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 Comparable Products   Preferred Drug List Status 
 Otezla               Preferred with Conditions  
Taltz      Preferred with Conditions   
      

Pharmacology/Usage:   Deucravacitinib, the active ingredient of Sotyktu®, is a tyrosine kinase 2 (TYK2) inhibitor. 
TYK2 is a member of the Janus kinase (JAK) family. Deucravacitinib binds to the regulatory domain of TYK2, 
stabilizing an inhibitory interaction between the regulatory and the catalytic domains of the enzyme. This results in 
allosteric inhibition of receptor-mediated activation of TYK2 and its downstream activation of Signal Transducers 
and Activators of Transcription (STATs) as shown in cell-based assays. JAK kinases, including TYK2, function as pairs 
of homo- or heterodimers in the JAK-STAT pathways. TYK2 pairs with JAK1 to mediate multiple cytokine pathways 
and also pairs with JAK2 to transmit signals as shown in cell-based assays. The precise mechanism linking inhibition 
of TYK2 enzyme to therapeutic effectiveness for its approved indication is not currently known. 

Indication:  For the treatment of moderate-to-severe plaque psoriasis in adults who are candidates for systemic 
therapy or phototherapy. It is not recommended for use in combination with other potent immunosuppressants. 

There is no pregnancy category for this medication; however, the risk summary indicates that available data from 
case reports on use during pregnancy are not sufficient to assess a drug-associated risk of major birth defects, 
miscarriage, or adverse maternal or fetal outcomes. Report pregnancies to the Bristol-Myers Squibb Company’s 
Adverse Event reporting line at 1-800-721-5072. The safety and efficacy of use in the pediatric population have not 
been established. 

Dosage Form:  Tablets: 6mg. Do not crush, cut, or chew. 

Recommended Dosage:  Assess patients for active and latent tuberculosis (TB) infection prior to starting 
treatment with Sotyktu®. If positive, start treatment for TB prior to Sotyktu® use. In addition, update immunizations 
according to current immunization guidelines. 

Take 6mg PO QD, with or without food.  

Dosage adjustments are not required with mild to moderate hepatic impairment; however, use is not recommended 
in patients with severe hepatic impairment. Dose adjustments are not required with renal impairment, including 
patients with end stage renal disease on dialysis. 

Drug Interactions:   There are no drug interactions listed with this product. 
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Box Warning:   There is no box warning listed with this product. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Sotyktu®) minus reported % incidence for placebo. Please note that an incidence of 0% means the incidence was the same 
as or less than placebo. The most frequently reported adverse events included upper respiratory infections (4.4%), 
blood creatine phosphokinase increased (1.5%), herpes simplex (1.8%), mouth ulcers (1.9%), folliculitis (1.7%), and 
acne (1.2%). 

Hypersensitivity reactions have been reported in subjects receiving Sotyktu®. If a clinically significant hypersensitivity 
reaction occurs, start appropriate therapy and discontinue Sotyktu®. 

Sotyktu® may increase the risk of infections. Serious infections have been reported in subjects with psoriasis who 
received Sotyktu®. Avoid use of Sotyktu® in patients with active or serious infection. Consider the risks and benefits 
of treatment prior to starting Sotyktu® in patients with chronic or recurrent infection; who have been exposed to 
tuberculosis; with a history of a serious or an opportunistic infection; or with underlying conditions that may 
predispose them to infection. Closely monitor patients for the development of signs and symptoms of infection 
during and after treatment with Sotyktu®. A patient who develops a new infection during treatment with Sotyktu® 
should undergo prompt diagnostic testing, appropriate antimicrobial therapy should be started, and the patient 
should be closely monitored. Interrupt Sotyktu® if a serious infection develops and do not restart treatment until 
the infection resolves or is adequately treated. 

Assess patients for latent and active TB infection prior to starting treatment and do no administer Sotyktu® to 
patients with active TB. Start treatment of latent TB prior to administering Sotyktu®. Consider anti-TB therapy 
prior to initiation of Sotyktu® in patients with a past history of latent or active TB in whom an adequate course of 
treatment cannot be confirmed. Monitor patients receiving Sotyktu® for signs and symptoms of active TB during 
treatment. 

Malignancies, including lymphomas, were observed in clinical trials with Sotyktu®. Consider the benefits and risks 
for the individual patient prior to starting or continuing therapy with Sotyktu®, especially in patients with a known 
malignancy (other than a successfully treated non-melanoma skin cancer) and patients who develop a malignancy 
when on treatment with Sotyktu®. 

Cases of rhabdomyolysis were reported in subjects treated with Sotyktu® resulting in interruption or 
discontinuation of Sotyktu® dosing. Treatment with Sotyktu® was also associated with an increased incidence of 
asymptomatic creatine phosphokinase (CPK) elevation and rhabdomyolysis compared to treatment with placebo. 
Discontinue Sotyktu® if markedly elevated CPK levels occur or myopathy is diagnosed or suspected. Instruct 
patients to promptly report any unexplained muscle pain, tenderness or weakness, especially if accompanied by 
malaise or fever. 

Treatment with Sotyktu® was associated with increases in triglyceride levels. The effect of this elevated parameter 
on cardiovascular morbidity and mortality has not been determined. Periodically assess serum triglycerides per 
clinical guidelines for hyperlipidemia while patients are receiving Sotyktu® treatment. Manage patients per clinical 
guidelines for the management of hyperlipidemia.  

Treatment with Sotyktu® was associated with an increase in the incidence of liver enzyme elevation compared to 
placebo. Liver serum transaminase elevations ≥3 times the upper limit of normal (ULN) were reported in subjects 
treated with Sotyktu®. Evaluate liver enzymes at baseline and thereafter in patients with known or suspected liver 
disease per routine patient management. If treatment-related increases in liver enzymes occur and drug-induced 
liver injury is suspected, interrupt Sotyktu® until a diagnosis of liver injury is excluded. 

Prior to starting Sotyktu®, consider completion of all age-appropriate immunizations per current immunization 
guidelines including prophylactic herpes zoster vaccination. Avoid the use of live vaccines in patients treated with 
Sotyktu®. The response to live or non-live vaccines has not been evaluated. 

It is not known whether TYK2 inhibition may be associated with the observed or potential adverse reactions of JAK 
inhibition. In a large randomized, post marketing safety trial of a JAK inhibitor in rheumatoid arthritis (RA), patients 
50 years of age and older with at least one cardiovascular risk factor, higher rates of all-cause mortality, including 
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sudden cardiovascular death, major adverse cardiovascular events, overall thrombosis, deep vein thrombosis, 
pulmonary embolism, and malignancies (excluding non-melanoma skin cancer) were observed in patients treated 
with a JAK inhibitor compared to those treated with TNF blockers. Sotyktu® is not approved for use in RA.  

Contraindications:  In patients with a history of hypersensitivity reaction to deucravacitinib or to any of the 
excipients of the product. 

Manufacturer:  Bristol Myers Squibb. 

Analysis:  The safety and efficacy of Sotyktu® were assessed in 2 multicenter, randomized, double-blind, placebo- 
and active-controlled trials (PSO-1 and PSO-2) that included adults 18 years of age and older with moderate-to-
severe plaque psoriasis who were eligible for systemic therapy or phototherapy. Subjects had a body surface area 
(BSA) involvement of ≥10%, a Psoriasis Area and Severity Index (PASI) score ≥12, and a static Physician’s Global 
Assessment (sPGA) ≥3 (moderate or severe).  

In PSO-1 and PSO-2, efficacy was assessed in subjects (N=1684) randomized to either Sotyktu® 6mg PO QD, 
placebo, or apremilast 30mg PO BID. In both trials, the mean age was 47 years, the mean weight was 91kg, 67% 
were male, and 87% were white. At baseline, subjects had a median affected BSA of 20% and a median PASI score 
of 19. The proportion of subjects with sPGA score of 3 (moderate) and 4 (severe) at baseline were 80% and 20%, 
respectively. In addition, about 18% had a history of psoriatic arthritis. Across both trials, 40% of subjects had 
received prior phototherapy, 42% were naïve to any systemic therapy (including biologic and/or non-biologic 
treatment), 41% received prior non-biologic systemic treatment, and 35% had received prior biologic therapy. 

Both trials assessed the responses at week 16 compared to placebo for the 2 co-primary endpoints: 

• The proportion of subjects who achieved a sPGA score of 0 (clear) or 1 (almost clear) with at least a 2-
grade improvement from baseline; 

• The proportion of subjects who achieved at least a 75% improvement in PASI scores from baseline (PASI 
75). 

 

 

Other comparisons between Sotyktu® and placebo that were secondary endpoints at week 16 included: 

• The proportion of subjects who achieved PASI 90, PASI 100, sPGA 0, scalp severity PGA (ssPGA) score of 
0 (clear) or 1 (almost clear) with at least 2-grade improvement, and Psoriasis Symptoms and Signs Diary 
(PSSD) Symptom Score of 0 (symptom-free). 

Comparisons between Sotyktu® and apremilast were made for the following secondary endpoints at these time 
points: 

• At week 16 and week 24 (PSO-1 and PSO-2), the proportion of subjects who achieved PASI 75, PASI 90, 
and sPGA 0/1 with at least a 2-grade improvement from baseline. 

• At week 16 (PSO-1 and PSO-2), the proportion of subjects who achieved sPGA 0 and ssPGA 0/1 with at 
least a 2-grade improvement from baseline (scalp). 

Results for PSO-1 are presented in the table below, which was adapted from the prescribing information. 

Endpoints in PSO-1 Sotyktu® 
(N=330) 

Placebo 
(N=166) 

Apremilast 
(N=168) 

Difference from 
placebo 

Difference from 
apremilast 

sPGA response of 0/1 (clear or almost clear) 

Week 16 1 178 (54%) 12 (7%) 54 (32%) 47% 22% 
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Endpoints in PSO-1 Sotyktu® 
(N=330) 

Placebo 
(N=166) 

Apremilast 
(N=168) 

Difference from 
placebo 

Difference from 
apremilast 

NNT calculated per CHC 
(Sotyktu® vs placebo) 3 

NNT calculated per CHC 
(Sotyktu® vs apremilast) 5 

Week 24 194 (59%) - 52 (31%) - 27% 

 sPGA response of 0 

Week 16 58 (18%) 1 (1%) 8 (5%) 17% 13% 

PASI 75 response 

Week 16 1 193 (58%) 21 (13%) 59 (35%) 46% 23% 

NNT calculated per CHC 
(Sotyktu® vs placebo) 3 

NNT calculated per CHC 
(Sotyktu® vs apremilast) 5 

Week 24 228 (69%) - 64 (38%) - 31% 

PASI 90 response 

Week 16 118 (36%) 7 (4%) 33 (20%) 32% 16% 

Week 24 140 (42%) - 37 (22%) - 20% 

PASI 100 response 

Week 16 47 (14%) 1 (1%) - 14% - 

ssPGA response of 0/1 (scalp) 

N 209 121 110   

Week 16 147 (70%) 21 (17%) 43 (39%) 53% 30% 

 1 Co-primary endpoints comparing Sotyktu® to placebo 

Results for PSO-2 are presented in the table below, which was adapted from the prescribing information. 

Endpoints in PSO-2 Sotyktu® 
(N=511) 

Placebo 
(N=255) 

Apremilast 
(N=254) 

Difference from 
placebo 

Difference from 
apremilast 

sPGA response of 0/1 (clear or almost clear) 

Week 16 1 253 (50%) 22 (9%) 86 (34%) 41% 16% 

NNT calculated per CHC 
(Sotyktu® vs placebo) 3 

NNT calculated per CHC 
(Sotyktu® vs apremilast) 7 

Week 24 251 (49%) - 75 (30%) - 20% 
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Endpoints in PSO-2 Sotyktu® 
(N=511) 

Placebo 
(N=255) 

Apremilast 
(N=254) 

Difference from 
placebo 

Difference from 
apremilast 

 sPGA response of 0 

Week 16 80 (16%) 3 (1%) 16 (6%) 14% 9% 

PASI 75 response 

Week 16 1 271 (53%) 24 (9%) 101 (40%) 44% 13% 

NNT calculated per CHC 
(Sotyktu® vs placebo) 3 

NNT calculated per CHC 
(Sotyktu® vs apremilast) 8 

Week 24 296 (58%) - 96 (38%) - 20% 

PASI 90 response 

Week 16 138 (27%) 7 (3%) 46 (18%) 24% 9% 

Week 24 164 (32%) - 50 (20%) - 13% 

PASI 100 response 

Week 16 52 (10%) 3 (1%) - 9% - 

ssPGA response of 0/1 (scalp) 

N 305 173 166   

Week 16 182 (60%) 30 (17%) 61 (37%) 42% 23% 

 1 Co-primary endpoints comparing Sotyktu® to placebo 

In PSO-1, among subjects who received Sotyktu® and had sPGA 0/1 response at week 24, the sPGA 0/1 response 
at week 52 was 78% (151/194). Among subjects who received Sotyktu® and had PASI 75 response at week 24, the 
PASI 75 response at week 52 was 82% (187/228). Among subjects who received Sotyktu® and had PASI 90 response 
at week 24, the PASI 90 response at week 52 was 74% (103/140). 

In PSO-2, to assess maintenance and durability of response, subjects who were originally randomized to Sotyktu® 
and were PASI 75 responders at week 24 were re-randomized to either continue treatment on Sotyktu® or be 
withdrawn from therapy (i.e., receive placebo).  

For subjects who were re-randomized and also had a sPGA score of 0 or 1 at week 24, 70% of subjects (83/118) 
who continued on Sotyktu® maintained this response (sPGA 0 or 1) at week 52 compared to 24% of subjects 
(28/119) who were re-randomized to placebo. In addition, at week 52, 80% of subjects (119/148) who continued on 
Sotyktu® maintained PASI 75 compared to 31% of subjects (47/150) who were withdrawn from Sotyktu®.  

For sPGA 0 or 1 responders at week 24 who were re-randomized to treatment withdrawal (i.e., placebo), the 
median time to loss of sPGA score of 0 or 1 was about 8 weeks. For PASI-75 responders at week 24 who were re-
randomized to treatment withdrawal (i.e., placebo), the median time to loss of PASI 75 was about 12 weeks. 

Regarding patient reported outcomes, a greater proportion of subjects treated with Sotyktu® compared to placebo 
achieved Psoriasis Symptoms and Signs Diary (PSSD) symptom score of 0 (absence of itch, pain, burning, stinging, 
and skin tightness) at week 16 (8% Sotyktu® vs 1% placebo; calculated NNT=15) in both trials. 
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Place in Therapy:   Sotyktu® is a tyrosine kinase 2 (TYK2) inhibitor indicated for the treatment of moderate-to-
severe plaque psoriasis in adults who are candidates for systemic therapy or phototherapy. Its use is not 
recommended in combination with other potent immunosuppressants. Avoid use of Sotyktu® in patients with an 
active or serious infection. Assess patients for active and latent TB infection prior to starting treatment with 
Sotyktu®. The safety and efficacy of Sotyktu® were assessed in 2 multicenter, double-blind, placebo- and active-
controlled trials. Per the full-text study of PSO-1 by Armstrong et al2, the authors noted that response rates at week 
16 were significantly higher with deucravacitinib versus placebo or apremilast for PASI 75 (p˂0.0001) and sPGA 0/1 
(p˂0.0001). In addition, efficacy improved beyond week 16 and was maintained through week 52. Per the full-text 
study of PSO-2 by Strober et al3, the authors noted that significantly more subjects treated with deucravacitinib 
versus placebo and apremilast at week 16 achieved PASI 75 (p˂0.0001 vs placebo, p=0.0004 vs apremilast) and sPGA 
0/1 (p˂0.0001 for both). Efficacy was maintained through week 52 with continuous deucravacitinib. The authors 
concluded in both studies that deucravacitinib demonstrated superiority to placebo and apremilast across efficacy 
endpoints, while being well tolerated. 

There is some evidence in two phase-3 studies to suggest that Sotyktu® may be more effective than apremilast for 
the endpoints of sPGA response of 0/1 with at least a 2-grade improvement from baseline and PASI 75 response; 
however, there is no other head-to-head evidence at this time to support that Sotyktu® is safer or more effective 
than the other currently preferred, more cost-effective medications. It is therefore recommended that Sotyktu® 
remain non-preferred and require prior authorization and be available to those who are unable to tolerate or who 
have failed on preferred medications.   

PDL Placement:        Preferred 
    Non-Preferred with Conditions 
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