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Supplementary appendix 1. Selection criteria to participate in the study

Inclusion criteria ‘ Those who meet all of the following conditions can be included.

1. Male or female patients aged 18-65 years.

2. Body mass index (BMI) 18-32 kg/m2 (not applicable in the case extension stage).

3. Diagnosed with chronic stable plaque psoriasis, baseline visit to psoriasis > 6 months.

4. Psoriasis body surface area (BSA) >10% at screening and baseline.

5. Psoriasis static physician overall assessment (sSPGA) score > 3 and psoriasis area and
severity index (PASI) score > 12 at screening and baseline.

6. Moderate or severe plaque psoriasis patients who have been treated regularly but have
poor results.

7. Patients who signed the informed consent.

Exclusion criteria Those who meet one of the following conditions will be excluded.

1. Pustular psoriasis, erythrodermic psoriasis and/or drip psoriasis at screening or baseline.

2. Drug-induced psoriasis at baseline.

3. Patients received the following treatments before baseline: a. Systemic treatment of
psoriasis within 4 weeks prior to baseline; b. Local antipsoriatic medication within 2 weeks prior
to baseline; ¢ Any traditional Chinese medicine or Chinese patent medicine for psoriasis within
2 weeks before the baseline; d. Physical therapy treatment (including photochemotherapy,
ultraviolet therapy, self-treatment with sunbed, etc.) within 4 weeks before the baseline.

4. The following biologics have recently been used: etanercept <28 days before baseline;
infliximab, adalimumab or alefacept <60 days; golimumab <90 days; ustekinumab <8 months;
rituximab; or all other biological agents <5 half-lives

5. Patients have received any biological agents that directly target IL-17 or IL-17 receptors.

6. Patients who have participated in other drug clinical trials within 3 months before the
baseline, or those who have been tested within 5 half-lives before the baseline (the test drug has
a long half-life and 5 half-lives of more than 3 months)

7. Vaccination with live vaccine within 4 weeks prior to baseline, or intention to inoculate a
live vaccine during the study period.

8. Patients with active tuberculosis, or those with active or latent tuberculosis at the
screening.

9. Patients who have a history of allergies to drugs or biological products, or those who are
judged by the investigator to be allergic to any ingredient of the study drug.

10. Patients underwent major surgery within 8 weeks prior to the baseline or will be required
to undergo such surgery during the study. Based on the investigator's opinion and consulting with
the sponsor or its designee, these procedures may cause unacceptable risks to the patient.

11. History of the lymphoproliferative disease; or current history of malignancy or a history
of malignancy (except for squamous cell carcinoma of the skin, basal cell carcinoma, and cervical
cancer in situ after thorough treatment without any signs of recurrence).

12. Associated with an active infection, or infection history: a. Systemic anti-infective
treatment 4 weeks before baseline; b. Serious infection with hospitalization or intravenous anti-
infective treatment within 8 weeks before baseline; ¢. Recurrent, chronic or other active
infections, which are assessed by the investigator to increase the risk of the subject.

13. Hepatitis B surface antigen positive, hepatitis C antibody positive, human

immunodeficiency virus (HIV) antibody positive, TPPA positive (except for the addition of RPR
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negative).

14. ECG abnormalities that are clinically significant and can cause unacceptable risks to
patients if they participate in the study.

15. Unstable cardiovascular disease, defined as clinical deterioration in the past 3 months
(such as unstable angina, rapid atrial fibrillation) or hospitalization for heart disease in the past 3
months.

16. Hypertensive patients whose blood pressure cannot be stabilized after using hypertensive
drugs.

17. Significant abnormalities in liver and kidney function and blood routine, including:
alanine aminotransferase (ALT) and/or aspartate aminotransferase (AST) exceeding 2 times the
upper limit of normal; serum creatinine greater than the upper limit of normal; hemoglobin <90
g/l White blood cell count <3.5x109/L, platelet count (PLT)<100x109/L; neutrophil count
<1.5%109/L; Other abnormal laboratory tests may affect the test or interfere with the test results
assessed by the investigator.

18. Blood donation > 400 mL within 4 weeks before baseline, or severe blood loss at least
400 mL within 4 weeks before baseline, or blood transfusion within 8 weeks, or blood donors
scheduled for the study period.

19. Women of child-bearing potential are unwilling or not taking effective contraceptive
measures from the screening period to at least 5 months after the end of the last dose.

20. Pregnant or nursing (lactating) women.

21. Patients who have a history of smoking, alcohol abuse or drug abuse.

22. Patients with a history of serious mental illness or family history.

23. Other reasons the investigator considered it inappropriate to participate in the study.
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Supplementary appendix 2. Grade definition refers to the severity of the CTCAE Version
4.0.

Grade Definition
Grade 1  Mild; asymptomatic or mild symptoms; clinical or diagnostic observations only;

intervention not indicated.

Grade2  Moderate; minimal, local or noninvasive intervention indicated; limiting age-
appropriate instrumental ADL*.

Grade3  Severe or medically significant but not immediately life-threatening; hospitalization
or prolongation of hospitalization indicated; disabling; limiting self-care ADL**.

Grade4  Life-threatening consequences; urgent intervention indicated.

Grade 5  Death related to AE.

CTCAE, common terminology criteria for adverse events; AE, adverse events; ADL, activities of

daily living.

*Instrumental ADL refer to preparing meals, shopping for groceries or clothes, using the
telephone, managing money, etc.

**Self-care ADL refer to bathing, dressing and undressing, feeding self, using the toilet, taking
medications, and not bedridden.
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Supplementary appendix 3. The similarity and differences of GR1501 to any approved IL-17 inhibitors

Biological agents Structure Mechanism of action Molecular weight ~ Affinity Kp

Secukinumab (AIN457) Fully human IgGlx anti-IL-17A  Selectively binds and neutralizes IL-17A  151kDa 1.75 x 10°1°M (for IL-17A)
monoclonal antibody

Ixekizumab (LY2439821) Humanized IgG4 anti-IL-17A  Selectively binds and neutralizes IL-17A  146kDa <2 pM (for IL-17A)
monoclonal antibody

Brodalumab (AMG 827)  Fully human IgG2 anti-IL-17RA selectively targets human IL-17 receptor 144kDa 239 pM (for human IL-
monoclonal antibody and antagonizes the IL-17 pathway. 17RA)

GR1501 Fully human IgG4 anti-IL-17A Selectively binds and neutralizes IL-17A  150kDa 1.39 x 10°1°M (for IL-17A)

monoclonal antibody
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Supplementary appendix 4. Comparison of protocol for biological agents targeting IL-17 in the treatment of psoriasis

Biological agents Secukinumab (AIN457) Ixekizumab (LY2439821) Brodalumab (AMG 827) GR1501
Phase Phase I Phase II Phase II Phase I Phase II Phase I/II
Sample size of participants 16 142 84 198 226
Allocation Non-Randomized = Randomized Randomized Randomized Randomized Randomized
Masking Open-label Quadruple Quadruple (Participant, Care Triple (Participant, Care Triple (Participant, Double (Participant,

(Participant,  Care Provider, Investigator, Provider, Investigator) Investigator, Investigator)

Provider, Outcomes Assessor) Outcomes Assessor)

Investigator,

Outcomes Assessor)
Ages Eligible for Study: 18-65 Years 18 Years and older 18 Years and older 18-55 Years 18-70 Years 18-65 Years
Sexes Eligible for Study: All All All All All All
Accepts Healthy Volunteers: Yes (healthy No No Yes (healthy volunteers No No

volunteers and and psoriasis patients)
psoriasis patients)
Safety and tolerability measure  Yes Yes Yes Yes Yes Yes
Pharmacokinetics measure No No Yes Yes Yes Yes
Immunogenicity measure No Yes Yes Yes Yes Yes
Efficacy measure No Yes Yes Yes Yes Yes
Treatment period 8-day 12-week 16-week NA 12-week Dose escalation: 12-week
Expansion cohort: 52-week

Follow-up period 3-week 24-week 4-week NA 4-week Dose escalation: 10-week

Expansion cohort: 4-week
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Supplementary appendix 5. Patient consent forms
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