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Throughout protocol Self-evident, grammatical, and 
formatting updates. 

Minor 

Throughout protocol Participant numbers were increased from 

70 enrolled to approximately 90 and 

associated text.  

Substantial  ensure 
adequate sample size. 
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Inclusion Criteria #15 Participants must have completed 

their coronavirus disease 2019 

(COVID-19) vaccination in accordance 

with the latest CDC guidelines, which 

is based on previous vaccination 

history.  Please reference COVID-19 

vaccination guidance for individuals 

who are moderately or severely 

immunocompromised (Clinical 

Guidance for COVID-19 Vaccination | 

CDC). 

Previous Pfizer-BioNTech, Moderna 

or Novavax: Must have previously 

received at least a 1st and 2nd dose, 

then must have received an updated 

formulation according to the CDCs 

dosing requirements; or 

Janssen: Must have previously 

received 1 or more doses in 

combination with any original 

monovalent or bivalent COVID-19 

vaccine doses, then must receive an 

updated formulation according to the 

CDCs vaccination guidelines. 

articipants must have completed their 

primary series for the coronavirus disease 

2019 (COVID-19).  Primary series 

completion in accordance with the CDC 

guidelines is the following per vaccine 

manufacturer:  

a. Pfizer-BioNTech, Moderna or 

Novavax: 1st and 2nd Dose 

b. 

1st Dose 

Substantial  eligibility 
update in accordance with 
new CDC guidelines. 
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to guidelines are recommended 

Exclusion Criteria #9 9. Recent exposure to active tuberculosis 

(TB). Current evidence of active TB or 

current evidence of latent TB. 

Participants with positive TB test (e.g., 

QuantiFERON) that have been treated for 

latent TB.  A borderline QuantiFERON 

test should be repeated.  If still 

indeterminant, then a chest x-ray may 

be performed (positive chest x-ray is 

exclusionary). 

Substantial  clarify 
process for borderline 
QuantiFERON results. 

Exclusion Criteria #35 35. Previously not completed COVID-

19 vaccination in accordance with the 

CDC guidelines. 

Substantial  eligibility 
update in accordance with 
new CDC guidelines. 

Schedule of Assessments 

Study Drug Administration. 

Superscript d. If clinically indicated, 

cConfirm a possible coronavirus 

infection with a rapid test. If tested 

positive, then do not administer the study 

drug.  May also confirm with a PCR test 

from central lab. A positive test result 

from the COVID-19 test will be reported 

to a health authority as required by the 

local regulation. 

Minor 

Section 2.2.1.1 TLL018 will not be administered to 

participants upon confirmation of any 

signs or symptoms of and by COVID 19 

PCR test. infection. 

Minor 

Table 6.1 Deleted 10mg from Drug 

Description/Investigational Drug cell. 
Minor 
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Section 7.2 In addition, if a participant develops 

fever or symptoms suggestive of 

COVID-19 infection during the study, 

the investigator is advised to 

discontinue the subject from study 

drug or rule out COVID 19 disease 

with an appropriate COVID-19 test.  

any suspected or confirmed COVID 19 

cases will be immediately discontinued 

from study intervention. The participant 

will be withdrawn by the Investigator 

based on discussion with the Sponsor and 

Medical Monitor. 

Minor 

Section 9.5 The sample size of 3628 participants for 

each of the TLL018 BID dose groups and 

1814 participants in the placebo BID 

group will provide 85% power for a 1-

participants achieving a minimum 75% 

improvement from Baseline in the PASI 

(PASI-75) compared to placebo at the 

end of Week 12 is at least 60% in the 

active group TLL018 BID and around 

5% in the placebo group. Considering 

20% dropout rate, a total of 90 

participants will be enrolled in the 

study with 36 participants assigned to 

for each of the TLL018 BID dose 

groups and 18 participants in the 

placebo BID group.   

Substantial  ensure 
adequate sample size. 

Section 10.4.2 Male participants who are sexually active 

with a WOCBP, even if the male 

participants have undergone a successful 

vasectomy, must agree to use effective 

methods of contraception from the start 

of TLL018 treatment until at least 13 

weeks following the last dose of TLL018. 

Minor 
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His female partner(s) must use at least 1 

of the contraceptive measures as noted 

below including a barrier method form 

of birth control. 

Section 10.4.2 In addition, male participants must refrain 

from donating sperm for the duration of 

the study and for 1213-weeks after the last 

dose of TLL018. 

Female Participants: 

Female participants must agree to use 

highly effective contraception as 

specified below and have monthly 

pregnancy testing during exposure to 

TLL018 and for 1213-weeks following 

the last dose of TLL018. 

Minor 
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Objectives Endpoints 

Primary Objective Primary Endpoint 

 To evaluate the efficacy of TLL018 in 
the treatment of moderate-to-severe PP 

 Proportion of participants achieving a minimum 75% 
improvement from Baseline at the end of Week 12 for PASI 
(PASI-75)  

Secondary Objectives Secondary Safety Endpoints 

 To evaluate the safety of TLL018 in 
participants with moderate-to-severe PP 

 

 TEAEsa 

 SAEs 

 AESIs 

 Clinical laboratory tests  

 Vital signs (blood pressure, pulse rate, respiratory rate, and oral 
temperature) 

 12-lead ECGs 
 Physical examination findings 

 To evaluate the effect of TLL018 
treatment on disease activity and quality 
of life in participants with moderate-to-
severe PP 

Secondary Efficacy Endpoints  

 Proportion of participants achieving PGA score of 0 or 1 
 Proportion of participants achieving PASI-75 (except Week 12) 
 Proportion of participants achieving PASI-90 
 Mean percent change from Baseline in PASI 
 Percent of subjects with PGA 0 or 1 and a 2-point improvement 

from baseline at week 12. 
 Change from Baseline in DLQI 
 Change from baseline in PsAID-9 in patients who are PEST 

baseline. 
 Proportion of PSA or PEST-positive patients achieving a 

PSAID-9 score of less than or equal to 4 at week 12. 
 Change from baseline in MSK in all study participants 

Exploratory Objective 

 To evaluate the effect of TLL018 
treatment on disease activity in 
participants with moderate-to-severe PP 
 

 To evaluate the PD of TLL018 in 
participants with moderate-to-severe PP 
 

 To evaluate the population PK of 
TLL018 in participants with moderate-
to-severe PP 

Exploratory Endpoints 

 Proportion of participants achieving PASI-100   

 
 
Changes in ......................................   ..  levels from Baseline 

and their association with TLL018 exposure/levels

 

 Serum Ctrough ss of TLL018  

AE = adverse event, AESI = adverse event of special interest, DLQI = Dermatology Life Quality Index, 
ECG = electrocardiogram, IL = interleukin, PASI = Psoriasis Area and Severity Index, PD = pharmacodynamics, 
PGA = Physician's Global Assessment, PP = plaque psoriasis, SAE = serious adverse event, 
TEAE = treatment-emergent adverse event 

Gg
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Serious infections Infections are common AEs with JAK 
inhibitors. TLL018 could increase the risk 
of infection. 

Avoid use of TLL018 in participants with 
active, serious infection, including 
localized infections. Evaluate and test 
participants for latent or active TB prior 
to administration of TLL018. 

Malignancy Malignancy, such as lymphoma and other 
cancers have been reported in patients 
with RA treated with certain JAK 
inhibitors, but there is no indication that 
the risk was significantly increased 
compared to placebo or biologic 
disease-modifying antirheumatic drugs. 

Exclude participants with a known history 
of malignancy. 

Thrombosis According to the US FDA black box 
warning for tofacitinib (FDA Drug Safety 
Communication 2019), an increased risk 
of thrombosis and even death was 
observed in patients taking  10 mg BID 
tofacitinib compared with 5 mg BID or a 
TNF blocker, consistent with the 
preclinical finding that tofacitinib can 
inhibit all 3 JAKs, including JAK2 at high 
doses. 

Exclude participants who may be at 
increased risk of thrombosis or have a 
history of thrombosis. Promptly evaluate 
participants with symptoms of thrombosis 
and treat appropriately. 

Major adverse 
cardiovascular events 

MACE are defined as incident myocardial 
infarction, stroke, heart failure, coronary 
revascularization, atrial fibrillation, or 
cardiovascular death. 
FDA Drug Safety Communication dated 
February 4, 2021 (FDA Drug Safety 
Communication 2021) indicated that 
tofacitinib showed a higher occurrence of 
serious heart-related events. 

Participants experiencing MACE events 
Grade 2 and above will be discontinued 
from study treatment. Also, participants 
with significant cardiac events within 
6 months of Screening as well as 
participants with risk factors including 
uncontrolled hypertension and diabetes 
will be excluded from the study.  
Safety assessments will include cardiac 
death, nonfatal myocardial infarction, and 
fatal or nonfatal stroke, whichever 
occurred first (composite cardiovascular 
endpoint). 
See Section 10.3.3 for MACE definition. 

Gastrointestinal 
perforations 

Relatively rare SAEs of gastrointestinal 
perforation have been reported in the 
clinical studies, although the toxicity may 
be directly associated with individual 
JAK inhibitors or inhibition of specific 
JAK family members. 

Use with caution in participants who may 
be at increased risk with a history of 
stomach ulcers/ upper intestinal ulcers. 
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Potential changes in 
lymphocytes, 
neutrophils, 
hemoglobin, liver 
enzymes and lipids 

Relatively rare SAEs, such as cytopenia 
have been reported in the clinical studies, 
although the toxicity may be directly 
associated with individual JAK inhibitors 
or inhibition of specific JAK family 
members. 

Perform laboratory monitoring. 

Embryo-fetal toxicity TLL018 may cause fetal harm based on 
animal studies of other JAK inhibitors. 
Effects of TLL018 on fetal development 
are being evaluated preclinically. 

Advise females of reproductive potential 
of the potential risk to a fetus and to use 
effective contraception. Men with 
partners of childbearing potential must be 
willing to abide by protocol-specified 
methods to avoid fathering a child from 
the time of Screening throughout the 
study period. 

Vaccinations JAK inhibitors have immunosuppressive 
activity. 

Avoid use of TLL018 with live vaccines 
2 months before and after the 
administration of TLL018.  

Hypersensitivity As with any drug, rare allergic reactions, 
including anaphylaxis, to TLL018 or 
excipients included in formulations of the 
drug are possible. 

Perform laboratory monitoring. 

 

2.3.1.1  
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6  

 

6.1  

   

The compositions of matching placebos are
the same except that there is no TLL018, and
the amount of                                 is adjusted 
accordingly to have the same tablet weight. 
TLL018 matching placebos will be given 
orally BID.

Drug Label Investigational Drug Reference Therapy

Drug Name TLL018 Placebo

Drug Description TLL018 is a film-coated tablet with 10 mg
strength, consisting of TLL018, 
, ,
,                            ,   and
 
( ).              TLL018 will be given orally at
20, or 40 mg BID. Dosing instructions will
include the number of tablets to be
administered at individual dose levels.

Type Drug Drug 

Dosage Formulation Tablet Tablet 

Unit Dose Strength 10 mg per tablet N/A 

Dosage Level(s) 20, or 40 mg BID 20, or 40 mg matching placebo BID 

Gg
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Drug Label Investigational Drug Reference Therapy 

Route of 
Administration 

Oral Oral 

Use Experimental Placebo comparator 

IMP or NIMP IMP NIMP 

Sourcing Provided centrally by the Sponsor or 
designee. 

Provided centrally by the Sponsor or 
designee. 

Packaging and 
Labeling 

Study intervention will be provided in blister 
packs. Each blister pack will be labeled as 
required per country requirement. 

Study intervention will be provided in blister 
packs. Each blister pack will be labeled as 
required per country requirement. 

 

   

    

Arm Type Experimental Experimental Placebo 

Arm Description Participants will receive 
TLL018 20 mg BID daily for 
12-weeks in the Treatment 
Period.  

Participants will receive 
TLL018 40 mg BID daily for 
12-weeks in the Treatment 
Period.  

Participants will receive 
TLL018 matching placebo 
BID daily for 12-weeks in the 
Treatment Period.  

Associated Drug 
Labels 

Study intervention Study intervention Reference therapy 
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6.5  
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7  

   

7.1  

 

 

7.1.1  

    

 

1.  

2.  

3.  

4.  

 

5.  

  

1.  

2.  

3.  

4.  

5.  

6.  

7.  

8.  
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9.  

10.  

11.  

 

1.  

 

2.  

3.  

4.  

 

 

7.1.1.1  
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7.1.1.2  
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7.1.2  

 

  

  

  

 

 

 

7.1.3  

 

7.2  
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8.1  

 

 

 

 

  

 

8.2  

8.2.1  

The primary endpoint is the proportion of participants achieving a minimum 75% improvement 

from Baseline at the end of Week 12 for PASI (PASI-75).  The secondary endpoints also related 

to PASI. The PASI is a measure of the average redness (erythema), thickness (induration), and 

scaliness (scaling); each graded on a 0 to 4 scale of the lesions, weighted by the area of 
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involvement (Feldman et al., 2005). All assessments for a given participant should be made by 

the same observer, wherever possible.  

8.2.2  

 

 

  

  

  

  

  

8.2.2.1  

 

8.2.2.2 
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8.3  

  

8.3.1  

 

 

 

8.3.2  

Height and weight will be measured and recorded. Body weight is taken only at Screening and 

Week 12 or at the End-of-Treatment (EOT) visit to calculate BMI. 

8.3.3  
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8.3.4  

 

  

 

8.3.5  

  

 

 

 

 

 

 

 

  

 

8.3.6  
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8.4.1 
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8.4.2  

 

8.4.3  

 

 

   

8.4.4  

   

 

 

 

 

8.4.5  
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8.4.6 

 

  

 

 

 

 

 

8.4.7  
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9.2  

9.2.1  

 

9.2.2  

 

9.2.3  

 

9.3  

9.3.1  

 

 

 

 

9.3.2  

9.3.2.1  
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9.3.2.2  

 

 

 

 

 

9.3.3  

9.3.3.1  
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10  

10.1   

10.1.1  
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10.1.2  

  

10.1.3  

 

 

 

 

 

 

 

 

10.1.4  
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10.1.6  

  

10.1.7  
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10.1.10  
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10.1.11  

 

 

 

10.1.11.1  

The Sponsor will take out reasonable third-party liability insurance cover in accordance with all 

legal requirements. The civil liability of the Investigator, the persons instructed by him or her 

and the hospital, practice, or institute where they are employed and the liability of the Sponsor 

with respect to financial loss due to personal injury and other damage that may arise as a result of 

carrying out of this study are governed by the applicable law. 

The Sponsor will arrange for  participating in this study to be insured against 

financial loss due to personal injury caused by the pharmaceutical products being tested or by 

medical steps taken in the course of the study. 

10.1.11.2  

During the study, a monitor will make site visits to review protocol compliance, compare EDC 

the study is being conducted according to pertinent regulatory requirements. EDC entries will be 

verified with source documentation. The review of medical records will be performed in a 

manner to ensure that participant confidentiality is maintained. 

Checking of the EDC entries for completeness and clarity, and cross-checking with source 

documents, will be required to monitor the progress of the study. Moreover, regulatory 

Quality Assurance 

Group may wish to carry out such source data checks and/or on-site audit inspections. Direct 
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access to source data will be required for these inspections and audits; they will be carried out 

giving due consideration to data protection and medical confidentiality. The Investigator assures 

the Sponsor, and Contract Research Organization (CRO) if involved in monitoring/data 

management, of the necessary support at all times. 
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10.2   

  

 

  

 

 

   

  

Hematology Hemoglobin 
Reticulocytes 
RBC count 
WBC count and classifications (including neutrophils, eosinophils, basophils, absolute 
lymphocyte count) 
Platelet count 
D-dimer 
 

Clinical chemistry 
 

Creatinine 
Urea or urea nitrogen 
Total protein 
Albumin 
Total and direct bilirubin 
Alkaline phosphatase 
AST/ALT 
Gamma glutamyl transferase (GGT) 
Total cholesterol 
Triglyceride 
High density lipoprotein (HDL) 
Low density lipoprotein (LDL) 
Fasting blood-glucose 
Sodium 
Potassium 
Calcium 
Phosphorus 
Troponin 
 

Coagulation PT/INR, PTT 



Highlightll Pharmaceutical (USA) LLC Clinical Study Protocol 
TLL018-205 CONFIDENTIAL 
 

Final; Version 3.0 84 of 104 17-Oct-2023 

  

Routine urinalysis Specific gravity 
Color and appearance 
Urine protein 
Urine glucose 
Urine ketone 
Urine red blood cells and urine white blood cells; by semiquantitative dipstick 
Microscopic urine sediment analysis will be performed if indicated by dipstick analysis 
(hematuria, leukocyturia) (Microscopic urinary sediment analysis: cells, casts, crystals). 
 

Pregnancy testing Serum hCG pregnancy test at Screening (centrally).  Urine (completed locally) at 
Baseline and all timepoints except Screening.   

Other Screening tests FSH (as needed in women of non-childbearing potential only) 
Serology (HIV antibody, HBsAg, HBcAb and HCV antibody).  Subsequent testing (if 
required) for Hepatitis B DNA and Hepatitis C RNA. 
QuantiFERON-TB for screen 
 

COVID-19 testing (Optional, if requested by PI) 
SARS-CoV-2 RT-PCR 3 
SARS-CoV-2 antibody assay (IgG, IgA, or IgM) 3 

 
1.  
2. 

 
3.  
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10.3  

 

10.3.1  
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An unsolicited adverse event is an adverse event that was not solicited using a participant 

diary and that is communicated by a  who has signed the 

informed consent. Unsolicited AEs include serious and non-serious AEs. 

Potential unsolicited AEs may be medically attended (i.e., symptoms or illnesses requiring a 

hospitalization, or emergency room visit, or visit to/by a healthcare provider). The 

will be instructed to contact the site as soon as possible to report 

medically attended event(s), as well as any events that, though not medically attended, are of 

the concern. Detailed information about reported unsolicited 

AEs will be collected by qualified site personnel  

Unsolicited AEs that are not medically attended nor perceived as a concern by the 

will be collected during an interview with the 

and by review of available medical records at the next visit. 
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10.3.2  

 

a.  

b.  

 

c.  

 

 

d.  

 

 

e.  

f.  
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10.3.3  

 

 

  
  

  
 

 
 

  
 

 

10.3.4  
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The Investigator will assess intensity for each AE/SAE reported during the study and assign it 
to categories based on the Common Terminology Criteria for Adverse Events (CTCAE) v5.0.  
Grade refers to the severity of the AE. The CTCAE displays Grades 1 through 5 with unique 
clinical descriptions of severity for each AE based on this general guideline:  

Grade 1 Mild; asymptomatic or mild symptoms; clinical or diagnostic observations only; 
intervention not indicated.  

Grade 2 Moderate; minimal, local or noninvasive intervention indicated; limiting age-
appropriate instrumental ADL*.  

Grade 3 Severe or medically significant but not immediately life-threatening; hospitalization 
or prolongation of hospitalization indicated; disabling; limiting self-care ADL**.   Please note, 
Severe is a category used for rating the intensity of an event; both AEs and SAEs can be 
assessed as severe.  
predefined outcomes as described in the definition of an SAE, not when it is rated as severe. 

Grade 4 Life-threatening consequences; urgent intervention indicated.  

Grade 5 Death related to AE.  

A Semi-  

Activities of Daily Living (ADL)  
*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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tor to describe the initial 
causality assessment: 

 Related: Reasonable possibility of a relatedness 

 Not related: No reasonable possibility of relatedness. 
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10.3.5  
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10.4   

10.4.1  

 

 

1.  

2.  

a.  

 

 

 

 

 

 

b.  

  

  

  

 

 

 

c. 
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10.4.2  
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1. 

 
2. 

 
3. 
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10.5   

 

 

Liver Chemistry Stopping Criteria 

ALT or AST-absolute ALT or AST >5 × ULN 

ALT or AST Increase ALT or AST >3 × ULN persists for 4 weeks 

Bilirubin1,2 ALT or AST >3 × ULN and total 
bilirubin 2 × ULN (>35% direct bilirubin) 

INR2 ALT or AST >3 × ULN and INR >1.5 

Cannot Monitor ALT or AST >3 × ULN and cannot be monitored 
weekly for 4 weeks 

Symptomatic3 ALT or AST >3 × ULN associated with 
symptoms (new or worsening) believed to be 
related to liver injury or hypersensitivity 

Suggested Actions, Monitoring, and Follow-up Assessments  

Actions Follow-up Assessments 

 Immediately discontinue study 
intervention. 

 Report the event to the Sponsor within 
24 hours. 

 Complete the liver event/expedited 
reporting form and complete an SAE 
CRF if the event also met the criteria 
for an SAE2. 

 Perform follow-up assessments as 
described in the Follow-Up 
Assessment column. 

 Monitor the participant until liver 
chemistry test abnormalities resolve, 
stabilize, or return to Baseline. 

 

 

 

 

 Viral hepatitis serology4 

 Obtain serum CPK, LDH, GGT, GLDH, and 
serum albumin 

 Fractionate bilirubin, if total 
bilirubin >2 × ULN 

 Obtain complete blood count with differential 
to assess eosinophilia 

 Record the appearance or worsening of 
clinical symptoms of liver injury, or 
hypersensitivity, on the liver event/expedited 
reporting form 

 Record use of concomitant medications 
(including acetaminophen, herbal remedies, 
and other over-the-counter medications) on 
the concomitant medications CRF 

 Record alcohol use on the liver event alcohol 
intake form 
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MONITORING: 

If ALT or AST >3 x ULN AND total 
bilirubin >2 x ULN or INR >1.5: 

 Repeat liver chemistry tests (include 
ALT, AST, alkaline phosphatase, total 
bilirubin, and INR) and perform liver 
event follow-up assessments within 
24 hours 

 Monitor participant twice weekly until 
liver chemistry test abnormalities 
resolve, stabilize, or return to Baseline 

 A hepatology consultation is 
recommended 

If ALT or AST >3 x ULN AND total 
bilirubin <2 x ULN and INR >1.5: 

 Repeat liver chemistry tests (include 
ALT, AST, alkaline phosphatase, total 
bilirubin, and INR) and perform liver 
chemistry follow-up assessments 
within 24 to 72 hours 

 Monitor  weekly until liver 
chemistry abnormalities resolve, 
stabilize, or return to Baseline 

 Do not restart/re-challenge 
 with study intervention 

unless allowed per protocol and 
Sponsor approval is granted 

If ALT or AST >3 × ULN AND total 
bilirubin >2 × ULN or INR >1.5 obtain the 
following in addition to the assessments listed 
above: 

 Antinuclear antibody, anti-smooth muscle 
antibody, Type 1 anti-liver kidney 
microsomal antibodies, and quantitative total 
IgG, or gamma globulins 

 Serum acetaminophen adduct assay, when 
available, to assess potential acetaminophen 
contribution to liver injury in participants 
with definite or likely acetaminophen use in 
the preceding week 

 Liver imaging (ultrasound, magnetic 
resonance, or computerized tomography) to 
evaluate liver disease, complete liver imaging 
form 

 Liver biopsy may be considered and 
discussed with local specialist if available, for 
instance: 

 In  when serology raises the 
possibility of autoimmune hepatitis 

 In  when suspected DILI 
progresses or fails to resolve on 
withdrawal of study intervention 

 In  with acute or chronic 
atypical presentation 

 If liver biopsy conducted complete liver 
biopsy form 

1. 

 
2.       

   

 
3. 

 
4. 
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Criterion Actions 

ALT or AST >3 × ULN and 
<5 × ULN and total bilirubin 
<2 × ULN, or INR <1.5, without 
symptoms believed to be related to 
liver injury or hypersensitivity, and 
who can be monitored weekly for 4 
weeks 

 Notify the Sponsor within 24 hours of learning of 
the abnormality to discuss  safety. 

  

 Participant must return weekly for repeat liver 
chemistry tests (ALT, AST, alkaline phosphatase, 
total bilirubin) until the abnormalities resolve, 
stabilize, or return to Baseline. 

 If at any time, the  meets liver chemistry 
stopping criteria, proceed as described in 

 . 

If, after 4 weeks of monitoring, ALT or 
AST <3 × ULN and total bilirubin <2 × ULN, monitor 

 twice monthly until liver chemistry tests 
resolve, stabilize, or return to Baseline. 
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10.6   
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