Table S1. Sucrosomial iron (SI) administration in oncologic patients (11 studies, 294 patients)

Author Patients Treatment Baseline | Final Baseline | Final Baseline | Final | Gl

(year)[Ref] Compound (Dose) Hb Hb Ferritin Ferritin | TSAT TSAT | side

Study type Duration (g/dL) (g/dL) | (ng/mL) | (ng/mL | (%) (%) effects

Renso et al 21 patients with SI (30 mg/day) +DEPO 150 mcg/week 10.1 10.9 - - - - 4%

(2015)[1] lymphoproliferati- | Chemotherapy

Case series ve disease 2 months

Petrungaro et al. 10 patients with SI (30 mg/day) 10.0 11.2 43 93 ?

(2015)[2] lymphoma (4 After chemotherapy (T™Qol)

Case series HL,6NHL) 2 months

Grillone et al. 30 patients with SI (30 mg/day) 11.2 11.3 10%

(2016)[3] solid tumors Chemotherapy

Case series 2 months*

Romano et al. 25 Hodgkin SI (30 mg/day) 10.2 12.8 90 277 14.3 35.9 No

(2016)[4] lymphoma >2B Chemotherapy

Case series End of treatment**

Sabbatini et al 30 patients with SI (30 mg/day) (n=15) 10.5 12.0 Some

(2017)[5] solid tumors SI (60 mg/day) (n=15) 9.8 12.0 dyspepsia

Case series 3 months** and

diarrhea

Poyato et al. 9 patients with SI (30 mg/day) 9.8 10.7 ? ? ? ? 11%

(2017)[6] solid tumors Chemotherapy

Case series 2 months***

Monari et al 15 Advanced SI (30mg/day) (n=7) 11.1 12.2 ?

(2016)[7] prostate cancer No iron (n=8) 109 9.7 Well

Observational with bone Chemoradiotherapy tolerated
metastases 6 months

Barragans et al. 15 patients with SI (30mg/day) (n=8) 104 12.5 529 --- 10 --- 25% mild

(2016)[8] peritoneal FS (80 mg/day) (n=7) 9.5 11.9 1048 8 29% mild

RCT pilot carcinomatosis 3 months

Barzaghi et al. 15 patients SI (30 mg/day) (n=11) 8.0 11.4 100 --- 25 --- No

(2016)[9] advanced rectal IV iron + folic acid (n=4) 11.6

Observational cancer & bleeding | 21 days

Mafodda et al 64 patients with S| (30 mg/day) +DEPO 500 mcg/3 w 9.4 12.7 - - - - 3%

(2017)[10] solid tumor FG (125 mg/wk)+ DEPO 500 mcg/3 weeks 9.2 12.9 0%

RCT pilot 2 months***

Zuccarini A et al 60 patients with SI (30 mg/day) +ESA weekly for 12w 9.5 52%" -- - - - No

(2022)[11] chemotherapy- Control ESA weekly for 12w 9.2 31%

RCT induced anemia

*2 patients started ESA; **No ESA or blood transfusion during study period, 70% reached delta Hb >2 g/dL or Hb 212 g/dL; *** one patient transfused. #% of patients

attaining the haematological response, defined as a 2g/dL increase in Hb or Hb >12 g/dL. DEPO, darbepoetin; ESA, eyrthropoiesis stimulating agent; FG, ferric gluconate; FS,

ferrous sulfate. RCT, randomized control trial.
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Table S2. Sucrosomial iron (SI) administration in patients with chronic kidney disease (CKD) (12 studies, 378 patients)

Author Patients Treatment Baseline | Final Baseline | Final Baseline | Final | Gl
(year)[Ref] Compound (Dose) Hb Hb Ferritin Ferritin | TSAT TSAT | side
Study type Duration (g/dL) (g/dL) | (ng/mL) | (ng/mL | (%) (%) effects
Non-dialysis chronic kidney disease (ND-CKD)
Pisani et al 99 ND-CKD3-5 SI (30 mg/day) (n=66) 10.8 11.4 71 86 16.5 183 | 12%
(2014)[1] FG (125 mg/week, TID:1000mg) (n=33) 10.7 11.7 68 239 17.0 215 | 18%
RCT 3 months
Moussa-Abdi et al | 28 ND-CKD SI (60/mg/day) (n=14)* 11.2 11.7 78 90 17.9 22.4 14%
(2015)[2] FS (100 mg/day) (n=14) 113 11.4 182 228 223 31.8 | 58%
Observational 3 months
Equitani et al. 16 ND-CKD S| (60/mg/day)+ ESA (n=8) 8.6 12.6 12 68 24 39 No
(2016)[3] Severe anemia No iron + ESA (n=8) 8.9 11.4 21 21 28 19
Observational 3 months
Cuzzola et al. 35 ND-CKD SI (30 mg/day) 9.3 11.1 -- --- 11.2 8.9 No
(2016)[4] Intolerant 3 months
Case series toFS
Dimikovic et al. 31 ND-CKD3-4 SI (30 mg/day) 10.2 10.3 213 169 26.8 24.4 Mild###
(2018)[5] ESA (no change in dosage)
Case series 6 months
Arenas et al. 24 ND-CKD3-4 SI (30 mg/day) 111 12.8 34 75 13.8 26.1 No
(2016)[6] 6 months
Case series
Givreas et al. 40 ND-CKD3-5 SI (30 mg/day) 11.6 12 74 66 -- --- No
(2018)[7] 24 months
Case series
Montagud et al. 37 ND-CKD3 SI (30 mg/day) 12.0 11.9 100 116 17.0 18.7 3%
(2020)[8] 71% intolerant 12 months
Case series to conventional oral
Iron

| Chronic kidney disease on hemodialysis (HD-CKD)
Panichi et al. 12 HD-CKD SI (30-180 mg/week) 12.7 12.7 -—- --- 24.0 21.0 No
(2015)[9] FG (30-180 mg/week) 12.0 12.6 27.6 30.8
RCT pilot 3 months
Pistoni et al. 22 HD-CKD SI (360 mg/week)+ESA (n=13)** 10.7 11.4 312 177 21.6 20 ?
(2016)[10] FG (16-190 mg/week)+ESA (n=9)*** 11.1 11.4 285 250 18.6 15.7

RCT pilot

3 months



Manca et al. 10 HD-CKD Switched from FG (31.2 to 125 mg/week) to

(2017)[11] SI (30 mg/day) 12.2 11.8 1705 587 49.5 32.7 No
15 months

Reggiani et al. 24 HD-CKD Switched from FG (62.5 mg/week) 11.2 11.0 225 97 30 17 4%

(2022)[12] to SI (90 mg/week)*

Case series 3 months

FG, ferric gluconate; ESA, erythropoiesis stimulating agent; EPO, erythropoietin; RCT, randomized control trial; TSAT, transferrin saturation index; Gl, gastro-intestinal.
*Need for EPO 36% with Sl vs. 57% with FS.

**EPO dose decreased by 2000 IU/week in 38% and increased in 23% of Sl patients.

***EPO dose increased by 2000 IU/week in 67% and decreased in 11% of FG patients.

#EPO dose increased by 2000 IU/week.

#More frequently mild dyspeptic symptom and less frequently constipation.
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Table S3. Sucrosomial iron (SI) administration in patients with gastrointestinal disease (10 studies, 363 patients)

Author Patients Treatment Baseline | Final Baseline | Final Baseline | Final | Gl
(year) [ref] Compound (Dose) Hb Hb Ferritin Ferritin | TSAT TSAT | side
Study type Duration (g/dL) (g/dL) | (ng/mL) | (ng/mL | (%) (%) effects
Inflammatory Bowel Disease
Abbati et al. 301BD SI (30 mg/day) 11.7 12.3 46 45 11 17 13%
(2019) [1] (17 €D, 13UQ) 3 months
Case series Mild anemia
Bastida et al. 46 IBD SI (30 mg/day) 11.2 11.7 14 16 9 16 11%
(2021)[2] (31€D; UC, 15CD, 3 months (T™Qol)
Case series intolerant to FS)
Indriolo et al. 38 IBD Sl (30 mg/day) (n=13) 10.6 12.6 - -—- - -—- No
(2014)[3] Hb >9 g/dL FS (105 mg/day) (n=14) 10.9 123
Observational No iron (n=11) 11.4 119
3 months
Bertani et al. 42 UC S| (60 mg/day, 2 months, plus 30 mg/day, 1 | 11.1 12.2 16 26 - --- 5%
(2021)[4] Mild-to-moderate month)
RCT anemia FCM (1000 mg IV, at baseline) 10.3 11.8 10 131* 0%
3 months
Stuklov et al. 77 IBD** SI (60 mg/day) (n=28) 10.1 12.5 - --- - --- No
(2020)[5] (23 cD, 44 UC) IS (913.6 + 269.6 mg cumulative) (n=22) 10.0 11.6
Case-control 3 months
Celiac Disease
Ragozzino et al 6 Celiac disease SI (30 mg/day 15d, 15 mg/day 75d) 8.8 11.5 13 23 - --- ---
(2015)[6] 28 Non-celiac 3 months 9.7 12.5 18 29
Case series gluten sensitivity
Scorsone et al. 24 Celiac disease | SI (30 mg/day) (n=12) --- +1.27 --- -- 19.1 23.6 -
(2016)[7] All T1IDM FS (105 mg/day) (n=12) +0.82 17.4 18.7
Observational 1 month
Elli L. etal. 43 Celiac disease | SI (30 mg/day) intolerant to FS (n=24) 10.9 12.0 11 18 10 15 9%
(2018)[8] FS (105 mg/day) (n=19) 11.0 12.9° 13 59" 11 20" 23%
Observational 3 months
Bariatric surgery
Ciudin et al. 40 Bariatric Sl (28 mg/day) (n=20) 12.4 12.3 102 89 22.9 24.1 No
(2018)[9] surgery IVI (Iron sucrose 300 mg) (n=20) 12.5 12.7 98 96 23.6 26.3
Case-control All women 3 months
Greco et al. 17 Bariatric Sl (60 mg/day) plus calcium, magnesium, | 10.46 10.63 3,5 6.9 50%
(2023)[10] surgery zinc, water-soluble and fat-soluble vitamins

Case series

3 months




CD, Crohn disease; FCM, ferric carboxymaltose; FS, ferrous sulfate; IS, Iron Sucrose; Gl, gastro-intestinal; IBD, inflammatory bowel disease; VI, intravenous iron; RCT, randomized
controlled trial; TIDM, type 1 diabetes mellitus; TSAT, transferrin saturation index; UC, ulcerative colitis; (---) not reported. * p<0.05 Sl vs. FS or FCM/FS; **27 patients was
analyzed to determine anemia characteristics
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Table S4. Sucrosomial iron (SI) administration in cardiology patients (4 studies, 119 patients)

Author Patients Treatment Baseline | Final Baseline | Final Baseline | Final | Gl

(year) [Ref] Compound (Dose) Hb Hb Ferritin Ferritin | TSAT TSAT | side

Study type Duration (g/dL) (g/dL) | (ng/mL) | (ng/mL | (%) (%) effects

Heart failure

Marazia et al 9 patients with SI (60 mg/day)* 10.3 11.0 32 67 ?

(2017)[1] CHF 1 month

Case series (LVEF <39%)

Putorti et al. 10 patients with SI (60 mg/day) 10.5 11.5 -—- --- -—- --- No

(2017)[4] Hypertensive 5 weeks

Case series heart disease

Karavidas et al. 50 patients with | S| (28 mg/day), 3 months (n=25)"" 12.5 12.9 39 67 - - 4%

(2021)[3] HFrEF 13.2 79

Observational (LVEF 2745) Matched non-treated controls (n=25) 12.9 12.7 45 45 -
Follow-up 3 and 6 months 12.6 44

Interventional cardiology

Ruperto et al. 50 patients SI (30 mg/day) (n=25) 8.9 11.2 0%

(2017)[4] percutaneous FS (105 mg/day) (n=25) 9.1 11.0 32%

Observational coronary 3 months post-PCl

intervention

CHF, chronic heart failure; LVEF, left ventricular ejection fraction; HFrEF, heart failure with reduced ejection fraction; FS, ferrous sulphate; *BNP and CRP decreased with
treatment; **B-natriuretic pepetide (BNP) and C-reactive protein (CRP) decreased with treatment, 6min walking distance ( 6MWD) increased after treatment, and NYHA (New
York Heart Association) class improved.
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Table S5. Sucrosomial iron (SI) administration in Internal Medicine (10 studies, 468 patients)

Author Patients Treatment Baseline | Final Baseline | Final Baseline | Final | Gl
(year) [Ref] Compound (Dose) Hb Hb Ferritin Ferritin | TSAT TSAT | side
Study type Duration (g/dL) (g/dL) | (ng/mL) | (ng/mL | (%) (%) effects
Nasuti et al. 30 IDA various SI (60 mg/day) 9.8 12.0 - --- - --- 10%
(2016) [1] origin 2 months
Case series
Campanella et al 16 IDA various SI (30 mg/day) 40 days (n=8) 10.3 11.9 <20 No
(2015) [2] origin SI (30 mg/day) 60 days (n=8) 10.8 12.6 <20
Case series
Scifo et al 9 haemorrhoidal SI (60 mg/day) 9.4 10.8 10 80 18 34 No
(2015) [3] disease with IDA 3 months
Case series
Giordano et al. 21 women with S| (60 mg/day) (n=9) 8.5 11.5 100 260 <20 --- 0%
(2016) [4] inflammatory FS (210 mg/day) (n=12) 9.0 9.5 120 100 <20 42%
Observational anemia 3 months
Parisi et al. 43 patients with SI (60 mg/day) (n=21)* 10.2 13.4 130 240 - --- 0%
(2016) [5] systemic sclerosis | FS (105 mg/day) (n=22) 10.7 11.9 110 150 23%
Observational 3 months
Bellodi et al. 82 patients with SI (30 mg/day) 10.3 11.6 7.5 27.5 -- --- No
(2016) [6] IDA FG or FCM (500 mg) + SI (30 mg/day) 8.8 12.2 5 27 3.7%
Observational 6-7 months
Vallerio et al. 8 patientis with SI (60 mg/day)** 9.4 10.1 10 36 19 24 No
(2016) [7] Hepatitis C-
Case series related cirrhosis
Marchitto et al. 43 elderly with SI (30 mg/day) 10.5 11.9
(2018) [8] IDA FG (62.5 mg) 8.9 9.9
Case series 1 month
Giordano et al. 135 patients with | SI (28mg/day) + EPO (n=54) (10.5 w)*** 8.9 12.0 610.2 607.04 | --- 32# No
(2019) [9] MSD and low-risk | FG (62.5 mg/week)+ EPO (n=43) (12 w)*** | 9.3 12.0 608.8 723.74# | - 484
RCT refractory anemia | Noiron + EPO (n=38) (12 w)*** 9.7 12.0 699.5 730.3# | --- 40#

3 months
Giordano et al. 90 patient with Sl (120 mg/day) (n=45) 8.5 12.0 5 260## -—- --- 36%
(2021) [10] IDA due to FG (62.5 mg/day to cover TID) (n=45) (3.5 8.2 12.0 7 184# 22%H1t#
RCT bleeding w)¥xE

4 weeks®

EPO, epoetin.alfa; FCM, ferric carboxymaltose; FG, ferric gluconate; IDA. iron deficiency anemia; MSD, myelodysplastic syndrome; TID, total iron deficit. * Sl treatment reduced
ESR and CRP levels; **Reduction of aortic stiffness;*** weeks median to achieve Hb 12 g/dL; #Ferritin/TSAT after 1 month; ## 12 months after enroliment; ###5 urticaria and
headache and 5 hypotension; $ Cost 120 €/month for SI, 300 €/month for FG.
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Table 6S. Sucrosomial iron (SI) administration in Patient Blood Management (9 studies, 1559 patients)

Author Patients Treatment Baseline | Final Baseline | Final ABT LOS Gl

(year)[Ref] Compound (Dose) Hb Hb Ferritin Ferritin | rate side

Study type Duration (g/dL) (g/dL) | (ng/mL) | (ng/mL | (%) (days) | effects

Cardiac surgery

Testa et al. 28 patients SI (30 mg/day, months 1 and 3)° 10.0 12.4 334 63 -- -—- No?

(2017)[1] postoperative 3 months

Case series

Grossi et al. 16 patients S| (120 mg/day, 7 days from POD7; n=8) ¢ 9.7 10.4 -—- --- -—- -—- No

(2017)[2] postoperative S| (60 mg/day, 14 days from POD7; n=8) ¢ 10.0 11.0

Case series 1-2 week

Buioni et al. 22 patients SI (120 mg/day) 10.0 12.0 -- --- -- 0 No

(2017)[3] postoperative 3 weeks

Case series

Pierelli et al. 1000 patients S| (60 mg/day, 30 days; n=500) -—- 13.9 -—- 184 65° 13 1.8%

(2021)[4] preoperative Control (standard preparation; n=500) 13.3 160 35 15

RCT

Pagliani et al. 16 patients SI (60 -120 mg/day) (n=8) 9.5 10.1 500 400 0%

(2017)[5] postoperative FS (105 mg/day) (n=8) 9.2 9.9 600 870 33%

Observational 14 days

Venturini et al. 106 patients SI (120 mg/day, 10 days + 30 mg/day, 10 10.1 12.0 411 220 --- --- No

(2022)[6] postoperative days; n=54)

Observational FCM (1000 mg IV, single dose; n=52) 10.1 12.5 386 689 -- -- No

Vascular surgery

Lucertini et al. 51 patients SI (30 mg/day, 30 days; starting PO10; 9.3 11.2 - - 0 - No

(2020)([7] AAAR n=26)

RCT Postoperative Control (no iron; n=25) 9.3 9.7 0

Orthopedic surgery

Di Costanzo 20 THR SI (30 mg/day, for 30 days; n=10) 10.5 11.5¢ 0

(2017)[8] preoperative Control (No iron; n=10) 12 12 40

Observational

Scardino et al. 100 THR ID¢® No iron 13.5 10.2f 66 - 7 6.5 -

(2019)[9] 100 THR ID SI (30 mg/day, for 3-4 weeks) 13.5 13.3 65 0 4 No

Observational 100 THR non-ID No iron 14.8 12.8 160 0 4 -
preoperative All received tranexamic acid (1 g)

AAAR, abdominal aortic aneurysm repair; FCM, ferric carboxymaltose; FS, ferrous sulphate; ID, iron deficiency; RCT, radommized control trial; THR, total hip replacement. @
Compared to control, Sl treatment resulted in reduced transfusion rate (35% vs. 65%, respectively; p<0.001) and transfusion index (0.95 units/pt vs. 2.03 units/pt, respectively;
p>0.001). °6MWD increased and BNP decreased after treatment *6MWD increased after treatment. ID defined by ferritin < 100 ng/mL, or ferritin levels > 100 ng/mL but C-
reactive protein >3 mg/L and transferrin saturation (TSAT) <20%. ¢Postop Hb 8.5 g/dL and 7.5 g/dL, for Sl and control, respectively. Final Hb was measured at POD30; S|
administration resulted in cost saving 1763 €/pt, ID-Sl vs. ID-no iron
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