WOUND BED PREPARATION IS A PREREQUISITE FOR WOUND CLOSURE
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Wound bed preparation (WBP) is a critical step in transitioning chronic wounds from a disrupted to a healing state. Wound Closure by Wound Bed WEP and Wound Closure Matrix At anv timepoint durin
It iInvolves removal of non-viable tissue, reduction of infection and inflammation, maintenance of a moist Prepared y p g

Wound Closure

environment, and promotion of keratinocyte migration from wound edges, all supportive of healing. Schultz et al.
(2003) identified healthy granulation tissue as the ultimate goal of WBP. The ChronEx randomized controlled trial
(RCT), which assessed a novel bromelain-based enzymatic debridement (BBD) in venous leg ulcers (VLUSs),
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provided a unique opportunity to evaluate the relationship between achieving WBP and wound closure (WCL). ' o e s a0 : o-value < 0.0001 with a 12-fold increase In
n=4 egative Predictive Value - =89.7% .
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Patients with chronic VLUs were randomized (3:3:2) to receive BBD, placebo gel, or non-surgical standard of care N=60 e fime fo Wound Bed Prepared (cays) Compared o a prepared
(NSSOC) for up to 2 weeks or until complete debridement, followed by 12 weeks of standardized NSSOC. WBP WBP is essential for wound healin_g_ Time to WBP is correlates with Time to Wound Closure WOu nd bed
was defined as complete debridement with full granulation tissue coverage; WCL as full re-epithelialization without Wound bed not prepared — very low probability to heal
drainage, confirmed at two consecutive visits. The incidence of WCL was compared between patients who did or
did not achieve WBP at any point. Additionally, WCL incidence during the 12 weeks follow-up was compared based Landmark Analysis: WBP at 14 Days and Odds of Wound Closure Landmark Analysis: WBP at 14 days and Time to Wound Closure
on whether WBP was achieved by Day 14. The correlation between time to WBP and time to WCL was assessed Time to wound closure by wound bed prepared within 14 days
| time-d dent Cox proportional hazards model N Nound Bed Prepared at 14 days. - WP and Wound Glosure Matrix 10 = '
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Of the 119 patients randomized, 46 were treated with BBD, 43 with placebo, and 30 with NSSOC. The mean age . N=78 osiive Predictive velue (PR = #1s7 = o1 S A S 33.787 , p<00001 )
. 0 . 2 — . ime to wound closure (days
vyas 64 years (SD 12.5), with 46% females. The average wound size was 15.7 cm? (SD 19.5), av.erage non-viable Wound Bed Preparation within 14 Days Could Predict Wound Closure T / t- d closure (days) | | |
tissue was 73.2% (SD 15.2), and average wound age was 31.1 weeks (SD 24.0). Overall, 80 patients (67 %) Wound bed not prepared within 14 days decrease likelihood to heal WBP within 14 Days Associated with Faster Time To Wound Closure

achieved WBP, among whom 34 (42.5%) achieved WCL.

ChronEx’ — Multicenter, Randomized, Controlled Phase |l Study
* Wounds that failed to achieve WBP had a 90% probability of not healing (Negative Predictive Value = 90%)

SEREETING _ - Wounds that achieved WBP were 4.1 times more likely to close compared to those that did not (p = 0.0004)
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» Early achievement of WBP (within 14 days) was associated with a significantly increased likelihood of healing (Relative Risk = 2.4, p =0.0005)

Non-Surgical Standard of Care?

« At any time point, a wound that has failed to reach WBP had a 12-fold higher risk of remaining unhealed throughout the 14 weeks study
Inclusion Criteria: period (Hazard Ratio = 12, p < 0.0001)

Patients with Venous Placebo Non-Surgical Standard of Care?
Leg Ulcers, wound -
size 2-100 cm?, wound n=43

RANDOMIZATION

» This analysis confirms that wound bed preparation (complete debridement and full granulation tissue coverage) is a

NSSOC3 Non-Surgical Standard of Care? prerequisite for wound closure in VLUs

n=30
* The data further validates BBD therapeutic potential to improve healing outcomes by accelerating wound bed preparation in

patients with venous leg ulcers

1. Shoam et al., eClinicalMedicine of the Lancet Group, 2024
2. A standardized selection of non-active dressings to be applied according to their approved label or investigator discretion. Compression wraps were mandatory

3. Non-Surgical Standard of Care - a standardized selection of non-active dressings or enzymatic debndement to be applied according to their approved label or investigator
discretion. Compression wraps were mandatory

* These data validate the design and outcomes of the ongoing Phase Ill VALUE study with EscharEx in VLU

Shoham et al. 2024; LANCET’s eClinicalMedicine



