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BACKGROUND: Tildrakizumab is an anti-interleukin 23 p19 monoclonal antibody approved for the treatment of adults with moderate-to-severe
plague psoriasis. Globally, patients aged >65 years are 9.8% to 12.8% of patients with psoriasis who are treated with biologics, but they are often
underrepresented in clinical trials. OBJECTIVE: To summarize the available evidence on the efficacy and safety of tildrakizumab in patients aged
>65 years with psoriasis for a United States (US)-based healthcare practitioners audience. METHODS: A PubMed search was conducted using the
search terms “(tildrakizumab OR MK-3222 OR llumya) AND psoriasis AND (elderly OR 65 years)” to identify English-language clinical trials and real-
world studies evaluating efficacy and safety of tildrakizumab in elderly patients with psoriasis. RESULTS: Two clinical trials and 5 real-world studies
describing the efficacy and safety of tildrakizumab in patients aged >65 years were identified. The short- and long-term efficacy of tildrakizumab
was comparable between patients aged <65 and >65 years. Adverse events were consistent with those observed among the overall clinical trial

tildrakizumab

population, with some expected increases in age-related events. LIMITATIONS: The number of studies with data for patients aged =65 years,
and sample sizes within some studies, were small, limiting interpretation. CONCLUSION: Based on available data, the established efficacy and
safety profiles of tildrakizumab are maintained in patients aged >65 years with moderate-to-severe plaque psoriasis. Practical considerations,
including insurance coverage, quarterly maintenance dosing, and in-office administration, in the US may increase treatment adherence and
make tildrakizumab an appropriate treatment option for elderly patients. KEYWORDS: Biologics, elderly patients, narrative review, psoriasis,

soriasis is a chronic, immune-mediated inflammatory skin disease

that affects approximately 0.5% to 11.4% of adults globally as of a

2017 systematic review."? The age at psoriasis onset has a bimodal
distribution, with peaks between 15 to 25 years and 50 to 60 years of age.*
The prevalence of psoriasis tends to increase with age due to its chronic
nature and the relatively normal life expectancy of affected patients
compared to the general population.** For example, based on electronic
health records in England as of 2019, the prevalence of psoriasis was
approximately 2.5% in the overall population and 4.25% in patients aged
>65 years.® In the United States (US), 2011 Medicare claims data indicate
a prevalence of 0.51% to 1.23% among patients aged >65 years.” Global
data from national registries for patients receiving biologic treatment for
psoriasis indicate that 9.8% to 12.8% of enrollees are aged >65 years, >
and this number will likely grow due to increasing life expectancy of
the general population." Despite the substantial population of elderly
patients among those with psoriasis, patients aged >65 years are often
underrepresented in clinical trials of psoriasis treatments, leading to
limited data on efficacy and safety in this population.’®

Treatments for psoriasis in elderly patients. The management of
psoriasis in elderly patients is challenging for many reasons, including the
higher prevalence of comorbidities, associated polypharmacy, decreased
immune function, reliance on assistance for treatment, and potential
cognitive impairments due to dementia.*'*" Treatment options include
topical therapies, phototherapies, systemic therapies, and biologics;
however, most options have drawbacks both in general and specifically for
elderly patients.

Topical therapies, including corticosteroids, calcineurin inhibitors,
vitamin D analogs, retinoids, and salicylic acid, are associated with
poor compliance and the potential for cutaneous adverse events (AEs),
including atrophy, purpura, telangiectasia, secondary skin infections,
rebound phenomenon, and tachyphylaxis.”™ Additionally, these therapies
are often not sufficiently effective for patients with involvement of
extensive body surface area or high-impact areas, including the face,
palms, soles, genitalia, scalp, or nails."" Phototherapy options, such as
narrowband UV-B and psoralen plus UV-A, are effective but may lead
to development of skin cancer, for which elderly patients are already
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atincreased risk due to cumulative lifetime
sun exposure."*2-22 Fyrthermore, many
medications commonly used by elderly
patients can lead to phototoxic or photoallergic
cutaneous reactions.?* Additionally,
phototherapy requires transportation to and
from the hospital and the ability to tolerate
long treatment sessions, which may pose
logistical challenges for older patients,
especially those with mobility limitations.
In patients of all ages, conventional systemic
therapies, including methotrexate, acitretin,
and cyclosporine, carry risks of multiple
drug interactions, immunosuppression,
mucocutaneous ulcerations, hematologic
abnormalities, hepatotoxicity, renal impairment,
hypertension, and dry mouth; elderly patients
are already at increased risk for many of these
conditions.*126-30

Biologic therapies, including tumor necrosis
factor (TNF) a, interleukin (IL)-12/23, IL-17,
and IL-23 inhibitors, offer targeted treatment
but are associated with infections, including
an increased risk of tuberculosis with TNF-a
inhibitors.™* Consistent with these findings,
the prescribing information for biologics
approved for the treatment of psoriasis
warns of the potential for infections, serious
infections, malignancies, hypersensitivity
reactions, inflammatory bowel disease, and
noninfectious pneumonia with treatment,
along with the need to monitor patients for
tuberculosis and avoid live vaccines. >’ Safety
is frequently a concern for elderly patients; in
a real-world study using data from the British
Association of Dermatologists Biologics and
Immunomodulators Register, patients aged
>65 years were more likely to discontinue
treatment with biologics due to AEs relative
to those aged 45 to 54 years.*® Consistent with
this finding, in a retrospective claims analysis of
US Medicare patients who initiated treatment
with adalimumab, etanercept, infliximab, or
ustekinumab, 38.5% to 53.2% of patients aged
>65 years discontinued treatment compared to
30.6% to 50.3% of patients aged <65 years.*”
Another potential barrier to treatment is that
newer oral medications and many biologics may
be prohibitively expensive for elderly patients;
additionally, self-administered medications are
often unaffordable in the US due to the high
co-insurance required by Medicare Part D.

The pro-inflammatory cytokine IL-23 is
a key mediator of inflammation in psoriasis

JCAD

and thus represents an important target for
systemic treatment.” Three IL-23 inhibitors,
guselkumab, risankizumab, and tildrakizumab,
are approved in the US for the treatment

of adults with moderate-to-severe plaque
psoriasis who are candidates for systemic
therapy or phototherapy.**#2 In our clinical
experience, tildrakizumab, a humanized
anti—IL-23 p19 monoclonal antibody, may be
an underappreciated option for the treatment
of elderly patients with psoriasis, as it offers a
variety of benefits over other biologics approved
to treat psoriasis. For example, while safety
warnings include hypersensitivity, infections,
avoidance of live vaccines, and screening

for tuberculosis, there are no warnings for
malignancies, serious infections, inflammatory
bowel disease, or noninfectious pneumonia
with treatment. Additionally, the efficacy

and safety of tildrakizumab are similar in
patients with vs without comorbidities. In
clinical trials, tildrakizumab efficacy and

safety were comparable in patients with vs
without metabolic syndrome through 5 years
of treatment, and there were no clinically
meaningful differences in efficacy between
patients with vs without psoriatic arthritis (PsA)
after 12 weeks of treatment.* In a real-world
study of patients treated with tildrakizumab
for 52 weeks, the efficacy of tildrakizumab
was comparable in patients with vs without
PsA and significantly greater in patients with
vs without cardiometabolic comorbidities.®
Additional benefits of tildrakizumab for use

in the US include that it is administered by

a healthcare practitioner with a 12-week
maintenance dosing interval and is therefore
the only inhibitor of the IL-23/T helper 17 cell
pathway that qualifies for reimbursement under
Medicare Part B.33641424-% Herein, we review
the published literature describing the efficacy
and safety of tildrakizumab in elderly patients
with moderate-to-severe plague psoriasis for a
US healthcare practitioner audience to further
explore its utility in this population.

METHODS

A PubMed search was conducted on August 6,
2025, using the search terms “(tildrakizumab OR
MK-3222 OR llumya) AND psoriasis AND (elderly
OR 65 years)”to identify English-language
clinical trials and real-world studies evaluating
the efficacy and safety of tildrakizumab in
elderly patients with psoriasis. Two articles

reporting clinical trial results and 4 publications
describing real-world studies were identified;

a fifth real-world study not indexed in PubMed
was identified serendipitously and included
after review.

RESULTS

Clinical trials of tildrakizumab. The
efficacy and safety of tildrakizumab in patients
with moderate-to-severe plaque psoriasis were
demonstrated in two phase 3, randomized,
double-blind clinical trials, reSURFACE 1
(NCT01722331) and reSURFACE 2 (NCT01729754).
In both trials, treatment with tildrakizumab
100 mg was significantly more effective than
placebo with few specific safety concerns.”
In pooled analyses from the reSURFACE 1and
reSURFACE 2 extension trials, the efficacy and
safety profiles of tildrakizumab were sustained
for up to 5 years.** These results represent data
from patients aged >18 years.” Given the high
burden of comorbidities and the potential impact
of immunosenescence in older adults, data from
clinical trial populations with a wide age range
may not be representative of results in elderly
patients**'; however, subgroup analyses of the
trial data provide evidence on the efficacy and
safety of tildrakizumab in patients aged >65 years.

Efficacy of tildrakizumab in elderly
patients with psoriasis in clinical trials.
Short-term efficacy. A post hoc pooled data
analysis from the phase 2b trial and the two phase
3 trials (reSURFACE 1 and reSURFACE 2) evaluated
the efficacy of tildrakizumab in patients with
moderate-to-severe plaque psoriasis stratified
by patient characteristics; data were summarized
for the subgroups of patients treated with
tildrakizumab 100 mg, which is the dose approved
inthe US, defined by age (<65 years [n=644] and
>65 years [n=61]).*>* The proportions of patients
achieving >75% and =90% improvement from
baseline in Psoriasis Area and Severity Index (PASI
75 and PASI 90, respectively) score at Week 12
were evaluated.* Among patients treated with
tildrakizumab 100 mg, 62.7% of patients aged
<65 years and 57.4% of patients >65 years
achieved PASI 75 response at Week 12; 36.8%
of patients aged <65 years vs 26.2% of patients
>65 years achieved PASI 90 response at Week 12
(Table 1).* While formal statistical analyses were
not conducted to evaluate age-related differences,
both age categories had higher rates of response
to tildrakizumab vs placebo. For PASI 75 response,
the point estimate difference for tildrakizumah
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vs placebo was 57.3% (95% CI: 52.5%—-61.7%)

for patients aged <65 years and 50.2% (95% Cl:
31.5%—65.3%) for those >65 years; for PASI 90
response, the point estimate difference was 34.7%
(95% Cl: 30.2%—38.9%) for patients aged <65
years of age and 24.9% (95% CI: 11.1%-39.6%)
for those >65 years.*

Long-term efficacy. A post hoc pooled data
analysis of reSURFACE 1, reSURFACE 2, and
their extension studies assessed the efficacy of
tildrakizumab 100 mg in patients aged <65 years
and >65 years through Week 244 of treatment.*
The percentage of patients achieving absolute
PASI <3 was evaluated at Weeks 28, 52, and
244; the percentage of patients achieving a
Dermatology Life Quality Index score of 0 or
1(DLQI0/1) was assessed at Weeks 28 and
52 Week 28 analyses included all patients
randomized to tildrakizumab who received at
least 1 dose of study medication; due to study
design limitations, analyses at Week 52 and Week
244 included only patients who achieved a PASI 75
response at Week 28. At baseline, the mean (SD)
PASI score of patients treated with tildrakizumab
100 mg was 20.2 (7.9) for patients <65 years of
age and 18.9 (6.2) for patients >65 years of age.
At Week 28, 66.4% of patients <65 years of age
vs 51.9% of patients >65 years of age achieved
a PASI score <3; long term, 83.3% of patients
aged <65 years and 92.3% of patients >65 years
had a PASI score <3 at Week 244 (Table 1). At
baseline, mean (SD) DLQI score was 14.4 (7.0)
for patients aged <65 years and 12.8 (7.6) for
patients >65 years; 53.8% of patients aged <65
years and 53.9% of patients >65 years achieved
DLQI 0/1 at Week 28. At Week 52, 66.8% of
patients aged <65 years and 68.2% of patients
>65 years achieved DLQI 0/1 (Table 1).%2 Overall,
although the number of patients aged >65 years
was limited, long-term PASI and DLQI responses
were comparable between patients aged <65 and
=65 years.

Efficacy in real-world studies. Real-world
studies evaluating the efficacy of tildrakizumah
in elderly patients with psoriasis were conducted
in Italy and Japan (Table 2). A single-center,
Italian retrospective study included patients
aged >65 years with moderate-to-severe plaque
psoriasis treated with tildrakizumab, guselkumab,
or risankizumab.** A total of 6 patients treated
with tildrakizumab (dose not reported) for 28
weeks were included. The mean (SD) PASI score
decreased from 14.8 (9.1) at baseline to 4.1
(5.2) at Week 28 (Table 2). At Week 28, 3 of 6

TABLE 1. Efficacy of tildrakizumab 100 mg in elderly patients with moderate-to-severe plaque psoriasis from clinical

trials
EFFICACY ENDPOINT

Week 12, n (%)

PASI 75 response
PASI 90 response
Week 28, % (95% Cl)
Absolute PASI <3

Poulin et al, J Eur Acad
Dermatol, 2020

Ter Haar et al, Acta Derm
Venereol, 2023

DLQI0/1
Ter Haar et al, Acta Derm ~ Week 52, % (95% ()
Venereol, 20232 DLQI0/1

Ter Haar et al, Acta Derm ~ Week 244, % (95% Cl)

Venereol, 2023% Absolute PASI <3

n=644 n=61
404 (62.7) 35(57.4)
237 (36.8) 16 (26.2)

n=>541 n=>52

66.4 (62.1-70.4)
53.8(49.5-58.2)

51.9 (37.6-66.0)
53.9(39.5-67.8)

n=>541 n=26
66.8 (61.1-72.1) 68.2 (45.1-86.1)
n=>541 n=26

83.3(77.8-88.0) 92.3 (64.0-99.8)

DLQI 0/1: Dermatology Life Quality Index score of 0 or 1; PASI: Psoriasis Area and Severity Index; PASI 75/90 response:

>75%/=90% improvement from baseline in Psoriasis Area and Severity Index score

(50.0%) patients achieved PASI 90 response and

2 0f 6 (33.3%) achieved 100% improvement from
baseline PASI score (PASI 100 response; Table 2).%
No significant difference in effectiveness at Week
28 was observed among patients treated with
guselkumab, risankizumab, and tildrakizumab.*

A multicenter Italian retrospective study
(ESTER) evaluated 49 patients aged >65 years
with moderate-to-severe plaque psoriasis treated
with tildrakizumab 100 mg for 28 weeks (n=40).>*
Mean (SD) PASI score significantly decreased
from 13.6 (9.9) at baseline to 1.3 (1.7) at Week
28 (P<0.001; Table 2).>* At Week 28, 77.5%
of patients achieved PASI 75 response, 60.0%
achieved PASI 90 response, and 47.5% achieved
PASI 100 response (Table 2).%

Another multicenter Italian retrospective study
evaluated the efficacy and safety of tildrakizumah
100 mgq in patients with moderate-to-severe
plaque psoriasis treated with tildrakizumab for
up to 36 weeks. Response to treatment was
assessed in patients stratified by age: <35,
351065, and >65 years (n=21).” The oldest
group of patients (>65 years) achieved greater
improvement in mean PASI score (from 13.1 at
baseline to 0.8 at Week 36) compared to those
<35years (from 11.4 at baseline to 0.8 at Week
36) and 35 to 65 years (from 12.2 at baseline to
1.6 at Week 36; Table 2).>

A third multicenter Italian retrospective study
evaluated the efficacy and safety of tildrakizumab
(dose not reported) for up to 2 years in patients
aged >65 years (n=217) stratified into frail
elderly (n=89) and nonfrail elderly cohorts
(n=128).% Patients were considered frail if they
had 2 major comorbidities or had low income
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with 1 major comorbidity and/or had 2 of the
following: weight loss, weakness, sluggishness,
low activity level, and exhaustion. Among all
patients aged >65 years, mean (SD) PASI score
decreased from 24.36 (38.8) at baseline to 4.09
(6.6) at Week 16 (n=187), 2.35 (5.7) at Week
28 (n=179), 2.8 (8.1) at Week 52 (n=165), 4.8
(24.5) at Week 80 (n=86), and 1.7 (4.8) at Week
106 (n=56).6 By Week 106, 75% of patients
achieved PASI 90 response, 70% achieved PASI 100
response, and 88% achieved a PASI score <2.%¢
Patients' mean (SD) DLQI score decreased from
15.7 (8.1) at baseline to 1.5 (2.2) at Week 52 and
0.7 (1.2) at Week 106; 83.3% of patients achieved
DLQI 0/1 at Week 106.% No significant differences
in PASI or DLQI scores were observed between frail
and nonfrail patients aged >65 years (P>0.05).
The percentage of patients who achieved PASI 90
response, PASI 100 response, a PASI score <2, and
DLQI 0/1 did not significantly differ between frail
and nonfrail elderly patients (P>0.05; Table 2)
Finally, a Japanese prospective study evaluated
patients with plaque psoriasis without PsA
(n=246) who were treated with tildrakizumab
(dose not reported; n=20) for 7 months.”’
Patients were stratified by age into elderly
(aged =65 years, n=11) and nonelderly (<65
years, n=9) cohorts.”” At baseline, mean (SD)
PASI score was 4.2 (2.9) for patients aged >65
years and 11.6 (11.4) for patients <65 years;
the difference in PASI scores was not statistically
significant (P=0.22; Table 2). An age >65 years
significantly increased the likelihood of achieving
PASI scores of clear (P<0.0001) and <2 (P=0.01)
after 7 months of tildrakizumab treatment (Table
2) " Treatment with tildrakizumab significantly
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TABLE 2. Efficacy of tildrakizumab in elderly patients with psoriasis from real-world studies

TILDRAKIZUMAB | LENGTH OF NUMBER OF
STUDYTYPE DOSE TREATMENT | ELDERLY PATIENTS MAIN FINDINGS

Ruggiero et al, Clin Exp Ist'a""ga'fl"e"ter' " weeks s PASI, mean (SD) 14.8(9.1) 41(5)
53 ! -
LT retrospective study PASI'90, n (%) N/A 3(50.0)
PASI 100, n (%) N/A 2(333)
Baseline
PASI, mean (SD)
- Multicenter, n=49 (P<0.001) 13.6(9.9) 13(1.7)
Orsini et al, / Dermatolog italian 100m 28 weeks <U.
Treat, 2024% - 9 PASI 75, % N/A 775
retrospective study Week 28
n=40 PASI 90, % N/A 60.0
PASI 100, % N/A 475
. Multicenter,
Bardazzi et al, J Cutan Italian 100mg 36 weeks =21 <35years 114 0.8
55 0 -
Med urg, 2023 retrospective study 35-65 years 122 16
>65 years 13.1 0.8
PASI, mean (SD) (P=0.823?)
Frail elderly 25.4(42.8) 15(5.2)
Nonfrail elderly 23.68 (36) 1.9 (4.6)
PASI 90, % (P=0.875)
_ Frail elderly N/A 74
Basezll1n7e Nonfrail elderly N/A 76
n=
(Frail: n=89; IF’A§|I 1I ;)O,l % (P=0.992) - ~
: . Multicenter, nonfrail: n=128) ~ Frall elderly
xasz)"";:);;;l"p SCHEE Italian, N/A Upto ;06 Nonfrail elderly N/A 70
Mt retrospective study Weeks Week 106 PASI <2, % (P=0.124)
y ::5623 Frail elderly N/A 9%
Tail: n=23; .
nonfrailines33) Nonfrail elderly N/A 82
DLQI, mean (SD) (P=0.279°)
Frail elderly 16.95 (8.0) 0.9(1.3)
Nonfrail elderly 14.8 (8.2) 0.5(1.1)
DLQI 0/1, % (P=0.776)
Frail elderly N/A 85
Nonfrail elderly N/A 81
PASI, mean (SD) (P=0.22)
<65 years 11.6(11.4) N/A
Fukasawa etal, front  Japanese, N/A 7 months e 265 years 42(2.9) N/A
Immunol, 2023 prospective study PASI clear, =65 years (P<0.0001)
Likelihood ratio N/A 16.2
PASI <2, >65 years (P=0.01)
Likelihood ratio N/A 6.2

?Frail elderly vs nonfrail elderly at Week 106.

DLQI: Dermatology Life Quality Index; N/A: not available; PASI: Psoriasis Area and Severity Index; PASI 75/90/100: >75%/>90%/100% improvement from baseline in Psoriasis Area and
Severity Index score
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increased the number and function of requlatory
TandT helper 17 cells, potentially contributing to
the efficacy of tildrakizumab in elderly patients.”
Safety of tildrakizumab in elderly
patients with psoriasis. Among the above
studies evaluating the efficacy of tildrakizumab
in elderly patients with psoriasis, safety was also
evaluated in 1 of the clinical trial analyses and 3
of the real-world studies. Overall, analysis of the
reSURFACE 1 and reSURFACE 2 trials showed a
consistent safety profile between patients aged
<65 and =65 years treated with tildrakizumab
100 mg (all patients as-treated from baseline;
Table 3).52Total follow-up was 2,487.7 patient-
years for patients aged <65 years and 200.7
patient-years for patients >65 years. The total
number of AEs per 100 patient-years of exposure
was 189.6 for patients aged <65 years and
256.6 for patients >65 years. The most frequent
AE in both age groups was nasopharyngitis
(cumulative incidence: <65 years, 621 per 100
patient-years of exposure; >65 years, 23 per
100 patient-years of exposure), followed by
upper respiratory tract infection (cumulative

incidence: <65 years, 168 per 100 patient-years REALWORLD STODIES

. STUDY As ] /N (%) or n
of exposure; >65 years, 11 per 100 patient- e p—— G
years of exposure) and influenza (cumulative Ruggiero etal, Cin Eyp Dermatol, 202268 oo e eSS (16.)
incidence: <65 years, 76 per 100 patient-years Headache — 1/61166)
of exposure; >65 years, 3 per 100 patient-years Orsini et al, / Dermatolog Treat, 2024 Upper espiatory tract infection G
of exposure).® The number of serious AEs (SAEs) Headache 1/49(2.0)
per 100 patient_years of exposure was 8.2 for Bardazzi et al, J Cutan Med Surg, 20235 None 0/21
patients aged <65 years and 21.9 for patients Upper respiratory tract infection 2
>65 years, and the number of AEs leading Chronic rhinitis 1
to discontinuation per 100 patient-years of Nausea and vomiting 1
exposure was 1.7 for patients aged <65 years Eczematization 1
vs 5.0 for patients =65 years. The number of Increase in glycemia 1

deaths per 100 patient-years of exposure was
0.446 among patients aged <65 years and

1.0 among patients >65 years. Among AEs of Flushing 1
special interest, patients aged >65 vs <65 years Headache 1
experienced proportionally greater numbers Weight gain 1

of serious infections (<65 years, 1.3 events

per 100 patient-years of exposure; >65 years,
3.5 events per 100 patient-years of exposure),
malignancies excluding nonmelanoma skin
cancer (NMSG; <65 years, 0.7 events per 100
patient-years of exposure; >65 years, 2.0 events
per 100 patient-years of exposure), and NMSC
(<65 years, 0.2 events per 100 patient-years of
exposure; =65 years, 4.0 events per 100 patient-
years of exposure); these differences were
attributed to the aging process rather than to
the effects of tildrakizumab.*2 Notably, other AEs
of special interest occurred at similar or lower

TABLE 3. Safety of tildrakizumab in elderly patients with psoriasis from clinical trials and real-world studies

EXPOSURE-ADJUSTED RATES OF AEs

Total follow-up, patient-years
Any TEAE
TEAEs leading to discontinuation
Drug-related TEAEs
Drug-related AEs leading to discontinuation
Any SAE
Drug-related SAEs
SAEs leading to discontinuation
Drug-related SAEs leading to discontinuation
Deaths
TEAEs of special interest
Confirmed extended MACE
Drug-related hypersensitivity reaction
Injection-site reaction
Malignancy excluding NMSC
NMSC
Severe infection*

Mastorino et al, Psoriasis (Auckl), 2025%¢%

CLINICAL TRIALS>"*2

AGE GROUP

<65 years
n=793

2,481.7
4,717 (189.6 [184.1-195.1])
42(1.711.2-2.2])
752(30.2[28.1-32.4])
16(0.6 [0.3-1.0])
205(8.2[7.1-9.4])
18(0.7 [0.4-1.1])
22(0.9[0.5-1.3])
6(0.2[0.0-0.4])
9(0.446 [0.1-0.6])

14(0.6 [0.3-0.91)
14(0.6 [0.3-0.91)
66 (2.7 [2.0-3.3])
17(0.7 [0.4-1.0])
6(0.2[0.0-0.4])
31(1.3[0.8-1.7])

Increase in antihepatitis B core
antibody

Elevated blood creatinine and
urea

265 years
n=79
200.7
515 (256.6 [234.0-279.2])
10(5.0[1.8-8.1])
41(20.4[14.1-26.8])
3(1.5[0.0-3.2])
44(21.9[15.3-28.5])
6(3.0[0.6-5.4])
9(4.5[1.5-7.5])
3(1.5[0.0-3.2])
2(1.0[0.0-2.4])
1(0.5[0.0-1.5])
0
1(0.5[0.0-1.5])
4(2.0[0.0-4.0])
8(4.0[1.2-6.8])
7(3.5[0.9-6.1])

2Data shown as n (number of events per 100 patient-years of exposure [95% CI]) unless otherwise noted.

bPatients treated with tildrakizumab 100 mg.

‘Defined as any infection meeting the regulator definition of a SAE or any infection requiring intravenous antibiotics.

Tildrakizumab dose not reported.

¢Denominators and percentages were not reported.
fPatient discontinued treatment due to AE.
AE: adverse event; MACE: major adverse cardiovascular event; NMSC: nonmelanoma skin cancer; SAE: serious adverse
event; TEAE: treatment-emergent adverse event
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rates in elderly vs nonelderly patients, including
major adverse cardiovascular events (<65 years,
0.6 events per 100 patient-years of exposure;
>65 years, 0.5 events per 100 patient-years of
exposure), injection-site reactions (<65 years,
2.7 events per 100 patient-years of exposure;
>65 years, 0.5 events per 100 patient-years of
exposure), and drug-related hypersensitivity
reactions (<65 years, 0.6 events per 100
patient-years of exposure; >65 years, 0 events
per 100 patient-years of exposure).”

The 4 Italian real-world studies described
above included limited safety data, with
few concerns described**-*5; the Japanese
prospective study did not include safety
analyses.”” In 3 of the 4 Italian real-world
studies (1 evaluated tildrakizumab 100
mg, 2 did not specify dosing), no patients
experienced cardiovascular events or
malignancies; the fourth Italian real-world
study (tildrakizumab 100 mg) did not report
on cardiovascular events or malignancies,
though no patient experienced any SAE.*-*
Individual AEs were reported in 3 of the 4
studies (1 evaluated tildrakizumab 100 mg, 2
dosing not specified) and included headache,
influenza-like illness, upper respiratory tract
infection, chronic rhinitis, nausea and vomiting,
eczematization, increase in glycemia, increase
in anti-hepatitis B core antibody, flushing, and
weight gain.*>***¢ n the study comparing frail
elderly to nonfrail elderly patients, 4 of 10 AEs
were reported in frail patients and 6 of 10 in
nonfrail patients.* In 2 of 3 studies reporting
treatment discontinuations (tildrakizumab
100 mg and dosing not specified), no patients
discontinued due to AEs (Table 3).** In the
study evaluating frail elderly vs nonfrail elderly
patients (tildrakizumab dose not specified), 2
(7.4%) patients discontinued due to treatment-
related AEs (1 event of elevated blood creatinine
and urea, 1 unknown; Table 3); 3 patients
died during the study, and all deaths were
considered related to their comorbidities and
not to tildrakizumab treatment.* In the study
including patients treated with guselkumab and
risankizumab, the safety profile of tildrakizumab
(dose not reported) in patients aged >65 years
with psoriasis was comparable to those of the
other IL-23 p19 inhibitors.** Notably, the AEs
identified in patients aged >65 years in the
above studies were similar to those reported
in clinical trials of tildrakizumab 100 mg in all
patients aged >18 years, suggesting minimal
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additional safety concerns with tildrakizumab
use with increasing age.”

PRACTICAL ASPECTS OF
TILDRAKIZUMAB FOR THE TREATMENT
OF PSORIASIS IN ELDERLY PATIENTS
Relative to other biologics, tildrakizumab has
several characteristics that may contribute to
treatment adherence and persistence in elderly
patients with psoriasis. First, tildrakizumab has
a reassuring safety profile.*® In a short-term
(12-16 weeks from baseline) network meta-
analysis, tildrakizumab 100 mg was associated
with the lowest rates of AEs (46.3%) compared
to other biologics, including etanercept (49.1%),
certolizumab (52.2%), risankizumab (52.4%), and
guselkumab (55.8%). Similarly, in the Cochrane
Database systematic review of biologics for the
treatment of psoriasis, tildrakizumab 100 mg
and 200 mg combined had the highest Surface
Under the Cumulative Ranking (ie, greatest
probability of being the best treatment) in the
analysis of all AEs.*® Safety is an especially relevant
consideration for elderly patients; as previously
noted, patients aged >65 years were more
likely than those 45 to 54 years to discontinue
treatment due to AEs in a real-world study of
patients with psoriasis treated with biologics.®
Although clinical trial patients aged >65 years
treated with tildrakizumab 100 mg experienced
more discontinuations due to AEs relative to
younger patients (5.0 vs 1.7 per 100 patient-years
of exposure), only 3 patients discontinued due to
AEs among the 244 with data in the real-world
studies (1 evaluated tildrakizumab 100 mg, 2
did not specify dosing).*>*** Furthermore, ina
5-year dlinical study of patients with psoriasis
and concomitant metabolic syndrome, there
were no additional safety concerns during
treatment with tildrakizumab 100 mgq relative
to patients without metabolic syndrome, and
both populations discontinued tildrakizumab
treatment at similar rates.® This is notable given
that significantly more elderly vs nonelderly
patients have metabolic syndrome and related
comorbidities.*™™ Consistent with these
findings, frail elderly patients—defined as
those with at least 1 major comorbidity and/or
other indicators—and nonfrail elderly patients
treated with tildrakizumab (dose not reported)
experienced AEs at similar frequencies.*
Tildrakizumab efficacy is also maintained
in patients with vs without comorbidities that
are common in elderly patients. In clinical and

real-world studies, efficacy of tildrakizumab 100
mg was comparable in patients with vs without
metabolic syndrome or PsA and significantly
greater in a real-world study in patients with vs
without cardiometabolic comorbidities.** In
the real-world study of frail elderly and nonfrail
elderly patients, efficacy of tildrakizumab (dose
not reported) was comparable between the 2
cohorts.* Tildrakizumab also has a convenient
dosing schedule; maintenance dosing is every 12
weeks after induction doses at Week 0 and Week
4, among the lowest frequencies for biologics used
to treat psoriasis.*337424647.60-62 Eyrthermore, in
the US, tildrakizumab is administered in office
by a healthcare practitioner, which may increase
treatment adherence and improve clinical
outcomes compared to self-administration 4262
While in-office administration can be a barrier
to patients who may require a caregiver for
transportation, it can also make tildrakizumab
especially financially accessible for elderly
patients with psoriasis in the US, as tildrakizumab
is covered under Medicare Part B for eligible
patients.

LIMITATIONS

There are some limitations to the studies
discussed herein that may hinder the
generalizability of their efficacy and safety
findings. First, the studies included a small
number of elderly patients, limiting the inclusion
and interpretation of statistical analyses.
Additionally, due to the design of the pivotal trials,
the long-term efficacy analysis included only
patients who achieved a PASI 75 response at Week
28 in the Week 52 and 244 results, introducing a
potential survivorship bias. Finally, all of the real-
world studies of tildrakizumab in elderly patients
with psoriasis were conducted in Italy and Japan,
limiting the generalizability of the results to
patients in the US.

CONCLUSION

In clinical trials and real-world studies, the
established clinical profile of tildrakizumab
100 mg is maintained in elderly patients.
Both short-term and long-term efficacy of
tildrakizumab in elderly patients with psoriasis
are consistent with results in younger patients,
and the few special safety concerns observed
were consistent with conditions experienced by
elderly patients in general and not attributed
to tildrakizumab treatment. The infrequent
dosing schedule, administration by healthcare
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