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EditordPreoperative anaemia occurs in one-third of patients

and is associated with an increased risk of blood transfusion,

patient morbidity, and mortality.1,2 The leading cause of

anaemia is iron deficiency, with several studies exploring the

use of iron around the time of surgery.3 Preoperative iron

therapy has become a plausible and attractive therapeutic

intervention to reduce patient complications. However, large

RCTs have not supported the anticipated benefits suggested

by observational and associative data.4

Recently, Lewis and colleagues5 published an overview of

systematic reviews assessing interventions for reducing red

blood cell transfusion in patients undergoing hip fracture

surgery. Although data on tranexamic acid enabled a recom-

mendation for use, the data on iron therapy were limited and

no recommendation could be made.

The largest systematic review assessing iron therapy use in

hip fracture surgery was by Sinclair and colleagues6 in 2022.

This included four RCTs and nine cohort studies. The meta-

analysis reflected the conclusions by Lewis and colleagues,5

finding no clinical benefit to iron therapy in this setting, with

suggestion for larger studies to further explore these

outcomes.

In response to the evident demand for more RCT data, we

have combined the meta-analysis data from Lewis and col-

leagues5 with data from our recent RCT: IRON NOF (Fig 1).7 The

meta-analysis trends towards favouring i.v. iron; however,

there is insufficient evidence to support a true effect (odds

ratio [OR] 0.80, 95% confidence interval [CI] 0.61e1.06; overall

effect P¼0.12).

Blood transfusion incidence

A meta-analysis was conducted on RCTs assessing blood

transfusion use in patients undergoing hip fracture surgery
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randomised to iron therapy or control. Data were informed

from the 2022 systematic review by Sinclair and col-

leagues6 with the addition of data from the IRON NOF

trial.7

Despite an increase in the OR comparedwith the findings of

Lewis and colleagues5 (OR 0.80 vs 0.85), there remains insuffi-

cient evidence to support the use of i.v. iron in this setting. Of

note, including IRONNOF, only two trials in thismeta-analysis

were conducted using a single high dose of i.v. iron as the

intervention, whereas the remaining RCTs used three separate

low doses of i.v. iron.

In addition, IRON NOF administered the intervention peri-

operatively, whereas the remaining RCTs administered the

intervention upon admission.5 Currently, the optimal dosing

and timing of i.v. iron administration in relation to surgery

remains under debate, suggesting that further RCTs exploring

these differences in this patient population might be required

to clarify whether iron therapy administered around the time

of hip fracture surgery influences the risk of blood transfusion.

Upon exploring the influence of liberal vs restrictive

transfusion on recovery from NOF surgery, the trial by Car-

son and colleagues8 acknowledged the need for functional

endpoints in this fragile population by assessing the pa-

tients’ ability to independently walk across a room. The POP-

I trial (ISRCTN24330080) is currently recruiting hip fracture

patients across 18 centres, to randomisation of i.v. iron (with

or without ESA injection) or placebo delivered during the

postoperative period. Promisingly, this trial will present an

opportunity to explore the influence of the timing of iron

therapy administration in relation to NOF surgery and

explore a multidimensional analysis of self-reported

mobility.
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Fig. 1. Meta-analysis of RCTs on iron therapy in patients with hip fractures.
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