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ABSTRACT

Background: Trifarotene, a fourth-generation topical retinoid, offers a novel therapeutic option for facial and truncal acne.
However, its role was only briefly addressed in Malaysia's 2022 Clinical Practice Guidelines (CPGs) due to its unavailability at the
time. This paper aims to provide expert advisory statements on the integration of trifarotene into acne management in Malaysia,
addressing evidence gaps in guideline coverage, particularly for truncal acne and acne-induced sequelae.

Methods: A literature review was conducted to synthesize evidence on trifarotene's efficacy, safety, and clinical positioning.
An advisory panel of 10 Malaysian dermatologists reviewed the evidence and provided consensus through structured surveys
and discussion meetings. Three illustrative case studies were included to demonstrate the real-world application of trifarotene.
Results: Ten advisory statements were finalized, addressing trifarotene's role in acne algorithms, patient selection, dosing strat-
egies, combination therapy, and management of acne sequelae. Evidence supports its use for both facial and truncal acne, with
additional benefits in acne-induced hyperpigmentation and atrophic scarring. The panel recommended practical approaches to
optimize tolerability and adherence, such as the CTMP (Cleanse-Treat-Moisturize-Photoprotect) regimen and incremental appli-
cation strategies. Real-world cases demonstrated trifarotene's utility in diverse clinical settings.

Conclusion: These advisory statements provide clinical guidance on the use of trifarotene in Malaysia and support its integra-
tion into routine acne management. As current CPGs may remain unchanged in the near term, these recommendations aim to
inform evidence-based practice while bridging gaps in local dermatologic care.

1 | Introduction non-inflammatory lesions to severe inflammatory presenta-
tions [1, 2]. A study based on an analysis of data from the Global
Acne vulgaris is one of the most common dermatological con- Disease Burden Study 2021 reported an estimated prevalence

ditions worldwide, with a clinical spectrum ranging from mild rate of 9790.5 (95% uncertainty interval 8420.9-11287.2) per
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100000 population in 2021 among adolescents and young adults
[3]. Beyond its physical manifestations, acne can have a pro-
found impact on a person's quality of life (QoL), self-esteem, and
psychosocial well-being [4-6]. Consequently, the management
of acne extends beyond dermatologists in clinical settings, in-
volving general practitioners, aesthetic medicine practitioners,
and other allied healthcare providers across a variety of practice
settings [7, 8].

In Malaysia, efforts to standardize acne management culmi-
nated in the publication of updated local clinical practice guide-
lines (CPGs) in 2022 [7]. The current guideline emphasizes core
principles of acne care, including topical therapies (such as ret-
inoids and benzoyl peroxide [BPO]) and the appropriate use of
systemic agents for more severe disease. In recent years, trifar-
otene (AKLIEF), a fourth-generation topical retinoid, has gar-
nered increasing recognition for its demonstrated efficacy and
safety in the treatment of both facial and truncal acne [9]. Given
that most existing acne treatment studies focused on facial
areas, trifarotene's proven efficacy on the trunk areas directly
addressed an evidence gap, offering a much-needed therapeutic
option for managing truncal acne that is often challenging to
manage yet clinically important to address. However, the role of
trifarotene in acne management was not extensively addressed
in the CPGs, as it was not available in the Malaysian market at
the time of guideline development.

Key characteristics of trifarotene include its targeted mechanism
of action and minimal systemic absorption, rendering it suitable
for large treatment areas such as the trunk [10]. Additionally,
emerging evidence highlights its potential benefits in accelerat-
ing the improvement of acne-induced hyperpigmentation and
atrophic scars—outcomes of particular relevance to patient
quality of life and satisfaction [11, 12]. In light of these advance-
ments, there is a growing need for clinical guidance on the use of
trifarotene for the management of both truncal and facial acne.

Given that the current Malaysian Acne Clinical Practice
Guidelines are expected to remain in use for an extended pe-
riod, this paper seeks to provide a timely advisory statement
on the role of trifarotene in clinical practice based on the latest
published evidence on trifarotene alongside expert insights from
a panel of experienced dermatologists in Malaysia. Specifically,
this paper aims to: (1) clarify how trifarotene can be integrated
into existing acne management algorithms for both facial and
truncal areas, (2) outline practical considerations for patient se-
lection, dosing regimens, and combination therapy, particularly
in populations with higher risk of acne-induced hyperpigmen-
tation or scarring, and (3) highlight strategies to improve adher-
ence and long-term treatment outcomes.

2 | Materials and Methods
2.1 | Literature Review

A targeted literature review was conducted from May to August
2024 to identify and synthesize evidence on trifarotene in acne
management, including its efficacy, safety, dosing, and position-
ing relative to other therapies. This review was guided by a pre-
specified framework (see Appendix S1), which delineated key

areas of interest such as facial and truncal acne, hyperpigmenta-
tion and scarring, combination therapy, and special populations.

Literature searches were conducted in PubMed, Cochrane
Library, and Google Scholar. The search employed both key-
words and subject headings, encompassing terms such as
“acne,” “trifarotene,” “CD5789,” and using Boolean operators
(and, or) to combine them. An initial screening of titles and
abstracts was performed to determine relevance based on the
pre-specified framework, after which potentially eligible articles
were retrieved in full text for detailed evaluation.

Studies or reviews focusing on trifarotene's clinical use in acne
(covering both facial and truncal involvement) were considered
if they reported outcomes pertaining to lesion reduction, safety
profiles, patient satisfaction, and/or acne-induced hyperpigmen-
tation or scarring. Only English-language publications were
included. Articles were excluded if they did not focus on acne
vulgaris.

All relevant literature was assessed and synthesized per the
framework's thematic areas (e.g., efficacy in truncal acne, com-
bination therapy strategies). Evidence tables were constructed to
summarize study designs, populations, interventions, and main
outcomes.

2.2 | Development of the Advisory Statements

Upon completion of the literature review, the extracted evidence
was systematically mapped to each topic in the framework (e.g.,
“Trifarotene's Role in Acne Treatment,” “Management of Side
Effects,” “Use in Special Populations”). Preliminary advisory
statements were then crafted to reflect the consolidated findings.

Ten experienced dermatologists from the private and public
health facilities, as well as academic institutions, in Malaysia
were invited and agreed to form an advisory panel. A draft of
the advisory statements was circulated to the members of the
advisory panel for their initial feedback. An online survey was
administered in which panel members were asked to rate their
level of agreement (1=strongly disagree; 5=strongly agree)
to each advisory statement. The survey also included open-
ended questions for any qualitative feedback, allowing panel-
ists to suggest additional evidence, clarify ambiguities, or refine
statements.

Following the survey, a face-to-face meeting was conducted
with the advisory panel to review the compiled feedback and
agreement statistics (i.e., distribution of responses). Each state-
ment was revisited considering the panel's quantitative and
qualitative inputs. Further revisions were proposed and dis-
cussed during this meeting until a consensus was reached.

Revised statements incorporating feedback from the meeting
were then circulated for a final round of review. Any remaining
points of disagreement were resolved through one-on-one con-
sultations and subsequent updates, followed by a re-circulation
to all panel members. A statement was considered final when
all (100%) participants indicated full agreement (i.e., no further
modifications needed).

20f 16

Journal of Cosmetic Dermatology, 2026

85U8017 SUOWIWIOD SISO 8|qedt|dde auy Aq pausenob a1e ssppie YO ‘88N J0 S3|nJ oy Ariq1T8UIIUO AB[IAA UO (SUORIPUOD-PUR-SWBH WD A8 1M AteIq Ul |UO//:SANY) SUORIPUOD Pue SWIB | 38U} 89S *[9202/T0/2z] Uo Ariqi]aulluo AB|IM BSARRIN YIESH JO SSInHsu| uolRN AQ G290, POOI/TTTT 0T/I0p/W0d A8 | imAeIq1 Ul |uo//:Sdny wo.y papeoumoqd ‘T ‘920z ‘G9TZELYT



2.3 | Case Studies

Three illustrative case studies were retrospectively identified
to represent different clinical scenarios in which trifarotene
was utilized (e.g., varying severity of acne, presence of truncal
involvement, or presence of acne sequalae). For each case, rel-
evant patient demographics, clinical history, therapeutic reg-
imen (including trifarotene application details and adjunctive
treatments), and outcomes were systematically documented.
Follow-up assessments were conducted to evaluate improve-
ments in acne lesions, tolerability concerns (e.g., local irrita-
tion), and patient-reported satisfaction. All patient data were
de-identified to ensure confidentiality, and written informed
consent was obtained for the publication of clinical details
and images. These case studies were synthesized to highlight
practical lessons learned and to show the diverse contexts
in which trifarotene can be effectively integrated into acne
management.

3 | Results

Table 1 presents these statements, organized in alignment
with the key themes in acne management and the stated goals
of this advisory. All 10 advisory statements were finalized
with unanimous agreement among panel members. These
statements form a cohesive framework for integrating trifar-
otene into routine acne care. They collectively address the
role of trifarotene as a valuable addition to Malaysia's acne ar-
mamentarium and how it can be integrated effectively to our
acne management for treating inflammatory lesions and non-
inflammatory lesions, minimizing irritation, and improving
long-term outcomes.

For a detailed breakdown of the underlying survey data, litera-
ture references, and extended panel discussions, please refer to
the Appendix S1.

3.1 | Case Studies

Three illustrative case studies were selected to demonstrate the
practical application of trifarotene in differing clinical scenar-
ios. Each case highlights specific aspects of treatment and out-
comes, underscoring the versatility and challenges of trifarotene
use in real-world settings.

3.1.1 | Case 1: Monotherapy for Moderate-to-Severe
Facial and Truncal Acne

An 11-year-old Chinese male patient presented with moderate-
to-severe acne vulgaris (CASS grade 3) affecting both the face
and trunk. The facial lesions were predominantly located on the
forehead and bilateral cheeks, while truncal acne was observed
on the upper back, particularly in the area below the neck.
Baseline images depicted multiple inflammatory papules and
comedones across the affected areas.

The patient had no history of prior acne treatments and was
initiated on topical trifarotene monotherapy alongside a CTMP

regimen. The treatment was applied to both the face and trunk,
with instructions to apply a moisturizer before trifarotene to
mitigate irritation. Counseling was provided on adherence
and proper application techniques. During the first week, the
patient reported mild dryness and irritation, prompting a tem-
porary reduction in treatment frequency to every other night
for 2weeks. After 2weeks, the patient resumed nightly applica-
tion as tolerated. The patient was compliant with the treatment
regimen. Follow-up at 12weeks demonstrated notable clinical
improvement in both facial and truncal acne (CASS grade 1).
Inflammatory lesions were significantly reduced, with a clearer
skin appearance observed across treated areas. The patient ex-
pressed satisfaction with the treatment outcome, and no serious
adverse effects were reported (Figure 1). The patient was contin-
ued on topical trifarotene monotherapy for maintenance.

This case demonstrates the use of trifarotene monotherapy in
managing moderate-to-severe facial and truncal acne. It high-
lights how complementing treatment with CTMP regimen can
support tolerability, enabling consistent use of trifarotene and
contributing to clinical improvement.

3.1.2 | Case 2: Combination Topical Therapy
for Facial Acne

A 23-year-old Malay female presented with mild facial acne
(CASS grade 2), characterized by multiple inflammatory acne
lesions, comedones, acne-induced erythema and acne-induced
hyperpigmentation. She had no prior acne treatment but had
been using over-the-counter skincare products. The patient was
prescribed a topical-only regimen consisting of trifarotene and
azelaic acid 20% cream. Trifarotene was selected over tretinoin
due to the patient's prior experience of irritation with tretinoin.
Trifarotene was applied nightly to the entire face, followed
by a moisturizer, while azelaic acid was used as a spot treat-
ment twice daily. She was initially recommended to start with
alternate-day application of trifarotene, but the patient opted for
daily use and tolerated it well. She was counseled on potential
irritation and advised to skip a day of treatment if symptoms
occurred, which she followed when necessary. Sunscreen was
also recommended.

By Week 4, notable improvement was observed, including a re-
duction in acne lesion count and visible fading of erythema and
hyperpigmentation. At the Week 8 follow-up, the patient demon-
strated sustained improvement, characterized by a reduction in
comedones and the presence of only one remaining active lesion
(Figure 2). By Week 14, continued progress was observed, with
CASS scores as follows: chin and forehead scored 1; right cheek
scored between 0 and 1; left cheek scored between 0 and 1. The
patient demonstrated high compliance with treatment and re-
ported satisfaction with the outcomes. As of the last follow-up,
she remained on daily trifarotene therapy followed by moistur-
izer, as maintenance therapy.

This case demonstrates the potential of combining trifarotene
with another topical agent in managing mild-to-moderate fa-
cial acne with acne-induced erythema and hyperpigmenta-
tion. It highlighted how patient-led adjustments to application
frequency can enhance treatment tolerability and compliance
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FIGURE1 | Clinical improvement in acne lesions following trifarotene therapy on face (a-c) and trunk (d) for Case 1.

while maintaining treatment efficacy in both active acne lesions
and acne-induced sequelae.

3.1.3 | Case 3: Combination of Oral and Topical Therapy
in Adult-Onset Acne With Hyperpigmentation Concerns

A 28-year-old Indian female with no significant medical history
presented with a 1-month history of recurrent facial acne (CASS
grade 3), affecting the forehead, bilateral cheeks, nose, and
chin. She had been using over-the-counter cosmeceuticals prior
to seeking dermatological consultation. Examination revealed
multiple hyperpigmented follicular papules on the forehead,
cheeks and chin, and closed comedones on the nose with postin-
flammatory hyperpigmentation across the face. There was also
pre-existing scaliness in the perioral and perinatal region. The
patient reported low self-esteem due to acne and acne-induced
hyperpigmentation. The patient was initiated on oral doxycy-
cline 100mg once daily alongside topical trifarotene, applied
every other night for 1 week with a plan to increase to nightly ap-
plication if tolerated. Trifarotene was selected due to extensive
comedonal involvement, particularly on the nose requiring a
faster clinical response, and the presence of post-inflammatory
hyperpigmentation, for which trifarotene has demonstrated ef-
ficacy. To enhance tolerability, trifarotene was applied after a

layer of moisturizer, initially targeting acne-affected areas be-
fore gradually extending to hyperpigmented regions.

By week 4, visible improvement in acne lesions and pigmenta-
tion was noted, although trifarotene-induced dryness required
alternate-night application to be continued. Further improve-
ment was observed at week 12, with lighter skin tone and re-
duced hyperpigmentation (Figure 3). Gradual resolution of
dryness and scaliness occurred with continued use of trifaro-
tene and moisturizer. Oral doxycycline was discontinued, and
the patient was continued on topical trifarotene monotherapy at
the last follow-up for maintenance.

This case illustrates how trifarotene can be used to manage
active acne with acne-induced hyperpigmentation, addressing
both inflammatory lesions and post-inflammatory hyperpig-
mentation. Its complementary effect when combined with oral
antibiotics may contribute to improved treatment outcomes.

4 | Discussion
The present advisory statements provide a structured frame-

work for integrating trifarotene into the current acne man-
agement, addressing both facial and truncal involvement.
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(a)Baseline | Week4 [ Week8 | Week14 |

1)

c) Baseline | Week4

| Weekd4 | Week8 ] Week14

FIGURE 2 | Clinical improvement in acne lesions, acne-induced erythema, and acne-induced hyperpigmentation following trifarotene and aze-

laic acid combination therapy on face (a—c) for Case 2.

Overall, the evidence and consensus reported herein reinforce
trifarotene's notable benefits: early reduction in lesion counts,
improvement in atrophic scarring and hyperpigmentation,
and favorable tolerability [11, 12, 16, 18]. These findings are
particularly relevant to the Malaysian clinical setting, where
current guidelines provide limited coverage of trifarotene
due to its unavailability in the market at the time of guideline
development.

Multiple clinical trials, including the PERFECT series [16], DUAL
[17], and Blume-Peytavi et al. [18], highlighted trifarotene’s effi-
cacy across mild-to-moderate facial acne, with expansions into

moderate-to-severe cases when used in combination with systemic
agents. By selectively targeting RARy receptors, trifarotene exerts
comedolytic and anti-inflammatory actions [10, 13], producing no-
table improvements observed as early as 2-4weeks of therapy [16].
Evidence of rapid depigmenting effects and scar reduction aligns
with panelists’ observations in real-world settings, where patients
often prioritize both lesion clearance and acne-induced sequelae
[12]. The efficacy of trifarotene in improving acne-induced hyper-
pigmentation is observed in clinical Case 3 (Figure 3).

Although first- and third-generation retinoids demonstrate ef-
ficacy in the treatment of mild-to-moderate acne, the unique

Journal of Cosmetic Dermatology, 2026
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(a) Baseline |  Week4 |  Week12

FIGURE 3 | Clinical response in a patient with acne vulgaris and acne-induced hyperpigmentation treated with trifarotene on face (a, b) for

Case 3.

trunk-focused data on trifarotene help bridge a gap in the cur-
rent guidelines, which predominantly focus on facial lesions. Its
low systemic absorption profile provides an added advantage for
large-area application, potentially minimizing the risk of sys-
temic side effects [10]. Accordingly, the panel concurred that tri-
farotene represents a valuable option both as an initial therapy
and for long-term maintenance, particularly for truncal acne—
an often underrecognized, yet clinically significant burden for
many patients.

4.1 | Safety and Tolerability

Consistent with other topical retinoids, trifarotene's most
common adverse events include localized erythema, dryness,
and irritation, peaking within the early weeks of therapy [18].
Strategies such as incremental application schedules (e.g.,
alternate-day or brief-contact therapy) and the use of gentle
cleansers, non-comedogenic moisturizers, and photoprotection
have effectively minimized early dropouts due to skin irritation
[12, 18, 43].

Panelists endorsed several supportive measures to mitigate
irritation and improve adherence, including incremental ap-
plication schedules and spot initiation approaches, where
treatment is first applied to a small area to assess tolerabil-
ity before gradually extending to broader field application.

The cleanse-treat-moisturize-photoprotect (CTMP) routine
[32] outlined in Table 1, was also recommended to minimize
irritation.

4.2 | Special Populations and Combination
Therapy

Clinical trials included a wide age range, including adolescent
participants [11, 12, 16, 18], supporting trifarotene's efficacy in
younger patients. Given that darker skin types are more suscep-
tible to acne-induced hyperpigmentation [12], the observed re-
ductions in hyperpigmentation and scarring in clinical studies
involving patients with darker skin [11, 12], suggest that trifar-
otene's benefits extend to this population. However, subgroup-
specific analyses and large-scale real-world data remain limited,
highlighting the need for further research to better character-
ize treatment outcomes across diverse skin types. Data for use
during pregnancy and lactation remain limited, prompting an
advisory to discontinue trifarotene therapy if pregnancy is con-
firmed [19].

For severe or widespread acne, combination therapy with oral
antibiotics (e.g., doxycycline) may offer complementary bene-
fits, with early clinical experiences suggest synergistic effect
on lesion resolution while maintaining a manageable tolerabil-
ity profile [17]. This is further demonstrated in clinical Case 3
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(Figure 3), where notable improvement was observed following
combination therapy with doxycycline, which was subsequently
discontinued after Week 12 while maintaining clinical benefit
with trifarotene monotherapy.

A notable area of interest is the co-administration of trifarotene
with BPO. Laboratory data indicates that co-application of treti-
noin and BPO can lead to oxidative degradation of tretinoin [20].
While no specific stability studies are available for trifarotene
when co-administered with BPO, existing data suggest that it
may be susceptible to similar degradation [44]. The advisory
panel recommended applying BPO and retinoids at different
times of the day (e.g., BPO in the morning, retinoids at night), a
practice that could be extended to trifarotene to preserve stabil-
ity and optimize efficacy.

4.3 | Management of Acne Sequelae

Sequelae formed from primary active acne lesions, including
atrophic acne scars and acne-induced hyperpigmentation,
are common. A meta-analysis of 37 studies reported a 47%
pooled prevalence of atrophic acne scarring in 24 649 acne pa-
tients, with increased risks in males, individuals with positive
family history, and those with moderate-to-severe acne [45].
Acne-induced hyperpigmentation most commonly occurs
in individuals with darker skin tones, with a reported prev-
alence ranging from 45.5% to 87.2% [46, 47]. Studies suggest
that inflammation plays a key role in the development of acne
sequelae and early use of topical retinoids can inhibit inflam-
matory pathways, thereby reducing the onset of these acne-
induced sequelae [38, 48]. Trifarotene demonstrates potential
in managing acne sequelae, including acne-induced hyper-
pigmentation and acne-induced scarring, with its use primar-
ily supported as part of a comprehensive acne management
approach rather than as a standalone therapy for sequelae
[11, 12].

Adjunctive use of trifarotene with other modalities, such as
lasers, chemical peels, and fillers, has been suggested to en-
hance scar management outcomes [25, 27-29]. Although prior
studies highlight the benefits of combination approaches, ro-
bust evidence specific to trifarotene in this setting remains
limited. Future larger-scale studies are warranted to vali-
date these combination regimens and optimize application
protocols.

4.4 | Patient Education and Long-Term Outcomes

Adherence remains a key determinant of success in topical acne
therapy [6]. Educational measures—ranging from multilingual
materials to targeted counseling on skincare routines—con-
sistently improve patient-reported outcomes and reduce early
dropouts [6, 39]. The emphasis on gradual onboarding, includ-
ing incremental application, layering with moisturizers follow-
ing an “open sandwich” regimen (applying moisturizer either
before or after trifarotene), and close follow-up plays a crucial
role in enhancing adherence. Setting realistic expectations of

8-12weeks for noticeable improvement can promote patient en-
gagement and sustained use—key factors in managing chronic,
relapsing conditions like acne.

4.5 | Limitations and Future Directions

Although the advisory statements are grounded in robust evi-
dence and expert consensus, there remain important evidence
gaps. Limited head-to-head trials have compared trifarotene
with other topical retinoids (e.g., adapalene, tretinoin, tazaro-
tene), particularly in truncal acne and combination regimens.
Uncertainties remain regarding trifarotene's role in acne-induced
erythema, stable acne scars, and its synergy with BPO or energy-
based devices. Real-world studies encompassing diverse patient
populations—including those with comorbidities, prior retinoid
intolerance, or postpartum status—are needed to improve the
external validity of current recommendations. Future research
should further explore patient preferences and adherence for var-
ious vehicle formulations and the potential role of digital tools
(e.g., teledermatology platforms) in optimizing adherence and
outcomes.

5 | Conclusion

These consensus-based advisory statements highlight trifar-
otene's emerging role in acne management, offering an addi-
tional therapeutic option to address persistent unmet needs,
including acne-induced scarring and hyperpigmentation. By
providing practical recommendations on patient selection, ap-
plication techniques, side-effect mitigation, and combination
strategies, this paper supports the integration of trifarotene
into routine clinical practice across dermatology, primary
care, and aesthetic settings. As real-world evidence accu-
mulates and comparative research expands, particularly in
diverse patient populations, greater clarity on trifarotene's po-
tential in acne management is anticipated. These insights will
contribute to a better understanding of the role of trifarotene
in acne management.
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