.5 mmollL)
<54 mg/dL (3.0 mmollL)




International Consensus Report on Time in Range 2019

Type 1% & Type 2
Diabetes

Target

>250 Mg/dL. g
{(13.9 mmoliL) <5%
>180 mg/dL

< *
(10.0 mmoliL) 25%

Target Range:
70-180 mg/dL
(3.9-10.0 mmol/L)

<4%""
<1%

<70 mg/dL (3.9 mmoliL)
<54 mg/dL (3.0 mmollL)

F
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Older/High-Risk:
Type 1 & Type 2
Diabetes

Target

>250 mg/dL
(13.9 mmollL) -'=1 0%

>180 mg/dL

(10.0 mmollL) <50%"

Target Range:
70-180 mg/dL S
(3.9-10.0 mmoliL) 50%
<70 mg/dL {3.9 mmol/L) <1%

* Includes percentage of values =250 mg/dL (13.9 mmaol/L).
**Includes percentage of values <54 mg/dL (3.0 mmeol/L).

Batellino Diabetes Care. 2019 Aug;42(8):1593

Pregnancy: P> Pregnancy:
Type 1 Gestational & Type 2
Diabetest Diabetes$
Target >140 mgldL
(7.8 mmoliL)
>140 mg/dL <
(7.8 mmol/L) 25%

Target Range:
63-140 mg/dL
Target Range: (3.5-7.8 mmollL)
63-140 mgfdL >70%
(3.5-7.8 mmollL)
<63 mg/dL (3.5 mmol/L) <4%* <63 mg/dL (3.5 mmol/L)
<54 mg/dL (3.0 mmoal/L) <54 mg/dL (3.0 mmoliL)




AvTioToixion time in range gye HbAlc

Table 5—Estimate of A1C for a given TIR level based on type 1 diabetes and type 2 diabetes studies
Vigersky and McMahon (27) (n = 1,137

Beck et al. (26) (n = 545 participants with type 1 diabetes) participants with type 1 or type 2 diabetes)
TIR 70-180 mg/dL AlC, % 95% CI for predicted TIR 70-180 mg/dL AlC, %
(3.9-10.0 mmol/L) (mmol/mol) AIC values, % (3.9-10.0 mmaol/L) (mmal/maol)
20% 9.4 (79) (8.0, 10.7) 20% 10.6 (92)
30% 8.9 (74) (7.6, 10.2) 30% 9.8 (84)
40% 8.1 (68) (7.1, 9.7) 40% 9.0 (75)
| 50% 7.9 (63) (6.6, 9.2) 5084 8.3(67) |
60% 7.4 (57) (6.1, 8.8) b0% 7.5 (59)
L 70% 7.0 (53] (5.6, 8.3) 70% 6.7 (50) |
B80% 6.5 (48) (5.2, 7.8) 80% 5.9 (42)
90% 6.0 (42) (4.7, 7.3) 90% 5.1 (32)
| Every 10% increase in TIR = ~0.5% (5.5 mmol/mol) A1C reduction | Every 10% increase in TIR = ~0.8%

(8.7 mmol/mol) A1C reduction

The difference between findings from the two studies likely stems from differences in number of studies analyzed and subjects included (RCTs
with subjects with type 1 diabetes vs. RCTs with subjects with type 1 or type 2 diabetes with CGM and 5MBG).

Batellino et al Diabetes Care. 2019 Aug;42(8):1593
Beck et al. J Diabetes Sci Technol. 2019 Jul;13(4):614
Vigersky ,McMahon Diabetes Technol Ther 2019,21:81



AvaAuon TTpo@iA dlakUpavong YAUKOCNG

Avagopa AGP

12 ZemrrepBpiou 2022 - 9 OKTwRpiou 2022 (28 Hyépec) LibreView

ZTATIZTIKA KAI ZTOXOI FAYKOZHZ XPONOZ ENTOZ EYPOYZ LTOXQN

12 LemrtepBpiov 2022 - 9 OkTwRpiou 2022 28 Huépec

% Xpovou HE Tov aiobnTipa evepyo 99%

Evpn ko ZToy01 yia LuapATng ToTow 1 A ToTow 2

MoAU uynAn 0%
[ =250 mgldL {Dhﬂﬂd‘;

) ) ) Y@wnArn 1%
Evpn yAvkoing ZToyol % perpioewy (Qpa/Hpépa) 1 Bl1p—ri_l?5{}nmg idL (2w 38AeTTTA)
Eupoc ardyou 70-180 mg/dL Meyahdtepn amd 70% (16w 48AemTd)

Kdrw amd 70 ma/dL Muydtepn amd 4% (58AemTd)

Kdrw amd 54 ma/dL Muydrepn amd 1% (14hemTd)
I A 0
Mévew amé 180 mgldL Ay6Tepn ammé 25% (6w) EUpog oTéX0U 84%
70 - 180 mg/dL (20w 10AeTTTA)
MNdvw oo 250 ma/dL Muydrepn amd 5% (1w 12hemTd)

KdbBe adgnaon 5% Tow ¥povou evidg elpoug otdyou (70-180 mg/dL) sivon khvikd eTTw@eAnc.
Méooc¢ 6po¢ YAUKOTNG 131 mgidL XapunAn 4%
p " . - 70 54 - 69 ma/dL (58AeTTdi)
Aciktnc diaxeipionc yAukong (GMI) 6,4% 1} 47 mmol/mol L

54
MetaBAnToTnTa Tn¢ YAUKOING _: MoAu xapnAn

Opileral wg TTogooTiaiog ouvTeAeaTAE SiakUpavong (%CV) =54 mg/dL




2UOTAMOTO CUVEXOUG KaTaypa@ns YAUKOCNG
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JuoTtHHoTa cUVEXOUG kataypadng YAuKolng

MeAétn DIAMOND (Dexcom 4)

12 Weeks 24 Weeks
Control Control
CGM Group  Group CGM Emug] Group _ iy
H bA]_c (n=103) (n=52) (n = 105) (n=53) Between-Group Difference™ P Value
l 0 6% Primary outcome, mean (50), % Mean adjusted difference, % (95% CI)
/ HbA, 1.6 (0.7) 8.1(0.7) 7.7 (0.8) 8.2 (0.8)
Change in HbA,;, from baseline -1.1 (0.7 -0.5 (0.7 -1.0 (0.8 -0.4 (0.7 -0.6 (-0.8 to -0.3 <.001
Baseline 12 and 24 Weeks Pooled®
Control Control
CGM Group Group CGM Group Group
{m = 105) (n=53) {n =103) (m=53) P Value'
Hypoglycemia, median (IQR)
YTI'.OVU Kouuia Minutes per day <70 mg/dL 65 (33 to 103) 72 (35 to 136) 43 (27 to 69) 80 (36to 111) 002
l ~ 50% Minutes per day <60 mg,/dL 32 (15 to 61) 39 (15 to 78) 20 (9 to 300 40 (16 to 68) 002
Minutes per day <50 mg/dL 13 (5 to 29) 18 (4 to 39) b(2tol2) 20 (4 to 42) 001
Hyperglycemia, median (IQR)
Minutes per day =180 mg/dL 687 (554 to 8100 725(537to798) 638 (503 to 807) 740 (625to854) .03
Minutes per day =250 mg/dL 301 (190 to 401) 269 (184 to 383) 223 (128to 351) 347 (241t0429) <.001
Minutes per day =300 mg/dL 129 (66 to 201) 109 (71 to 204) 78 (36 to 142) 167 (B9 to 226) <.001
> 6L ammoteAEopaTa KOl KATA TN OLAPKELO TNC VUXTOLC Beck et al JAMA. 2017:317(4):371

Riddlesworth et al Diabetes Ther (2017) 8:947



Zuotnpata ocuvexouc kataypadnc YAukolng

MeAétn DIAMOND (Dexcom 4)

12 Weeks 24 Weeks
Control Control
CGM Group  Group CGM Grou Group
H bA].C (n=103) {n=52) (n =105 (n=53) Between-Group Difference™ P Value

Primary outcome, mean (50), %

! 0,6% HEAL

Mean adjusted difference, % (95% CI)

1.6 (0.7) 8.1(0.7) 7.7 (0.8) 8.2 (0.8)

Change in HbA,, from baseline -1.1 (0.7 -0.5 (0.7 -1.0 (0.3 A (0. . . ! < 001
Baseline 12 and 24 Weeks Pooled®
Contrel Control
CGM Group Group CGM Group Group
{m = 105) (n=53) {n =103) {m=53) P Value'
Hypoglycemia, median (IQR)
YT[OVAU Koupia Minutes per day <70 mg/dL 65 (33 to 103) 72 (35 to 136) 43 (27 to 69) 80 (36 to 111) 002
l ~ 50% Minutes per day <60 mg,/dL 32 (15 to 61) 39 (15 to 78) 20 (9 to 300 40 (16 to 68) 002
Minutes per day <50 mg/dL 13 (5 to 29) 18 (4 to 39) b(2tol2) 20 (4 to 42) 001
Hyperglycemia, median (IQR)
Minutes per day >180 mg/dL 687 (554 to 810) 725(537to798) 638 (503 to 807) 740 (625to854) .03
Minutes per day >250 mg/dL 301 (190 to 401) 269 (184to 3B3) 223 (128to 351) 347 (241t0429) <.001
Minutes per day =300 mg/dL 129 (66 to 201) 109 (71 to 204) 78 (36 to 142) 167 (B9to 226) <.001

> (Ola amoTteAEoATA KoL KATA TN SLAPKELA TNG VUXTAG Beck et al AMIA. 2017:317(4):371




COMISAIR study - NMpooBRkn RT-CGM og MDI ka1 CSlI

[1POOTITIK TTapaKoAouBnon 3 ETwv —ﬁ]r] TUXAIOTTOINUEVN pe)\éTrfl
Y1repoxry CGM vs SMBG - )
Oupola BeAtiwon ye TV TPpooBnkn CGM kal o€ aobBeveic oe MDI kal og aoBeveic o CSI|

8.0
85
85 73
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Baseline 3 [ G 12
Number of Months

Soupal et. Diabetes Care. 2020 Jan;43(1):37



COMISAIR study - NMpooBRkn RT-CGM og MDI ka1 CSlI

[1POOTITIK TTapaKoAouBnon 3 ETwv —ﬁ]r] TUXAIOTTOINUEVN pe)\éTrfl
Y1repoxry CGM vs SMBG - )
Oupola BeAtiwon ye TV TPpooBnkn CGM kal o€ aobBeveic oe MDI kal og aoBeveic o CSI|

Time in range
ceM— T~ 20% CGM og MDI kai CSII CGM — | ~ 4%

6u0I0 BEATIWGN LiE Time in hypoglycemia

6.5

Baseline 3 & G 12
Number of Months

Soupal et. Diabetes Care. 2020 Jan;43(1):37



Alerts/Alarms

before high

before low

ETTnpeaouEVN ETTIYVWOT UTTOYAUKOIMIOG




CGM - Remote monitoring

Freestyle Libre

LibreView

'

Libre Link
App

LibreLinkUp
App

QTTOUOKPUOHEVN LECW UTIOAOYLOTH)
napokoAoVBnon amno BepAnovieg

QTTOMOKPUCHEVN TTapakoAovOnon
» TaldLA o€ OXOAELO — KATAOKAVWON)
00OEVELC LE OUXVEC UTTOYAUKOLLULEG

Share with up
to 20 people




CGM - Remote monitoring

Freestyle Libre

: . . : ' AouBnon
ibreView < Libre Link LibreLinkU AMOHAKPUGLEVR TAPAKO
LibreView . . > —» > noudLd o€ G)L(IJ,)\EILO — KOTOLOKNVWON
l Wolaitepa o€ madid — eprifoug, UXVEC UTTOYAUKOULULEG

ATopa e 0OBAPEC UTIOYAUKOLLLLLEC
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napakoholBnon arnd € = BeAtlwon YAUKOLULKOU EAEYXOU

= BeAtiwon ayxouc/PuxoloyLkng niieong otnv
OLKOYEVELQ

Share with up
to 20 people




Real-time Continous Glucose Monitoring, rtCGM

O MNMapakoAouBnon o€ TTpayuaTiko Xpovo O AQyn BgpatreuTiKAG ATTOPACNG

U BEAn 1dong O Auvapiki TTpocappoyn IVOOUAIVOBEpaTTEIaC

O Eidotroioeig / auvayepuoi: o€ XaunAo/uwnAo — 0 AvaAuon dedopEVWY
TTPORBAETTTIKOI
(TTpo XapnAou/uywnAou) Q Mpo@uAagn atrd uttoyAuKaipia

O Atmropakpuopévn TTapakoAouOnon O Meiwon diabetes distress / BeAtiwon troiotntag (wng
4 N

» 20vdeon Me KIvNTO TNAEPWVO — smart watch

» 20vdeon We avTAia IvoouAivng

> 2U0voeon smart insulin pen
\_ L : J




Sensor-Augmented Pump (SAP)

Sensor-Augmented Pump (SAP) pye

Predictive Low Glucose Suspend (PLGS)




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 Siienencginn (Pl (GK)
AvaoToANR: -
TIun eviog 70mg/dL TTavw atrd 10 XapnAo opio

, - \ , ( , o ] _—\ QTTAITOUVTA
TTPORBAETTOUEVN TIUN — KATW a1ré 20mg/dL 1édvw atrd 1o XaunAo 6pio eviog 30 min Kal Ta 3UO

Emravévapin:

avodoc o€ TIuA TouAaxiotov 20mg/dL Tdvw atrd 1o XaunAo 6pio

) . . - . . s , _ ATTaITOUVTAI
TTPOBAETTOUEVN TIUA — TTAVWw a1ro 40mg/dL TTavw atrd 10 XapnAo o6pio evrog 30 min Kal Ta 3U0

nsion (PLGS
MéyioTn Sidpkeia avaoToARg 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)

SAP SAP
PLGS (+) vs PLGS (-)

Minimed
640G PLGS — Meiwon vrtoyAukatpiac katd ~50%

% time

' | . T
0 - S J - ’ p——. ‘ Baseline 3 months 6 months
Baseline 3months 6 months

Abraham et al Diabetes Care. 2018 Feb;41(2):303



Predictive Low Glucose Suspension (PLGS)

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

5.0% -

4.0% A

3.0% -

2.0% -

I .00/2. A

0.0% -

3.6%

SAP SAP
PLGS (+) vs PLGS (-)

PLGS — Meiwon umoyAukapiag kata ~30%

Baschne

Median Values

» 2TnV opada pE av€nUEvn
baseline ocuxvotnta vntoyAukotpiog

PLGS — Meiwon unoyAukoaupiac kota ~50%

Forlenza et al Diabetes Care. 2018 Oct;41(10):2155



Automated Insulin Delivery (AID)
Closed loop CSII




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 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




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

Automated Insulin Delivery (AID) — Artificial pancres

Hybrid closed-loop Fully closed loop

EAsyxopevn oo tov aAyoplOpo
Xopriynon woeoulivng MARPwWCG EAEYXOMUEVN ATO TOV

. . . aAyopLOo xopniynon wwooulivn
EKTOG aIto ta yevpata

Single chamber pump Single chamber pump Dual chamber pump

IvoouAivn 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



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




Minimed 780G

[MPOZAPMOZEI & AIOPOQNEI TA EMINEAA TAYKOZHZ,
KAGOE 5 AETITA

Guardian 4 sensor
> no calibrations

MPOX®EPEI 2YNAEZIMOTHTA & ANABAOMIZEIZ

OL aoBeveic pmopouv va eAgyxouv ta enimeda yAukolng & va
Ao pBAVOUV EVNUEPWOELG OTO KLVNTO, VO ETILKOLVWVOUV T
QTIOTEAECUATA TOUG LE TOV GPOVTLOTI) UYELAC KOL VOL EXOUV
npooBaocn oe peAAoviikeC avaPabpioslc Tov AoyLlopikou.




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 <54 mg/dL | 0,4% p<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



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)

PID: 02062021

Minimed 780G

ZUYKpIOT) EKTTOOTNHopIWY 25-15%
40D

80
150 45 B0 100 80

Ap. emeigodiwy (avd nu.): 03 Ap. emeigobiwy (avd np.): 14

. 16:00 - 16:59
Ki] o i
b ‘ {3 oupBavta)

‘Etobol SmartGuard

| MNpéTuta uroyAukaipiag (0)

?|

| MpoTuma umepyhukaipiag (5)**

20:00 - 2}]:59
(2 ouppavra)

18:00 - 19:58
{3 ouypdvTa)
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ITOTIOTIKG
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Xpdvog evrog eUpoug

" ENSOTVTaN o T MpOTPTEG BUBLITEK T g

400 OB EYDUV JEVIOT) TIPOTSPASTITE.

Eppmiovial
" BT NSRS WAL

Fupic Bapovipnan

MEéy. xopriynor SmartGuarnd
Ehdy. yoprynon SmartGuand
Amarreita BG yia SmartGuard
Menwuévn EvBeagn ahydpiSuou
maofimmipa

Evnuépuwen aioBnmioa

Koyia nipR SG

O motnmpag énge
Ammevepyomoinon SmartGuard
aTmd Tov YpRaTT
MapaTETauEVT) avaoTohr
MNpo&épuavorn SmartGuard

AyVUIOTOU TOUTOTITOE

0
IFFYYERE

SmartGuard (avd eBop )
Mn auTdpaTog TRETIOE (o £pBopdta)

98% (6n 21uw)
2% (03w)

B6% (6n 00w)
14% (1n 00w)

*prian maSnTrea (avd eEbopdba)

B87% (6n 02w)

87% (6n 02w)

Méooc dpog SG+ 5D
GM*

U stealla val)

126 + 39 mg/dL
6.3%
31.1%

134 + 49 mg/dL
6.5%
36.8%

Eifor. xap.fuy. SG (avd ny.)

1.0/ 0.0

1.1/0.0

Méooc dpog BG
BG / BaSuovounon (ovd nuépa)

157 + 64 mg/dL
27124

166 + 83 mg/dL
35729

Tuvohixr) npeprica BooT (avd nuépa)
Noodmmra Soang (avd npépa)
Mooor. aur. SInpBwong (aova ny.)

Adhoyn oET
Ahhayr] GeEapevic

39.2 povadec
25.1U (64%)
386U (14%)

Kafe 1.8 nuépec
Kafe 1.1 nuépec

40,3 povabec
28.5U (T1%)
4.2U (15%)

Kdfie 4.3 nuépec
Kdfe 2.0 nuépec

edpa (awd nuépa)
Koraywpioy. valkeg (ovd npépa)

6.4
14853 g

9.0
174+27 g

T Xp.evepy. vo.

2:00 wpec

2:00 wpec




Minimed 780G Report

Kupiakni 12.09 TUVOAIKSC Baoikée 30% | 13.2U Tuvolikr 8éon 70% | 30.5U { Adon 90% |27.6U +  Autép. didpBwon 10% |2.9U  } fiseric b
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400 |
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= ] 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




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*




Characteristics of the most common commercially available

hybrid closed loop systems

Hybrid closed Cam APS FX Control-1Q DBLGI iLet Bionics MiniMed 780G Omnipod 5
loop system CamDiab Tandem Diabeloop BetaBionics Medtronic Insulet
Pumps
DANA RS pump DANA-ipump YpsoPump | Lendem tislimx2 : MiniMed pum omni 35 um
P P | pump Tandem | Kaleido pump bump EESIERuEp
Mobi pump
Sensors P —_— — —— R
[ [sorms — gt Guardian 4 | lewe
—— Se— e B R
Libre 3 Dexcom G6 Libre 2 Plus Dexcom G6 Dexcom G6 Dexcom G6 Dexcom G6
‘..:m— , Simplera
Te— - sync
Dexcom G6 Dexcom G7 Dexcom G7 DexcomG7
Libre 2 plus
Libre 3 plus Libre 2 plus
Dexcom G7 /

4

Markakis and Vazeou. Insulin Pumps and Artificial Pancreas. Encyclopedia of Endocrine Diseases 3rd edition, in press



Hybrid closed-loop insulin pumps

Minimed
780G

ST Y

Guardian 4




Hybrid closed-loop insulin pumps

Minimed —~
780G Omnipod 5

Mobile app
(Omnipod 5 app)

Freestyle
Libre 2 plus

Dexcom 7

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

Guardian 3\
\




Hybrid closed-loop insulin pumps

Minimed

780G Omnipod 5

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

Dexcom 6

(F=19]

e, > B Increases

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

Freestyle [~=d—24 160
Libre 2 plus & B Maintains
[ 112.5
4{,9 Q B Decreases
70
mg/dL
. with an embe <& M stops
Guardian
algo

—

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

_—

/



Hybrid closed-loop insulin pumps

Minimed

780G Omnipod 5 / Tandem Diabetes Care t:slim X2

with Control-IQ Technology
N
/— ( 07:35 G

q 70
mg/dL ‘ ‘ ‘ |
@ . Stops Stops basal insulin delivery if sensor /

Guardian k with an embe glucose is predicted to be below 70 mg/dL

N algo /




Hybrid closed-loop insul CamAPS FX
Hybrid closed - loop

Minimed

: / Tandem Diabet Dexcom 6
780G OmmpOd S with Control Pump: Dana r} mylife YpsoPump

= CamAPSFX

» 70
<& B Stops Ups 02

5 W|th an embe glucose is predicted to be below 70 mg/dL
Guardian 3\ /

_ algo /




Hybrid closed-loop insul CamAPS FX
Hybrid closed - loop

Minimed '
e Omnipod 5 / Tan(_zlem Diabet
with Contrc LET bioni
, | lonic pancreas
/"_‘ ( fnmn ri e BetaBIOmCS

- ()

mg/dL '

..........

"l‘lgv’ (¢

Guardian 3\
N—

pexcom Fepect




Hybrid closed-loop insul CamAPS FX
Hybrid closed - loop

Minimed |
780G Omnipod 5 Tandem Diabet
with Contrc
- Il ET bionic pancreas

taBionics

e

mg/dL '

..........

mg/a

DBLG1
\\ Diabeloop

N |




Hybrid closed-loop insul CamAPS FX
Hybrid closed - loop

Minimed

780G Omnipod 5 Tanqlem Diabet
with Contrao

@

mg/dL '

TouchCare
Nano system
Medtrum

L&

..........

\\ Diabeloop :

< oI




Hybrid closed-loop insul CamAPS FX
Hybrid closed - loop

Minimed

780G Omnipod 5 Tandem Diabet
with Contrac

Twiist AID
system

*Adhesive options for on-b’éﬂ, Nea
are currently being devg‘!.

..




Tandem
Control 1Q

Minimed
780G

Omnipod 5

ILet
Bionics

DBLG1
Diabeloop

TouchCare
NETgle

Glucose 100,110,120 Treat to range
Target (mg/dl) 112.5-160
Additional _ _
target
personalization
during the day
Multiple ICR ICR
settings Correction
profiles during factor
the day Basal rate
Exercise Temporary

target - 150

mg/dL mg/dL
Optional Sleep mode
modes 112.5-120

mg/dL

110,120,130,
140,150

different values
for different
times of day

ICR
Correction
factor

Exercise activity HypoProtect:
mode- 140-160 150 mg/dL

104.4 (Default)
80-200

Usual 120
(default)

Lower 110
Higher130

two different
targets per 24-
hour period: a

specific
glucose target
for every 30-

100-130

minute time "CGM Target"
block and a "CGM
Sleep Target.”
ICR = —
Ease off: + 45 - (no specific Physical activity
mg/dL feature, manual mode + 70
target change) mg/dL
Boost mode Sleep CGM = Zen mode
+35% target = +10-40
mg/dL
= Aggressive
ness

System
100,110,120

ICR

Exercise
activity mode
150 mg/dL

Tporomotnuevo arnto Markakis and Vazeou. Insulin Pumps and Artificial Pancreas. Encyclopedia of Endocrine Diseases 3rd edition, in press



Minimed Tandem Omnipod ILet DBLG1 |TouchCare

CamAPS FX . :

780G Control IQ Bionics | Diabeloop Nano
ICR Vv Vv V \Y B . V
Correction _ \ \ _ _ _ _
factor
EmiAoyn - (fixed 120) - (fixed 110) Personal Personal glucose  Personal Personal Personal
Correction glucose target target (80-200) glucose target glucose target glucose target
target (100- 150) (100- 150) (100- 130) (100- 120)
AuvatotnTa _ _ \Y _ _ _ \%

TPOTTOTTOINONG
TIPOTEIVOUEVOU

bolus
TuTtrol bolus Normal Normal j Dual Normal = Normal Type of meal Meal = Normal or
wave = “slowly Breakfast, announcement Extended
(extended up to absorbed lunch, dinner s and then
2h) meal” «Usual for select portion = Auto Meal
= 3-4 wpeg me» size (small, Handling
«more» «less» medium, large)
= Preset bolus
Small — Medium —
Large
Autoparta V V B B V V V
SI0pOWTIKA (Ewg Kabe (Ewg kabe 1h)
Qoluses Smin)

Tporortowtnuevo antdo Markakis and Vazeou. Insulin Pumps and Artificial Pancreas. Encyclopedia of Endocrine Diseases 3rd edition, in press



Aoknon —Closed-loop systems

NMpoypauupaATIOHEV AOKNON » Activity feature (target) 1-2h trpiv
[ebuya = [davika >3h TTPIV +
€av yeupa » | bolus 25-75%
Mpiv TNV 1-2 TIpIv
gvapgn Tng
aokKknong
Sy <126mgldL. —=—==—=—————-=-=-= -  Shack akpifwg TpIv N
EVTOG TwV 15 min atrd TNV
evapgn TG aoknong
CGM
BEAo¢ TGoNG
Tipn 2x

CHO akpifwg 1TpIv TNV
Evapen Tng doknong

Mn TpoypappaTIOHEVN AOKNON >
CGM
BENoC TGoNC



EmiAoyr ouoTAMATOG

HAIKia, yvwaolako eTTitredo, d1dbeon déoueuonc, IDIAITEPA XOPAKTNPIOTIKA

U XapnAo etmitredo IkavoTnTag XEIPIOUOoU Kal

"Hands-off"

YWnAO €TiTred0 QUTOUATOTIOINONG

dE€opeUOoNG aTNV avTAia

O YWnAO etTitredo 1kavoTNTag XEIPIOHOU Kal
dEoNEUONG OTNV aVTAIa

ATTAOTTOINMEVN EI0AQYWYr/avakoivwon YEUUOATOG
XWPIC €I0aywyr) TTooOTNTAG UdATAVOPAKWY

"Hands-on"

AvTAia TTOU dIATNPEI TTEPIOOOTEPES
TPOTTOTIOINCIYEG ATTO TO XPNOTN TTAPAUETPOUG

O Atopa tTou BEAoUV va €Xouv TOV EAEYXO TOU
fine-tuning

(TToAAaTTAOI OTOXO! VIO OIAPOPETIKA XPOVIKA
dlaoTMara TnG NUEPAG, ISF, Tutrol bolus,
duvaroTnTa TpoTToTToinong bolus ka)

> |d1aiTepol TTapAyoVTEG TTOU KOBIOTOUV Ta IDIQITEPQ TTPOAIPETIKG Modes.XproIua YIa TOV o0V

> ETitredo TEXVIKNAC UTTOOTAPICNS ATTO TNV ETAIPEIQ




Hybrid closed-loop insulin pumps vs SAP Trials

TIR (%) TIR%
<14 geTwWV >14 TV

Minimed 780G +11.8 +11.9-14.4
Omnipod 5 +15.6 +9.3
t:slim X2 with Control-IQ +11 +12%
Collyns et al Diabetes Care. 2021 Apr;44(4):969 Breton et al N Engl J Med. 2020 Aug 27;383(9)-836
Brown et al Diabetes Care 2021 Jun 7:44(7):1630 Brown et al N Engl J Med. 2019 Oct 31,381(18):1707

TIR (%)

TIR%

TaIdId > 6 ETWV Kl .
1-7 eTwv

EVNAIKEG

CamAPS FX +10.8 +8.7

Tauschmann et al Lancet. 2018 Oct 13;392(10155):1321 Ware et al N EnglJ Med. 2022 Jan 20,;386(3):209



Hybrid closed-loop insulin pumps — Real world data

Minimed 780G (n=101,629)

Omnipod 5 (n=69,902 )

CamAPS FX(n=1805)

Tandem Control 1Q (n=9451)

DBLG1 (n=9036 )

TIR: 72.3%, GMI: 7%, TBR: 2%
TIR 78.8% (optimal settings)

Choudhary et al Diabetes Technol Ther. 2024 Mar;26(53):32

TIR: 68.8% (target 110), GMI: 7.2%, TBR:1.13%

Forlenza et al Diabetes Technol Ther. 2024 Aug,;26(8):514

TIR: 72.6%, GMI: 6.9%, TBR:2.3%

Alwan et al J Diabetes Sci Technol. 2025 Mar;19(2):385

TIR: 72.6%, GMI: 6.9%, TBR: 1%

Breton et al J Diabetes Technol Ther. 2021 Sep;23(9):601

TIR: 68.1%, TBR: 1%

Lebbad et al J Diabetes Sci Technol. 2025 Sep;19(5):1257



Hybrid closed-loop insulin pumps — Diabetes distress

Adults (n=120, RCT, MiniMed™ 670G, Australia)

reduced anxiety, improved sleep, reduced mental and self-management burden, greater flexibility with daily

life and improvement in the quality of life Halliday et al BMJ Open Diabetes Res Care. 2024 Dec 22;12(6):e004428

Adults and adolescents (n=257 - longitudinal real-life study - Tandem Control IQ, CamAPS FX - France)
| diabetes distress (concerns regarding serious diabetes complications, feelings of guilt, and anxiety
regarding diabetes management, worry about hypoglycaemia, and mental and physical exhaustion caused

by diabetes) Reznic et al Diabetes Obes Metab. 2024 May;26(5):1962

Parents (n=33, crossover randomized, CamAPS FX, Austria, Germany, Luxembourg and UK)
Children engaged in without play, sleep, and social events independently from their parents interruptions

Hart et al Diabet Med. 2022 Jul;39(7):e14828




Dual hormone closed-loop: Insulin - glucagon

FCL system (Inreda AP; Inreda Diabetic, Goor, Netherlands

T1DM
n=7/8
age 18-75 years

Bihormonal fully closed-loop system for the treatment of
type 1 diabetes: a real-world multicentre, prospective,

single-arm trial in the Netherlands

Lancet Digit Health. 2024 Apr;6(4).e272

A Cvan Bon*, H Blauw™, T ] P Jansen, G D Laverman, T Urgert, ] Geessink-Mennink, A H Mulder, M Out, R Groote Veldman, A ] Onvlee,
BJJ W Schouwenberg, M A R Vermeulen, M | M Diekman, M N Gerding, ] P H van Wijk, M Klaassen, M Witkop, | H DeVries

> Nno meal or exercise announcement

Europe: CE certificate

Inreda AP®5



Dual hormone closed-loop: Insulin - glucagon

FCL system (Inreda AP; Inreda Diabetic, Goor, Netherlands

Participants (n=78) e treatment of

T1DM e 477 (12:4) rospective,
n=r8 BMI, kg/m 267(44) Digit Health. 2024 Apr:6(4):e272
igit Health. r;6(4):e
age 18-75 years Diabetes duration, years 260 (15.0-39-0) I P
HbA,, mmol/mol; % 61-4 (10-7); 7-8% (3-1)  RGrooteVeldman, AJOnvlee,
'itkop, ] H DeVries
Daily insulin dose, unit 44-0(33-0-60-8)
> no meal or exercise a| ex
Female 38 (49%)
. Male 0 {51%
Europe: CE certificate : 40 51%)
Treatment at preintervention
Multiple daily injections with FGM 12 (15%)
Multiple daily injections with CGM 2 (3%)
Insulin pump with FGM 36 (46%)
Insulin pump with CGM 23 (29%)

Hybrid closed-loop system 5 (6%)




Dual hormone closed-loop: Insulin - glucagon

FCL system (Inreda AP; Inreda Diabetic, Goor, Netherlands

T1DM
n=7/8
age 18-75 years

> no meal or exern

Europe: CE certific

Target range (mmol/L)

B <30 [@3038 [J39-100 [J101-139 [@>139
1001 3% E-33% —2-8% —-27%
16:7% 16-9% 16-0% 15-5%
80 =
261%
£ 60-
w
&
c
©
£
:g’ 40- 78-9% 785% 80-0% 80-3%
55-5%
20
o0Jo6% e 2'6%1 01%.__ _11% 0%, | 11% 01%, | 11% 0.2%, | 13% :
Preintervention 0-3 months 3-6 months 6-9 months 9-12 months

tment of
ctive,

Ith. 2024 Apr;6(4):€272

'man, A J Onvlee,

fries



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”

" —




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 Pumps



CGM = Insulin pumps
T2DM




Type 1 or 2 DM on intensive insulin therapy - Landmark Study

Overall (n=248) TID (n=182) 12D (n=66)
Pre Post Pre Post Pre Post

Dexcom G6

Mean HbAlc (SD). % 8.2 (1.9 7.1 (1.1)* 8.1 (L.7) 7.0 (1.0)* 8.5 (2.2) 7.1 (1.1)*
Proportion with HbAlc <7.5% 39.5% 73.0%* 38.5% 73.1%* 42.4% 72.7%*
Proportion with HbAlc <7.0% 24.6% 50.8%* 25.8% S1.1%* 21.2% 50.0%*

*P<0.001 versus “Pre” value.
SD. standard deviation: T1D, type 1 diabetes; T2D, type 2 diabetes.

B

AHDbA1c (%)
w

<5 9% 6069%\ 7079% B8089% 9088% 100-109% =211.0%
(n=15) (n=46) n=65) (n=5T) (n=34) (n=9) (n=22)

Baseline HbA1c Category (%), n
Gilbert et al Diabetes Technol Ther. 2021 Mar;23(51):535



MOBILE Study

| Type 2 DM on basal insulin HbAlc | 0,4%
Subgroup analysis
TIR 1 15%
Dexcom G6

TapLe 2, TREATMENT GrOUP DNFFERENCES FOR OUTOOMES BY BASELINE HEMOGLOBIN AlC

Adjusted difference (95% CI) [P-value]

HbAlc at baseline Baseline HbAle
(e rall 5% 29.0% 205% 2 10.0%
Change from baseline
TIR 70-180mg/dL H% {'.I' 1o Eﬂ] [<0.001] 14% (5 to 22) [0.001] 4% (3 o 24) [0,01] EE% {7 o ?T] [0, 'IHE] ’52% {11 to 5?] [(.004 ]
NCTCN ETN RN (T 0 1=2 10 . :
Increase 210% 2?% {H o ?5] [{ﬂﬂﬂl] 19% (6 to H] [ﬂﬂﬂ?] 16% (=1 o M) [0.06] El% {1 to 42] [0, 'I'}-“I-] 54‘3{- {18 to '."'ﬁ] (. ﬂ'}‘;l]
Increase 215% 24% (13 o 36 [<0.001] 25% (9 to 39) [0.004] 17% (=4 o 37) [0,11] 24% (3 1w #) [D.02) 43% (9 o 67) [0.02]
T = 180 mg/dL =13% (=19 to =) [<xin]  =13% (=22 to =5) [0.002] =13% (=24 o =2) [0.02] =21% (=37 to =6) [0009]  =31% (=52 to =10) [0.006]
T = 250 my/dL =11% (=15 10 <7) [<0.001] =14% (=19 10 =8) [<0.001] =13% (<20 1o =5) [<0.001] =24% (=M to=13) [«0.001] =33% (<36 10 =19) [<0.001]
T > ?ﬂ'}mgl'dL =% (=910 =4) [<0.001] =B% -[—lE o =5) [<0.001] =9% -[—H o =4 [d} ﬂ'}l] —lT‘i--[ 24 o =9 [<0001] =23% (=32 o =15) [<0.001]
b e & 1] =44 o <10}] |<1) () = g =4 L) LR =4 (B 1§ (] )] Ol (=45 1§ = ARI
HbAlc {‘i-] —'I’H?i (=079 to =0.06) [002] <0, T.I' -[—ﬂﬂl o 0.07) [0.10] —1'}2'5 {—ﬂ'.l'ﬂ Lo 1'} 2‘;'] ['I'} 37 =097 (=158 to 0.05) [0.06] =152 (=255 to =0.50) [0.005
Decrease by 20.5% 105 (=0 to 21) [II'H'}'E] 6% (=9 to 27) [ﬂ".ilﬁ] 4% (=16 to 13) [0.56] 'W.- {—lE o 24) [1'} 549] % (=1 10 59) [0.06]
Decrease by 21.0% 1 5% 0.07 1 5% (.18 0% (.08 4 2%
otul daly nsulin A5 (=(L10 1o 0L05) [0.51 A5 (=(L1T 1o 0.06) [0 ..{—.14111.] . —.-[—.-111.] 2 —.-{ Ao .l] A1
(umitskg)

Hha e ui manth B

<7.00" 12% (1 to 25) [0.04] 0% (=8 10 25) [0.25] 5% (=14 10 23) [0.45] =8% (=29 o 10) [0.38] 0% (=25 10 29) [0.45]
<7.5%" 7% (010 34) [0.05] 10 (=14 10 31) [0.39] 5% (=22 to 29) [0.67) =30 (<2210 14) [0.72] 1% (=12 to 507 [0.13]
<8.0%" 25% (14 10 30) [=0.001] 27% (10 1w 42) [0.001] 195 (=4 1o 40) [0.10] 15% (<20 10 47) [0.39] 0% (11 10 69) [0.01]

Davis et al Diabetes Technol Ther. 2022 May;24(5):324



RT-CGM - Type 2

DM on noninsulin
- c HbA1c
medications - HbA1c N

is-CGM

4 Favors com Favors SMBG -

Meta-Analysis

Time in hypoglycemia level 1

Time in hypoglycemia sy
level 1

Time in hypoglycemia level 2

Time in hypoglycemia o

level 2 B

~W

L

Glucose time > 180 mg/dl
rt-CGM

TAR is-CGM

-20

Time in range

TIR

r-CGmM

Ferreira et al Diabetes Technol Ther. 2024 e

Feb 13. doi: 10.1089/dia.2023.0390 iz

4 Favors smBG Favors GCM P

Mean Difference (95% Cl)

-0.31(-0.42
-0.34(-0.57
-0.31(-0.44

-0.58(-1.23
-0.58(-1.32
-0.54(-1.91

-0.28 (-0.52,

-0.34(-0.60, -0.08)
0.22 (-0.60, 1.03)

-7.75(-12.04, -3.45)

-5.62(-13.18, 1.94)
-8.76(-12.98 , -3.54)

Mean Difference (95% Cl)

8.63 (4.54,12.71)
6.89(-054,14.32)
9.38 (4.49,14.26)



ADA

2025

7.15 Recommend real-time CGM
(rtCGM) A or intermittently scanned
CGM (isCGM) for diabetes manage-
ment to youth C and adults B with dia-

betes on any type of insulin therapy.

CGMs indications

7. Diabetes Technology: Standards
of Care in Diabetes—2025

Diabetes Care 2025;48(Suppl. 1):5146-5166 | https://doi.org/10.2337/dc25-5007

7.18 CGM can help achieve glycemic
goals (e.g.,, time in range and time
above range) A and A1C goal B in type 1
diabetes and pregnancy and may be

beneficial for other types of diabetes in

The choice of CGM device should be
made based on the individual’s circum-
stances, preferences, and needs.

7.16 Consider using rtCGM and isCGM
in adults with type 2 diabetes treated

with glucose-lowering medications other

pregnancy. E

7.19 In circumstances when consistent
use of CGM is not feasible, consider pe-
riodic use of personal or professional
CGM to adjust medication and/or life-
style. C

than insulin to achieve and maintain indi-
vidualized glycemic goals. The choice of
device should be made based on the in-

dividual’'s circumstances, preferences,
and needs. B



CGMs indications

ADA 7. Diabetes Technology: Standards

[EAANVIKAJALGBNTOAOY LKA
2025 Efglered 2025\
7.15 Recom . f
(tcGM)Aoril * HXpnonmng XKl evOEIKVUTAI OE:
CGM (isCGM > ATopa pe ZAT1 TTOU aKoAOUBOUV OXUa TIOAMTTAWY EVETEWV 1] GEpOoUV
ment to youth avTAiC IVOOUAIV EMMPOOUBETO BoNBNTIKG Epyaieio oTr pUBHICT) TOU
betes on any UAIVTIG L%, P nor PY N puBpIon
e choce of YAUKQIUIKOU EAEYYOU.
made based of o ATOUO PE ZATZ UTTO EVIATIKOTIOINUEVT IWTOUAVOSEDTTTEID aAAM QKON
stances, prefere KOl UTTO BEQATTEIC HOVO PE BagIKn MToUAIVI TTOU SEV ETTITUYXAVOUV TOUG
:;tii"i‘f; vAUKCQILIKOUC OTAXO0UC Ba PTTopolioay Vo wpeAnBolv (Gev aTrolnuItve-
with glucose-loy TQ QT 7O AC@AMOTIKG TapEia).
than insulin to @ ZE EYKUEC YUVTIKEC pe ZAT2 ) gt AiapnTn KUnong 6a pmmopoldEs va yi-
vidualized glyc

device should b
dividual’'s circum
and needs. B

VEI' YpNaon ZKT, eEQTopIKEUPEVT, aVAAOYT JE TO BEPUTTEUTIKD TTAGVO TTOU
QKOAQUBEITOL. (QTTOZNUILWVETOI TTTO TA ATQPAMCTIKG TapEia). /




Open- loop pumps - T2DM on MDI treatment

HbAlc (%)

MiniMed Paradigm Veo system (Medtronic, n=495) -0.7

Omnipod tubeless patch pump (Insulet, n=81) -1.2

Reznik et al Lancet. 2014 Oct 4,384(9950):1265
Layne et al. Diabetes Sci Technol. 2017 Jan;11(1):178

7.27 Insulin pump therapy, preferably
ADA 2025 with CGM, should be offered for diabe-

tes management to youth and adults
on MDI with type 2 diabetes who can
use the device safely (either by them-
selves or with a caregiver). The choice
of device should be made based on

ADA Standards of care 2025. Diabetes Technology. the individual’s circumstances, preferen-
Diabetes Care. 2025 Jan 1;48(Suppl 1): S146-S166 ces. and needs. A



observational
Minimed 780G single-arm MDI +7,8%
(n=95)
prospective single-
Omnipod 5 arm most on MDI +21%
(n=305)
t:slim X2 with Control-1Q RCT most on MDI +14%
' (n=319)
CamAPS EX RCT, c_rossover standard insulin +35.3%
(n=26) treatment
DBLG1 RCT, crossover ) hius cGM +15%

(n=17)

Bhargava et al (2025) Diabetes Technology & Therapeutics [Preprint]. https://doi.orq/10.1089/dia.2024.0586
Pasquel, F.J. et al. (2025) JAMA Network Open, 8(2), p. e2459348

Kudva, Y.C. et al. (2025) New England Journal of Medicine, 392(18), pp. 1801

Daly, A.B. et al. (2023) Nature Medicine, 29(1), pp. 203

Borel, A.-L. et al. (2024) Diabetes Care, 47(10), pp. 1778

+ real
world
data



https://doi.org/10.1089/dia.2024.0586

CGM = Insulin pumps
Pregnancy




MeA€tn CONCEPTT — Guardian, Minimed Minilink (Medronic)

T1DM, geykupoouvn ) TTpoypaupaTiond eykupoouvng (RCT, n=325)
Tuyalotroinon o€ TpooBnkn Freestyle Libre oe SMBG r; SMBG uévo

Pregnant

Mean HbA,, (%)

6-1

39

— CGM
— Control

Mikpn
| HbAlc
-0,19%

Mikpny 1 TIR (61 vs 68%)

Mikpr} | xpovou utrepyAukaipiog (27% vs 32%)
XpOvog 0€ UTTOYAUKAIUIO <>

ET1reioodia coBapng UTTOYAUKQIUIaG <

Participants

assessed
CGM 45
Control 51

Visit (weeks)

45
51

BeATiwon o€ veoyvikd ouppBauata

| emmimmmwong LGA (OR 0,51)

| eloaywyéc o Movada EvraTikig yia Tavw atro 24h (OR 0.48)
| emeic6dia uttoyAukaiyiag (OR 0.45)

| Xpovou TTapapovAG O0TO VOOOKOUEIO KaTa 1 nuépa

Feig et al Lancet 2017;390:2347




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)



Closed-loop insulin pump o€ eykupocuv
Cristal study — Minimed 780G p_ ) P P YKUH n
Closed-loop insulin pump vs Standard care

Baseline Antenatal period Adjusted mean difference
(over four visits)* (95% CI)t

Advanced Standard Advanced Standard

hybrid closed  insulin hybrid closed insulin

loop therapy  therapy loop therapy  therapy

(n=46) (n=49) (n=46) (n=49)
Primary outcome
Proportion of time with glucose concentration in range 60-5% (14-2) 57-6%(13-7) | 66:5% (10-0) 63-2% (12-4) 1.88% (-0-82to 4.58)
3-5-7-8 mmol/L . )

Key secondary outcomes

Proportion of overnight time with glucose concentration in 64-8% (17-6) 60-4%(21-9) | 751% (13-1) 67-2% (14-6) 6-58% (2-311t0 10-85)§
range 3-5-7-8 mmol/L (2400 h to 0600 h)f )

4 N
Proportion of time with glucose concentration <3-5 mmol/L 5-3% (4-9) 5-1% (3-2) 2-.5% (2-8) 4-1% (3-4) -1-34% (-2-19 to -0-49)§
Proportion of overnight time with glucose concentration 5-3% (6-8) 4-0% (3-9) 1.9% (3-2) 4-2% (4-7) -1.86% (-2-90t0-0-81)§
<3-5 mmol/L (2400 h to 0600 h)# \ /

Benhalima et al Lancet Diabetes Endocrinol. 2024 Jun;12(6):390



Closed-loop insulin pump o€ eykupocuv
Cristal study — Minimed 780G P P P YKUR n

Closed-loop insulin pump vs Standard care

Baseline Antenatal period Adjusted mean difference
(over four visits)* (95% CI)t

Advanced Standard Advanced Standard

hybrid closed  insulin hybrid closed insulin

loop therapy  therapy loop therapy  therapy

100 — fe  afn £ ,‘llabj/ fom ALY fex AN
& 90+ pregnancy specific TIR g 7 TBR
S 80- S 10
E i E
g 7 E
@ 60 - M
L'_ﬁ LO - W
ph g 57
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E 30- 3
j
= 20- -
£ 10- £
=
0 I I I | I I i E— I__________I __________ I__________I __________ I__________-I
0000 h 0400 h 0800 h 1200 h 1600 h 2000 h 2400h 0000 h 0400 h 0800 h 1200 h 1600 h 2000 h 2400 h
Time of day Time of day

Benhalima et al Lancet Diabetes Endocrinol. 2024 Jun;12(6):390



Time in range 3-5-7-8 mmol/L (%)

Cristal study — Minimed 780G

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

Intrapartum Early postpartum
63 140 mg/dL 70 180 mg/dL
I 1
35 7.8 mmolfL 3.9 10.0 mmollL
27 AHCL* 43 SoCt 37 AHCL% 34 SoC
27.3% 35.3% 8.0% 8.6%
+17.4 P=0.054 +17.5 P=0.809
100
90 - pre:
80
70 - P=0.030 P=0.124
60 =
50
40 1 - P=0.146 - - P=0.084 3
30+
20 - =» Improved glycemic control with AHCL = Similar tight glycemic control
10 -
0 | | | v" This was achieved without increased time below range.
0000h  0400h  0800h .120m v No severe hypoglycemia or diabetic ketoacidosis was reported intrapartum
Time of ¢ and earlv postbartum in either arou Beunen et al Diabetes Care. 2024
Yy oS group. Nov 1;47(11):2002
v

AHCL performed well during both vaginal and cesarean deliveries.

ence

—
400 h

5):390



Avallable CL systems

Cam APS FX
(CamDiab, UK)

Control-1Q
(Tandem, USA)

DBLG1
(Diabeloop, France)

ILet Bionics
(BetaBionics, USA)

MiniMed 780G
(Medtronic, USA)

Omnipod 5
(Insulet)

TouchCare Nano System
(Medtrum, China)

AndroidAPS

(open source)

(Tidepool) Loop - Twiist
(open source)

IAPS / Trio
(open source)

FDA - label CE - label

pending (mylife Loop)

=2 years, T2DM
pending
20 years

27 years
T2DM

22 years T2DM

=0 years

21 years
Pregnancy

22 years
=18 years

=2 years
Pregnancy, T2DM

22 years

=6 years




CGM = Insulin pumps
Inpatients




Glucose as the Fifth Vital Sign: A

Randomized Controlled Trial of
Continuous Glucose Monitoring
in a Non-ICU Hospital Setting

Diabetes Care 2020;43:2873-2877 | https://doi.org/10.2337/dc20-1016

RCT, n=110

T2DM, Dexcom 6 plus telemetry

Usual care vs CGM

Usual Care: blinded CGM

Alarms/Notification to nurses

>250mg/dl and <90mg/dl

Primary admission diagnosis,
n (%)

Infection
Cardiac
Diabetes, glucose-related
Pulmonary, noninfection
Orthopedic
Other

Confirmed
by POC

uc RT-CGM
(n = 53) (n = 57)
27 (50.9) 23 (40.4)
4 (7.6) 11 (19.3)
6 (11.3) 10 (17.5)
4 (7.6) 9 (15.8)
3 (5.7) 0 (0.0)
9 (17.0) 4 (7.0)

Addie L. Fortmann,
Samantha R. Spierling Bagsic,

Laura Talavera, Isabel Maria Garcia,
Haley Sandoval, Amiry Hottinger, and

Athena Philis-Tsimikas uc RT-CGM
(n = 53) (n = 57) P value
(% TIR R
70-180 mg/dL 19.89 (3.34-40.09) 25.31 (11.784297) 0.1460
T 70-200 mg/dL 33.38 (10.90-55.74) 42.82 (25.66-58.53) 0.0615
70-250 dL 63.95 (31.25-77.95 72 .83 (59.03—83.57 0.0404
% Hyperglycemia
l =250 mg/dL 32.96 (20.40-68.75)  27.00 (16.01-40.97)  0.0403
\ =300 mg/dL 13.10 (2.90-39.40) 7.33 (2.03-18.54) 0.0512
% Hypoglycemia
<70 mg/dL 0.00 (0.00-0.00) 0.00 (0.00-0.00) 0.2680
<<54 mg/dL 0.00 (0.00-0.00) 0.00 (0.00-0.00) 0.8093
(" Hypoglycemic events® )
N (%) with =1 event(s)
<70 mg/dL 5 (9.43) 11 (19.3)
q <54 mg/dL 2 (3.77) 4 (7.02) y
Duration of events® \

=270 mg/dL
Number of readings
Time, in min

19.00 (15.00-20.25)
95.00 (75.00-101.25)

9.00 (7.50-11.00)
45.00 (37.50-55.00)

<254 mg/dL
Number of readings 9.40 (7.20-11.60) 7.92 (7.38-12)
\ Time, in min 47.00 (36.00-58.00) 39.59 (36.88-60)

J




Glucose as the Fifth Vital Sign: A

Randomized Controlled Trial of
Continuous Glucose Monitoring
in a Non-ICU Hospital Setting

Diabetes Care 2020;43:2873-2877 | https://doi.org/10.2337/dc20-1016

RCT, n=110

T2DM, Dexcom 6 plus telemetry
Usual care vs CGM

Usual Care: blinded CGM
Alarms/Notification to nurses
>250mg/dl and <90mg/dl

Confirmed
by POC

uc RT-CGM
(n = 53) (n = 57)
Primary admission diagnosis,
n (%)
Infection 27 (50.9) 23 (40.4)
Cardiac 4 (7.6) 11 (19.3)
Diabetes, glucose-related 6 (11.3) 10 (17.5)
Pulmonary, noninfection 4 (7.6) 9 (15.8)
Orthopedic 3 (5.7) 0 (0.0)
Other 9 (17.0) 4 (7.0)

Addie L. Fortmann,
Samantha R. Spierling Bagsic,

Laura Talavera, Isabel Maria Garcia,
Haley Sandoval, Amiry Hottinger, and

Athena Philis-Tsimikas uc RT-CGM
(n = 53) (n = 57) P value
(% TIR R
70-180 mg/dL 19.89 (3.34-40.09) 25.31 (11.784297) 0.1460
T 70-200 mg/dL 33.38 (10.90-55.74) 42.82 (25.66-58.53) 0.0615
70-250 dL 63.95 (31.25-77.95 72 .83 (59.03—83.57 0.0404
% Hyperglycemia
l =250 mg/dL 32.96 (20.40-68.75)  27.00 (16.01-40.97)  0.0403
\ =300 mg/dL 13.10 (2.90-39.40) 7.33 (2.03-18.54) 0.0512
% Hypoglycemia
<70 mg/dL 0.00 (0.00-0.00) 0.00 (0.00-0.00) 0.2680
<54 mg/dL 0.00 (0.00-0.00) 0.00 (0.00-0.00) 0.8093

( Hypoglycemic events®
N (%) with =1 event(s)

]

> [eploodTepa UTTOYAUKAIMIKA €TTEICODIO aVIXVEUBNKAV

» MIKpOTEPOG XPOVOG OE UTTOYAUKQIUia

Time, in min

<254 mg/dL
Number of readings
Time, in min

95.00 (75.00-101.25)  45.00 (37.50-55.00)

9.40 (7.20-11.60)
47.00 (36.00-58.00)

7.92 (7.38-12)
39.59 (36.88-60)




Diabetes Care, 2\ &=

Accuracy and Feasibility of Real-time Continuous Glucose
Monitoring in Critically lll Patients After Abdominal Surgery and

Dexcom 6 Solid Organ Transplantation

Voglova Hagref et al. Diabetes Care 2024,47(6):956

Accuracy and Feasibility of Real-time Continuous Glucose Monitoring in Critically lll Patients after
Abdominal Surgery and Solid Organ Transplantation

61 patients requiring ICU stay
after major abdominal surgery
Median APACHE |l score 13, on

\ e ol in the infraclavicular regi

__—" not interfering with postoperative care after
ventilatory and vasopressor

abdominal surgery
- -l Mean absoute relative difference 9.4% ]
0

Real-time continuous glucose { 98.9% paired values in clinically safe zones A and B ]
monitoring sensor is initiated in the Surveillance error grid
afler surgery on admission o ICU

Sensor accuracy assessment of
1,546 paired glucose values,
using blood gas analyzer as
reference

Patients after solid organ transplantation
(liver, kidney, pancreas/islet) and total or partial
pancreas resection

CGM monitoring with rtCGM sensor in the ICU setting was shown to be feasible and clinically accurate.



Diabetes Care, 2\ &=

Accuracy and Feasibility of Real-time Continuous Glucose
Monitoring in Critically lll Patients After Abdominal Surgery and

Dexcaom 6 o

Real_time COHtj_HUOUS Glucose Bhargavi Patham,***%~

. 1.24.5
Abhishek Kansara, and

Monitoring in the Intensive Care  Achona . sadhu'=*>7
Unit: The Fifth Vital Sign

Diabetes Care 2024,47:924-926 | https://doi.org/10.2337/dci24-0020

NCGT Lt CUVILniTavue glUbUDC
monitoring sensor is initiated
afler surgery on admission o ICU

in the Surveillance error grid

Sensor accuracy assessment of
1,546 paired glucose values,
using blood gas analyzer as
reference

Patients after solid organ transplantation
(liver, kidney, pancreas/islet) and total or partial
pancreas resection

CGM monitoring with rtCGM sensor in the ICU setting was shown to be feasible and clinically accurate.



ADA 2025

16.6 In people with diabetes using a
personal continuous glucose monitor-
ing device, the use of CGM
should be continued during hospitali-
zation if clinically appropriate, with
confirmatory point-of-care h|ﬂﬂd
glucose measurements for insulin dos-
ing decisions and hypoglycemia assess-
ment, if resources and training are

available, and according to an institu-
tional protocol. B

16.7 Continue use of [insulin pump)

or automated insulin delivery in people
with diabetes who are hospitalized
when dinically appropriate, with confir-
matory| POC plood glucose measure-
ments for insulin dosing decisions and
hypoglycemia assessment and treat-
ment. This is contingent upon avail-
ability of necessary supplies, resources,
and training, ongoing competency
assessments, and implementation of
institutional diabetes technology pro-
tocols. C

» Continuation of personal CGM device use, particularly for people with type 1 or type 2 diabetes treated
with intensive insulin therapy and at increased risk for hypoglycemia during hospitalization,

recommended.

» Confirmatory POC capillary glucose monitoring,

using hospital-calibrated glucose meters,

recommended for insulin dosing and hypoglycemia assessment

IS

IS

ADA Standards of care 2025. Standards of Care in Diabetes. Diabetes Care in the Hospital. Diabetes Care. 2025 Jan 1,48(Suppl 1)



Closed-loop insulin pump - Inpatients

CamAps fully closed — T2DM, pancreatic, corticosteroid-induced, enteral feeding

T2DM, Non-critically ill (n=136) +24
T2DM — haemodialysis (n=17) +37.6
T2DM/pancreatic/steroid - On enteral or parenteral nutrition (n=43) +32
T2DM — other non type 1 DM — elective surgery (n=45) +20
Bally et al N Engl J Med. 2018 Aug 9;379(6):547 *TIR: 100-180 mg/dL

Bally et al Kidney International (2019) 96, 593
Boughton et al Lancet Diabetes Endocrinol. 2019 May;7(5):368
Herzig et al Diabetes Care. 2022 Sep 1,;45(9):2076



tCGM - Insulin pumps




Rt-CGM

TIDM = ——Pp Closed loop insulin pump [Tpocapuoyn IvoouAlvoBeparTreiag
@epaTtreuTIK atrégaacn (XpnoTng)
MDI — Smart Insulin pen 2UVEXNG TTpocappoyn (avTAia)
| utroyAukaipiag
MDI
e TITAOTTOINON IVOOUAIVNG
T2DM i I , ,
N : o o B | ®6Bog utroyAukaipiag
AN 1 Basal insulin + noninsulin medication 1 ) ) )
N ] + aAayéc TpdTToU (WAC
S, [
‘l I
| |
| |
! ;

+ aMayéc TpoTToU CWAC
| ®6Bog uoyAukaipiag

» Pregnancy: T1DM, T2DM, GDM



ICGM, Integrated Continuous Glucose Monitoring

= non-adjunctive use

CGM

» Interoperability

ICGM, Integrated Continuous Glucose Monitoring

An integrated continuous glucose monitoring system (iCGM) is intended to automatically
measure glucose in bodily fluids continuously or frequently for a specified period of time.
Integrated CGM systems are designed to reliably and securely transmit glucose
measurement data to digitally connected devices, including automated insulin dosing
systems and are intended to be used alone or in conjunction with these digitally
connected medical devices for the purpose of managing a disease or condition related to
glycemic control. This category of CGM performance specified by the U.S. FDA is the strictest

accuracy standard defined by any regulatory agency in the world

Pemberton et al Diabetes Obes Metab. 2023 Apr;25(4):916-939



CGMs evaluation and approval

*Published in a in peer-reviewed journal?
» Peer review Increases the likelihood of scientific rigour and reduces the risk of bias.

* 5 the studv population clearly defined by tvpe of diabetes and demographics?

» CGM studies approved by international regulators for people with type 1 diabetes have <2% of subjects with type
2 diabetes using insulin for ages <18vrs and <30% >18vrs.

¥ Does the smdy populmmn fﬂll'l}’ represent the intended use population in terms of distribution of HhA 1¢, gender,
bodv mass index. diabetes duration and therapv tvpe )?

= 70% T1DM (evhAIKEG)
= 98% T1DM (TTaidia -£@pnfBor)

AVTITTPOOWTTEUTIKOG
TTANBUONOC

* At least three unique sensor lots used in the accuracy study (15)7?

elyn UETPNOEWV
= 10.000 (evhAIKEG)

= 2,500 (TTaudia -£pnfor)

sNumber of paired referencef readings tested on each anatomical insertion site?

» CGM studies approved by international regulators for people with type 1 diabetes have paired reference® readings
=>10,000 for ages >18yrs and =2,500 for ages <18yrs for each anatomical insertion site.

* Days of sensor use life assessed: Beginning, middle and end of the wear period (13):

¥ CGM studies approved by international regulators for people with type 1 diabetes tested on the first and last day
and tested on =40% of total days of sensor life.

®(5lucose and insulin cha]lenges performed to induce fast rates of change and time spent in extreme gluc:}se ranges?

>8% o€ El'JpOQ <80mg/ dL »# Do the percentage of paired referencef readings in low and high ranges meet guideline recommendations (15):
>59% o€ €U POG >300mg/ dL » >8% of readings <4.4mmol/L (<80mg/dL) and >5% of readings >16.7mmol/L (>300mg/dL). |
Continue to if the study design applies to the patient population supported and the protocol will

produce results that represent real-world conditions for that population.

Pemberton et al Diabetes Obes Metab. 2023 Apr;25(4):916-939



CGMs evaluation and approval

Tutrog d1aBnATN, NAIKia

Aggrement rates

MARD, agreement rates
across sensor use life

I Ul

Error Grid Analysis

Ik i2

Precision

* Report performance by type of diabetes (type | and type 2) and age (<18yrs and =18yrs) (15)7?

* Report performance by different agreement rates (15/15, 20/20, 30/30, 40/40, £20%) across full glucose range and in
TBR, TIR and TAR with lower one-sided 95% confidence bounds} (15)7

* Report performance of sensor stability by detailing accuracy (MARD and agreement rates) across sensor use life (15)?
* Report performance by agreement rates when CGM result is outside display range (15)7

* Report performance on the Continuous Error Grid Analysis (84)7

* Report performance of precision by paired absolute relative difference or co-efficient of variation (15)7

* Report the time between sensor activation the first glucose reading.

Continue to Performance if the reporting provides adequate information to assess point accuracy of the CGM
device against iCGM criteria. Specifically, are the lower 95% bound bounds; within 15/15, 40/40 and £20 in
TBR, TIR and TAR reported. If not, ask the manufacturer/author for the data.

Pemberton et al Diabetes Obes Metab. 2023 Apr;25(4):916-939



CGMs

evaluation ag

approval

Pemberton et al Diabetes Obes Metax
2023 Apr;25(4):916-939

CGMs which meet those requirements:

Abbott FreeStyle Libre 2
Abbott FreeStyle Libre 3

24 years

Abbott FreeStyle Libre 2 Plus
Abbott FreeStyle Libre 3 Plus

22 years

Dexcom G6
Dexcom G7

=2 years

Guardian 4,
Simplera sync

oav TuApa Medronic Minimed HCL

Eversense 365

=218 years

Pemberton et al Diabetes Obes Metab. 2023 Apr;25(4):916-939
Klonoff et al J Diabetes Sci Technol. 2024 May 3:19322968241250357
ADCES/Danatech https://www.adces.org/

Nano ~=

T across full

‘range P:
218 y

< 89.5%

Prescribed
in primary
care in
the UK

v



CGM - akpipeia / To MARD povo dgv €ival QpKETO

AkpiBela AkpiBela
'MARD, %) (MARD, %)

8,1 arm 8,1 arm

endutEVOLHOG

Dexcom G6, G7 O Medtrum TouchCare Nano 9,1 abdomen
N . 19,6 -10,6 (abdomen)
Sibionics SiJoy GS1 9,1 (arm) :
. MicroTech :
1B I Guardian 4 10,6 Medical , : :
Aidex . 9,1 £
(Hangzhou) - ;
Co., Ltd -
F tyle Libre 2 1
p:ﬁ:s_‘fs 2| based on the £
Abbott Freestyle Libre o Wellion technology of :
F le L :
reestyle Libre 3 the AIDEX CGM 9,1 :
— 7,9 1
Senseonics Eversense E3, E365 Menarini GlucoMen iCan : 8,7 E

-n
“




EmiAoyn closed loop system




Choosing your Hybrid Closed Loop System

Choosing a Closed Loop System:

Key Considerations ‘ I
¥ U g » Size

Remote bolus from phone vs
handset vs pump

Tubed vs
tubeless

Licensed in pregnancy

Look and feel

of the system Choice of cannula

Service support
from company Familiarity with Total daily dose of insulin/
pump/sensor cartridge capacity

Ease of set
changes

DTN-UK

Collaborate * Evolve * Support

Presented by Professor Pratik Choudhary and Dr Emma Wilmot




ECEAIEN oTn OgpaTreia Tou 2ZA

Type 1 diabetes — Pancreatic diabetes

l csit |— [ + |—[ Hybrid
+ PLGS Closed loop
Sl | CGM

[
[ [
L —» Type 2 diabetes on insulin treatment <= -

r
[
[
[
[
\/
4
[
[
[
[
=

Inpatients

MDI: multiple daily injections, CSIll: continuous subcutaneous insulin infusion, CGM: continuous glucose monitoring,
SAP: Sensor augmented pump treatment, PLGS: predictive low glucose suspension



Apps
Smart insulin pens/caps



Apps



Aiaita
METpnon udaTtavlpakwyv
duoiki dpaocTnpIoTNTA

L

[ Carbs & Cals)
Fooducate |

(

MeTpnTec 2X

I\"anr’]oalg 2X, IvOoOyAivn
"evpata, Aoknon

CGM

N

eAANVIKAQ
EQpapupoyn

C

Carb Manager: Keto Diet App

Calorie Counter & Carb Manager -
Freshbit

=

Sugar Sense Diabetes App




4:56 M 13 ® e 3P4

MeETpnon udartavlpakwyv

Choose from
300,000+ Foods
o 3
o e i==n

Saateind

€ Greek Salad

Calorie Counter & Carb Manager -
Freshbit

Insights
-‘ t150 13

3 13 17 352

Team Blog

Y1 #Lunch

A variety of foods including a slice of
pepperoni pizza, vegetable fried rice,
a green salad with cooked corn, and a
tortilla. 250 grams serving

50g carbs (2.2g sugar), 13g protein, 17g
fat, 3.3g fiber, 352cal

Ingredients: pepperoni, pizza crust, mozzarella cheese,
tomato sauce, rice, mixed vegetables, soy sauce, lettuce,



[CeupaTikO — O10pOWTIKO bolus

PuBuioeig Bolus BonBeia otn pyétpnon

R LoaTavBpaKWY

Active [nsulin: O U

AuvatoTnTa dIAPOPETIKWV Solus type: Muliwave Food List
puBuiccewv (avaAoyia Standard: 6.02 U (79%)

Extended: 1.63 U (21%) over 3h

IVOO U)\ivr]g TTPOG udaTtdavo PAKEC, IGlucose is above target level. If possible delay eating by

10 - 20 min after applying the bolus.

OUVTEAEOTAC euaioOnaiag
d16pBwon) Cal:350; Fat: 15; Carbs: S0; Prot: 7.1;

yIa SlIa@OPETIKG SIACTAPATA TNG B |
NUEPQG

(®Long ppebs on items to add/edit food.
) A S L

Deserts (59)

"y Glucose 137 mg/dl

50 grams
rdils. 19, Ldils. 5/, FIOL £.4, Ldl. £0D

Apple Pie - piece (s of ~9",23cm)
Fats: 19; Carbs: 58; Prot: 3.7; Cal: 411

+ Carbiredran s ranis (e wr ﬂ
7.1 Qranms

Apple Strudel - 100g
Fats: 11; Carbs: 41; Prot; 3.3; Cal: 274

Annla Ctriidal _ niana (..2"/9" EAanm /IE~rm)

15 grams

350 kcal

» YTroAoyiouog evepyou IvoouAivng (insulin on board)



Smart insulin pens /
Smart caps for insulin pens



What makes an insulin pen ‘smart’?

It keeps a_record of the time and dose of each injection.
It can_connect to a compatible smartphone app, so you can keep track of your data

easily and can choose to share it with your clinic.
It can enable more accurate dosage calculations through a bolus calculator and so ease

the mental burden.
It can help you avoid missed doses.




Novopen 5
Dose memory




See insulin and glucose

R~ data together to

7|

FreeStyle support more efficient
LibreLink satient consultations

LibreView
Glucose Pattern Insights Sk JSRAN00T i S0AY
Selected dates: 6 Jan - 19 Jam 2015 (14 Days)

Snapshot LibreView

& Jumuary DIZT - 18 Jermary 2022 (% Ceys

LR L L R P R I S PR S TP
R s ]




InPen™ smart pen

Available in two colours

Blue: zompatible with Novo Nordisk

NovoRapid®, Novo Nordisk Fiasp® and Novo
Nordisk Insulin Aspart Injection, 3 ml cartridges
(300 units)

Grey:compatible with
Lilly Humaloge and Lilly
Lyumjeve cartridges

Delivers half

unit doses
(up to 30 units)

Share data from multiple
InPen™ smart pens to the

same app

Humalog® and Lyumjev® are registered trademarks of Eli Lilly and Company. Fiasp®, Novorapid® and Novo Nordisk Insulin Aspart are registered trademarks of Novo Nordisk A/S.

Connects to the
app via Bluetooth®

Monitors insulin
temperature

Battery lasts a
full year with no
need to charge



Smart MDI systemSmart
MDI system with Simplera™ & InPen™ 2.0

InPen™ hardware Simplera™ app

InPen™ app Care partner app

Simplera™ sensor
P Smart watch support

147




CGM & insulin dosing in one system

Glucose levels, active insulin, and dose calculations combined to
recommend the right mealtime doser

- Insulin dosing
InPen™ smart insulin pen tracks dosing i
data and helps calculate dose | 1 2:0

=
()
Records real-time glucose trends

Smart MDI system

Did you miss a dose?
npe Your glucose is rising quickly and there is no
recent dose of rapid-acting insulin logged. J‘

—_
Gﬁ Provides real-time dosing guidance
for your patients

Medtronic



CalculateDose |nPen A o BG meter
T8 e PP CGM (Guardian)

M TAM o 3 Now
' ¥ |~
-300

-200

© 100

-— InPen

Today

30-unit maximum dose
0.5-unit dose increments

Rapid-acting 0Om ago

n Medium Carb Dinner Om ago

m Glucose 0Om ago
Rapid-acting 11:30 AM Cart r I d g eS .

Low Carb Lunch 11:30 AM

Novorapid
Fiasp
Humalog

transmits insulin dose data from the smart insulin

pen to the user's smartphone app via Bluetooth



Smart cap for insulin pens

Clucose in Range
Clucose 100-180mg/dL.

@ MY HISTORY
'\_) MY DEVICES
c MY SETTINGS

Bigfoot Unity App

=

3hr 10 min

since last dose

Black Cap for Long-Acting Insulin
disposable pens

White Cap for Rapid-Acting Insulin

Abbott FreeStyle Bigfoot Blood
Libre 2 Sensor Glucose Meter



Smart cap for insulin pens

S solostart
11 argme injection
Single Patient Use Only

100 wnit/m (U-100
i Prefilled Pen

&

—
'I:lM _f

=K

£ & B |

For Lantus

For Lantus

(o]

.

v ). =
100 it pew ol

Ig Insulin

KwikPon®

Abbott FreeStyle Bigfoot Blood
Glucose Meter

Bigfoot Unity App
Libre 2 Sensor




Smart cap for insulin pens

The White Cap for Rapid-Acting Insulin

320

BEAOC TGONC

Tpnzx  /
>0vdeon pe BGM ryfFreestyle Libre 2 |
L )

- L AR T
ol IL,, JmL w?:'n_m
100 units por miL

Humalog
KwikPen®

Aoéon TeAeuTaiag €veong
[eupa/d16pBwon

» White Cap — mrpooAaupadvel kal oTEAVEI 0TO App
Ta 0edopéva Twv TEAeuTaiwy 8 wpwv atro 1o Freestyle Libre2




Insulin adherence behaviours and barriers

Patients %  Physicians %

Reason and rank and rank
Too busy 18.9% 1 41.9% 3
Travelling 16.2% 2 43.6% 2
Skipped meal 15.0% 3 44.8% 1

Stress or emotional problems

Embarrassing to inject in public

Challenging to take it at the
same time everyday

Forgot

Too many injections

Avoid weight gain

Regimen is too complicated

Injections are painful

11.7% 4 32.2% 5
9.7% 5 36.8% 4
9.4% 6 29.1% 6

7.4% 7 2.0% 11
6.0% 8 26.4% 7
4.0% 9 13.4% 9
3.8% 10  16.8% 8
2.6% 11 7.8% 10

Peyrot et al. Diabet Med. 2012 May;29(5):682



Missed basal insulin doses — Glycemic control — T1DM

Sweden 30 Jan 18, 201§

T1DM on CGM gzo

n=32 | | 5 “I~JJ Meals detection

Novopen 6, basal insulin (n=32) °s & | GRID (Glucose Rate Increase

Novopen 6, bolus insulin (n=28) - Detector) algorithm:

14 days <) e i >

Pros yective observational stud £ COM signal was 2139 mgidt and the
P udy e rate-of-change was 295 mg/dL/hour) for

the last two consecutive readings,

304 17.7% 0 or
< % 290mg/dL/hour for two of the last three
> . 3, readings.
. | °
= dose (MBD):
The estimated probability of missing at least one basal insulin dose [ithout bolus injection
over a 14-day period was 22% (95% confidence interval: 10%-40%) +60 minutes from the
|

1 bl >/ lib ¢
Missed basal doses over a 14-day period

Ekberg et al. Diabetes Sci Technol. 2022 Jul. doi: 10.1177/1932296822110%

0 6 12




Missed basal insulin doses — Glycemic control — T1DM

Estimated mean change per missed

Estimated mean change per missed

Glycemic parameters basal insulin injection (95% CI) P bolus insulin injection (95% CI) P

| TIR, % | '-2,63 (-4.41, -0.71) .005 -0.25 [-0.44, -0.07) .008
TARLI, % 0.34 (-0.71, 1.34) 520 -0.03 (-0.14, 0.07) 525
TAR L2, % 291 (0.99, 4.73) .002 !‘J 26 (0.07, 0.45) .008
TBR LI, % -0.28 (-0.65, 0.11) 154 00 (-0.03, 0.04) .808
TBR L2, % -0.29 (-0.78,0.22) 256 !‘J 02 (-0.04, 0.06) 556
Mean glucose, mmol/L 0.44 (0.19, 0.69) <001 ﬂ 01 (—0.00, 0.05) .085
%CV, % -0.09 (-1.08, 0.95) 855 19 (0.09, 0.29) <001
GMI, % 0.19J(0.08, 0.30) <001 ﬂ.DI -0.00, 0.02) .085

Ekberg et al. Diabetes Sci Technol. 2022 Jul. doi: 10.1177/19322968221104142



Missed Dose alert

Did you miss a dose? aw
ipen  Your glucose is rising quickly and there is no

recent dose of rapid-acting insulin logged.

Calculate Dose

Dismiss

Smart MDI systemSmart
MDI system with Simplera™ & InPen™ 2.0

This alert detects a missed meal dose and recommends an insulin dose
to the user. When a rate of change detection algorithm detects that SG is
rising quickly and there is no recent dose of rapid-acting insulin logged, the
Missed Dose Alert will notify the user. The user can choose to either

Calculate Dose or Dismiss the notification.

When the alert is triggered, choose Calculate Dose to open the dose
calculator. In the dose calculator, enter no glucose value (leave empty) and
enter the full meal carbohydrate value (or the meal type, depending on

the meal therapy mode chosen); Administer the full suggested dose.



Smart MDI systemSmart
MDI system with Simplera™ & InPen™ 2.0

Correct High Glucose alert This alert notifies a user when more insulin is needed to bring

glucose down to target (correction dose)

| T P v 3

< Bach

Correct High Glucose ek Correct High Ghicoss

Notifications

100 iy o Yt e Mt Lt

Overrice Phane Settings A ( )

When this alert IS

11 DAY TIME ALERTS

Enable

triggered, the user can

£3 DAY TME NOTIFICATIONS

choose to Calculate

Day Starts Al

Dose, Snooze 30 mins, or

Wait until next meal.

Alert Me When | Need
It is the threshold of required insulin units that will trigger the notification. For

example, if this value is set to 2 U, the Correct High Glucose alert will only be
triggered if the recommended correction does is 2 U or more.



Smart MDI systemSmart
MDI system with Simplera™ & InPen™ 2.0

Correct High Glucose alert This alert notifies a user when more insulin is needed to bring

glucose down to target (correction dose)

@ Recommendation for user:

Thet st T W Iy i whee Jrd GRICHTSS W st Lamget
SN0 D (Fee & eS| 1 490 e TaCh TR SN
e

3 DAY THME NOTIFICATIONS

et ©

Alert Me When | Need 4V

When alert is triggered, choose
Calculate Dose to open the dose
calculator. The glucose value
will be automatically populated.
Enter no value for Carbs (/eave
empty), and take the dose
recommended.

When this alert IS

Correct High Glucose now
A correction dose of rapid-acting insulinis
recommended to get your glucose into
target renge.

woen

triggered, the user can

choose to Calculate

Calculate Dose

Aert Me When | Need: Sef the value e wheo you wil
be notified that a corection dose of inndin wil be
recommanded by the dose calouator % get your
ghcose back nto tamet range

Snooze 30 mins

Dose, Snooze 30 mins, or

Wait until next meal

Wait until next meal.

Alert Me When | Need
It is the threshold of required insulin units that will trigger the notification. For
example, if this value is set to 2 U, the Correct High Glucose alert will only be
triggered if the recommended correction does is 2 U or more.



Smart MDI — Real world data

Bolus response rate

~

<25% P »25 - <50% =50 - £75% >75-100%
Lisers, n: : 510 550 239
. N B e
23.4
é 2?1'
26.5 - -
: - - 25.3
- 23.2
19.5 P T

22.0 28,2

0.2

o J

40 3 78 100 3%F mmell Diabet Med. 2025 Oct 13:e70161



Smart MDI — Real world data

Bolus response rate
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2YNOWH

» O £EuTTVEG TTEVEC IVOOUAIVNG (Smart insulin pens) kal Ta £UTTVA KOAUMMATA YIa TTEVEG IVOOUAIVNG
(smart caps for insulin pens) atroteAouv €va dUVANIKA AvATITUOCOUEVO TTEDIO

" AIYEC KAIVIKEG JHEAETEC UE UTTOOXOMEVA ATTOTEAECUATA OO0V APOPA OTO OPEAOG ATTO TNV KAAUTEPN
OUUMOPOWON

=  Agv UTTAPXOUV OKOMN KAIVIKG aToIXEia yia To TTIBavo 0@eAog atrd Tn BonBeia TTou JTropouv va
TTPOOoPEPOUV aTn DUVANIKNA TTPoCapuoyr TNG IvoouAivoBepartreiag (bolus calculator)

» 21NV TTAApN avATrTuén Toug Ta cuoTMaTa autd Ba pTTopoucav va TTPO0PEPOUV Eva TTEPIBAAAOV UE
TTOAAQG KOIVA OToIXEIa JE avTAia IVOOUAIvNG



2YNOWH

- ) Evowpatwon
smart insulin pens/ SEBOUEVWV
smart caps for insulin pens CGM
- /
« EIdoTtToINCEIG yIa TTapAAEIYN
YEUMATIKAG ] JAKPAG dpAanG IVOOUAivng v

e Eidotroifoeig yia diopbwan uwnAwyv Zx

Y\ Apeon €IKOVA YAUKOILIKOU EAEYXOU

Bolus Smart phones

< - AvaAuon dedopEvwyv
calculator Smart watches ATTopakpuopévn TTpocaon
AIaOIKTUOKEC TTAATPOPUE
App P L G TAaT@OppES
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