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V domir-na zaman-kima Ferrik
Karboksimaltoz vae naya asasan verak?

 Damir ¢atismazhg va UC-da 6nami

* Niya oral yox mahz IV domir?

 Noyo asasan verak ?

* No zaman-kima-neca Ferrik karboksimaltoz verak?

e Evo gotlrulacak mesajlar...



Damir catismazligl va UC-da 6nami

e Mutlag DC -Damir depolari bosdur (Ferritin< 30 ng/mL)
* Funksiyonal DC - Damir var lakin mobilizasiya olabilmir.(Ferritin —TSAT)
e ESC— MDC ferritin <100 ng/mL ,FDC ferritin 100-299 ng/mL, TSAT< 20%

e DC torifi Gcln yetarli deyil !l (Se %82 Sp %72)



TSAT <%20 ve serum damiri <13 umol/L olanlarda UC
fenotipindan asili olmadan mortalite yuksakdir...

CENTRAL ILLUSTRATION: Prevalence and Prognosis of ID Using Different
Criteria
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Masini, G. et al. J Am Coll Cardiol. 2022;79(4):341-351.
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Damir catismazligl va UC-da dnami

e Kaskin UC- % 65-73 , Xroniki UC- % 24-65 rast galinir.

e UC olan yasli, gadin, diyabetik, XBC, NYHA 11I-1V, BNP va CRP yiiksak

gruplarda daha six

e UC-da damir catismazhginin sabablari coxdur.

Reduced iron absorption

* Intestinal dysfunction (e.g. edema,
hypoperfusion and downregulation of
HIF-2q)
= Increased hepcidin levels (
inflammation or genetic factos such
as TMPRSS6 mutations)

* Hypochlorhydria and increased pH (
e.g. PPis and atrophic gastritis)

« Concomitant consumption of
inhibitors of iron
absorption (e.g, calcium or tea)

+ Dysbiosis ?

(3) Higher pH
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Increased iron loss

~Gastrointestinal bleeding ( e.g. colon
cancer, gastric ulcers, polyps ,
hookworms, diverticulosis, esophagitis
and use of medications such as
anticoagulants and antiplatelets)
+ Bleeding from other locations (e.g.
urinary bleeding) ?

¢ ;
Diverticula

.
Colon cancer

Reduced iron intake

+ Inadequate nutritional iron intake due to malnutrition

« Inadequate dietary iron content due to low iron
bioavailability (e.g. vegetarian diet)

Myocardial iron deficiecny
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Bas DC, UC xastalarinda naya sabab olur?
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e Anemiya olsun vaya olmasin DC olan UC-da mortalita 4 dafa artmisdir.



Niya oral yox mahz IV demir?

e Polifarmasi-onsuzda icilon coxlu darmanlar demir preperatlarindan
istifadani ¢atinlasdirir.

* Intestinal 6dem, isemiya darmaninin amilimini azaldir.

e Suratli deyil!l! Ortalama damir replasman dozu UC olan xasta tGiciin 1000
mg,ancaqg oral demirin biyoyararlaniminin %5-10 odugunu nazars alsaq,
glnlik tolere edilon 100-200 mg oral demir an yaxsi halda 50 giin an pis
halda 200 gun verilmalidir.

e Damirin oral verildiyi IRONOUT-HF calismasinda birincili va ikincili
sonlanim nogtalarinda yaxsilasma goérulmamisdir.



@ ESC

European Society

of Cardiology

Recommendations for the management of anaemia and iron deficiency in patients with heart failure

Noayo asason verak ?

s

Recommendations

Itis recommended that all patients with HF be periodically screened for
anaemia and iron deficiency with a full blood count, serum ferritin con-
centration and TSAT.

Intravenous iron supplementation with ferric carboxymaltose should be
considered in symptomatic patients with LVEF <45% and iron deficiency,
defined as serum ferritin <100 ng/mL or serum ferritin 100-299 ng/mL
with TSAT <20%, to alleviate HF symptoms, improve exercise capacity
and QOL.

Management of Anemia or Iron Deficiency

1. In patients with HErEF and iron deficiency with or without anemia,
intravenous iron replacement is reasonable to improve functional
status and QOL.

2. In patients with HF and anemia, erythropoietin-stimulating agents

23

Intravenous iron supplementation with ferric carboxymaltose should be
considered in symptomatic HF patients recently hospitalized for HF and
with LVEF <50% and iron deficiency, defined as serum ferritin <100 ng/

mL or serum ferritin 100-299 ng/mL with TSAT <20%, to reduce the risk

of HF hospitalization.

should not be used to improve morbidity and mortality.

HF = heart failure; LVEF = left ventricular ejection fraction; QOL = quality of life; TSAT = transferrin saturation.

#Class of recommendation. "Level of evidence.



Noayo asasan verak ?

CALISMALAR PARAMETROLOR
* FAIR-HF e UC simptomlari- NYHA I-IV
e CONFIRM HF e Fiziki aktivlik gab- 6MYT,Pvo2
e EFFECT HF * QOL- KCCQ,EQ-5D,PGA,MLHFQ

e AFFIRM-AHF e UC-ya bagli hospitalizasiya



Noyo asasan verak ?

FCM: Summary of Clinical Evidence

Trial FAIR-HFI2]
N 459
NYHA FC lI-111; LVEF < 40%;

Population Hgb 9.5 g/dL to 13.5 g/dL

FCM 200 mg until

Ry normalized iron status®*
Study
T 24 weeks

W NYHA FC; An PGA;
Results 2 6MWT; 4 EQ-5D;

A KCCQ

CONFIRM-HFIbI

304

NYHA FC lI-11l; LVEF =< 45%; Hgb
< 15 g/dL; NT-prop > 400
pg/mL or BNP > 100 pg/mL

FCM 500 mg to 2000 mg at
baseline and after 6 weeks;
subsequently, 500 mg every 12
week if still with ID

52 weeks

A 6MWT; ¥ NYHA FC;
N PGA; N EQ-5D; W HHFT

EFFECT-HFIC]
172

NYHA FC I1-111; LVEF = 45%; VO,
max 10 mL/kg/min to 20
mL/kg/min; Hgb < 15 g/dL; NT-
proBNP > 400 pg/mL or BNP >
100 pg/mL

FCM 500 mg to 2000 mg at
baseline and after 6 and 12
weeks if still with ID

24 weeks
Peak VO, maintained;

¥ NYHA FC;
A PGA

*After iron normalization, 200 mg once every 4 weeks; TNot a predefined endpoint.
a. Anker SD, et al. N Engl J Med. 2009;361: 2436-2348; b. Ponikowski P, et al. Eur Heart J. 2015;36:657-668.
c. van Veldhuisen DJ, et al. Circufation. 2017;136:1374-1383.



1132(567/565) xasta

Kaskin UC sababi ila hospitalizasiya
Kliniki stabillasmis va eva gondarilmaya hazir

Serum ferritin <100 ng/ml vaya serum ferritin
100-299 ng/ml va transferrin saturasiyasi <20%

(LVEF) <50%

Primary outcome- 52.5% FCM /67.6% PBO

(p = 0.059).

Secondary outcome-THFh 48.9% FCM/ 53.5%

PBO
(p=0.013)

AFFIRM-AHF

European journal of

Heart Failure

Higher rate of HF hospitalisations and CV deaths in

ischaemic vs non-ischaemic HF subgroups
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Lower risk of HF hospitalisations and CV deaths at week 52 with
FCM vs placebo in ischaemic but not non-ischaemic HF subgroup
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Non-ischaemic ———
Total HFh* lchaeric __ SEESESE 0.038
Non-ischagmic ——
Time tofirst HFhor _Ischaemic ——! 01
CV death’ Non-ischasmic —— )
Days lostduete _lschaemic ——i

HFhand CV death’  Non-ischaemic ——

f T 1

0.3

J
RR* or HR" (95% Cl)
Better with FCM

Greater improvement in Qol at week 24 with
FCM vs placebo irrespective of HF subgroup
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Difference in adjusted mean change vs baseline {95% CI) aetiology in FCM efficacy.




Na zaman-kima-neca Ferrik karboksimaltoz verak?

[ Semptomatik DEF-KY

Tam kan sayimi

Serum ferritini, TSAT

. . D i ksikligi Yol . il N ik D i ksikligi® . i (D = ksikligi K)
Hb: Erkek =>13 g/dL, Kadin >12 g/dL Ferritin <100 ug/L veya Hb: Erkek <13 g/dL, HB: Kadin <12 g/dL
Ferritin =>100 pug/L ve TSAT >%20 Ferritin 100-299 ug/L. ve TSAT <%20 Ferritin =100 pug/L ve TSAT =>%20
Tetkikleri tekrarlayin: Diger anemi nedenlerinin
NYHA /1l - Senede bir 1V demir (tercihen FKM)? gozden gecirilmesi
NYHA IV - 6 ayda bir Hematoloji Konsiltasyonu

CONFIRM-HF Protokoliif=2!
Tedavi Donemi

Kilosu =70 kg =70 kg Toamuoa

Hgb <10 g/dL =10 g/dL <10 g/dL =10 g/dL >14 - <15 g/dL?
Hafta O 1000 mg 1000 mg 1000 mg 1000 mg 500 mg

Hafta 6 500 mg Yok 1000 mg 500 mg Yok

idame Do6nemi
Hafta 12, 500 mg (eger serum ferritini <100 wg/L veya serum ferritini
24, 36° 100—300 wg/L ve TSAT <%20 ise)

Hedef: Ferritin =100 yg/L ve TSAT =%20 Hb <7 g/dL — Transfazyon
Tetkikleri tekrarlayin: 3 ayda bir Hb =7 g/dL — Nedene yonelik tedavi




Ferrik Karboksimaltozaninin vicudumuzda sayahati....







DIQQIT!!!

* Hipersensitivita reaksiyalari olabilma ehtimalina garsi infuziya ve sonrasindaki 30 daq icinda xastani
monitoriza et!

* Kliniki calismalarda %0.1 ciddi anafilaktik reaksiyalar bildirilib.
e Urakbulanma %7.2

* Hipertenziya %3.8

* Quzariqliq % 3.6

e Hipofosfatemiya %2.1

e Basgicallanma %2.0
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IRONMAN

2016-2021 ci illar 70 fargli markaz

Yasi 218 (LVEF) £45% (son iki il)

New York Heart Association (NYHA) class [I-I1V

Transferin saturasiyasi <20% vaya ferritin <100 pg/L

(NT-proBNP) (ng/L) >250 if sinus ritmi/>1,000 AF

The Lancet 2022 4002199-2209DOI: (10.1016/S0140-6736(22)02083-9)

1869 patients consented and assessed for eligibility

I

A 4

732 ineligible before random assignment
1ontransplant list randomly assigned in error

1137 validly randomly assigned

v

569 assigned to ferric derisomaltose and
included in efficacy analysis
559 included in safety analyses
10 never dosed with ferric
derisomaltose

12 withdrew from study
P 184 died
5 lost to follow-up

A

368 completed study alive

Y

568 assigned to usual care and included
in efficacy analysis
568 included in safety analyses

7 withdrew from study
p| 193 died
6 lost to follow-up

v

362 completed study alive




IRONMAN

A B
709 RR=0.82(95%Cl 0-66-1.02); p=0-070 RR=0-80 (95% C1 0-62-1.03); p=0-085
* The primary outcome, cardiovascular death or HF 601 .
hospitalization, for ferric derisomaltose vs. usual care, was: . i
22.4 vs. 27.5 events/100 patient-years (p = 0.07) I |
e Primary outcome when censored September 2020 due to £ . l
COVID-19: relative risk 0.76, 95% confidence interval 0.58- 107 T fomedertsomaliose 1
1-00 (p = 0.047) 0 T I T 1 I T T 1
0 1 2 3 4 4] 1 2 3 4
MNumber at risk

Ferric derisomaltose 569 485 405 237 86 569 485 405 237 86
Usual care 568 483 406 227 87 568 482 405 227 87

C D

* Secondary outcomes 1005, HROBSGSHAOGAI0NPOT 3, HR-0B(954CI065-100:p-00s
60 4
* HF hospitalization: 16.7 vs. 20.9/100 patient-years (p = 0.085) z ] ]
e Cardiovascular death: 21% vs. 24% (p = 0.23) £ s |

=

e EQ-5D at 4 months, least-squares mean: 63.2 vs. 63.0 (p = £ 1
0.88) £ ] _
104 .

* Minnesota Living With Heart Failure questionnaire at 4 . | | | | | | | |

months: 36.9 vs. 40.2 (p = 0.05) o 1 2z 3 & o 1 1 3 i

i Number at risk Time from randomisation (years) Time from randomisation (years)
* A”_Cause mortallty: 32% VS. 34% (p = 0'64) Ferric derisomaltose 569 488 407 239 87 569 431 336 194 61

Usval care 568 484 407 229 90 568 418 328 176 67
o . . . . . . o o _

HOSpItallzatlon due to InfeCtlon' 117A) Vs. 1426 (p 016) A) Cumulative events for the primary efficacy end point (all hospital admissions for heart failure and cardiovascular death). (B) Cumulative
events for all hospital admissions for heart failure. Both A and B show recurrent events plotted in the form of mean frequency functions. (C)
Rate of cardiovascular death. (D) Rate of hospital admission for heart failure, stroke or myocardial infarction, or cardiovascular death (first
events). Both C and D show cumulative incidence functions, correcting for the competing risk of non-cardiovascular death. The HRs (with
The Lancet 2022 4002199-2209D0Ol: (]_O_]_0]_6/50140_6736(22)02083_9) 95% Cls) and RRs (with 95% Cls) were adjusted for the baseline stratification variable of recruitment context (in hospital for heart failure,

recent hospital admission for heart failure [within 6 months], or with elevated natriuretic peptide level). HR=hazard ratio. RR=rate ratio.



Evo gbturulacak mesajlar...

* 9n ¢ox gorulan nutrisiyonal defisit ils an mortal va yayilmig
xastaliklardan UC barabar- Sadaca hemogram bas elomir!

* DC diagnozu goymag ham asan ham da ¢atindir. (Serum demir hepsidin
sTFR)

e Digar UC mualicalarindan fargli olaraq Urayin rezervini artirmaga
yonalan mualicadir va uzun donamda xastoxanaya yatislari azaldaraq
saglig sistemi Gcln cost efektivdir.

e Yena do ESC HF 2023 guideline gozlomaliyik..
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