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peripheral nervous system to the central
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and minimize adverse events.
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INTRODUCTION

Pain remains one of the most common and challenging
reasons patients seek care, accounting for an estimated
30% to 40% of all primary care visits.!? Despite a shared
goal of balancing pain relief, functional improvement, and
minimal adverse medication effects, pain management
often is frustrating for patients and clinicians alike.? Many
clinicians have learned a bitter lesson from the opioid
era: well-intentioned efforts to relieve suffering, when not
grounded in careful risk assessment and clear treatment

goals, can lead to unintended harm at both the individual
and population levels.

Analgesics, key in acute pain treatment, are mainly
divided into opioids and nonopioids.®* Opioids, used for
moderate to severe pain, bind to receptors in the brain and
spinal cord to inhibit pain transmission and boost descend-
ing inhibition.>* Nonopioid options for milder acute pain
include acetaminophen, nonsteroidal anti-inflammatory
drugs (NSAIDs), and topical agents such as lidocaine,
topical diclofenac, and capsaicin or counterirritants such
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Key takeaways

¢ Customize the analgesic choice to each patient,
considering comorbidities and individual risk factors.

Start with optimized nonopioid multimodal care and
prescribe opioids (immediate-release, low-dose, and
time-limited) only if the benefits will outweigh risks to the
patient.

Na, 1.8 inhibitors expand opioid-sparing options by
targeting peripheral nociceptive signaling.

* Base pharmacologic and nonpharmacologic treatment on
function, not a pain score.

With an understanding of how Na, 1.8 channels in
peripheral C-fibers transmit pain signals, clinicians can
better explain the rationale for targeted therapy to patients
and support adherence.

as menthol, methyl salicylate, and camphor when pain is
localized. NSAIDs inhibit cyclooxygenase enzymes, reduc-
ing prostaglandin-mediated inflammation and periph-
eral sensitization. Acetaminophen has a less fully defined
mechanism but appears to act primarily within the central
nervous system, possibly through inhibition of central pros-
taglandin synthesis and modulation of descending seroto-
nergic pain pathways, with minimal peripheral anti-inflam-
matory activity.*>

Primary care clinicians (PCC) face a dilemma: opioids
are effective but carry risks, including misuse, sedation,
respiratory depression, and dependence, along with regu-
latory scrutiny. Nonopioid options are limited by ceiling
effects, incomplete pain relief, or patient contraindications
like renal, gastrointestinal, or cardiovascular issues. This
creates a narrow window where clinicians must balance
undertreating pain against the harms of potent therapies,
often lacking clear intermediate options.*®

WHAT IS NEXT?

The acute pain toolkit is evolving. In January 2025, the US
Food and Drug Administration (FDA) approved suzetrigine,
the first nonopioid analgesic for moderate-to-severe acute
pain in adults.® This, along with the 2022 Centers for Disease
Control and Prevention (CDC) guidelines’ focus on non-
opioid strategies and reassessment, offers clinicians a new
option and an updated framework.”

Suzetrigine provides pain relief by selectively inhib-
iting the Na,1.8 sodium channel in peripheral neurons
that transmits pain signals to the central nervous system
(CNS). This mechanism avoids CNS side effects like respi-
ratory depression and the addiction risks associated with
opioids.5®
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BOX 1. From poppy to periphery:
a historical perspective

Historically, pain management has relied heavily on 2
approaches: opioids and anti-inflammatory agents, supple-
mented by acetaminophen.® Suzetrigine represents a new
mechanism—a selective Na, 1.8 inhibitor that blocks pain
signals in peripheral C-fiber nociceptors without impacting
the brain. It delivers efficacy comparable to opioid combina-
tions while avoiding many of the limitations that have long
constrained pain management.’

ACUTE PAIN
Acute pain, sudden in onset and lasting less than 1 month, may
be viewed as an expected physiologic response to a noxious
stimulus (such as injury, trauma, or surgery). However, inade-
quately or ineffectively treated pain has serious consequences,
including delayed recovery, increased health care utilization,
and prolonged postsurgical recovery. Unresolved acute pain
can progress to subacute pain (lasting 1 to 3 months) and then
to chronic pain, which typically lasts more than 3 months.'*"
Acute pain management today incorporates the 2022
CDC guidelines, outlining treatment decisions based on
function rather than pain scores alone and individualized
multimodal nonopioid or opioid-sparing treatment plans.?
Nonpharmacologic strategies, including early mobilization
and guided activity, remain essential complements to phar-
macologic care.”? Selective Na, 1.8 inhibitors have the poten-
tial to be integral to these plans.

BOX 2. Local anesthetics vs Na, 1.8
inhibitors: a mechanistic distinction.

Lidocaine and other traditional local anesthetics are
nonselective sodium channel blockers affecting multiple
channel subtypes throughout the body, limiting their systemic
use due to dose-dependent cardiovascular and CNS toxicity.'
In contrast, suzetrigine is a highly selective Na,1.8 inhibitor
targeting sodium channels predominantly expressed on
peripheral nociceptive neurons, C-fibers. This peripheral
selectivity enables oral, mechanism-based analgesia for
moderate-to-severe acute pain without engaging opioid
receptors or resulting in the systemic toxicity associated with
nonselective sodium channel blockade.® Genetic studies

of SCN10A, the gene encoding Na,1.8, further support this
target: gain-of-function variants are associated with increased
pain sensitivity, whereas loss-of-function variants are linked to
reduced pain perception.™

Initial evaluation: brief framework

Step 1: Structured evaluation of medical and psychosocial fac-
tors influencing the patient’s pain. The primary goal is to iden-
tify and address the underlying cause of pain.” When the cause
cannot be eliminated immediately or if pain persists despite
treatment, classify the pain mechanism as nociceptive, inflam-
matory, neuropathic, or mixed to guide analgesic selection.”®



PAIN MANAGEMENT

Step 2: Using a shared decision-making process, cre-
ate a plan focused on functional improvement, minimizing
unnecessary opioid use, and outline follow-up steps for clini-
cal deterioration or unexpected responses (see FIGURE 1). 7%

CASE STUDY 1

Maria R., a 44-year-old teacher, presents 4 days after arthroscopic
rotator cuff repair with persistent postoperative pain. She was
discharged on oxycodone 5 mg every 6 hours as needed and
acetaminophen 650 mg every 6 hours, also as needed. Her med-
ical history includes hypertension, obesity, and remote postpar-
tum depression.

She reports pain severity of 8/10 at its worst and about 5/10 at
rest, taking approximately 3 oxycodone tablets daily. She describes
opioid-related adverse effects, including sedation and nausea,
and expresses significant anxiety about opioid use. She notes her
brother struggled with opioid addiction after being prescribed oxy-
codone, and she worries about heading down “that same path.”

She messaged her surgeon and was told to maximize the oxy-
codone use for the next 3 days, and keep her scheduled postopera-
tive appointment the following week. Uncomfortable with this plan,
she turns to her PCC for help with nonopoid pain management.

On examination, vital signs are stable, aside from mildly
elevated blood pressure. The surgical site appears appropriate
for postoperative day 4.

Gaps in current care
Her analgesics are being used reactively rather than on a sched-
uled basis—a common but suboptimal pattern that allows pain to
escalate before treatment. The American Society of Anesthesiolo-
gists recommends that, unless contraindicated, patients receive a
scheduled regimen of an NSAID (nonselective or COX-2 selective),
with or without acetaminophen. This proactive approach is well
supported and helps maintain more consistent analgesia, reduce
peak pain intensity, and limit the need for rescue medications.™®
Maria has no renal, gastrointestinal, or hepatic issues, so
she can use first-line therapies.

The plan
e Acetaminophen 1000 mg every 6 hours, an NSAID if blood
pressure remains controlled, ice and guided mobilization,
and oxycodone for breakthrough pain only.

Why her concerns matter clinically

The 2022 CDC guideline highlights that patient preferences,
values, and goals should guide prescribing, and effective com-
munication about pain expectations and treatment length boosts
adherence to nonopioid strategies. Treatment should focus on
functional improvement—sleep, dressing, returning to work—
rather than complete pain elimination.”

A NEW OPTION

For a patient wanting to reduce opioid exposure and suf-
fering adverse effects, the usual approach was to optimize
acetaminophen and NSAIDs. Suzetrigine offers a differ-
ent, peripherally targeted mechanism, selectively inhibiting
Na,1.8 sodium channels on C-fiber nociceptive neurons,
potentially replacing opioids rather than supplementing
them (see FIGURE 2).?

The FDA approval was based on two phase 3, random-
ized, double-blind trials evaluating suzetrigine for acute
postoperative pain after abdominoplasty and bunionectomy,
with 2191 adults enrolled across the studies. Suzetrigine was
administered as a 100 mg loading dose on an empty stom-
ach to avoid delayed onset, followed by 50 mg every 12 hours.

FIGURE 1. Mechanism-based approach to
acute pain management.

Abbreviation: TENS, transcutaneous electrical nerve stimulation.
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In both surgical models, suzetrigine produced sta-
tistically significant pain reduction compared with
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FIGURE 2. Mechanism of action of selective Na,1.8
inhibition in acute pain.

placebo (P <.001 for abdominoplasty; P =.0002 for
bunionectomy), supporting its role as an effective
nonopioid analgesic option. Available compara-
tive data suggest its analgesic effect is broadly in the
range of NSAIDs, while slightly lower than higher-
dose opioid regimens. Direct claims of equivalence
or superiority to hydrocodone/acetaminophen
should be avoided because the pivotal trials were
not designed or powered to establish opioid non-
inferiority or superiority, and comparator findings
were not fully consistent across models."”
Discontinuation rates due to lack of efficacy
were substantially higher in the placebo group (22%
after abdominoplasty and 16% after bunionectomy)
than in the suzetrigine group (9% and 12%, respec-

tively), and overall completion rates were lower in
placebo patients (75% and 82%) than in suzetrigine
patients (89% and 87%).2'” These differences, while
not formally tested for statistical significance, are
directionally consistent across all models and suggest
a clinically relevant advantage in treatment persistence with
suzetrigine, particularly in the abdominoplasty model, where
the difference was most pronounced.®"”

The average age of participants in the trials was mid-40s.
The trials were short-term and looked only at acute pain relief
over 48 hours. Approval is based on safety data up to 14 days.?"”

A 2026 meta-analysis of 4 randomized datasets (N=1584)
found statistically significant pain reduction with suzetrigine
vs placebo at 24 hours (mean difference -0.93 on a scale; 95%
confidence interval [CI]: -1.38, —0.48) and 48 hours (mean
difference -1.02; 95% CI: —1.32, -0.72). A separate 2026 meta-
analysis of 5 randomized controlled trials (RCTs) (N=2855)
similarly found improved 48-hour summed pain intensity dif-
ference vs placebo, with fewer adverse events than placebo
or hydrocodone/acetaminophen and no superiority in pain
relief vs hydrocodone/acetaminophen. Overall, suzetrigine
shows consistent short-term analgesic benefit vs placebo, but
opioid-sparing conclusions remain limited because opioid
consumption was not consistently reported.'®"?

A separate, phase 3, single-arm open-label study
(N=256) evaluated suzetrigine across surgical and nonsur-
gical moderate-to-severe acute pain conditions. Using a
5-point patient global assessment scale (poor, fair, good, very
good, or excellent), 83.2% of all participants rated suzetrigine’s
effectiveness as good, very good, or excellent at the end of
treatment; this included 82.0% of surgical participants and
91.2% of nonsurgical participants.?

In Case Study 1, Maria strongly prefers to stop opioids;
therefore, suzetrigine is a reasonable option to consider. It
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Tissue injury activates peripheral nociceptors through inflammatory mediators. Na, 1.8

contributes to action potential upstroke and sustained firing. Suzetrigine blocks Na,1.8
channels, reducing pain signal transmission. The result is attenuated pain transmission
from the peripheral nerve to the spinal cord.??2®

is important to discuss the 14-day maximum use (which
should fit Maria’s postoperative course). Shared decision-
making frames treatment around functional recovery and
patient goals, with timely follow-up to reassess benefit, toler-
ability, and progress. A clear plan to taper and discontinue
all acute analgesics as recovery advances reinforces that the
goal is short-term support rather than ongoing medication
use. Communication with her surgeon about her concerns
regarding opioids and the revised analgesic plan support
continuity of care.?

PRESCRIBING CONSIDERATIONS AND SIDE
EFFECTS
Most reported side effects of suzetrigine were mild and
included pruritus, muscle spasms, and rash. Although nau-
sea and vomiting were reported, these occurred at a signifi-
cantly lower rate than with the opioid comparator and were
even lower than placebo in both surgical models.'”
Suzetrigine is primarily metabolized by cytochrome
P450, family 3, subfamily A (CYP3A) (mainly CYP3A4) and
also induces CYP3A. Clinically, this means it should not be
used with strong CYP3A inhibitors, while moderate CYP3A
inhibitors require dose reduction. On the other hand, strong
or moderate CYP3A inducers may markedly reduce suzetrig-
ine concentrations, potentially resulting in a loss of efficacy.
Remind patients to avoid grapefruit because of potential
CYP-mediated interactions, and in relevant cases, discuss
that suzetrigine could limit the effectiveness of certain oral
contraceptives.”®
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No dose adjustment is required for mild hepatic impair-
ment. For moderate hepatic impairment, the recommended
regimen is 100 mg initially on an empty stomach, followed
by 50 mg every 12 hours for doses 2 through 4, then 50 mg
every 24 hours thereafter. Suzetrigine should be avoided in
severe hepatic impairment, as it has not been studied in this
population. Routine hepatic laboratory monitoring is not
recommended in the Prescribing Information, although clin-
ical reassessment is appropriate if symptoms or laboratory
abnormalities suggest liver injury.5%*

Clinical Takeaway: Scheduled multimodal nonopioid therapy
remains the core of acute pain management. If acetaminophen
and NSAIDs are inadequate, clinicians may consider
suzetrigine to reduce opioid exposure.

CASE STUDY 2
James L., a 59-year-old construction worker, presents 2 days
after an acute low back injury.

His medical history includes stage 3 chronic kidney disease
(estimated glomerular filtration rate [eGFR] 48 mL/min/1.73 m2),
type 2 diabetes, hypertension, chronic low back pain previously
treated with tramadol, and alcohol use disorder in remission. He
prefers to avoid medications with dependence risk.

Chronic medications: metformin, sodium-glucose cotrans-
porter 2 inhibitor, ACE inhibitor, and a statin.

On examination, he demonstrates guarded movement, focal
paraspinal tenderness, and muscle spasm without neurologic
deficit. James exemplifies a typical primary care case: a patient
with comorbidities that eliminate first-line options. Chronic kidney
disease makes NSAIDs risky.>* James wants to avoid medications
with dependence potential, making opioid therapy less appealing.®
Acetaminophen is renal safe but less effective for low back pain.?*25

Where suzetrigine fits
Suzetrigine avoids NSAID renal and gastrointestinal toxicity and
opioid CNS effects, respiratory depression, and addiction due
to its peripheral action.>® The FDA label requires no renal dose
adjustment for patients with eGFR >15 mL/min/1.73 m?. How-
ever, in the pivotal trials, eGFR decreases of >25% (but <50%)
occurred in 2.5% of suzetrigine patients vs 0.9% on placebo;
these appeared to resolve after discontinuation in the open-label,
phase 3 study. Safety in patients with eGFR <15 mL/min or on
dialysis has not been studied, and baseline monitoring of renal
function is prudent in patients with CKD. 72021

The pivotal RCTs were in postoperative models, not acute
low back pain.® The phase 3, open-label study (see Maria’s case)
included surgical and nonsurgical acute pain.*® Highlighting
potential benefits and suzetrigine data on related conditions sup-
ports shared decision-making and a comprehensive approach.

The plan
e Superficial heat and early guided mobilization
e Suzetrigine 100 mg loading dose on an empty stomach,
then 50 mg every 12 hours (short term)
o Consider a consult with a clinical pharmacist
(review medication list for CYP3A interactions
and consider changing the statin: simvastatin and
lovastatin are most susceptible)?®
e Short-course cyclobenzaprine 5 to 10 mg at bedtime if
spasm is prominent
e Acetaminophen 650 to 1000 mg every 6 hours as
adjunctive, recognizing limited efficacy for low back pain
e Opioids avoided given substance use disorder history
and patient preference; if severe breakthrough pain is
present, a brief course could be used with close follow-
up per CDC guideline

Treatment goals: ability to sit comfortably, return to modified
work duties, and progressive increase in activity tolerance.

Suzetrigine’s 14-day maximum studied duration provides a
built-in endpoint. Reassess at 3 to 5 days to evaluate functional
improvement (not simply whether pain persists) and include
diagnostic reassessment rather than dose escalation if goals
are unmet.58

Clinical Takeaway: When comorbidities eliminate first-line
options, mechanism-based thinking reveals new pathways.

CASE STUDY 3

Danielle M., a 52-year-old business owner in a rural area, pres-
ents 6 days after bunion surgery with persistent pain. At her
postoperative appointment she was told healing was on track
and advised to discontinue oxycodone. She reports pain persist-
ing from 3/10 at rest to 6/10 with movement, despite scheduled
acetaminophen and ibuprofen and nonpharmacologic care. The
pain is draining and affecting sleep. She wonders, “Isn’t there
something else to try?”

Practical opioid stewardship in acute pain
Opioid stewardship means using opioids deliberately, briefly,
and with defined goals, not eliminating them.

Key principles: reserve opioids for severe pain after nono-
pioid optimization; prescribe immediate-release formulations in
limited quantities; establish functional goals and an exit strategy
at initiation; review Prescription Drug Monitoring Program data;
and avoid concurrent benzodiazepines.”

Danielle’s clinical scenario, moderate-to-severe postop-
erative pain after bunionectomy with opioid intolerance, aligns
closely with the pivotal trial population.”
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The plan

e Continue scheduled acetaminophen and ibuprofen

¢ Add suzetrigine 100 mg loading dose on an empty
stomach, then 50 mg every 12 hours (short term)

¢ Restrict oxycodone to severe breakthrough pain only,
with an explicit exit strategy

e Continue nonpharmacologic measures: icing, elevation,
and gradual mobilization

e Follow up in 1 to 2 weeks to assess functional
improvement and de-escalate therapies

Treatment goals: ability to bear weight comfortably, return to
normal footwear, and progressively increase walking tolerance.

Clinical Takeaway: Suzetrigine offers a nonopioid alternative
for patients with moderate-to-severe acute pain who are intol-
erant of opioids, with pain reduction comparable to hydroco-
done/acetaminophen and lower rates of nausea and dizziness.

SUMMARY

Acute pain care is evolving, yet the primary care goal remains
consistant: relieve pain, restore function, and reduce down-
stream harm. Suzetirgine adds a targeted nonopioid option
within multimodal care, especially when opioid risks, intol-
erance, or patient preference make opioid-sparing strategies
important.

Optimal treatment still depends on structured assess-
ment, mechanism-informed medication choice, nonphar-
macologic recovery strategies, functional goals, follow-up,
and careful opioid stewardship when opioids are used. @
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