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Background Methods (cont’d)
* Complex Regional Pain Syndrome Type-1 (CRPS-1) is a rare, chronic, Rescue Treatment Table 1. Key Eligibility Criteria Figure 2. Pain Assessment
dici d few th ac d trate effi L - Rescue. medlcatlon.s are perml.tted to treat.paln and include: KeylinelstaniEiters The participants will be asked to record their CRPS-related pain intensity using the following
medicines, and rew therapies demonstrate efricacy In rigorous = 1st line: Acetaminophen, with a total daily dose < 4 grams/day = > 18 yearsold uestion:
clinical trials.” = 2nd line: For moderate to severe pain (e.g., > 4 on 0-10 scale) that persist 30 = Diagnosed with CRPS-1 in a single affected limb based on clinical Budapest Criteria ! |
* Neridronate, approved for treatment of CRPS in Italy,>* is an alkyl- min after acetaminophen was taken as rescue, oxycodone 5 mg immediate = A known inciting event (e.g., sprain, fracture, contusion) Please rate your CRPS pain by selecting the one number that best describes your pain.
aminobisphosphonate believed to impact CRPS-1 via multiple release may be taken (up to 4 times/day) = CRPS-1 duration £ 6 months
me.chanlsms, mcludm.g. bone-targeting and |;n7munomodulatory Prophylaxis of Acute Phase Reaction = Average weekly pain that is moderate-severe (> 4 on an 11-point “pain now” NRS, based 0 1 2 3 4 5 6 7 8 9 10
actions as well as anti-inflammatory effects. = Short-term use of IV bisphosphonates, as in the case of this trial, is generally on eDiary data)
" In the Italian phase 3 registrational trial, a significant improvement in well-tolerated, with the most common adverse event expected to be acute Precision Medicine Inclusion Criteria No pain Worst
pain intensity was observed within the first 20 days of treatment phase reaction. = Positive triple-phase bone scan, demonstrating increased uptake in the affected limb possible pain
ith i - - 3 : : : L : 1oty ’
with intravenous (IV) neridronate 400 mg Vs pIaCEbO (p_0043) = Acute phase reaction typ|Ca”y presents with the first infusion as ‘flu like |”neSS; Compared to the contralateral limb (phase P and/or phase 3) during Screening
" The intended population for the planned Phase 3 trial of neridronate mostly self-limiting with resolution within 24 to 72 hours. = A recent historic scan may be acceptable Discussion
LorI.CRPj-l, .CRPS'RISEP'\ Ievg(rjagefsz pre.?sjlon medicine ?ipcr;z;hl " Participants will be prophylactically treated with oral acetaminophen 1 hour = Warm CRPS-1 subtype features in the affected limb defined as edema present and: = Neridronate’s efficacy and safety in patients with early CRPS are supported by
€ |evc? to improve the o S Of identitying patl.ents Wit i prior to the first infusion. = > 2 of the following: redness, warmth, moderate-to-severe edema severity over 10 years of research and real-world clinical use in Italy.
most likely to respond to neridronate based on its proposed Kev Exclusion Criteria . o . N . . .
mechanisms of action and analysis of prior trials. Specifically, Endpoints & Assessments . y e = Pain §peC|aI|sts are l.mque|y. p05|t|opgd to |Fient|fy CR.PS—l patle.nts, who may
oatients with the warm CRPS-1 subtype (edema, red/warm skin) and = The trial is well-powered for the primary endpoint (> 90%) and key secondary = Score of 240 on the Pain Catastrophizing Scale be eligible to enroll in this pivotal clinical trial evaluating the efficacy and
a positive triple phase bone scan may be most likely to respond. efficacy endpoints (> 80%). . P.FIOI.’ yse of nerldr(?nate or use of Q’Fher protocol-restrlFted rnedlcmeS or trc?atmejnt:t: | safet.y.of neridronate, which has the potential to be the first FDA-approved
. . » The primary objective is to assess the efficacy of neridronate vs placebo based . ngﬂc;ant underlym.g health conditions ((.e.g., severeIY mpawed ren.al function, significant medicine for CRPS-1.
Objectlve on change from baseline to Week 12 in pain intensity per 7-day diary averages liver disease, excessive alcohol consumption, recent significant malignancy)
= To present the study design and methods of CRPS-RISE, which (11-point NRS) (Figure 2). = Basal cell or squamous cell skin carcinoma, Stage 0 cervical carcinoma in situ, and
aims to evaluate the efficacy, safety, and tolerability of IV = Key secondary endpoints (analyzed in a hierarchical manner) include: ]’freateoll ductal clarc.momalm Situ of the br?ast areb'okr\]/wthlhn the last 5 years
. . i :
neridronate for the treatment of CRPS-1. = >50% pain reduction from baseline to Week 12 in pain intensity using the >3 I—Tty e Tted exclusions related to usage of an IV bisphosphonate, neridronate:
|
Methods 7-day dairy averages on the 11-point NRS V}J/cpoc.a cDerdm? ,
. : : = Vitamin icien
Design & Eligibility = Change from baseline to Week 12 in CRPS Severity Score (CSS) _ Evi?zlence ofiereect (c:jyental findings
= CRPS-RISE (NCT07210515) is a phase 3, multicenter, randomized, " Patient Global Impression of Change in CRPS-related health at Week 12 » Presence of ocular inflammation = CRPS-RISE is a pivotal trial evaluating the bisphosphonate,
1t : 3 Physical Functioning domain : . . , , ,
and tolerability of IV neridronate for the treatment of CRPS-1. . ot | oot e f etion Figure 1. Trial Schematic rare disease that carries substantial burden for CRPS-1
= ~270 participants who satisfy all eligibility criteria (key criteria in Other secondary endpoints include assessments of percent reduction in average . _
Table 1) will be enrolled in the trial across ~60 sites in the US. pain intensity from baseline to various time points (e.g., = 30% reduction at Day e ey Endpolnt patients, healthcare professionals, and the healthcare
= The trial includes a screening, treatment, and follow-up period 10), sleep disturbance, time to onset of analgesia, range of motion, pain with _ enity based on -y iy avrages system.
(Figure 1) active motion, SF-36, McGill Pain Questionnaire, use of rescue medications, and _mpgj‘ggg:;ﬂ:\* e A key element of this trial’s design is the precision medicine
. . _ int
. Eligibl . b domized Ve aith » warm CRPS clinical features. e ting +250% rffucﬁsgﬂ_;aﬁin':en':?zﬂfwu : ]
igible participants will be randomized to receive either neridronate - , . , , ; | Change from baseline to W12 in CSS approach, an approach intended to improve the odds of
or matching placebo in a 1:1 ratio = Safety and tolerability will be evaluated by incidence, seriousness, and severity ) n=~135 IV neridronate 100 mg + PGIC in CRPS-related health at W12 ’
. . - * Change from baseline to W12 in 5F-36: 1 1 1 11 1
| A of treatment-emergent adverse events; treatment emergent adverse events s durtion <6 months LT physicalFunctioning Domai ide r.1t|fy|ng participa n.ts who are most likely to respono.l ’FO
Concomitant Treatments and Therapies leading to discontinuation; values and changes from baseline in physical exams, o4 on LLpaint RS ) Other Secondary Endpoints neridronate: those with early, warm CRPS-1 and a positive
= All participants will take s.u!oplemental calciym a.nd vitamin D vital signs, labs, and cardiac monitoring. N s;rte:;i;g é " Chapge fom baseline ot cach it triple phase bone scan.
(sta ndard of care for Pa rt|CI|Oa nts treated with blsphosphonates). . . . . E-,,?;,I::E;ggﬁi e weeks _E o E?::;LEI;:::JLEI:[;;F!;“EE;EIST]gjlth . . .
= Stable doses of many medicines and therapies are allowed to Site Selection & Enrollment Considerations Warm R E o Paimuith ROM and > 50% change Given the progressive nature of CRPS and the different
. . . . . . o Edema ain with ROM . e e . .« . . .
continue during the trial. For example: = Site selection across the US is ongoing, and enrollment is expected to begin in  AND mlesst 2 of: n=~135 IV placebo ° %Sanéijelements subtypes, it is important to consider a precision medicine
. 1. Obvious t:edn-ESS DH"[S 1,4,7 and 10 o WWarm findings o . .
= Analgesics, such as acetaminophen, nonsteroidal anti-inflammatory the first quarter of 2026. . L . " femperatre ST L B o s emedaten approach that targets the right treatments to the right
drugs, opioids < 45 morphine equivalents/day, and neuropathic " For participants who are not close to an investigative site, transportation and 3. Moderate to o McGilPan Questonnaire oatients at the right time
. L ’ dation will be offered. severe edem + 50, 50 and 70% reduction n pa '
therapies (e.g., gabapentinoids) accommo intravenous  Phone : =50, 50 and 70% reduction in pain : - : : :
= Physical therapy, occupational therapy, rehabilitation modalities = Participants may have low vitamin D levels at screening, which is common in the R N S e 1o et > 30% radction from " There is a critical need for innovation and research to find
) ’ ’ . . . . . Days Day 13 Week 3 Week 6 Week 9 Week 12, End baseline in pain intensity based on 7-da .
osychological or psychiatric modalities U.S. There will be an opportunity to supplement and increase vitamin D levels Lan0 | (ronecal) | - of Tl enorage thot & matned for 21 week). safe and effective treatments that not only manage CRPS
during screening, as needed. Endpon symptoms but also help prevent disease progression.
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