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Objectives:

1. Understand the JAK signalling process and 
inflammatory pathways

2. Review of currently approved JAKs for AD–
abrocitinib & upadacitinib

3. Recognize the ideal candidate for JAKi
4. Utilize laboratory tests to monitor your patient





JAK = Janus Kinase enzymes  JAK1/2/3/TYK2

Signaling proteins that transmit the 
cytokine signal (from outside the cell) to 
inside the cell → gene transcription of 
inflammatory cytokines

JAK1/JAK3 appear to impact 
TH2/atopic dermatitis pathways

JAK2/TYK2 more psoriasis

Kim BS, Howell MD, Sun K, Papp K, Nasir A, Kuligowski ME; INCB 18424-206 Study Investigators. Treatment of atopic dermatitis with ruxolitinib cream (JAK1/JAK2 inhibitor) or triamcinolone 
cream. J Allergy Clin Immunol. 2020 Feb;145(2):572-582. doi: 10.1016/j.jaci.2019.08.042. Epub 2019 Oct 17. PMID: 31629805.



JAK Cytokine signaling involves many immune pathways: 

Th1 and Th17 differentiation

IL-17, TNFα, and IFNγ secretion

T cell survival/Treg maintenance

Lymphoid cell maturation and 
function

Hematopoiesis/Granulopoiesis/M
yelopoiesis

Kim BS, Howell MD, Sun K, Papp K, Nasir A, Kuligowski ME; INCB 18424-206 Study Investigators. Treatment of atopic dermatitis with ruxolitinib cream (JAK1/JAK2 inhibitor) or triamcinolone 
cream. J Allergy Clin Immunol. 2020 Feb;145(2):572-582. doi: 10.1016/j.jaci.2019.08.042. Epub 2019 Oct 17. PMID: 31629805.

Metabolic activity regulation

Osteoclast formation

Neuronal survival

Lipid metabolism

Glucose metabolism

Growth factor response





FDA approved in Atopic Dermatitis 

Rinvoq

12 years and up

Kim BS, Howell MD, Sun K, Papp K, Nasir A, Kuligowski ME; INCB 18424-206 Study Investigators. Treatment of atopic dermatitis with ruxolitinib cream (JAK1/JAK2 inhibitor) or triamcinolone 
cream. J Allergy Clin Immunol. 2020 Feb;145(2):572-582. doi: 10.1016/j.jaci.2019.08.042. Epub 2019 Oct 17. PMID: 31629805.

Cibinqo

18 years and up

refractory, moderate-to-severe atopic dermatitis whose disease is not 
adequately controlled with other systemic drug products, including 
biologics, or when use of those therapies is inadvisable.





Do you know JAK? The Good



Upadacitinib (Abbvie) : relieves itch as early as day 3

Kim BS, Howell MD, Sun K, Papp K, Nasir A, Kuligowski ME; INCB 18424-206 Study Investigators. Treatment of atopic dermatitis with ruxolitinib cream (JAK1/JAK2 inhibitor) or triamcinolone 
cream. J Allergy Clin Immunol. 2020 Feb;145(2):572-582. doi: 10.1016/j.jaci.2019.08.042. Epub 2019 Oct 17. PMID: 31629805.

Integrated Measure Up 1 & 2: Daily NRS itch reduction ≥ 4 points from baseline 



Upadacitinib (Abbvie) : powerful skin clearance at week 16

Kim BS, Howell MD, Sun K, Papp K, Nasir A, Kuligowski ME; INCB 18424-206 Study Investigators. Treatment of atopic dermatitis with ruxolitinib cream (JAK1/JAK2 inhibitor) or triamcinolone 
cream. J Allergy Clin Immunol. 2020 Feb;145(2):572-582. doi: 10.1016/j.jaci.2019.08.042. Epub 2019 Oct 17. PMID: 31629805.

Adult and adolescent patients ≥ 12 yo



Steroid sparing oral agent: durable EASI90 skin clearance 
rates at week 52



Common AE occuring in ≥ 1% AD patients treated with Upa

MID: 31629805.



Abrocitinib (Pfizer) : powerful and rapid skin clearance. No 
TCS use. 

Silverberg JI, Simpson EL, Thyssen JP, et al. Efficacy and Safety of Abrocitinib in Patients With Moderate-to-Severe Atopic 
Dermatitis: A Randomized Clinical Trial. JAMA Dermatol. 2020;156(8):863–873.

38%

28%

61%

45%



Abrocitinib superior to dupilumab in early itch & AD 

Reich K, Thyssen JP, Blauvelt A, Eyerich K, Soong W, Rice ZP, Hong HC, Katoh N, Valenzuela F, DiBonaventura M, Bratt TA, Zhang F, Clibborn C, Rojo R, Valdez H, Kerkmann U. Efficacy and 
safety of abrocitinib versus dupilumab in adults with moderate-to-severe atopic dermatitis: a randomised, double-blind, multicentre phase 3 trial. Lancet. 2022 Jul 23;400(10348):273-282.

Abrocitinib 200 mg per day was more efficacious than dupilumab in adults with moderate-to-severe atopic 
dermatitis on background topical therapy in inducing early reductions of itch and atopic dermatitis disease 
signs. Both treatments were well tolerated over 26 weeks.

≥ 4 pt reduction in PP-NRS from baseline ≥ 90% EASI improvement 





Abrocitinib: Integrated safety analysis across 6 studies

Simpson, E.L., Silverberg, J.I., Nosbaum, A. et al. Integrated Safety Analysis of Abrocitinib for the Treatment of Moderate-to-
Severe Atopic Dermatitis From the Phase II and Phase III Clinical Trial Program. Am J Clin Dermatol 22, 693–707 (2021).



Abrocitinib: Integrated safety analysis across 6 studies

Simpson, E.L., Silverberg, J.I., Nosbaum, A. et al. Integrated Safety Analysis of Abrocitinib for the Treatment of Moderate-to-
Severe Atopic Dermatitis From the Phase II and Phase III Clinical Trial Program. Am J Clin Dermatol 22, 693–707 (2021).

The most common adverse events were nausea, headache, and acne, 
which were all non-serious; most patients had events that were mild or 
moderate in severity.

With proper patient and dose selection, abrocitinib has a manageable 
tolerability and long-term safety profile appropriate for long-term use in 
patients with moderate-to-severe atopic dermatitis.



Do you know JAK? The Bad



Understanding & explaining the Black Box warning 

Serious Infections

Malignancies

Thrombosis

Mortality

MACE major adverse cardiac events 









Adverse events during UPA through week 52



Do you know JAK? The reality



Laboratory Monitoring

Baseline: CBC, LFTs, GFR/Cr, TB screening

12 weeks later: lipid panel

Baseline: CBC, LFTs, GFR/Cr, TB screening, fasting lipid panel, hepatitis B/C, 
pregnancy test?

4-6 weeks: recheck CBC, LFTs, GFR/Cr

12 weeks later: lipid panel, CBC, LFTs, GFR/Cr

Then every 6 months



Cautions/Contraindications

Antiplatelet therapy is contraindicated except for aspirin 81mg



In Summary: 

1. Atopic dermatitis is a heterogeneous disease with 
multiple inflammatory cytokines.

2. JAKi treat AD by targeting multiple cytokines, not just 
one or two cytokines.

3. High levels of skin clearance
4. Long term safety showing no new signals
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