[bookmark: _GoBack]Supplementary table 4. Studies evaluating the effect of postoperative intravenous iron administration 

	Study 
(year) [ref]
Type
Surgery
	Patients 
	Baseline 
postOP
Hb (g/dL)
	Final Hb 
(g/dL)
[weeks]
	Hb increment (g/dL)

	Iron  compound
Dose (mg elemental iron)
Administration schedule
	RBCT
(%) 
(U/pt)
	Infection
(%)
	Mortality (%)
	LOS
(days)

	
LOW DOSE INTRAVENOUS IRON (7 studies, 912 patients)
	
	
	
	
	

	Madi-Jebara et al.
(2004) [1]
RTC
Cardiac
	IS:40
IS+EPO: 40
Placebo: 40
	10.0
10.2
10.8 
	12.2 [4]
12.4 [4]
11.9 [4]
	2.2
2.2
1.1
	IS (437 mg)
IS (402 mg)+EPO(300 IU/kg)
	25%
17%
22%
	?
?
?
	?
?
?
	?(a)
?
?

	Karkouti et al.
(2004) [2]
RCT
Cardiac, Orthopaedic
	IS:11
IS+EPO: 10
Placebo: 10
	8.5
8.3
8.3
	12.4 [6]
12.6 [6]
11.5 [6]
	3.9
4.3
3.2
	IS (600mg)
IS (600mg)+ EPO (900  IU/kg)
All patients with oral iron after discharge
	18%
20%
40%
	?
?
?
	?
?
?
	? (b)
?
?

	Mudge et al.
(2012) [3]
RCT
Renal transplant
	IPM:50

Oral iron:48
	9.8

9.8
	?

?
	?

?
	IPM (500 mg)

210 mg elemental iron/day Until Hb 11 g/dL
	10%

19%
	20

24
	?

?
	? (c)

?

	Tito-Arcos et al.
(2012) [4]
OBS
Colon cancer
	IS: 52

No iron: 52
	10.6

10.2
	10 [2]

10.6 [2-3]
	-0.4

0.4
	IS (592 mg)
	28.8%

30.8%
	?

?
	0

2
	17.7 (d)

14.1

	Muñoz et al.
(2014) [5]
OBS
Orthopaedic
	IVI:182


SC: 182
	10.4


9.2
	10.6 [1]


9.2 [1]
	0.2


0.0
	FCM (1x600 mg, POD 1; n=48) 
IS (3x200 mg, POD 1-3; n=134)

SC (oral iron, no iron)
	11.5%


26.4%
	1.6


3.3
	0


0
	7.9 (e)


8.4

	Montano-Pedroso et al.
(2018) [6]
OBS
Post- bariatric
Surgery
abdominoplasty
	IS:28


Oral iron: 28
	10.7


11.0
	12.8 [8]


12.5 [8]
	2.1*


1.5
	IS (2x200 mg, POD 0-1)


IPM (100 bid, for 8 weeks)
	?


?
	4


7
	0


0
	?


?

	Laso-Morales et al
(2018) [7]
OBS
Colon cancer
	IS:47




SC: 92
	9.9*




11.3
	11.9 [4]*




12.4 [4]
	2.0*




1.1
	IS (3x200 mg/week) during hospital stay to cover TID ± oral iron 100 mg/day after discharge

Oral iron or no iron 
	15%*
(1.6 U/pt)



4%
(1.8 U/pt)
	23




22
	0




0
	10 (f)




9

	
HIGH DOSE INTRAVENOUS IRON (5 studies, 979 patients)
	
	
	
	
	
	

	Bisbe et al.
(2014) [8]
RCT
Orthopaedic
	FCM: 60

Oral iron: 62
	10.5

10.5
	11.5 [4]

11.0 [4]
	1.0

0.5
	FCM (700-1000 mg, POD 3)

FGS (100 mg/day, starting upon discharge)
	0%

0%
	5

0
	0

0
	8 (g)

8

	Jeong &Park
(2014)[9]
OBS
Gastric cancer
	FCM: 68


SC: 74
	8.8


8.9
	11.8 [12]
11.9 [24]*

11.2 [12]
11.3 [24]
	3.0
3.1*

2.3
2.4
	FCM (TID mg)


No specified
	0%


0%
	?


?
	?


?
	? (h)


?

	Johanson et al
(2015)[10]
RCT
Cardiac
	ISM:30

Placebo:30
	10.2

10.5
	12.4 [4]

11.6 [4]
	2.2*

1.1
	ISM (1000 mg at CPB end
or wound closure)
	13.3%

20.0%
	10

30
	0

0
	5 (i)

5

	Khalafallah et al.
(2016)[11]
RCT
Mixed surgery
	FCM: 103


SC: 98
	10.6


10.5
	13.0 [4]*
13.8 [12]

12.2 [4]
13.4 [12]
	2.4*
3.2

1.7
2.9
	FCM (15 mg/kg; 
max 1000 mg)

No intervention

	1%


6%

	2


14
	7.3


8.2
	7.8 (j)


11.6

	Litton et al.
(2016) [12]
RCT
ICU (70% surgical)
	FCM: 70

Placebo:70
	8.9

8.7
	10.7 [1-2]

10.0 [2]
	1.8

1.3
	FCM (500 mg/week up to 3 doses; mean: 635 mg/pt)
	54%
1.39 U/pt
56%
1.94 U/pt
	29

23
	10

8.6
	15

18

	Kim et al.
(2017)[13]
RCT
Gastric cancer
	FCM: 228


Placebo: 226
	9.0


9.2
	11.6 [3]*
12.3 [12]*

10.6 [3]
10.8 [12]
	2.6*
3.3*

1.4
1.6
	FCM (500-2000 mg, 1st dose on POD5-7; 500 mg at week 3 
if Hb <10 g/dL)
 
	1.4%


2.7%
	?


?

	?


?
	? (k)


?


CPB, cardiopulmonary bypass; EPO, recombinant erythropoietin; FCM, ferric carboxymaltose; FGS, ferrous glycine sulfate; Hb, haemoglobin; IPM, iron polymaltose; IS, iron sucrose; ISM iron isomaltoside-1000; IVI, intravenous iron; LOS, length of hospital stay; OBS, observational study; RBCT, red blood cell transfusion; RCT, randomised controlled trial; SC, standard care; TDI total iron deficiency.
Notes
a. Randomization bias Hb levels: in the control group were significantly higher than these observed in the treated groups.
b. It was estimated a priori that 20 patients in each group would be sufficient to detect an incremental increase in Hb of 0.8 g/dL. A total of 3,473 patients were screened. Of the 140 eligible patients,102 refused to participate and 38 were randomized, and primary outcome was available in 31 .
c. Time to reach an Hb ≥11 g/dL: 12 days in the IV iron group vs. 21 days in the oral iron group (p=0.32).
d. Mean difference in length of stay 3.6 days (p=0.080).
e. There were no differences in transfusion rates between patients receiving IS or FCM (12.7% vs 10%; p=0.599). Among the whole series, the post-operative infection rate was higher among transfused patients than among non-transfused patients (7.2% vs 1.4%, respectively; p=0.014) and trans fused patients spent longer in hospital than did non-transfused ones (+1.9 days [95% CI: 1.2-2.6]; p=0.001).
f. There were significant differences in baseline postop Hb between groups, suggesting that surgeons were more prone to prescribe IV iron to more anemic patients.
g. The total EQ-5D score and most sub-scores were comparable. Among preoperatively iron deficient patients (ferritin <100 ng/ml), or more severe postoperative anaemia (Hb <10 g/dl), FCM treatment was associated with higher Hb increment and better scores for ‘usual activities’ and/or ‘anxiety/depression’ at the end of the study period (30 d postop).
h. The mean increase of Hb at postoperative 6 months was 3.2 g/dL in the IV iron group and 2.5 g/dL in the no-supplementation group (p =0 .029), an anemia correction was achieved in 59.6% vs. 40.4%, respectively (p=0.033).
i. Hb levels at postop day 5. One month after surgery, significantly more patients were non-anaemic in the intravenous iron isomaltoside 1000-treated group compared to the placebo group (385% vs. 80%; p = 0019).
j. Approx 80% orthopaedic. Quality of life measurements (SF36 scores) were available for 73 patients (74%) in the standard care group and 97 patients (94%) in the FCM group with an apparent difference in the role physical scale in the intravenous iron group at weeks 4 and 12.
k. Baseline Hb levels measured at 5-7 days postop. Hb increase of ≥2 g/dL from baseline, Hb level of ≥11 g/dL, or both (primary outcome at 12 weeks) 92.2% vs. 54%. The overall proportion of completed QOL assessments was high (96.9% at week 3; 95.4% at week 12). No significant difference was observed in the global health status/QOL scale at weeks 3 and 12.
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