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Available UK-based CE studies were included from a broad strategy including
‘diabetic foot’, and ‘cost-effective’ or ‘economic evaluation’ as search terms.

Table 1: Characteristics of UK cost-effectiveness studies for DFU management Co n CI u S i O n S

toolfime horizon Lack of CE data, inconsistency and intrinsic weaknesses of models

1. Guest 2021 Non-healing DFUs in dHACM vs. SC CUA/Markov model/ 1 year  Incremental cost per QALY Flack 2008 data (US), derived from Unchanged (by ulcer size), worsened US RCT, Adjunctive dHACM allografts afford the NHS a cost-effective intervention. Industry, MiMedXGroup Inc.
secondary care mixed sources (US and Swedish (ulcer size increased), . d h ° I ° h d b ° d
datal S T used, mean that economic evaluation methods can be improved,
(ulser ’ 16-week follow up in trial; DSA and PSA outputs: At a CE threshold of £20 000 per QALY, up to 94%, 88%, 80%,
[ ] [ °
Results N (S0 624,04 25 f conor s pate 10 et s ey to effectively incorporate costs and benefits of any DFU wound
infected ulcer, death with adjunctive dHACM, compared with SC alone, if expenditure on the allografts amounts

* UK was in the top three of countries covered in the publications (Figure 1). A smputsson, 045 s amputato, o £3300, E350,£3700, 4000 and £4300 per OV, respectively

and 0.465 for a recurred ulcer)

care intervention, thereby enhancing optimal decision-making for

[ ]
. 2. Guest 2018 DFU > 6 months Collagen dressing vs SC CUA/Decision tree/ 4 Incremental cost per QALY Flack 2008 data (US), derived from NA Retrospective cohort for SC; systematic  Collagen-containing dressing plus standard care instead of standard care alone potentially Industry ff d
SU m m G ry Of fe CI 1.U res Of 1.h e U K- b CI Se d SII.U d I es CI re Shown On TG b I e .I ° duration months mixed sources (US and Swedish literature review for collagen affords the NHS a cost-effective (dominant) treatment for both non-healing and new DFUs, q ecll.e p qtl e nII.S.
data) since it improves outcomes for less cost.
P ° . . ( ° ) M ° . f
DreSSIngS Were The mOST evqluqfed Intervenflons Flgure 2 ° qlorlty o DSA and PSA outputs: At a CE threshold of £20 000 per QALY, up to 99% of a cohort is
expected to be treated cost-effectively with a collagen-containing dressing plus standard
[ ] [ [ [
- care compared to standard care alone.
eVG I U q 1.| O n S We re I n d U ST ry fU n d e d ( F I g U re 3 ), 1'00 k h e CI III.h C q re p q ye r p e rs p eCT I ve 3. Betts 2018 (abstract)* All DFU sucrose octasulfate CEA and CUA/Markov Incremental cost per QALY Based on EXPLORER RCT, values not  open, closed, and complicated (pre and Double-blind EXPLORER RCT, 240 UrgoStart was the dominant treatment strategy, a cost saving of £666.51 and a 0.022 QALY  Not reported, may be related to
(Urgostart) dressing vs. model/ 1 year available in abstract. post amputation), and deceased participants (126 sucrose octasulfate vs.  per patient. a PhD thesis
M M M neutral dressing 114 control) in 43 hospitals across EU4 R f
and included mixed DFU populations. el st por e i ererences
wound Using UrgoStart leads to more wounds healed at 52 weeks than a neutral dressing, 653 and 1. Chris M. Cost effectiveness of TLC-NOSF dressing in the management of DFUs in the UK, France and Germany: An overview
° . . ° . 473 respectively at a cost of £4879.84 per healed wound for UrgoStart compared with .
o The re We re II'Wo Wl'l'hln—'l'rlq I qnq Iyses (24—26 Weeks durqtlon) (6'7), SIX Mq rkov £8136.19 for a neutral dressing. The use of UrgoStart also avoided 19 amputations over a analysis. Journal of wound care, 2020, 29(SUPPL 7B), 181
year.
. o DSA and PSA: UreoStart is cost s A . ot g0 2. Guest JF, Atkin L, Aitkins C. Potential cost-effectiveness of using adjunctive dehydrated human amnion/chorion membrane
an : UrgoStart is cost saving, even when a comparator was set at £0.
m Od e I S ( m OST I y .I ye q r) ( .I - 2 ,4 -5 ,9 - .I O) q n d II-WO d ec I S I on -I-re eS (4 m OnTh = q n d 3 = 4. Industry (sponsor) All DFU Urgostart dressing vs. CUA/Markov model/1 year Incremental cost per QALY NICE EAC report: Trial-based From NICE EAC report: Double-blind EXPLORER RCT, as above The EAC agreed with sponsor found UrgoStart to be cost saving for diabetic foot ulcers. NICE assessment in response to ollog raft in the management of non-healing diabetic foot ulcers in the United Kingdom. Int Wound J. 2021 Dec;] 8(6)889-90] .
submission (Chris neutral dressing (UrgoTul) EXPLORER; data not available, EAC is Open ( tation) industry sponsor (UrgoMedical)
. 3 8 . ofe f oo 2020/NICE EAC report)* unclear on how the sponsor pen {pre-amputation submission 3. Guest JF, Singh H, Vowden P. Potential cost-effectiveness of using a collagen-containing dressing in managing diabetic foot
ye G r d U ratl OnS) ( ’ ) ( F I g U re 4 ) * UTI I III.y d a 1-0 SOU rces o r Cosll.- Ull.l I ITY q n q I yses estimated separate utilities for the 6 Complicated (pre-amputation) UrgoStart was cost saving in all sensitivity analyses except for the analysis in which healing f . . -
. o ulcers in the UK. J Wound Care. 2018 Mar 2;27(3):136-144.
health states in the model, as this is rates with UrgoStart estimated from the Explorer trial were reduced by 50%.
A . . f ofe . . f not reported in Edmonds 2018 Closed (pre-amputation) . . . . . . .
(CU S) are Shown on F|g ure 5 . DeTCI | IS @) U1'| I |1'y eSh mCﬂ'Ion were UnCIeG F TOr one (EXPLORER). Open (post tation) In this scenario UrgoStart generated a modest cost increase compared to UrgoTul. 4. Betts A. et al. PMD104 — Cost-effectiveness and cost-utility analysis of treating diabetic foot ulcers with Urgostart compared to
pen (post-amputation . .
a neutral dressing. Value in Health 2018, Volume 21, $S260
m Od e I ( ‘I 'I ) deceased complicated (postamputation)
i closed (post-amputation) 5. Cutting KF. The cost-effectiveness of a novel soluble beta-glucan gel. ] Wound Care. 2017 May 2;26(5):228-234.
5. Cutting 2017 DFU for at least 4 Soluble Beta -Glucan (SBG)  CEA/Markov/12 weeks and 1  Percent healed, NA, CEA Based on treatment response: no Double blind RCT two-centre, placebo- The shorter healing time associated with the SBG gel treatment leads to a cost saving Industry, Biotech Beta Glucan
° Eff 1_. 1_ d . d .Th d . 1_| f d . d 1_ | I d weeks but < 2years gel year Mean weeks in a healed state response (static), partial response controlled phase II, 54 patients, 12 because fewer weeks of treatment are required to heal the wound. 6. Jeffcoate W, Game F, Tur'rle-Savoge V, Musgrove A, Price P, Tan W, Bradshaw L, Montgomery A, Fitzsimmons D, Farr A,
ectiveness ouicomes were erive elrrner irec y rom ranaomise ’ conirolie :\:cefen,::;tta?igssteffztcﬂveness g:}::z::\z(;:giezjersﬁg:;ngeaIEd) weeks follow-up Winfield T, Phillips C. Evaluation of the effectiveness and cost-effectiveness of lightweight fibreglass heel casts in the
¢ . | (RCT ) ( — 8) (2 4 9 -I -I ) t I . ( — -I ) ( -I O) t 1_. h t CI t ;Ztr";ggignz;'Egi?ﬁg;?é;“t management of ulcers of the heel in diabetes: a randomised controlled trial. Health Technol Assess. 2017 May;21(34):1-92.
rl C' S S n - ’ = ’ ’ m e q = q n q y S I S n - ’ re ros p ec Ive CO o r q q 6. Jeffcoate 2017 DFU on the heel Offloading (lightweight CUA/Within-trial analysis/26  Incremental cost per QALY EQ-5D 3L trial-based. NA Within-trial; parallel group design RCT,  Usual care dominated the intervention, that is, had lower costs and more QALY gains under ~ NIHR HTA programme . 1l . .
. - . i . . S ) . 7. Jeffcoate WJ, Price PE, Phillips CJ, Game FL, Mudge E, Davies S, Amery CM, Edmonds ME, Gibby OM, Johnson AB, Jones GR,
( _ 'I b I . h d I .1- 1- _ 'I 2 F' R T h d 5 4 2 4 fibreglass casts) vs. usual weeks Usual care vs Intervention 509 participants in the UK, 26 weeks th.i'base caste, The;mb;b:!ty:fthe intervention being cost-effective at a societal Masson E. Patmore JE. Price D Rdymdn G Hdrding KG. Randomised controlled trial of the use of three dressing prepqrqﬁons "
n=1) (3) or published literature (n=1) (2) (see Figure 6). RCTs ha -240 vilingnes o-pay treshold o : s Price D, ' :
p g Baseline: 0.43 vs 0.45 £20,000 was estimated at 5%. the management of chronic ulceration of the foot in diabetes. Health Technol Assess. 2009 Nov;13(54):1-86, iii-iv.
. M M ¢ 12 weeks: 0.49 vs. 0.50
pq I‘1'ICI pCInTS W”h fO”OW'Up ] 2 '20 WeekS. Unce I‘TCI | n'|')’ wds d d d I'essed N mOST 8. Jansen JP, Kumar R, Carmeli Y. Accounting for the development of antibacterial resistance in the cost effectiveness of ertapenem
24 ks: 0.54 vs. 0.52
e VS versus piperacillin /tazobactam in the treatment of diabetic foot infections in the UK. Pharmacoeconomics. 2009;27(12):1045-
I 1-’ H b b'l' .I-' d d } HP.- .I-' '1-' '1- I 1-| H f Adjust difference 0.02(-0.03 to 0.07) PiP
T ' 56.
evq U q I O n S VI q p ro q I I S I C q n e e r m I n I S I C Se n SI Iv' y q n q y Ses’ m OS y I n q vo U r 7. Jeffcoate 2009 DFU present for at Dressings: non-adherent CEA/Within-trial analysis/24 Cost per healed ulcer, cost per  NA NA Within-trial, observer blind, multicentre  Statistically significant difference in the cost associated with the provision of dressings (mean NIHR HTA programme
least 6 weeks preparation (N-A ) vs. weeks ulcer-free day RCT, 229 evaluable patients, 24 weeks cost per patient: N-A £14.85, Inadine &£ £17.48, Aquacel £43.60). The higher cost of a1re . . . . . .
Of fhe in_l_e rventions Inadine vs. Aquacel Aquacel was not offset by the fewer dressings required. There 9. Ghatnekar O, Willis M, Persson U. Cost-effectiveness of treating deep diabetic foot ulcers with Promogran in four European
¢ _ _ , i » B _ countries. J Wound Care. 2002 Feb;11(2):70-4.
was no difference in measures of either generic or condition-specific measures of quality of
life
, , — . . , : , - 10. Ghatnekar O, Persson U, Willis M, Odegaard K. Cost effectiveness of Becaplermin in the treatment of diabetic foot ulcers in
Y M H f ( / 8. Jansen 2009 Patients with DFU Antibiotics: ertapenem vs. CUA/decision tree/3 years Cost per QALY saved Government actuary data for an NA Double -blind RCT SIDESTEP, 586 Ertapenem cost-saving and possibly dominant over piperacillin/tazobactam Industry - Merck and Co 4 ! !
Ulcer progression was modelled in terms of wound closure (healed /closed vs. paients Aot erzpenen four European countries, Pharmacoeconomics. 2001 19(71767-76.
9. Ghatnekar 2002 non-superficial Promogran dressing +. GWC CEA/Markov/1 year Cost per ulcer-free day NA, CEA Healed ulcer (Wagner grade 0), RCT 276 patients from 11 centres inthe  Promogran +GWC may be cost-effective, perhaps even cost-saving under a wide variety of Industry -Johnson and Johnson . . .
U n h e q Ie d /O p e n ), Ofte n b q Se d On q CO re m Od e I from n On - U K SOU rceS ( ] 2 ) ° O n I y (neuropathic)DFUs vs. GWC alone Uninfected ulcer (Wagner grade I1), USA, 12 weeks. assumptions via DSA 11. National Institute of Health and Care Excellence (NICE) External Assessment Centre report: UrgOSTG” for the treatment of Ieg
Infected ulcer (Wagner grade I11), ulcers and diabetic foot ulcers Date: June 2018
h d ° 'I 5 d I I d ° f h I ° I ° d Gangrene (Wagner grade IV), healed
TWO 01. er SfU Ies ; ) modelie N TeI‘mS (o) ed |ng prog ress — vicer size dn ulcer with history of amputation (grade 12. Persson U, Willis M, Odegaard K, Apelqvist J. The cost-effectiveness of treating diabetic lower extremity ulcers with
0), deceased . . . . . .
° ° 10. Ghatnekar 2001 non-superficial DFUs Becaplermin gel + GWCvs.  CEA/Markov/1 year Cost per ulcer-free month NA Healed ulcer (Wagner grade 0), Meta-analysis of clinical trials involving Becaplermin may be cost-effective, perhaps even cost-saving; deterministic and scenario Johnson Pharmaceutical becaplermm (Regranex): a core model with an appllco’rlon using Swedish cost data. Value Health. 2000 Nov-Dec;3 Suppl 1:39-
response to treatment (|mproved / increased, worsened / decreased or unchqnged), GWC alone ained Uninfected ulcer (Wagner grade I, 449 pationts analyss Research Institute 46.
Infected ulcer (Wagner grade ll),
° Gangrene (Wagner grade V), healed
Although resource use vs. treatment response data was available for the latter oer it storyf amoto e
0), deceased
ole ° e o *Some details of model inputs and assumptions reported in Betts 2018 abstract and sponsor submission (via EAC report) are similar.
SII.U d y (5 ), no Ull.l I III.Y d q 1.0 Wq S re p O rTe d . Th e Secon d U K STU dy d I d n 01. re po rll. C I I n Icq I CEA: cost-effectiveness analysis; CUA: cost-utility analysis; dHACM: adjunctive dehydrated human amnion/chorion membrane allograft; DSA: Deterministic sensitivity analysis; GWC: Good wound care; SC, standard care; HTA: Health Technology Assessment; NICE: National Institute for Health and Care Excellence; NIHR: National Institute of Health and Care Research

basis for the ulcer size-based health states (1).
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