813 /3D
Ortholpedics . -

THE EFFORT TO REDUCE OPIOID USE GETS A
BOOST FROM NEW DRUGS
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NOW A READY-TO-USE NON-OPIOID
FOR PROVEN PAIN MANAGEMENT

CALDOLOR' (ibuprofen) Injection provides:

* Proven pain control’

+ A reduction in opioid use'*®

* Approved for administration in children’
as young as 6 months of age

* Over 2.3 million doses administered?

Single-Dose Sublingual Sufentanil Applicator and Caldolor IV bag / Courtesy of AcelRx Pharmaceuticals, Inc. and
Cumberland Pharmaceutical, Inc.

It's one thing to tell surgeons to stop prescribing opioids to help curb the national crisis, but it's
another to actually have evidence for effective alternatives. Thankfully, that list is growing with
recent publications supporting a pair of drugs that have been shown to reduce opioid use during
and after surgery.

The first, Caldolore, from Cumberland Pharmaceuticals, Inc., is an ibuprofen injection that is
shown to reduce opioid use, as well as over-the-counter medication. A recent review of nine
clinical studies was published in Clinical Therapeutics.

The analysis, “Narrative Summary of Recently Published Literature on Intravenous Ibuprofen,”
found that Caldolor achieves a higher plasma concentration more quickly than oral ibuprofen
and improves post-surgical recovery, surgical stress, and post-surgical pain, in addition to
reduced opioid use.

Cumberland Pharmaceuticals Chief Executive Officer A.J. Kazimi said, “We are proud to see
the continued support for the use of Caldolor in postoperative care, with the resulting reduction
of opioid use. We feel confident that this newly published narrative provides additional insights
into how intravenous ibuprofen can help healthcare professionals and patients as elective
surgeries resume.”

A second study, “Reduced Opioid Use and Reduced Time in the Post anesthesia Care Unit
Following Preoperative Administration of Sublingual Sufentanil in an Ambulatory Surgery
Setting,” was published in the Journal of Clinical Anesthesia and Pain Management in August
2020.



https://www.sciencedirect.com/science/article/pii/S0149291820302381
https://scholars.direct/Articles/anesthesia-and-pain-management/jcapm-4-027.php?jid=anesthesia-and-pain-management
https://scholars.direct/Articles/anesthesia-and-pain-management/jcapm-4-027.php?jid=anesthesia-and-pain-management
https://scholars.direct/Articles/anesthesia-and-pain-management/jcapm-4-027.php?jid=anesthesia-and-pain-management

The prospective study followed 127 patients who received a single 30 mcg dose of sublingual
sufentanil before surgery at an outpatient surgical center. The drug is an opioid analgesic made
by AcelRx Pharmaceuticals, Inc. under the brand name DSUVIA¢®, and was approved by the
FDA in 2018. Its potency is approximately 5-times that of Fentanyl, and 500-times morphine.
The authors reported a significant reduction in intraoperative 1V opioid (61.7% of treated
patients vs. 97.5% in the control). Post-operative opioid heeds were significantly and
substantially reduced (10.5% of treated patients vs 63% of the control). Treated patients used
less than half of the amount of opioids, measured as milligram morphine equivalents (MME),
perioperatively (11.8MME vs. 24.6MME). PACU discharge was 34% faster for treated patients
compared with controls.

AcelRx Chief Medical Officer and Co-Founder Pamela Palmer, M.D., Ph.D. said that: “the
standard of care for perioperative opioid administration has not been disrupted for over 100
years. We should no longer accept the rapid plasma fluctuations of IV bolus opioid
administration as the status quo...which ultimately results in higher overall opioid exposure.
DSUVIA for the first time offers a unique pharmacokinetic profile for an opioid in the
perioperative setting...We expect this study to be one of several upcoming datasets to support
the broad acceptance of DSUVIA as an alternative to IV opioids."

These studies make it clear that reducing opioids is not only about sending patients home with
smaller prescriptions, or alternative pain relief options. With better use of analgesics, even
opioid-based drugs, before and during surgery patients will wake up in less pain, and be less
likely to reach for a bottle of opioids than if they had been treated with the standard-of-care.



