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Table S1. Designs of ferric maltol clinical trials.

Study Reference Location Anemia and Underlying Population Patients, Design Comparator Ferric Treatment Primary
iron condition N maltol duration endpoint
deficiency dosage
definitions

Proof of Harvey et UK Hb <13 g/dL Gastroenterologic  Not specified 23 Single arm, NA 30 mg 12 weeks Correction of

concept al., 1998 [1] (men) or <12 conditions, (presumably oL, twice anemia
g/dL (women)  without active adult) exploratory daily

inflammation (CD
Serum ferritin -~ n=13, UC n=2,
<15 pg/L partial
gastrectomy n=2,
cecal
angiodysplasia
n=1, and
idiopathic iron-
deficiency
anemia following
upper and lower
gastrointestinal
endoscopy and
duodenal biopsy
n=5; disease
severity not
specified)
Documented
intolerance to
200 mg
ferrous sulphate
and refusal to try
ferrous iron again
Phase | IBD Bokemeyer Germany Hb >8.5 g/dL IBD (CD n=13, Adult 24 Randomized NA 30, 60, 8 days PK, iron
(adult) etal., 2017 UC n=11; or 90 mg uptake
[2] Ferritin disease severity twice
<30 pg/L not specified) daily
or ferritin
<50 pg/L +
TSAT <20%

Phase | Allen et al., UK Ferritin Eligibility criteria: Pediatric 37 Randomized NA 7.8, 10 days PK, iron

(pediatric) 2021 [3] <30 ug/L Iron deficiency of 16.6, or uptake
or ferritin any cause 30 mg
<50 pg/L + twice
TSAT <20% At baseline: daily

CD (n=8)




Other
gastrointestinal
disorders (n=11)

Vitamin D
deficiency (n=7)
CKD (n=4)
Other conditions
(n=7)
Phase Il IBD Gasche et Global Hb 29.5 to Eligibility criteria: ~ Adult 128 (FM Randomized, Placebo 30 mg 12 weeks Change in Hb
(AEGIS 1/2) al., 2015 [4] <12.0 g/dL Quiescent or mild n=64; DB twice to week 12
(women) or or moderate IBD placebo daily
<13.0 g/dL UC: SCCAI score n=64)
AEGIS 1/2 OL  Schmidt et (men) <4 at screening 97 entered  OL extension NA Up to 52 Change in Hb
extension al., 2016 [5] and OL phase weeks, from baseline
Serum ferritin ~ randomization (from DB following
<30 pg/L at CD: CDAI score FM n=50, completion
screening <220 at from DB of 12-week
randomization placebo double-blind
n=47) phase
At baseline:
UC: FM n=29;
placebo n=29
Median (range)
SCCAI score: FM
2.0 (0-3);
placebo 2.0 (0-3)
CD: FM n=35;
placebo n=35
Median (range)
CDAI score: FM
75 (14-199);
placebo 108 (10—
220)
Phase 11IB Howaldt et Global Hb 8.0 to Eligibility criteria: Adult 250 Randomized, IV iron (FCM) 30 mg 12 weeks Hb responder
IBD (H2H) al., 2021 [6] <11.0/£12.0 Quiescent or OL, non- twice (primary rate (22 g/dL
g/dL mild/moderate ITT: FM inferiority daily endpoint), increase or
(women/men)  IBD n=125, some normalization)
UC: SCCAI score FCM patients at week 12
Ferritin <5 during n=125 treated up to
<30 pg/L screening 52 weeks
or ferritin CD: CDAI score PP: FM
<100 pg/L + <300 during n=78;
TSAT <20% screening FCM n=88
At baseline:
UcC:
FM n=46, IV

FCM n=46




Mean (SD)
SCCAI score: FM
2.2 (1.8); IVFCM
2.3(1.6)

CD:

FM n=79, IV
FCM n=79
Mean (SD) CDAI
score: FM 129.6

(60.1); IV FCM
140.5 (75.8)
Phase Il CKD  Pergola & USA Hb 28.0 and Eligibility criteria: Adult 167 Randomized, Placebo 30 mg 16 weeks Hb change at
(AEGIS-CKD)  Kopyt, 2021 <11.0 g/dL CKD stage Ill or DB (16 twice (primary week 16
[7] IV (eGFR 215 to FM n=111  weeks) daily endpoint) +
Ferritin <60 mL/min/1.73 Placebo up to 36
<250 pg/L + mZ2, not on n=56 OL extension  NA weeks (open
TSAT <25% dialysis) (36 weeks) label) (max
or 125 total 52
ferritin <500 At baseline: started weeks)
ug/L + TSAT Mean (SD) open-label
<15% eGFR: FM after
FM 31.9 (11.5) 16 weeks
mL/min/1.73 m?
Placebo 29.7
(10.6)
mL/min/1.73 m?
Phase 11IB Olsson et Germany Hb 27 to <12 Eligibility criteria: Adult 22 Single-arm, NA 30 mg 12 weeks Hb change at
pulmonary al., 2020 [8] g/dL (women)  any form of PH oL twice week 12
hypertension or 28 to <13 with mean resting daily
(ORION-PH) g/dL (men) pulmonary artery

Serum ferritin
<100 ug/L or

100-300 pg/L
+ TSAT <20%

pressure 225
mmHg

At baseline:

PAH (n=14)

PH due to

left heart disease
(n=1)

Inoperable
chronic
thromboembolic
PH (n=7)

Mean (SD)
pulmonary artery
pressure 50 (11)
mmHg




RWE IBD Cummings UK Hb 9.5-12 Inactive IBD (CD  Adult 59 (30 with  RWE NA 30 mg 12 weeks Hb
(FRESH) etal., 2021 g/dL (women) n=28, UC n=28, primary twice (window normalization
[9] or 9.5-13 unclassified IBD outcome daily allowed up
g/dL (men) n=3) data) to 16 weeks)
Serum ferritin
<30 pg/L or
TSAT <20%
RWE IBD Oppong et UK Not specified IBD (CD n=12, Adult 28 RWE NA 30 mg Patients Tolerability
(London) al., 2018 but UC n=16; twice contacted
[10] presumably in  disease severity daily =1 month
line with not specified) after

licence

prescription

CD, Crohn’s disease; CDAI, Crohn’s Disease Activity Index; CKD, chronic kidney disease; DB, double-blind; eGFR, estimated glomerular filtration rate; FCM,
ferric carboxymaltose; FM, ferric maltol; H2H, head-to-head; Hb, hemoglobin; IBD, inflammatory bowel disease; ITT, intention-to-treat; IV, intravenous; NA,
not applicable; OL, open-label; PAH, pulmonary arterial hypertension; PH, pulmonary hypertension; PK, pharmacokinetics; PP, per protocol; RWE, real-world
evidence; SCCAI, Simple Clinical Colitis Activity Index; SD, standard deviation; TSAT, transferrin saturation; UC, ulcerative colitis.
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