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Disposition

* Vad ar grundorsaken till CF

 Vilka behandlingar och vilka resultat hade vi
Innan nya lakemedel (CFTR modulatorer)

« Hur fungerar de nya lakemedlena

 Hur har det paverkat patienten och
behandlingen

 Framtiden
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CFTR Gene
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Classic cystic fibrosis
(no functional CFTR protein)

Chronic sinusitis -

Severe chronic bacternial
infection of airways

Severe hepatobiliary
disease (5-10% of cases)

!’ancrea}nc exocrine —__
insufficiency

Meconium ileus at birth

(15-20% of cases) —__

Sweat chloride value
usually 90-110 mmol/liter;
sometimes 60-90 mmol/liter

Classic and Nonclassic Cystic Fibrosis

\

p o 23 Adequate pancreatic
/ = ___exocrine function {usually);
' ,lt//,_’f“"’ pancreatitis (5-20% of cases)

Nonclassic cystic fibrosis
{(some functional CFTR protein,
providing survival advantage)

Chronic sinusitis

Chronic bactenial
infection of airways

i // (later onset, but variable)
R._ /

»

Sweat chloride value usually
60-90 mmol/liter; sometimes
normal (<40 mmol/liter)

Obstructive azoospermia

Obstructive azoospermia
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Olika typer av mutationsklasser

, I, lll (severe)

Pancreatic Insufficiency
Risk of:

Meconium ileus,
DIOS

CFRD

Severe hepatobiliary
disease

IV, V (mild)
Pancreatic Sufficiency
Risk of:

Acute, recurrent
pancreatltls

Chronic pancreatitis

PI—' h C & h 101 CI1S 1\ a AQ d({G vy UNIVERSITY O.I:GOTHENBURG
Adapted from Hospital Practice, 1997
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Behandling av pankreasinsufficiens

Pankreasenzymer
FettlGsliga vitaminer (ffa ADE)
Fettrik kost (40%)
120% RDA energi
Vid daligviktuppgang- PEG

The Sahlgrenska Academy
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Forlust av lungfunktion uttryckt som FEV1.0 (%)

100%

H

30%

-3%/ar -2 %l/ar | | -1 %/ar

25 ar 40 ar 75 ar
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Lungbehandling

« Antiinflammatoriska

Perorala steroider

 Slemldsande
Pulmozyme (rhDNAse)

Aterskapa Airway surface liquid, l6sa slem
Hyperton koksalt 3-7%

C Nurmal ) CF_

ﬁ“ //r‘ﬁ

ok N |

4_,-,-- %
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Mannitol
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Lungbehandling, forts

 Antibiotika ffa mot St.aureus, HI, Pseudomonas
aeruginosa, Stentrophomonas maltophilia, Burkholderia

cepacia, Mycobacterium abscessus (oralt, intravenost,
Inhalation)

« EXx inhalation: tobramycin, colistin, azactam

« EX Iv: tobramycin, ceftazidim, pipere n
meropenem. Alltid tva iv antibiotika. %
oftast I hemmet

The Sahlgrenska Acadenyy
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Normal behandlingsdag for vuxen

« |nhalation hyperton koksalt, Pulmozyme morgon och
kvall samt andningsgymnastik (slemmaobilisering) 2
timmar

 Tabletter morgon och kvall (5-10 st)
« Pankreasenzymer till varje maltid (2-8/gang)
» |nhalation antibiotika morgon och kvall

« |v antibiotika 10-60 dagar per ar
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Ovriga vanliga komplikationer

Diabetes mellitus (25- 30% vid 30 ars alder)
*Kronisk sinuit — FESS operation

*DIOS- distalt intestinalt obstruktivt syndrome
*Pancreatit

Levercirrhos med portal hypertension
— ca 2-3% svar leversjukdom

— Levertransplantation
The Sahlgrenska Acadenyy




Aktuell och uppskattad overlevnad av 4 olika
fodelsekohorter | den svenska CF-populationen

Survival rate o estimates start
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FOorvantad overlevnad over tid

Median Predicted Survival Age, 1989-2020 In Five Year Increments

Median Predicted Survival Age (Years)
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Olika typer av mutationsklasser

Kalydeco

Calli
., - ——_ Sverige . o |, ||, 1 (severe)

Pancreatic Insufficiency

Risk of:

Meconium ileus,
DIOS

CFRD

Severe hepatobiliary
disease

IV, V (mild)
Pancreatic Sufficiency
Risk of:

Acute, recurrent
pancreatltls

Chronic pancreatitis

PI—' h C & h 1 0 I CI1S 1\ a A C d({G vy UNIVERSITY O-.FWGOTHENBURG

Adapted from Hospital Practice, 1997



Vad gor de nya lakemedlena?

« Svettkortel * Lunga/luftvagar
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Change in Sweat Chloride

(mmol/liter)

Patienter med mutation G551D och andra gatingmutationer, (’potentiator”)
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Behandlingseffekt av ivacaftor (Kalydeco)

Ivacaftor
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Sweat Chloride
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Olika typer av mutationsklasser

Kaftrio
Orkambi

Kalydeco

l, 1, Il (severe)

Pancreatic Insufficiency

Risk of:

Meconium ileus,
DIOS

CFRD

Severe hepatobiliary
disease

IV, V (mild)
Pancreatic Sufficiency
Risk of:

Acute, recurrent
pancreatltls

Chronic pancreatitis

PI—' h C & h 1 0 I CI1S 1\ a A C d({G vy UNIVERSITY O-.FWGOTHENBURG

Adapted from Hospital Practice, 1997
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Articles

Efficacy and safety of the elexacaftor plus
tezacaftor plus ivacaftor combination
regimen in people with cystic fibrosis
homozygous for the F508del mutation: a
double-blind, randomised, phase 3 trial

Ca 50 %
av alla

Prof Harry G M Heiljerman MD 3 2 &, Edward F McKone MD 2%, Damian G Downey MD &, Eva
Van Braeckel MD ¢ Steven M Rowe MD €, Elizabeth Tullis MD T, Marcus A Mall MD & ™1 _John J
Welter MD ! Bonnie W Ramsey MD ¥, Charlotte M McKee MD !, Gautham Marigowda MD !
Samuel M Moskowitz MD | David Waltz MD ' Patrick R Sosnay MD |, Christopher Simard MD ',
Neil Ahluwalia MD ', Fengjuan Xuan PhD ' Yaohua Zhang PhD ' ... Christof Majoor

ORIGINAL ARTICLE

Elexacaftor-Tezacaftor—Ivacaftor for Cystic Fibrosis with a Single Phe508del
Allele

Peter G. Middleton, M.D., Marcus A. Mall, M.D., Pavel Dfevinek, M.D., Larry C. Lands, M.D., Edward F. McKone, M.D., Deepika Polineni, M.D., Bonnie
W. Ramsey, M.D., Jennifer L. Taylor-Cousar, M.D., Elizabeth Tullis, M.D., Frangois Vermeulen, M.D., Gautham Marigowda, M.D., Charlotte M. McKee,
M.D., et al., for the VX17-445102 Study Group®

Ca 35 % av alla
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A 194 —e— Elexacaftor plus tezacaftor plus ivacaftor
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Absolute Change from Baseline in Sweat Chloride
Concentration and CFQ-R Respiratory Domain Score

A Sweat Chloride Concentration, According to Visit
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T

Absolute Change from Baseline in Percentage of

Predicted FEV, and Rate of Pulmonary Exacerbations

A Percentage of Predicted FEV,, According to Visit

Elexacaftor-tezacaftor-ivacaftor

B Individual Responses with Respect to Percentage
of Predicted FEV,
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0.8 Rate ratio,
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Rate ratio, Rate ratio,
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0.07

Pulmonary Exacerbations Treated
with Intravenous Antibiotics

Pulmonary Exacerbations
Leading to Hospitalization
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Pojke 21 ar, dF508/dF508, kronisk P aeruginosa

Mitvirden @ FEV1 Forvantat Procent @ FVC Férvantat Procent @ FEV1/FVC Férvantat Procent @ FEF2575 Forvantat Procent LCI SF6 @DLCIN2 LCIGenia l&nkarit Mer information
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Pojke 21 ar, dF508/dF508, kronisk P aeruginosa
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Hur ser det ut pa sikt?

e Lat oss titta pa USA siffror som kunnat
behandla med CFTRmodulatorer sedan
december 2019

The Sahlgrenska Academyy ™ | 7 T e s F GOTHENBURG



Median Nutritional OQutcomes Percentiles

Nutrition

for Individuals 2 to 19 Years, 2001-2021

Percentile

—EMi

L 05
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13
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Median BEMI Values for Adults 20 Years
and Older, 2001-2021
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Women

13 17 21
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Lungfu

Median FEV, Percent Predicted, by Age and Birth Cohort
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nktion

Median FEV, Percent Predicted in 18-Year-Olds, 1991-2021

%

B FEV, Severe (<40%) FEV, Moderate (40% to 6%%) B FEV, Mild (70% to 89%) FEV, Mormal (=20%)
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Mortalitet

Median Predicted Survival Age, 1990-2021 In Five Year Increments Annual Mortality Rate (per 100 people with CF), 1986-2021
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Lungtransplantation

Lung Transplant Distribution in People with CF Seen in 2021

Mumber of Individuals Receiving a Lung Transplant, 1994-2021
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Graviditeter

Number of Pregnancies in Women 14 to 45 Years with CF, 2011-2021
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Framtid

Overlevnad och lungfunktion Komplikationer
Normal lungfunktion? Diabetes mellitus?
Narma sig normal 6verlevnad? Grav leversjukdom?

Skillnad pa barn med lite lungskada  Allergisk aspergillos?
och vuxna med mycket lungskada

Sinuiter?

FOrebygga pankreasinsufficiens?

The Sahlgrenska Academy UNIVERSITY ;'I:"C:OTHENBURG



Barn med gating mutationer 1-2 ar vid start av
behandling med ivacaftor
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Barn med gating mutationer 2-5 ar vid start av
behandling med ivacaftor
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