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Rationale & Objective: Iron-deficiency anemia is
common in patients with chronic kidney disease
(CKD) not requiring kidney replacement therapy
(KRT). We evaluated effects of oral iron replace-
ment therapy with ferric maltol in these patients.

Study Design: Phase 3, double-blind, randomized,
placebo-controlled trial (AEGIS-CKD) and open-
label extension.

Setting & Participants: Adults with stage 3 or 4
CKD and iron-deficiency anemia at 30 US
centers.

Intervention: Oral ferric maltol at 30 mg or pla-
cebo twice daily for 16 weeks (2:1 randomiza-
tion) followed by ferric maltol at 30 mg twice daily
for up to 36 weeks (all patients).

Outcome: Change from baseline in hemoglobin
(primary end point at week 16), ferritin, transferrin
saturation, and serum iron; safety.

Results: 167 patients were randomized (ferric
maltol, n=111; placebo, n =56). At week 16,
hemoglobin had increased significantly with ferric
maltol versus placebo (least-squares mean dif-
ference: 0.5+ 0.2 [SE] g/dL; 95% CI, 0.1-0.9;
P=0.01). Ferritin, transferrin saturation, and
serum iron increased with ferric maltol but
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declined with placebo (all P < 0.05). Hemoglobin
levels were sustained up to week 52 in patients
continuing ferric maltol and increased in patients
switching from placebo to ferric maltol. The most
frequent adverse events were gastrointestinal
(randomized phase: 41% vs 30% [ferric maltol vs
placebo]; open-label phase: 56% vs 46%,
respectively). Adverse events led to treatment
withdrawal in 7 patients (6%) receiving ferric
maltol and 5 patients (9%) receiving placebo
during double-blind treatment, and 11 patients
(9%) during the open-label extension.

Limitations: Heterogeneity in baseline ferritin
levels; high proportion of female participants;
single-arm open-label extension.

Conclusions: Ferric maltol was associated with
statistically significant (week 16) and sustained
(up to week 52) increases in hemoglobin and iron
indices in patients with CKD and iron deficiency,
and was well tolerated during treatment for up to
52 weeks.

Funding: Funded by Shield Therapeutics (UK)
Ltd.

Trial Registration: Registered at Clinical-
Trials.gov with study number NCT02968368.



BBegeHue (Introduction)

[Mpobnema:

AHeMus aBnsieTcsa odLen YepTon
XPOHMNYECKOWN DOE3HN NOYEK.

AHeMus CTaHOBUTCS Bce bonee
pacnpocTpaHEeHHbIM N TSXKENbIM
OCNOXXHEHMNEM, CHXKAIOLLMM (PYHKLINIO MOYEK.
[MauuneHTbl ¢ XbI1, He HyXpatowmecsa B
3amMecTuTenibHon nodedHoun tepanum (311T),
4acToO MMEIT OTpULATErNbHbIN BanaHc
Xenesa, 0 YeM CBUAOETENLCTBYET CHUXKEHME
CbIBOPOTOYHOro peppuUTnHa, HU3KNE
KOHLIEHTPALUWN XKernes3a N CHUXEHNE
KoadpdunumeHTa HacbILLeHUd
TpaHcdeppUHOM.

Bbibop npenapaTta B nonb3y MansTona
xenesa.

nemia is a common feature of chronic kidney disease

(CKD), becoming more prevalent and severe with
decreasing kidney function.’ = Patients with CKD not
requiring kidney replacement therapy (KRT) are
frequently in negative iron balance, indicated by a decrease
in serum ferritin, low iron concentrations, and reduced
transferrin saturation (TSAT).

In patients with iron-deficiency anemia, oral or intra-
venous (IV) iron-replacement therapies are used to
replenish iron stores and correct anemia. IV iron is used
when oral agents are ineffective or not tolerated or when
the iron deficiency greatly exceeds what can be delivered
with oral preparations.”*” However, IV administration may
be limited by venous access problems, injection site re-
actions, and, rarely, anaphylaxis. """ Oral ferrous (Fe")
compounds are readily available and widely used, but the
iron in these preparations tends to be poorly and variably
absorbed.” Absorption occurs in the gastrointestinal tract
only after the ferrous ion molecules have dissociated from
the salts to which they were ionically bound for delivery,
but dissociated ferrous ions are strongly attracted to one
another and bind together to form clumps, limiting
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absorption. © Unabsorbed iron interacts with naturally
occurring intestinal hydrogen peroxide to form reactive
hydroxyl radicals, which may lead to mucosal irritation or
damage."'
associated with gastrointestinal adverse events such as
nausea, epigastric discomfort, and constipation, which can
limit tolerance and reduce adherence.”””*""*'” Ferric (Fe*")
salts are also available, including ferric citrate, which is
approved for the treatment of iron-deficiency anemia in
patients with CKD without KRT, and ferric maltol, which is
approved for the treatment of iron-deficiency anemia in
adults.

Ferric maltol is a complex of ferric iron and maltol (3-
hydroxy-2-methyl-4-pyrone), a naturally occurring sugar
derivative found in many food products, which is stable at
physiologic pH."” The complex remains strongly chelated
in the intestinal lumen until the point of absorption, when

As a result, oral ferrous compounds are

the greater affinity of iron for the iron transport receptor
on the surface of luminal enterocytes promotes dissocia-
tion from maltol.' """ Thus, there is no free iron in the gut
to generate hydroxyl radicals, minimizing the risk of
gastrointestinal toxicity.”” "’ Uptake of iron from ferric

maltol is saturable and dependent on the expression of iron
transport receptors.”’



’ [1n3anH nccnegoBaHUs

MHoroueHTpoBOEe OBOMHOE Crenoe paHaoMMN3NpoBaHHOE
nrauebo-KOHTPONMMpyemMoe nccriegosaHune, nposegeHHoe B 30
LeHTpax B CoeanHeHHbIX LUTatax AMepuku



’ [TauneHTbl (KpUTEPUU BKIMIOYEHNS)

* B uccnegosaHu yyacteoBanu naymMeHTbl He MOnoXe 18 rneT, KoTopkle
nvenun XbI1 co ckopocTbio knydbouvkoson punsrpaunm (CK®) ot 1500 <60
MI/MWUH/1,73 M2.

* [launeHThbI C XenesogedPULMTHON aHEMUEN, ANArHOCTUPOBAHHOWU B
COOTBETCTBUM C pekoMeHaaumamm pykosoactea KDOQJ:

C KOHLIeHTpaunen remornobuHa ot 8,0 0o <11,0 r/an

2. (PeppUTUHOM MeHee 250 HI/MI C KOOMPULIMEHTOM HaCbILLEHUS
TpaHcdeppuHa MeHee 25%,

3. ®epputnHOM MmeHee 500 Hr/mMn ¢ KO3 PULMEHTOM HaCbILLEHNS
TpaHcdeppmHa MeHee 15%



[launeHTbl (KpuTepun 5
NCKIMOYEeHNA/HEeBKNOYEHNA)
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Kputepun ncknroveHus:
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[TaymeHTbl C Apyrumun dpopmamm aHeMmnm

|(_|aLl,;/IeHTbI HeOaBHO MoJiydaBsLUNe ,EI,O6aBKI/I XKesJe3a, CTUMYIIATOPbI SPpUTPONO33a
ESA

[TauneHTbl Nnocre nepenmBaHns KpoBu
[TauneHTbl nocre nepecagku noYKku

[auneHTbl, KOTOPbIM BEPOSATHO NOTPebyeTcs Ananms npm CKPUHUHIE U BO BPEMS
nccrengoBaHug.

[TauneHTbl C HapyLweHneM PYHKLUMN NevYeHu

[TaymeHTbl C KNMMHUYECKN 3HaYMMbIM eduumMToMm BuTammnHa B12 nnun goonmnesou
KWCNOThI

[TauneHTbl C conyTCTBYHOLMM 3aboneBaHneM, KOTOPOE MOXET NOBMUATL HA
6e3onacHOCTb NI 3 MPEKTUBHOCTL NCCeayeMOro npenapara (BKrovas
HapyLeHUa CBEPTLIBAEMOCTMU KPOBM NN peLnamBupytoLLne XenyaodHo-KULEYHbIe
KPOBOTEYEHUS)

MauneHTbl, KOTopbIM TPEBYETCA XMPYpruyeckoe BMeLLaTenbCTBO(CBA3aHHOE CO



' da3bl U BMeLlaTenbCTBO ¢
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* iccnegoBaHme COCTOANO U3 doasbl 4BOMHOIO CENoro neyeHua u
OTKPbLITOWN dpa3sbl.

* 167 B3pOCNbIX ObIN pasgenexsl Ha ABe rpynnbl

. MaumeHTbl NnepBoN rpynnbl Nony4anu npenapart ManbTos Xenesa no
30 Mr aBa pas3a B [IEHb.

Il.  BTopas rpynna nony4ana nnauebo

« Obe rpynnbl NPMHUManNM Kancysbl ABa pa3a B JeHb B Te4eHne 16
Henensb.

* Bcem naumeHTam, 3aBepLUMBLUMM 16 HeaenbHY0 dpa3y ABOUHOrO
CIIEnNnoro neyeHus, Obln NpeanoXeH ManesTon Xeresa no 30 Mr aea
pas3a B ieHb B TedeHue criegyrowmnx 36 Heaenb, AN OLEeHKU
OONTTOCPOYHbIX 3P EKTOB fIe4YeHuUs.



PekomeHaauuu no npuemy i

CEYEHOBCKUY YHUBEPCUTET
AVK O JKU3HU

* [TayneHTam ObINo NpeanMcaHo NPUHKUMAaTL Kancyrbl C BOAOW YTPOM nepen
3aBTPakoM 1 BE4EPOM HeNnocpeacTBEHHO Nepea CHOM HaTOLAK, YTOObI
MaKCUMKN3NpoBaTb OMOAOCTYMHOCTb

« dapmakornormyeckme nccrnegoBaHusa nokasanu, Yto abcopbumsa mansrona
)Xenesa Bbllle B 5 pa3 npu Npueme HaToLlak, YeM rnocne efbl.

* JleueHne MOXKeT ObITb NPEPBAHO NPU Pa3BUTUN HEXENATENbHbIX ABNEHUN,
KOTOpble He CBsA3aHbl C NPUeMOM fpenapaTta 1 Bo30OHOBMNEHO Nocre UX
paspeLLeHus.

e [aumeHTbl, NpeKkpaTMBLUNE TEpPanuIo U3-3a HeXXenaTeSTbHbIX ABNEHNN,
CBAA3aHHbIX C UCCIeayeMbIM NpenapaTtomM, He MOrfv BO3OOHOBUTL NpUeM
npenapara.

* B cOOTBETCTBMM C NPOTOKONOM NMaLueHTam He paspeLlanock nepennBaHue
KPOBU, MPUEM CTUMYSIATOPOB SPUTPONO3TUHA, BHYTPUBEHHOE NN
nepoparibHoe enes3o AnA Ne4YeHns aHeMnn Bo BpEMS UCMbITAHUS, KPOME
Marbrona »ernesa.



| lepBUYHaA N BTOPUYHbIE KOHEYHbIE g
T O L‘I K I/I !

1. I'IevamHa;l KOHe4YHadA TOYKa - "SMEHEHUNE YPOBHHA remMornobunHa ot UCXOQHOro
YPOBHA B Te4eHune 16-Tu Heagenb B ITT-nonyndaunm

2. BTOpI/I‘-IHbIe KOHEYHbIE TOYKW:

* Hncno naumneHToB, ¥ KOTOPbIX YPOBEHb reMorniobuHa yBennyurnca He MeHee, Yem Ha
1r/on v He meHee 2 1/an K 16-n Hepene;

Uncno nauneHToB, KOTOpble AOCTUMMM KOHLEHTpauun remornobmnHa He meHee 11,0
r/On K 16 Hepene;

N3MeHeHne KOHUEHTPaL NN remorrnobuHa ot MCXOOHOIo YPOBHA 00 4 U 8 HEeOeErb

N3MEHEHMNS rnoKasaTernen peppuTmHa, ¢ KoOamPPULNEHTOM HaCbILLEHUSA
TpaHceppuHa

N3MEHEHUNS rnokasaTerien CbIBOPOTOYHOIO Xere3a Ha 4, 8 U 16 Hegensax

Ponb XpOHMYECKOro BocrnaneHus, BrinsitoLLEro Ha YPOBEHb Xenesa n pepputuHa,

8Ll,eHI/IBaJ'IaCb C NMOMOLL b BbICOKOYYBCTBUTESJIbHOIO aHal1n3a Ha C-peaKTI/IBHbII7|
€J10K.



BJIOK CXEMA UCCJIEAOBAHUA

Assessed for eligibility (n=363)

Excluded (n=196)
All did not meet
inclusion/exclusion

—1 Randomized (n=167) —l Gk
Ferric maltol (n=111) Placebo (n=56)

Withdrawal (n=21) Withdrawal (n=17)
AE (n=5) AE (n=3)
Death (n=1) Death (n=1)
Lost to follow-up (n=2) Lost to follow-up (n=2)
Lack of efficacy (n=0) Lack of efficacy (n=1)
Withdrawal by patient (n=6) Withdrawal by patient (n=3)
Use of prohibited Use of prohibited
concomitant medication (n=4) concomitant medication (n=4)
Unable to adhere to Unable to adhere to
study requirements (n=3) study requirements (n=3)

Completed Completed

double-blind treatment double-blind treatment
(n=90) (n=39)
| |
Entered the Entered the
open-label phase open-label phase
(n=86) (n=39)

Withdrawal (n=19) Withdrawal (n=14)
AE (n=4) AE (n=3)
Death (n=0) Death (n=0)
Lost to follow-up (n=0) Lost to follow-up (n=1)
Nonadherence (n=2) Nonadherence (n=0)
Withdrawal by patient (n=6) Withdrawal by patient (n=3)
Use of prohibited Use of prohibited
concomitant medication (n=1) concomitant medication (n=4)
Unable to adhere to Unable to adhere to
study requirements (n=6) study requirements (n=3)

Completed Completed

open-label treatment

(n=67) (n=25)

open-label treatment
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Patient Disposition and Baseline Characteristics

Between December 2016 and October 2018, 363 patients
were screened, 167 were randomized (ITT population),
125 started open-label ferric maltol, and 92 (74%)
completed the open-label treatment period. Reasons for
early treatment termination are shown in Figure 1. De-
mographic and baseline characteristics were similar be-
tween the 2 groups at double-blind baseline (Table 1).

Table 1. Patient Demographics and Baseline Characteristics

Ferric Maltol Placebo
(n=111) (n=56)
Age, y 685+ 124 65.2+12.8
Female sex 78 (70%) 39 (70%)
Race
Asian 2 (2%) 0 (0)
American Indian or Alaska 1 (1%) 0 (0)
Native
Black or African American 23 (21%) 12 (21%)
White 81 (73%) 42 (75%)
Other 4 (4%) 2 (4%)
Hemoglobin, g/dL 10.1 £0.8 10.0+0.8
Ferritin, ng/mL 970 + 88.5 104.2 + 80.0
Transferrin saturation, % 15.7+6.4 15.6+5.9
Serum iron, ymol/L 89+35 89138
eGFR, mL/min/1.73 m? 31.9+115 29.7+10.6

Values for continuous variables given as mean + SD; for categorical variables, as
count (percentage). Conversion factor for serum iron in pmol/L to mg/dL, x5.587%.
Abbreviation: eGFR, estimated glomerular filtration rate.



N3MEHEHUSA MOKASATEJIEMN (1)

A — Ferric maltol — Double-blind ferric maltol to open-label ferric maltol
~ Placebo ~ Double-blind placebo to open-label ferric maltol
12.5 -
LSM (SE) difference at week 16:
0.5 (0.2) g/dL;
12 - 95% C1 0.1-0.9; P=0.01
11.54
g
C) 11 .
£ _
-g 10.5 4
£ 10 1
]
o
9.5 4
94
- Double-blind phase Open-label phase
' Baseline = Week 4 Week 8 Week 16/ Week24 Week32 Week42 Week 52/
ET EOS
Patients (n)
Ferric maltol 111 103 94 88 77 68 60 67
to ferric maltol
Placebo to 56 52 46 40 32 29 26 30
ferric maltol
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B — Ferric maltol — Double-blind ferric maltol to open-label ferric maltol
~— Placebo ~ Double-blind placebo to open-label ferric maltol
0 =
40 LSM (SE) difference at week 16:
32.7 (9.4) ng/mL;
250 - 95% Cl 14.1-51.2; P<0.001
200 A
)
£ 150 |
o . E————
:-E 100 - ————— | I
(]
w
50 4
01
Double-blind phase Open-label phase
Baseline Week 4 Week 8 Week 16  Week 24 Week 32 Week42 Week 52
EOS
Patients (n)
Ferric maltol 11 11 11 1M1 78 71 63 68
to ferric maltol
Placebo to 56 56 56 56 32 29 27 30

ferric maltol



N3MEHEHUSA NMOKA3ATENEMN (2)

G — Ferric maltol — Double-blind ferric maltol to open-label ferric maltol
— Placebo - Double-blind placebo to open-label ferric maltol
35 -
LSM (SE) difference at week 16:
4.6 (1.1) %;
30 95% Cl 2.4-6.8; P<0.001
25 -
< 20; PR S i
3
2 151
104
54
Double-blind phase Open-label phase
0
Baseline Week 4 Week 8 Week 16 Week 24 Week 32 Week 42 We%< S52/
E
Patients (n)
Ferric maltol M 1M1 M M 78 7 63 68
to ferric maltol
Placebo to 56 56 56 56 32 29 27 30
ferric maltol

CEYEHOBCKUI YHUBEPCUTET
HAVK O JKM3HH

D — Ferric maltol — Double-blind ferric maltol to open-label ferric maltol
Placebo - Double-blind placebo to open-label ferric maltol
20 -
LSM (SE) difference at week 16:
18 1 1.9 (0.6) pmol/L;
95% C1 0.7-3.1; P=0.002
16

=
©°
E 12
=2 == >
§ 10+ ——————a ~
E 1 .
2
3 6
4
2
Double-blind phase Open-label phase
0
Baseline Week 4 Week 8 Week 16 Week 24 Week 32 Week42 Week 52/
EOS
Patients (n)
Ferric maltol 11 1M1 1M1 111 78 71 63 68
to ferric maltol
Placebo to 56 56 56 56 32 29 27 30

ferric maltol



U3MEHEHUA NOKA3ATEJIEMN - KOJIMYECTBEHHO

Table 2. Changes in Hemoglobin and Iron Measures During Double-Blind Treatment

CEYEHOBCKUI YHUBEPCUTET
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Ferric Maltol Placebo Difference Between

Efficacy Measure and Time Point n LSM (SE) n LSM (SE) Groups P:
Hemoglobin, g/dL

Wk 4 103 0.2 (0.1) 52 0.0 (0.1) 0.1 (0.1) 0.3

Wk 8 94 0.5 (0.1) 46 0.0 (0.1) 0.5 (0.2) 0.005

Wk 16° 88 0.5 (0.1) 40 —-0.0 (0.2) 0.5 (0.2) 0.01
Ferritin, ng/mL, wk 16 it [ 25.4 (5.4) 56 =72 (7.7) 32.7 (9.4) <0.001
Transferrin saturation, %, wk 16 111 3.8 (0.6) 56 -0.9 (0.9) 46 (1.1) <0.001
Serum iron, umol/L, wk 16 111 1.6 (0.3) 56 —-0.3 (0.5) 1.9 (0.6) 0.002

Intent-to-treat population with last observation carried forward, except for hemoglobin, where a multiple imputation meth

after patients experienced a serious adverse event of hemorrhage or received blood transfusion, iron, or erythropoiesis-stifulating agent

The change from baseline was analyzed using analysis of covariance, with treatment as a factor and continuous covariates ¢f baseline he

2P value for LSM difference.
®Primary end point.

o ata points that were excluded
during double-blind treatment.
oglobin and eGFR. Conversion

uares mean.

factor for serum iron in pmol/L to mg/dL, x5.587. Abbreviations: eGFR, estimated glomerular filtration rate; LSM, least-s



N3MEHEHWSI MOKA3ATEJIb B 3ABUCUMOCTU OT UCXOAHBIX
3HAYEHUNA CK® N ®EPPUTUHA

Table 3. Changes in Hemoglobin at the End of Double-Blind

Treatment by Baseline eGFR and Ferritin Levels

Subgroup and Time Ferric Maltol Placebo
Point n Hb, g/dL n Hb, g/dL
eGFR <30 mL/min/ 59 30
1.73 m?
Baseline 10.0+£0.8 9.9+0.8
Wk 16 10.2+1.3 98+1.1
Change from 0:2%1.1 -0.1+0.9
baseline
eGFR >30 mL/min/ 52 26
1.73 m?
Baseline 10.1£0.8 10.2+ 0.8
Wk 16 10.7% 1.3 10.1 £1.3
Change from 06+1.4 -0.1+£1.0
baseline
Ferritin 250 ng/mL 104 52
Baseline i TOTX07 T00X08
Wk 16 10.6+1.3 99+1.3
Change from 04+13 -0.1+0.9
baseline
Ferritin >250 7 4
to <500 ng/mL
Baseline 94+1.1 10.0+ 0.8
Wk 16 9.1+1.6 104+£1.0
Change from -0.3+0.9 04+1.1
eselne 1 [



N3MEHEHWS! MOKASATEJIEN K KOHLLY OPEN-LABEL TREATMENT %
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Table 4. Hemoglobin and Iron Measures at the End of Open-
Label Treatment

Ferric Maltol (DB) to Placebo (DB) to

Efficacy Ferric Maltol (OLE)  Ferric Maltol (OLE)
Measure (n=68) (n=30)
Hemoglobin,
g/dL
Wk 52 109+1.5 109+1.4
Change from (0.7 £1.7 05+14
BL
Ferritin, ng/mL
Wk 52 1425+ 106.0 146.3 + 145.1
Change from [59.3 £ 65.9 43.3 +£120.6
BL
TSAT, %
Wk 52 23.5+9.0 214 +11.1
Change from |7.1 £8.9 ol =111
BL
Serum iron,
pmol/L
Wk 52 124 + 41 12.0+5.8
Change from |2.9+4.7 25+6.4

BL
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Table 5. Adverse Events (Safety Population)

Randomized to Ferric Maltol

Randomized to Placebo

Double-Blind Treatment Phase

No. of patients 111 56
Any TEAE 75 (68%) 42 (75%)
SAE 23 (21%) 12 (21%)
| TEAE related to study drug | 21 (19%) 6 (11%)
Most frequent TEAES (affecting 25% of patients)
|—BIUcrd'arrd'1yrnpr1a'l'i1:-sysr€rn—c'isorders 5 (5%) 9 (16%)
Anemia (worsening) 4 (4%) 6 (11%)
| Gastrointestinal disorders I 45 (41%) 17 (30%)
Diarrhea ; | 10 (9%) 5 (9%)
LNHU‘SEa 9 (8%) 5 (9%)
Constipation 9 (8%) 2 (4%)
Feces discolored 8 (7%) 1 (2%)
Infections and infestations 17 (15%) 13 (23%)
Urinary tract infection 7 (6%) 5 (9%)
Metabolism and nutrition disorders 21 (19%) 13 (23%)
Hyperkalemia 4 (4%) 7 (13%)
Renal and urinary disorders 10 (9%) 6 (11%)
Acute kidney injury 5 (5%) 4 (7%)

CEYEHOBCKUI YHUBEPCUTET
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Open-Label Extension Phase
No. of patients

Any TEAE

SAE

| TEAE related to study drug |

—Most-frequent- TEAEs(affecting 25% of patients)

\_easmesm—w H H |

Lonstipation I

Diarrhea

Feces discolored

Nausea

Vomiting

General disorders and administration site conditions
Fatigue

Edema peripheral

Infections and infestations

Bronchitis

Nasopharyngitis

Pneumonia

Upper respiratory tract infection

Urinary tract infection

Injury, poisoning, and procedural complications
Fall

Metabolism and nutrition disorders
Hyperkalemia

Respiratory, thoracic, and mediastinal disorders
Dyspnea

Vascular disorders

Hypertension

86

76 (88%)
27 (31%)
17 (20%)

48 (56%)
14 (16%)
7 (8%)

7 (8%)
10 (12%)
7 (8%)
16 (19%)
6 (7%)

7 (8%)
39 (45%)
5 (6%)

9 (11%)
7 (8%)

8 (9%)

7 (8%)
17 (20%)
7 (8%)
25 (29%)
5 (6%)
19 (22%)
5 (6%)
16 (19%)
5 (6%)

39

35 (90%)
9 (23%)
7 (18%)

18 (46%)
5 (13%)
5 (13%)
1 (3%)
5 (13%)
0

5 (13%)
1 (3%)

2 (5%)
19 (49%)
4 (10%)
3 (8%)

2 (5%)

4 (10%)
4 (10%)
4 (10%)
1 (3%)
13 (33%)
6 (15%)
7 (18%)
2 (5%)

5 (13%)
3 (8%)

Values for patients with adverse event given as number and percentage. All reported terms for adverse events were coded using the Medical Dictionary for Regulatory
Activities, version 18.1. ATEAE was defined as any adverse event that began or worsened on the day of or after the first dose of study medication. An adverse event was
considered treatment emergent if all or part of the date of onset of the adverse event was missing and it was unable to be determined whether the adverse event met the
definition for treatment emergent. Abbreviations: SAE, serious adverse event; TEAE, treatment-emergent adverse event.

CEYEHOBCKUI YHUBEPCUTET
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BbIBbIBAHUE U3 UCCJIEAOBAHUA U CEPbE3HbDIE
HEBJIATOINMPUATHDBIE UCXO/bl; DOUBLE-BLIND PHASE

to the study drug occurred in 21 patients (19%) in the
ferric maltol group and 6 patients (11%) in the placebo
group; the most common drug-related adverse events in
the ferric maltol group were discolored feces (7 patients
[6%]) and diarrhea (6 patients [5%]). Twenty-three pa-
tients (21%) in the ferric maltol group and 12 patients
(21%) in the placebo group experienced serious adverse
events, none deemed to be related to the study drug. Two
patients died: 1 patient in the ferric maltol group

experienced sudden death 37 days after starting study
drug; 1 patient in the placebo group had a fatal myocardial
infarction. Neither death was considered to be related to
the study drug. Ferric maltol was withdrawn in 7 patients
(6%) because of adverse events; in 2 cases, the events were
deemed to be drug related (1 patient with nausea and
vomiting; 1 patient with diarrhea, nausea, and vomiting).
Placebo was withdrawn because of adverse events in 5
patients (9%); in 1 patient, the events were deemed to be
drug related (dizziness and asthenia).

~

Morn6nun 2 naymneHra: 1 — B rpynne ferric maltol
riepexxui BHe3arlHyro cepaeyHyro CMepTh Yepe3s
37 aHen riocse Havana viccnenqoBaHus; euje 1 — u3

rpynnel riiage6o rnornb oT nHpapKTa Muokapaa.
Hu ogHa n3 cmepten He cynTanacb CBSI3aHHOU
C uccrsiegoBaHuemM npenapara.




BbIBbIBAHUE U3 NCCNEAOBAHUA N CEPbE3HDIE s

HEBJIATOMNMPUATHBIE UCXOAbl; OPEN-LABLE PHASE
previously received placebo (18 patients [46%]). Adverse open-label treatment (7 patients [8%] originally random-
events deemed to be related to ferric maltol during the TelalemieEl [10% ] origin ally EndeiTEls

open-label phase were recorded in 24 patients (19%), the
most common of which were gastrointestinal (14 patients
[16%] originally randomized to ferric maltol; 7 patients
[18%] originally randomized to placebo). Serious adverse
events occurred in 36 patients, 27 (31%) of whom orig-
inally received ferric maltol and 9 (23%) of whom origi-

placebo); 5 of these patients, all originally randomized to
ferric maltol, had a drug-related event leading to discon-
tinuation (diarrhea, n=1; nausea, n=1; abdominal
distention and constipation, n = 1; increased creatinine,
n = 1; constipation, n = 1).

nally received placebo; none was considered related to There were no clinically meaningful changes in vital
study drug. No treatment-related deaths occurred during signs, and changes in laboratory parameters were generally
the open-label extension. The study drug was withdrawn consistent with disease progression, with none considered
because of adverse events in 11 patients (9%) during to be related to treatment.

Bo Bpems open-label phase He 6b1510 cMepTenbHbIX cny4daeB. Viccnegyemol npenapat Ob11 0T03BaH U3-
3a HebnaronpuaTHbIXx cobbitun y 11 naumeHToB (9%) BO BPEMS NIEYEHUS C OTKPbLITON 3TUKETKOMW:

- 7 nayneHToB* [8%] nepBoHavansHO paHgomMmnsuposaHbl o ferric maltol

- 4 [10%] nepBoOHa4anbHO paHOOMU3MPOBaHbI Ao niayebo

*y 5 n3 atnx naynentos (ferric maltol group) nponsowno cobbiTne, CBA3AHHOE C HAPKOTMKaMN, N 3TO
NPUBENO K NPEKPALLEHNIO NX y4aCcTUs B UccnegoBaHum



CEYEHOBCKW YHUBEPCUTET
HAVK O )KU3HH

’ OBCY)XIEHMS

«B aTomMm paHAOMN3UPOBAHHOM, IBOMHOM CJ1IENOM niaaue60-KOHTPOJIMPYEMOM UCCieoBaHUN Y
nauyueHToB ¢ XBI 3 unu 4 ctagun n xxenesopechnunTHon aHeMmmen nepopasnbHbin ferric maltol

AOCTUI CTaTUCTUYECKUN 3HAYMMOrO YBeJIM4YEeHUS remornoo6vHa u Bcex UHAEKC Xerse3a C
6a30BOro ypoBHs Ao 16 Hegenu No cpaBHEHUIO C nJaue6o0».

HomMmuHanbHoe (XOTa 1 He CTaTUCTUYECKM 3HAYMMOE) yBenuvyeHne remorno6uHa s rpynne ferric maltol,
Habntogaemoe elle Ha 4-n Hegene

OTOT Xe nokasaTesib CTajl CTaTUCTUYECKU 3HA4YUMbIM MO CpaBHEHWo ¢ nnauebo K 8- Hepene

BAXKHbIE SAMEYAHUA K UCCNEAOOBAHUIO:
o Jlydwunnm adpdekT y naumeHtoB ¢ XbI'1 3-n ctagun B cpaBHeHun ¢ XbI'1 4-n ctagun

* [layneHTbl ¢ 605ee HN3KMM YPOBHEM DEPPUTNHA N3HAYaNbHO, NO-BUANMOMY, C 60MbLLEN

BEPOSATHOCTbLIO JOCTUNHYT 3HAYNMbIX NOKalaTenen, Hexxenn nayneHTbl ¢ 60n1ee BbICOKUM
N3HavasbHbIM YPOBHEM (heppuTnHa.

O,C{HaKO HN3KO€e HY1CJIo rnayneHToB C ypPpoBHEM d)eppl/lTl/lHa BbiLe 250 Hr/mn 3artpyfgHAeT nHTepripetraunio 3Toro BbiBoja.



HAVK O JKMBHH

’ OBCY>KIAEHUS

[lonrocpo4Hoe neveHne Bo BpeMs ganbHenwen open-label phase
nokasarno, 4To Npopo/mKeHne nepopansHoro ferric maltol nogaep>xmeano
OOCTUrHYTblE KOHLUEHTpAaUn reMornobnHa B Te4eHne 52 Hegenb.

[NMayneHTbl, Nnepewegwme ¢ nnauye6o Ha ferric maltol,
NPOAEMOHCTPUPOBAa NOBbILLEHUE YPOBHSA reMorfobuHa, 4to oTpaxkano
n3mMeHeHne, Habntogaemoe c ferric maltol Bo Bpems double-blind phase.



HAVK O JKMBHH

’ OrPAHMYEHUS UCCNEAOBAHUS

Limitations: Heterogeneity in baseline ferritin Furthermore, although consistent with the KDOQI and
levels; high proportion of female participants; KDIGO guidelines for iron deficiency treatment,””® the
single-arm open-label extension. population enrolled included patients with ferritin up to

500 ng/mL, but only 7 patients had baseline levels above
250 ng/mL.”*° Baseline values of iron indices suggest that
the patients included were more likely to have iron defi-
ciency than the iron maldistribution usually associated
with higher ferritin levels. In addition, there were more

1. TleTeporeHHocCcTb 6a30BbiX YpoBHeU heppUTUHa
- XOT4 1 B cooTBeTCTBUM ¢ pykosogsawmmin npuHumnamm KDOQI n KDIGO no nevenunto gecduuymta
>Kesfiesa, B YNCNO 3a4MCIIEHHbIX B UCCeaoBaHne BXoannun nayneHTbl ¢ pepputuHomM go 500 Hr/mn, Ho
TOJSIbKO 7 NauneHToB nMmenn 6asoBble YpoBHM Bbiwwe 250 Hr/min. ba3oBble 3Ha4YeHUss NHOEKCOB XKefesa
NPeanonoXNTeNbHO MOBOPAT O TOM, YTO BKJ/IFOYE€HHbIe NnauneHTbl ¢ 60/1bLUen BepPOSITHOCTbIO
umenu geghnynt xesnesa, 4eM HepaBHOMEPHOE ero pacrnpocTpaHeHne, 06bl4HO CBA3aHHOE C
6oree BbICOKMM YPOBHEM (DEPPUTUHA.

2. Bbicokasi pons yHaCTHUKOB XXEHCKOro rnoJsna
- Ancnponopuus

3. PacuwunpeHue open-label phase 6e3 cpaBHeHus
- KOHEYHYI0 1CCrneayemyo rpynny Henb3s CPaBHUTbL C KOHTPOSbHOW, MOCKOSbKY BCe NauneHTbl ¢ 16-1
Hefenu npuHumaroT ferric maltol, N0OSTOMy KOHe4YHbIe faHHbIe OCTalroTCS onucaTesibHbIMU, a He
CPaBHUTEJNIbHbIMM.



HAYK O JKM3HU

'3aKn louYeHue

Conclusions: Ferric maltol was associated with
statistically significant (week 16) and sustained
(up to week 52) increases in hemoglobin and iron
indices in patients with CKD and iron deficiency,
and was well tolerated during treatment for up to
52 weeks.

Ferric maltol 6bin cBSi3aH co crarucTunyecku aHayumbim (16-a Hepgensi) n
ycTon4ymBbiM (00 52 Hepenw) yBesmvyeHnemM rnoKa3aTtesien reMorioomHa v xenesa
y nayneHToB ¢ XBI1 n gepuyutom Xxenesa n XopoLlo NepeHOCUTCS BO BpeMs
nevyeHns B TeveHue 52 Hepenb.
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