CORTAD

Glukokortikoidbehandling ved binyrebarksvikt, en
nasjonal registerbasert randomisert studie

A registry-based, open-label, randomized study to investigate quality-of-life with
Plenadren compared with ison in newly diagnosed primary / ’renal insufficiency
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Even with best practice treatment,
PAI patients suffer from

1 Fatigue

1 Permanent sick pension

1 Risk of cardiovascular disease and infections

| reduced quality of sleep and altered sleep architecture
| Health-related quality of life (HRQoL)

| Ability to tackle stress

| Physical activity

| Bone mineral density

Adrenal crisis
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Arsak

e Annen autoimmunitet

* Komorbiditet
e Kardiovaskulzer sykdom
* Metabolsk syndrom

* Hgyere proinflammatoriske biomarkgrer

* |kke-fysiologisk glukokortikoid substitusjon ?
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e Autoimmune diseases
and cardiovascular
risk: a population-
based study on 19
autoimmune diseases
and 12 cardiovascular
diseases in 22 million
individuals in the UK

(Conrad, Lancet, 2022)
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Cohort Events Hazard ratio (95% Cl

Autoimmune  Matched Autoimmune Matched

disease controls disease controls
Any autoimmune disease 446449 2102830 68413 231410 [ 1.56 (1.52-1-59)
Number of autoimmune diseases
1 404547 1902682 55301 198769 i 1-41(1-37-1-45)
2 37226 177676 11005 28570 - 2:63(2-49-2-78)
23 4676 22472 2107 4071 379 (3:36-4.27)
Connective tissue diseases 160217 761918 36846 118391 [ 1.68 (1.63-1.74)
Ankylosing spondylitis 9864 46121 1423 3822 —— 1-97 (1-65-2-35)
Polymyalgia rheumatica 48102 231802 15390 55870 . 1:47 (1.40-1.54)
Rheumatoid arthritis 66796 318456 15520 46594 HIH 1.83(1.74-1.92)
Sjogren’s syndrome 9933 47330 2327 6139 —a— 2.08 (1-81-2-39)
Systemic lupus erythematosus 10483 49402 2204 4227 - 2-82(2:38-3-33)
Systemic sclerosis 2159 10310 752 1320 —®&—p 3.59(2.81-4.59)
Vasculitis 37940 178494 7839 22658 HiH 1-87 (1-73-2-01)
Organ-specific diseases 407078 1909992 53706 175205 H 1.60 (1.56-1-64)
Addison's disease 2548 12055 604 1218 I i 2.83(1:96-4-09)
Coeliac disease 24895 115692 2507 8618 - 150 (1-33-1-69)
Type 1 diabetes 50264 235540 9697 23568 HEH 2:36(2:21-2.52)
Inflammatory bowel disease 49214 230236 6470 19532 HH 1.71(1.59-1.85)
Graves' disease 44001 207508 6409 20535 HiH 1-61(1-49-1-74)
Hashimoto's thyroiditis 7630 35650 822 2364 —— 1.76 (1-41-2-19)
Multiple sclerosis 12006 56523 1356 3876 —a— 1-85 (1-56-2-20)
Myasthenia gravis 2171 10319 544 1812 - 1-61(1-21-2-15)
Pernicious anaemia 32910 156887 8228 27099 HH 1-61(1.50-1-73)
Psoriasis 185178 869184 21197 73465 L 1.47 (1-41-1.53)
Primary biliary cirrhosis 4612 21973 1086 3060 —a— 2.00(1-66-2-41)
Vitiligo 23709 109914 1791 6526 i 1-38 (1-19-1-60)

f T T
05 2 3

Hazard ratio (95% Cl)




Klokkegener
- Kortisols betydning for dggnrytmen
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Endringer i kortisol-rytmen

* @ker risiko for overvekt, diabetes og hjertekarrisiko (Van Cauter, 1995.
Morris, 2016)

 Langtidseffekter ved turnus/vaktarbeid:
* @kt risiko for overvekt og diabetes (Gan, 2015)
* Heyere CRP (Leproult, 2014)

* Registerstudier indikerer risiko for hjertekar-hendelser og cerebrovaskular sykdom,
og mulig gkt kreft forekomst (Vyas, 2012)

e Kort varighet sgvnforstyrrelse fgrte til 20% gkt kortisol, og opphevet
dpgnrytme (Guyon, 2014)
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Kortisol substitusjonsbehandling

* Mest naturlig a prgve a etterligne normal fysiologi

e Utfordring: Hva som er normalt?
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Healthy interindividual variability of salivary free
cortisol n=212
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Fo

Body composition

Sex Person-
determined
factors

Intrinsic
rhythmicity

Dynamic
variability

Age

Genetics

Chronotype etc

Sleep choices

Impact of
behaviour & Eating
environment

Perceived stress

Physical activity



Aldosteron pulserer ogsal

2001 Pulsatile + daily patterns

Aldo (pmol/L)

Time (hr)

Fludrokortisone
* Binds to MR receptor (more potency than aldosterone)

* Binds to GR receptor (more potency than cortisol)
 GCalso binds to MR in high doses
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Adrenal insufficiency treatment: the history

|

@-— 65 years

The first case
of Addison’s
disease Is
described

Thomas Addison, UK

Slide lant av Alessandro Prete, MD PhD: Adrenal failure: update on causes,
diagnosis, treatment,crisis and life expectancy — 19th of October 2024.

The first case of
congenital
adrenal
hyperplasia is
described

-
L

L

|

|

Bovine adrenal
cortex extracts to
treat adrenal
insufficiency

Leonard Rowntree, USA

Luigi de Crecchio, Italy]

11-deoxy-
corticosterone is
isolated and used
to treat Addison’s
disease in 1939

Tadeus Reichstein,
Poland-Switzerland

Compound E
(cortisone) is first
used in a patient
with rheumatoid

arthritis

Edward Kendall, USA
Philip Hench, USA

f & - | Joint Nobel Prize for
il ”:’ '/ Physiology and Medicine (1950)




Adrenal insufficiency treatment: the history

| i

®... 49 years -~ Today and beyond...
|

l l New hydrocortisone
L formulations
Compound F |[|Prednisone and|Dexamethasone The first trial of ||[Modified-release (Alkindi, Efmody)
(hydrocortisone)| prednisolone || is granted FDA continuous hydrocortisone
is granted FDA || are granted approval subcutaneous || (Plenadren)is Treatment strategies
approval FDA approval hydrocortisone ||approved for the on the horizon
in patients with treatment of
adrenal adrenal ) . .
: . . . . : Innovative diagnostic
insufficiency is || insufficiency in . :
) & monitoring strategies
published Europe

Adrenal crisis treatment
and prevention strategies



Mean daily cortisol production in healthy subjects:

5,7 — 7,4 mg/m?24h
equivalent to ~10-12.5 mg/24h for the average individual
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Adapted from:
Debono M et al., JCEM 2009
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Cortison - To eller tre gangs dosering?

* Lite evidens

« Groves et al., 1988 JRSM:
» 7 bedre fysisk helse og falte seg bedre

« Kanskje viktigst: Fleste studiene 3 gangs dosering - sammenligningsgrunnlag
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Effects of hydrocortisone dose on blood pressure and
HR-QoL Results from a 10-week RCT

Table 2. Anthropometric measures, biochemical and Low dose 17.9 (2.2) mg HC/d

hormonal analysis (n = 46) (0.2-0.3 mg/kg/d TID)

Lower dose Higher dose P-value

SBP (mmHQ) 133 (14)° 138 (16)° 0.011 High dose 35.8 (4.5) mg HC/d
DBP (mmHg) 76 (10)° 78 (9)° 0.050 (0.4-0.6 mg/kg/d TID)
Weight (kg) 82.8(14.0) 833(143) 0.060
Body mass index (kg/  26.9 (4.0) 27.1(4.0) 0.045
m) Higher dose of HC was associated with:
Plasma sodium (mmol/ 142 [141; 142 [141; 0.099
liter) 143] 143]
Plasma potassium 3.9([3.7,4.0] 3.8[3.6;4.0] 0.048 « fewer symptoms of depression
(mmol/iter
Plasma creatinine 82 [66;88] 80(68;89] 0.109 * less general and mental fatigue
mol/iter) 5 e s g
Seiﬁm CBG (ug/ml)  53.2[49.1; 56.5[49.0; 0.102 increased motivation
63.0F 62.5 * Dbetter physical functioning
Plasma renin 11.6[6.7; 8.6[5.9; 0.051 v ks | health
concentration (pg/  17.3]° 14.9° etter general hea
mL) * more vitality
Serum aldosterone 150 (77, 107 [43; 0.020 >
(pmoliter) 256 235P » fewer somatic symptoms

* less pain

Werumeus Buning JW et al. J Clin Endocrinol Metab 2016
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Balancing findings of under and overdosage

Too low dose

* Dehydration

* Nausea

* Postural hypotension
* Salt cravings

* Hyperkalemia

* Hyponatremia

* High renin

* ¢ Quality of life

* Adrenal crisis

Felsomhet Intern (gul)

Too high dose

* Hypertension

* Edema

* Hypokalemia

* Rapid weight gain

* Low renin

* Weight gain

* lInsomnia

* Infections

* Metabolic complications
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Plenadren (1 x daglig)

Immediate-release coating Extended-release core
Hydrokortison 3 x daglig
Efmody (2 x daglig) —

(@

Mycrocrystalline
core

Drug layer

Sustained release
polymer

Porter, BMJ 2017. Bilde: Kari Toverud



Plenadren

« 20% LAVERE BIOTILGJENGELIGHET
* 20 og 5 mg tabletter - lavere kortisol exposure
* Cortad standard dose: 20 mg x 1 « Lavere kortisol i ettermiddagen (lavere HK-risiko)
* H-resept

* Som ved standard klinisk rutine
* Husk a skrive Rp.Cortison (i beredskap)

* Legemiddelmangel
* Sykehusapoteket RH som skal ha et lager for oss
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Table 1 Overview of studies of Plenadren

e

ER-HC
treatment
Authors (ref.) Study design Subjects (no) length Outcome/results
Open, 12 weeks + 24

Johannsson et al, | randomized, weeks Decrease 24-h cortisol exposure (~20%) with ER-HC. Significant decrease of body
2012 (19) crossover PAI (64) extension weight, HbAlc, and blood pressure.
Ceccato et al, Prospective, PAI (18),
2016 (36) observational Controls (43) 26 weeks Improvement of salivary cortisol profile with ER-HC.

Improvement of BMI, HbAlc, total cholesterol with ER-HC. No differences in HDL-
Quinkler et al, Open, PAI (26), SAI (18), | Median 202 cholesterol, LDL-cholesterol, and triglycerides levels. No between treatment
2015 (31) prospective CAH (6) days (85-498) | difference in Qol, but Qol reduction over time in the HC group
Giordano et al, Prospective, Improvement of waist circumference, HbAlc, total cholesterol, LDL-cholesterol,
2016 (32) crossover PAI (19) 12 months and ACTH level with ER-HC. Improvement of the QoL
Isidori et al, 2018 | Prospective, Decreased body weight with ER-HC. Decreases susceptibility to infection. More
(30) crossover PAI (44), SAl (45) | 6 months physiological profile of immune cells.
Mongioi et al, Prospective, Reduced HbAlc and improvement of glycometabolic profile in PAI, opposite in SAL
2018 (33) crossover PAI (10), SAI (9) 12 months Improvement of the Qol in all patients.
Guarnotta et al, Improvement of insulin sensitivity in prediabetes with ER-HC. Reduced BMI, waist
2018 (29) Retrospective PAI (13), SAI (36) | 36 months circumference and HbAlc.
Ceccato et al, Prospective, PAI (18), controls

observational (43) 6 months Decrease of total cholesterol and HbA1c levels with ER-HC.

2018 (36)

R Y= ey}




Guarnotta et al, Reduced BMI, waist circumference, diastolic blood pressure, total and LDL

2019 (34) Real-world PAI (44), SAl (56) | 48 months cholesterol, HbAlc with ER-HC.

Guarnotta et al, Observational,

2019 (35) retrospective Al (45) 12 months Improvement of H5l and of insulin sensitivity with ER-HC.

Dineen et al, Prospective, Al (51), controls

2023 (21) Crossover (60). 12 months Glucocorticoid metabolism

lgrgensen et al, Prospective, Lower evening salivary cortisol, total and abdominal fat mass and HbA1c with ER-
2024 (37) crossover SAl (27) 16 months J:U;\DStEDCEﬂCiH decreased, whereas sclerostin increased.

Hasenmajer et al, | Prospective, d’\

2024 (60) crossover Al (89 “ S“ | dysfunction is commaon in Al patients. No difference with ER-HC.

Dineen et al, Prospes* P\e"\ad‘I

‘e‘ ecreased blood pressure, weight and BMI, significant improvements in QolL.
2021 (39) cross 20 e

reference for ER-HC.

2021 {szt al’ 1 82

Prospec

“t“O\y{wed‘ sleep and cognitive function with ER-HC.

Estpiard et al, Randomiz 21 rols
2021 (41) crossover 4) 12 weeks Towards normalization with ER-HC.

Frara et al, 2018 | Retrospective,
(44) observational SAl (14) 104 weeks Improved lumbar spine and femoral neck BMD, improved fasting glucose.

Guarpotto etal, | Prospective,
2022 (47) Crossover PAI (70) 60 weeks Improved BMD.

Hasenmajer et al, | Prospective,
2023 (38) Crossover Al (32) 72 weeks BMD and bone markers remained stable.
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* Standard behandling gir litt hgyere BT, vekt og insulin resistens, lavere
bentetthet/kvalitet

e —> Plenadren uendret

* Lower BP (systolic -5.5 mmHg, diastolic -2.3 mmHg, 12w)
* Lower weight (0,7-1,4 kg, 12w-18m)

e Reduction in HbA1c (-0.6% in T1D)
* Fasting blood glucose, insulin resistance to a smaller degree

* Improvement in QoL (no change to +4 in AddiQoL score)
* Improves “Pro-inflammatory” state in AD
e Improvement bone mass

Felsomhet Intern (gul)



86 patients with adrenal insufficiency

(43 with primary adrenal insufficiency and 43 with We Ig hT ( kg )

secondary adrenal insufficiency

Randomization 1:1

80
70
42 started 44 started
conventional dual-release 60
glucocorticoids hydrocortisone
50
Baseline, 5 and 10 years of 40
follow-up:

+ Evaluation of metabolic, 30

cardiovascular and bone
parameters 20
10
0

Baseline 5yr 10 yr
Conven Plenadren

Guarnotia et al FEJIF 2024



Randomised Veennern MA et al., JCEM 2018

33 patients with primary Al

Kl O k ke ge n e r Bﬂnt{::l::ﬂ,:; trial 22 patients with secondary Al

16 age- and sex-matched healthy controls

c
-% . Standard GC .
W
Baseline | E 3 months
o [
2| * Plenadren >
1]
o
PBEMCs PBMCs
Patients on BMAL1 CLOCK
2.0+ 2.5 -~ Standard treatment group
standard GC have - Switch treatment group
dysregulated 5 s § 207 Controls group

circadian genes in ¢ 2 5]

PBMCs. Fl_ueinadren s 101 g i Lower infection rates
reconditions ;;; . 5 ' were linked to the
E:EFEECE?::; g x 057 reprogramming of GUSB,
jovels close to i B = | e 5, and WeET

GOI'ItFﬂlE. Weeks Weeks : :
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Glukokortikoidbehandling ved binyrebarksvikt, en
nasjonal registerbasert randomisert studie

" Inklusjonskriterier:

* Nydiagnostisert PAI (<31 dager)
= Alder 16-80 ar

= Kvinner i fertile alder: Negativ graviditetstest

mEksklusjonskriterier:

"Hgydose glukokortikoid beh. siste 3 mnd.

=Malignitet, alvorlig lever/nyresvikt
mAlvorlig psykisk lidelse, avhengighet

Felsomhet Intern (gul)

Samtidig kortisol og ACTH
» S-kortisol < 138 nmol/L
* P-ACTH > 2 x gvre referansegrense
= @kt renin
= Lav DHEA/DHEAS

Synactentest (“gullstandard”), 250 mcg i.v.
= Kortisol < 415 nmol/L etter 30 min
= Kortisol < 485 nmol/L etter 60 min (LCMSMS)

Etiologisk diagnose
" 210H-autoantistoffer




RAND-36 Din helse

Spersmalene under handler om hvordan du oppfatter helsen din. Disse opplysningene vil hjelpe oss til &
forsta hvordan du feler deg og hvor godt du er i stand til & utfere dine vanlige aktiviteter.

° lo) Hvert sparsmal skal besvares ved & sette et kryss (X) i den boksen som passer best for deg.
‘ O | a I A D p r I I I l & r I I I a | 1.  Stort sett, vil du si at helsen din er:
[}

Utmerket Veldig god God MNoksa god Darlig

[ l l H l

2. Sammenlignet med for ett ar siden, hvordan vil du si at helsen din stort sett er na?

Mye bedre Litt bedre Litt darligere Mye darligere
na enn for na enn for Omtrent som na enn for na enn for
ett ar siden ett ar siden for ett ar siden ett ar siden ett ar siden

* Livskvalitet (HRQol) 00 0 0 0

3. De neste spersmalene handler om aktiviteter som du kanskje utferer i lapet av en vanlig

143 1 dag. Er hel in slik i utforel disse aktivi a?
i I n k I . kog n It IV fu n kSJ O n H:r?s jar, hvor nmy::? [Il(ryss (J:l) en IJro:s [:a hvelrLllinjerg son av disse akfivitetene nd

Nei,

Ja, Ja, begrenser
begrenser begrenser meg ikke i det
meg mye meg litt hele tatt

a Anstrengende aktiviteter som a lape, lefte tunge — — —
o 4. . AddiQoL « AddiQoL
[ ) Pa S a r t I S e n t e n e VI a p a t O r‘ m e n Health-related Quality of Life in Addison's disease Health-related Quality of Life in Addison’s disease
. The following questions ask for your views about your health over the last & weeks and how you
oy bt e ot Picas stover iy uammon 1o et oeponsa & Nonect | 41510 [someot | L0520 | MOSSE[Wicts
mMmemoro (ironaneim EE
Yoot ETE somsat .‘;'E"’,‘,’. e | I get headaches

1 gat nauseous

1 fael good about my health

I have to push myself to do things

e e . My joints andior muscles ache
. =J» I cankeep going during the day without
memoro.medisin.ntnu.no
[} [] [] P> [Nomaldaly actviies make motred
My legs fes] weak

P> [inave o stuggi o s jobs

> | worry about my health
-

P |y ablityto vork s limited

lose track of what | want fo say

| can concentrate wel

I sleep well

| am happy

I feel rested when | wake up in the morning

| feslfullof energy

I feel unwel first thing in the morning

| am satisfied with my sex fe

I am relaxed

ST | . | gy | SN | Ao | tongly

I feel low or depressed agre | I o
1 arm iitable | Ifeelphysicallyf

11ind it difcult to think clearly 1 gat il more easily than athers

I el lightheaded I take a long ime to recaver from llesses

| sweat for no particular reason | cope well in emotional situations.

@ksnes et al JCEM 2012
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https://memoro.medisin.ntnu.no/

CORTAD sekundaare mal:

Felsomhet Intern (gul)

Kardio-metabolsk helse:

* Blood pressure: systolic blood pressure and diastolic blood pressure

* Body weight, waist circumference, body mass index, visceral adipose tissue (body
composition)

» Total cholesterol, LDL, HDL, triglycerides
* Glucose, insulin, HOMA index

Benhelse:

* PINP 250H D-vitamin
* Bone mineral density

Kortisoleksponering:

* Hair cortisol concentrations, salivary cortisol day curves and in the urinary cortisol
metabolome

Sevnkvalitet:

» Actigraphy
» Sleep radar
» Sleep diary



Screening
Randomization

Medical history
Clinical examination
HRQoL questionnaires
Cognitive tests

PAI Blood tests
. . Hair sample
diagnosis
Visit 1-2
(31 days from
diagnosis)

Felsomhet Intern (gul)

Cortison —_—

Dose
assessment

Plenadren —

Visit 3

Phone
(at 7 days)

Clinical
examination
Blood tests

HRQoL-

questionnaires
Cognitive tests
Bone mineral
density

Visit 4

(at 4 weeks)

Clinical
examination
Blood tests

HRQoL -

questionnaires
Cognitive tests
Saliva sample

Vistt 5

(at 6 months)

Clinical examination
Blood tests
HRQoL -
questionnaires
Cognitive tests
Bone mineral density
sleep assessment
Saliva sample
Urine sample

—_—

—_—

Visit 6

(at 12 months)

End of
Study



Samtykke

* CORTAD samtykke oppbevares lokalt i studiepermen
* ROAS samtykke sendes sammen med CORTAD biobank prgver

Pasientperm lokalt skal inneholde:
e Signert CORTAD samtykke
* Harprgve
 Utskrift av rutine blodprgvesvar og bentetthetsmaling/kroppsammensetning
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Ugnsket hendelse

* Alle hendelser registreres i eCRF (EndoJournal)
* En hendelse per skjema

* AE (Adverse Events)

» SAE (Severe Adverse Events)
* Kriser, sykehusinnleggelse
* Rapportere alvorlige hendelser til sponsor (Sandra / Eystein), innen 1 dggn
* Vurdere om det er ssmmenheng med studielegemiddel (SUSAR)

* SUSAR = En hendelse som mgter kriteriene for «Serious Adverse Event» der arsakssammenheng med studielegemiddel
ikke kan utelukkes

Felsomhet Intern (gul)
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Haukeland universitetssjukehus

5021 Bergen

LABORATORIEKLINIKKEN

CORTAD-studien

Prgver som skal sendes til ROAS

Sett kryss ved rett besgk

(] Visitt 2 (ved baseline):

* 10 ml avpipettert serum og 2 x 6ml EDTA blod

[ visitt 5 (6 mnd. etter inklusjon):

* 5 ml avpipettert serum og 6ml EDTA blod

* 3 spyttprgver

[ visitt 6 (12 mnd. etter inklusjon):

* 5 ml avpipettert serum og 6ml EDTA blod

* 3 spyttprgver
* 5 mldggnurin:

Samlevolum (diurese):

ml prgvetakingsperiode:

NB! Viktig at serumprgvene sentrifugeres og avpipetteres fgr forsendelse
Husk & merke glass og rekvisisjon med navn og personnummer.

21A

Spyttprgvene tas: 1) fgr tablettinntak, 2) 1 time og 3) 4 timer etter tablettinntak.

Spyttprgvene MA merkes med klokkeslett!

Send prgvene til

Avdeling for medisinsk biokjemi og famakologi

Husebye v/ Endo spes.lab HUS
Haukeland universitetssjukehus
5021 Bergen

TR

Sendeprgver adresse:

ROAS / Endokrin forskningslab.

Avdeling for medisinsk biokjemi og farmakologi
v/ Eystein Husebye

Haukeland universitetssykehus

5021 Bergen




Status 25.10.24

* Inklusjon startet 10. august 2023

e 25 pas. inkludert
* 1 pas avsluttet studien fordi gnsket Plenadren

* 1 pas eksludert grunnet nydg. Ca.mammae
e Ca 5 pas takket nei

4 pas fullfgrt studien, inkludert
sgvnregistrering

Felsomhet Intern (gul)

Godkjente studiesentre:
(antall inklusjoner)

1.

OO NOLUL AW

HUS 3(4)

ous 4

Vestfold, Tensberg 1
VV Drammen 3
St.Olavs 3

AHUS 1

SI, Hamar 2

UNN 3

Stavanger 2

.Nord Trgndelag, Levanger 1
. @stfold, Moss 1

. Sprlandet, Kristiansand

. Fonna, Haugesund 1



Utfordringer salangt

* Bentetthetsmaling (visitt 4 — 1 maned etter inklusjon)

» Avklare hvem som tar Cortad-biobank prgver

* Lab krever avtale
 Studiesykepleier/sykepleier pa poliklinikken

* Noen manglende svar pa sp@rreskjema — minne pa ved samtalen!
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CORTAD-studien

Huskeliste

Visitt l-gc 31 dager fra diagnose)

=  Sipnert samtykke cppbevares | pacientperm lokalt, til studiesiute
=  Randomisering: Ring Sandra pd 47445641 for & f3 randomisert etter sipnert samtykke.
o Optimale daser
" Captiepp 12,5 + 6,25 + 6,25 mg
" Bleapgdpp i mg sl
= Bwinne i Fertil alder: Ta graviditetstest
= Endojournalf{asitesck: Visitt skjema L og 2 Fylles ut
o Registrere pasientens e-post ag informere am at pas B tikendt lenker 51 utfylling av
Ireskvalitetsskjema ag kagnitiv testing
=  Blodprove:
o Blodprgver analyseres lokalt: [, EVF, trombacytter, leukocoytter, farsibin, Hbale, Na,
K, Mg, frict-kalsium, greabpip, ALAT, ALP, total-kalesters], HDL kalesteral, LDL
kalesteral, trighyserid, ebabepip/B12 vitamin, kortsol, ACTH, {app. ahdesbime,
insulin, glukase, I50H vitamin D, TSH, FT4
o Capbad biabank, egen rekyvisisjon pd Captad-nettsiden {sendes il Haukeland)
= Hirprgwe tas. Teipes pd egnet skjema, oppbeyvares | pasientpermiaokalt til studiesiot
* Planlegge
o  telefontirme om 1 uke (visitt 3}
o Planlegge visitt 42 Lepetime, bentetthetemdling og blodprave (karticol 1 og 4 timer

atter margendose)
Visitt 3, telefon 7 dager etter inklusjan}
= Endajournal/{askbesce; Visitt skjema 3 fylles ut
m&iﬂ ﬂ-_[-ll wker atter inklusjon]
= Endojournalffasibesck: Wisitt skjema & fylles ut
= Bodprove: kortisal 1 time og 4 timer etter mongendase
= Bertetthetsmdling tas

m&iﬂ 5 15 mineder etter inklusjon

= Endojournalffasibesck: Visitt skjema 5 fylles ut
= Bodprove:

12.02. 2024
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o Blodprgver analyseres lokalt: [ DVF, trombacytter, leukeoyeter, farsibin, HbAle, Na,
E, Mg, fritt-kalsium, Ergaspip, ALAT, ALP, total-kalesterol, HDL kalesteral, LOL
kalestenal, trighyserid, kefbabepip/B12 vitamin, kortsol, ACTH, {egp. ahdosbeme.
insulin, glukase, I50H vitamin D, TSH, FT4
o Capad babank, egen rekvisisjon {sendes 81 Haukeland)
= Spyttprgee til kortisal x 3: Far morgendase, 1 time stter og 4 timer etter morgendase
{eendes til Maukeland, samme henvisning sam bl Captag biobank].
o Husk & merke alle tre spyttpraver med tidspunkt og dato, i tillege til pasientinfo.
= Informers pasienten am at blir kantaktet For sgenradar o akbigos-

Visitt b_{12 mdneder etter inklusjan)

=  Endojournalffaskbeack: Visitt skjema B fylles ut
= BModprave:
o Blodpraver analyseres lokalt: [, EVF, trombacytter, leukooytter, fageipie, Hbale, Na,
K, Mg, fritt-kalsium, greabpip, ALAT, ALP, total-kolestersl, HDL kalesteral, LDL
kalesteral, trighyserid, kababapip/B1D vitamin, kortsol, ACTH, fepip, ahcosbersas,
insulin, glukase, 250H vitamin D, TSH, FT4
o Caad biabank, egen rekvisisjon {sendes 61 Haukeland)
= Hirprese tas, Teipes pd sgnet skjema, oppbesares | pasientpermiokalt til studieslott
= Spyttprgee til kortizal x 3 F@r morgendase, 1 time etter og 4 Smer etter morgendase
fsendes Bl Haukeland)
=  Dpgnurin til kortsol {sendes Gl Haukeland §
Bartetthetsmdling

L

End of study

= Endojournalffasibesck: Wisitt shjema 7 fylles ut

Biwirkminger

= Alle bivirkninger registreres | Endojournal/fasssesck,
= Aheclige bivickmingar (inkl binyrekrse o innleggalcer) meldes G studisansvariig innen 248
fra hendelsen: Sandra Steintorsdattir mobil 47345641, Eystein Husehye mobil 29404788

Sendeprgver adresse:
ROAS S Endakrin Bagskoansslab.
Agdeling far medisinsk biokjemi og farmakolegi

Wy Eystein Husabye

Haukeland universitetsiybabus

12.02. 2024
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Alle studiedokumenter pa CORTAD-nettsiden:

C m ) https://www.helse-bergen.no/avdelinger/medisinsk-klinikk/seksjon-for-hormonsjukdommar/roas/studiedoku... Ay [} ¥ m = %
LOGG INN
° HELSE BERGEN HELSENORGE S@K Q_  MENY =
Haukeland universitetssjukehus
Framside Avdelingar Medisinsk klinikk Hormonsjukdommar
Registeret for organspesifikke autoimmune sykdommer ROAS Cortad-studien
Cortad-studien
Cortad eren nasjonal prospektiv registerbasert klinisk
legemiddelstudie som startet opp imars 2023.
Skann denne QR-koden for a apne studiepapirene til Cortad-studien:
[=] o [m]
'
https://www.helse-bergen.no/avdelinger/medisinsk-klinikk/seksjon-for- =] wLCy
1S

hormonsjukdommar/roas/studiedokumenter-cortad
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https://www.helse-bergen.no/avdelinger/medisinsk-klinikk/seksjon-for-hormonsjukdommar/roas/studiedokumenter-cortad
https://www.helse-bergen.no/avdelinger/medisinsk-klinikk/seksjon-for-hormonsjukdommar/roas/studiedokumenter-cortad

Honorar

* 30.000 per pasient

* Regionale sentre (Trondheim,
Tromsg, Oslo, Drammen) far
ekstra

 Utbetales nar gnsket

Felsomhet Intern (gul)

Faktura sendes til:

Helse Bergen HF
Regnskapsseksjonen
Postboks 1400

5021 Bergen
kostnad@helse-bergen.no

EHF: 0192:983974724

|0 til de ulike foretakene:

OUS: 1100470230

UNN: 1100470238

ST.OLAVS: 1100470241

SYKEHUSET VESTFOLD: 1100470253
SYKEHUSET INNLANDET: 1100470255
AKERSHUS UNIVERSITETSSYKEHUS: 1100470263
HELSE NORD- TRONDELAG: 1100470301
VESTRE VIKEN: 1100470295

Helse Stavanger: 1100524146
Sykehuset @stfold: 1100524427
Sykehuset Sgrlandet: 1100524431
Helse Fonna: 1100524461

Helse Mgre og Romsdal: 1100524456



mailto:kostnad@helse-bergen.no

Kontaktinformasjon

Sandra Steintorsdottir
sandra.dis.steintorsdottir@helse-bergen.no
Mobil 474 45 641

Felsomhet Intern (gul)
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Utenom rutine

* Blodprgve: Insulin, aldosteron (visitt 1, 5 og 6) -lokalt

* Blodprgve kortison: 1 og 4 timer etter tabl (visitt 4) - lokalt

* Harprgve (visitt 2 og 6) — oppbevares lokalt

* Bentetthetsmaling med kroppssammensetning (visitt 4 og 6) — lokalt

e Cortad biobank (visitt 2, 5 og 6) — sendes Haukeland
* Spytt: For tabl, 1 og 4 timer etter tabl (visitt 5 og 6) — sendes Haukeland

* D@gnurin (visitt 6) — sendes Haukeland

Felsomhet Intern (gul)
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