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1. Title

Low-dose Interleukin-2 treatment of active Sjogren’ssyndrome: a randomized,

double-blind and placebo-controlled clinical trial.

2. Abstract

Low-dose recombinant human interleukin-2 (rhlL-2, trade name: Xinjier) has
been reported to be effective in the treatment of various autoimmune or
inflammation-related diseases in a series of pilot open-label clinical studies, but its real
effects on autoimmune diseases has not been confirmed in clinical trials with strict
control groups. This study aims to confirm and clarify the safety and efficacy of rhiL-2
for Sjogren’s syndrome(SS) in a randomized, double-blind and placebo-controlled
clinical trial, and further evaluate the effect of the treatment on immune cell subsets

to explore the immune mechanism of treatment.

3. Background

Primary Sjogren’s syndrome (pSS) is a chronic autoimmune disease characterized
by xerostomia, xerophthalmia and multiple organ involvement, including peripheral
neuropathy, lymphadenopathy, renal tubular acidosis and interstitial lung disease.
Recent studies have demonstrated that dysregulation of T cells and B cells is critical in
the development of pSS*. The production of multiple autoantibodies is indicative of
the loss of B cell tolerance. Currently available treatment for SS is symptomatic
andempirical. Sicca manifestations are treated through administration of topical
therapies, such as saliva substitutes and artificial tears. Patients with systemic damage
are generally treated with corticosteroids in combination with immunosuppressive
agents’.

Low-dose rhiIL-2 has been used to treat autoimmune diseases such as HCV-
induced vasculitis and type 1 diabetes (T1D)* *. This project aims to confirm the

efficacy and safety of rhiL-2 in the treatment of SS.
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4. Objectives

The study aims to clarify the safety and efficacy of low-dose rhiL-2 in the
treatment of SS, and further explore the immune mechanism of low-dose IL-2

treatment.

5. Study Design

5.1. Sjogren’s Syndrome (SS)

Adjust the drug treatment for active SS based on the original treatment as follows:
Experimental group (n=30) : original treatment plan + rhiL-2

Control group (n=30) : original treatment plan + placebo

5.2. Procedures for Blinding

We designed a double-blind study. There was no difference in the drug packaging
or dosage between rhiL-2 and placebo. Independent third party handle the blind
bottom generation and on-site blinding. Using SAS 9.3 statistical software to generate
one random coding table in a ratio of 1:1, namely SS 01-60. The selected subjects were

randomly assigned to the experimental group or the control group.

5.3. Emergency Unblinding

Each subject will have an emergency unblinded envelope in which the specific
medication used by the subject is recorded and can only be opened when necessary.
Emergency envelopes are kept by researchers responsible for this trial. The main
investigator must be notified before opening the envelope, and the emergency
envelope can be opened after approval. After unblinding, the subject will be
discontinued from further administration of study agent and will be treated as a
shedding case.

5.4. Drug Allocation

Subjects who meet the inclusion criteria, according to their indications, will be
provided with the drugs by the drug administrators in the order of enrollment time.

The drug will also be provided in the order of the drug number from small to large.
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5.5. Concomitant Therapy Requirement.

The original treatment regimen included glucocorticosteroid with or without
immunosuppressive agents, in which prednisone acetate was initiated in the dosage
of < 7.5mg/d.

5.6. Study Population

Sixty cases of SS, either outpatient or inpatient.

5.7. Inclusion and Exclusion Criteria

5.7.1 Inclusion Criteria Applicable to All Subjects
Male or female 18-70 years of age at time of screening.
Diagnosis of primary Sjogren’s syndrome (according to the 2002 AECG
classification criteria)’ for =3 months before screening.
European League Against Rheumatism Sjogren’s Syndrome Disease Activity Index
(ESSDAL) >5.
Positive tests for RF, anti-SSA or anti-SSB antibodies*.
Patients with a diagnosis of primary Sjégren’s syndrome with more than 10
years disease duration must have at least one systemic feature of following items,
Hypergamaglobulinaemia* (IgG over 16.8g/L [Upper limit of normal level])
or Low complement C3 / C4*, or Cryoglobulinaemia*
OR
Active/past history since diagnosis of the following (ascribed to Sjogren’s
syndrome)
Purpura / cutaneous vasculitis,
Lymphadenopathy,
Persistent parotid salivary gland swelling not due to infection,
Peripheral neuropathy
(previously documented by nerve conduction tests),
Interstitial lung disease confirmed by HRCT,
Renal tubular acidosis requiring treatment,
CNS disease ascribed to Sjogren’s syndrome (confirmed by MRI),
Myositis (CK>2 times the ULN) and EMG or biopsy evidence of myositis,
Inflammatory arthritis.
An unstimulated salivary flow rate greater than 0 ml in 15 minutes.
Symptomatic oral dryness (= 50/100 on VAS).
Symptomatic fatigue (= 50/100 on VAS).
Symptomatic pain (= 50/100 on VAS).
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Patients on corticosteroids (<7.5 mg/d prednisone or equivalent), DMARDs (e.g.
methotrexate, hydroxychloroquine, azathioprine, MMF, leflunomide, ciclosporin etc.),
or pilocarpine*** must have been on a stable dose for 4 weeks prior to receiving the
first infusion of study medication and expected to remain on this dose throughout the
study. If they have stopped any of these drugs they should have been off it for at least
4 weeks prior to receiving study medication.

Given their written informed consent to participate in the trial and expected to

be able to adhere to the study visit schedule and other protocol requirements.

*Anti-Ro antibody test, IgG, RF, C3/C4 and Cryoglobulinaemia assays performed
within 3 months of screening may be used to confirm eligibility. If greater than 3
months repeats should be performed locally at screening to confirm eligibility.

VAS range 0-100mm with 100mm corresponding to worst severity.

***Pilocarpine or drugs with similar pharmacological action should not be used
within 12 hours of the assessment visits at screening, baseline, week 12, week 24 (end

of study).

5.7.2 Exclusion Criteria

Patients will be excluded from the trial for the following reasons,

Diagnosis of Secondary Sjogren’s syndrome.

Any AECG exclusion criteria not covered elsewhere (graft versus host disease,
primary lymphoma excluding PSS, sarcoidosis).

Stable disease activity (IgG <<16.8 g/L) at the time of enrolment.

Prior rituximab or monoclonal antibody usage.

Severe comorbidities: including

Heart failure (= grade Il NYHA)

Renal insufficiency (creatinine clearance <30 ml/min);

Hepatic insufficiency (serum ALT or AST >3 times the ULN, or total
bilirubin >ULN for the central laboratory conducting the test).

Other severe, progressive or uncontrolled hematologic, gastrointestinal,
endocrine, pulmonary, cardiac, neurologic, or cerebral disease (including
demyelinating diseases such as multiple sclerosis).

Known allergies, hypersensitivity, or intolerance to IL-2 or its excipients.

History of severe allergic reaction to monoclonal antibodies or to murine,
chimeric, or human proteins or their excipients.

Had a severe infection (including, but not limited to hepatitis, pneumonia, sepsis,

or pyelonephritis); had been hospitalized for an infection; or had been treated with IV



Low-dose Interleukin-2 treatment of active Sjogren's syndrome (trade name: Xinjier)
IL002-1.0 version; 2014-11-29

antibiotics for an infection, within 2 months prior to the first administration of study
agent.

Chest radiograph within 3 months prior to the first administration of study agent
that showed an abnormality suggestive of a malignancy or current active infection,
including TB.

Had a nontuberculous mycobacterial infection or opportunistic infection (e.g.,
cytomegalovirus, pneumocystosis, aspergillosis) within 6 months prior to screening.

Infected with HIV (positive serology for HIV antibody) or hepatitis C (positive
serology for Hep C antibody). If seropositive, consultation with a physician with
expertise in the treatment of HIV or hepatitis C virus infection was recommended.

Infected with hepatitis B virus. For patients who were not eligible for this study
due to hepatitis B virus test results, consultation with a physician with expertise in the
treatment of hepatitis B virus infection was recommended.

Had any known malignancy or has a history of malignancy within the previous 5
years (with the exception of a non-melanoma skin cancer that had been treated with
no evidence of recurrence for =3 months before the first study agent administration
or cervical neoplasia with surgical cure).

Had uncontrolled psychiatric or emotional disorder, including a history of drug
and alcohol abuse within the past 3 years that might prevent the successful completion
of the study.

Received, or was expected to receive, any live virus or bacterial vaccination within
3 months before the first administration of study agent, during the study, or within 4
months after the last administration of study agent. Had a BCG vaccination within 12
months of screening.

Pregnancy, lactation or women of child-bearing potential (WCBP) unwilling to use
medically approved contraception whilst receiving treatment and for 12 months after
treatment has finished.

Men whose partners are of child-bearing potential but who are unwilling to use
appropriate medically approved contraception whilst receiving treatment and for 12

months after treatment has finished.

5.8 Subject withdrawal or discontinuation

Discontinuation of Study Treatment
A subject will be withdrawn from the study for any of the following reasons:
An AE temporally associated with study agent infusion or injection

Withdrawal of consent
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Participation being deemed unlikely compliant with medical follow-up or study
visit schedule

Malignancy

Pregnancy or planning to become pregnant within the study period

The initiation of prohibited medications or treatments

Lost to follow-up

Death

If a subject is lost to follow-up, every reasonable effort must be made by the study
site personnel to contact the subject and determine the reason for withdrawal. The
measures taken to follow-up must be documented. When a subject withdraws before
completing the study, the reason for withdrawal is to be documented in the CRF and
in the source document. Study drug assigned to the withdrawn subject may not be
assigned to another subject. Subjects who withdraw from this study will not be
replaced. A subject who withdraws from the study will have the following options
regarding the optional research samples:

The collected samples will be retained and used in accordance with the subject's
original informed consent for optional research samples.

The subject may withdraw consent for optional research samples, in which case

the samples will be destroyed and no further testing will be needed.

6. Study Drug Information

6.1. Drugs

Recombinant human Interleukin-2, placebo

6.2. Dose and administration

The patients received low-dose IL-2 or placebo for 3 cycles. The method is 1
million units subcutaneously administrated every other day (rhlL-2 1x10° IU, SC, Qod)
for a period of 14 days. After a 14-day break, another cycle started. All the patients will
be treated for the first 12 weeks which included three treatment cycles with IL-2 or

placebo and followed up for further 12 weeks without study medicine.

6.3. Concomitant therapy

All pre-study therapies administered up to 30 days before entry into screening
must be recorded at screening. All concomitant therapies must be recorded

throughout the study and any changes must be recorded throughout the study. Every

9
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reasonable effort should be made to keep concomitant medications stable through
Week 24 or early termination.

6.3.1 Immunomodaulators

If receiving immunomodaulators, subjects should be receiving stable dosing from
screening through Week 24 or early termination. A reduction in immunomodulators is
allowed only if the subject develops unacceptable side effects, with the implication

that this may affect interpretation of the subjects’ clinical data.

6.3.2 Antimalarial Medications
Stable treatment with hydroxychloroquine is permitted through the trial.

6.3.3 Corticosteroid Therapy

Unnecessary dose changes are discouraged, and any dose adjustments should be
made in increments. Changes in corticosteroids are allowed for medical necessity, but
the degree and timing of the adjustment should be carefully considered as this may
have an impact on the study results.

The original treatment regimen included glucocorticosteroid with or without
immunosuppressive agents, in which prednisone acetate was initiated in the dosage
of <7.5mg/d.

If subjects experience a worsening in their disease activity while tapering
corticosteroids, further dose decreases may be suspended, and/or their oral
corticosteroid dose may be temporarily increased if deemed necessary by the
investigator.

6.3.4 Nonsteroidal Anti-inflammatory Drugs

Subjects treated with NSAIDs, including aspirin and selective cyclooxygenase-2
(COX-2) inhibitors, and other analgesics should receive the usual marketed doses
approved in the country in which the study is being conducted. Prescriptions of NSAIDs
and other regularly administered analgesics should not be adjusted for at least 2 weeks
prior to the first administration of the study drug and through Week 24, and may be
changed only if the subject develops unacceptable side effects. The addition of new
NSAIDs to the treatment regimen is not permitted during the period between 0 and
12 weeks. Minor adjustments in NSAID therapy are allowed after Week 12 although it
is recommended that the use of any NSAIDS remain as stable as possible, and any

notable changes should be recorded.

6.3.5 Topical Medications

10
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Topical medications are permitted; however, topical compounds cannot include a
prohibited medication. Topical ointments or creams of cyclosporine A are prohibited
through Week 24; however ophthalmic use is permitted. Topical ophthalmic drugs can
be used, such as sodium hyaluronate eye drops for dry eyes and deproteinized calf
blood extract eye gel. Low potency topical steroids are allowed except on day of study
visit. Medium to high potency topical corticosteroids are not allowed during the study.
For 72 hours prior to study visit, topical medications should not be applied to lesions

under evaluation.

7. Study Procedures

7.1. Screening Phase

Written informed consent must be obtained and reviewed by investigator before
any screening data is collected. The screening visit must be performed no more than
4 weeks prior to the randomization visit (Week 0). In addition, to be eligible for study
participation, subjects must have received approval for study randomization following
review and adjudication of screening SS.

Repeat or unscheduled samples may be taken for safety reasons or for technical
issues with the collection or analysis of specific samples.

All screening evaluations establishing subject eligibility will be performed and
reviewed by investigator before subject can be randomized. All enrollment subjects

must meet the classification criteria for these diseases.

7.2. Double-Blind Treatment Phase

7.2.1. Week 0/Day of Randomization
At Week 0, eligible subjects will be randomly assigned in a 1:1 ratio to receive

either recombinant human Interleukin-2 or placebo in a blinded manner.

7.2.2. Placebo-controlled Treatment Period
The patients were treated with low-dose rhlL-2 or placebo in the same way.
Low-dose IL-2 treated with a 12-week treatment including 3 treatment cycles. IL-
2 at a dose of 1 million IU or placebo was administered subcutaneously every other

day for 2 weeks, followed by a 2-week break in each treatment cycle.

11
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7.3. Follow-up Phase

The observation period was 12-week treatment and the 12-week follow-up. The
clinical manifestations, autoantibodies and other related laboratory tests were
collected, the patients with SS were assessed with ESSDAI score assess the degree of
remission of their condition. Adverse drug reactions were monitored before and after

different courses of treatment.

7.4. Subjects Withdrawing from Study Participation

Subjects who withdraw from study participation will not be required to return for

any follow-up assessments.

7.5. Efficacy Evaluations

Efficacy evaluations will be done based on the primary and secondary outcome
measures (see section 7.5.3). A complete list describing all efficacy evaluations and
endpoints, and which evaluations are included in the composite endpoints is provided
in Attachmenttable 1 & 2. All efficacy evaluations should be consistently performed by
the study investigator to achieve comparable measures over time. These data will be
reviewed at every visit that these data are collected and may require reconciliation of

inconsistencies across assessments.

7.5.1. Endpoints
Primary Endpoint

The primary endpoint was defined as an improvement of ESSDAI to > 3 points by
week 24
Major Secondary Endpoints

The secondary endpoints includedother clinical responses, safety and changes of
immune cell subsets including Treg, Tfh, Th17 cell and CD8+T cells.

7.6. Follow-up

7.6.1. Baseline follow-up

(1) General information: including name, sex, age, contact number, course of
disease.

(2) Clinical symptoms and signs: including rash, fever, oral ulcer, foamy urine,
disease activity score and so on.

(3) Laboratory examination: blood routine examination, liver and kidney function,
ANA, anti-SSA, anti-SSB, RF, immunoglobulin, ESR, CRP, T cell and B cell subsets, IL-2,
TGF-12f and other cytokines.

7.6.2. Follow up visits

12
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Follow up once every 2 weeks in the first 3 months (6 times), and then follow up
once a month:

(1) According to disease activity score, including ESSDAI score, to observe
whether the clinical symptoms are relieved.

(2) Monitoring of changes in serological indicators: Every 4 weeks, blood routine
examination, liver and kidney function, according to the disease related
autoantibodies such as anti-SSA, anti-SSB, RF, immunoglobulin, ESR, CRP to evaluate
the condition.

(3) Laboratory flow detection: At week 0, 6, 12 and 24, CD4+T and CD8+T cells
subtypes were detected by flow cytometry, to evaluate the changes of cell group ratio
before and after treatment.

(4) Cytokines: the levels of IL-2, IL-6,TGF-13 and other cytokines were detected
by ELISA at 0, 6, 12 and 24 weeks.

7.6.3. Evaluations
A complete list describing all efficacy evaluations and endpoints, and which
evaluations are included in the composite endpoints is provided in Attachment?2.

7.6.3.1. ESSDAI

The European League Against Rheumatism (EULAR) organized an international
collaboration of global SS experts in 2010 to develop two recognized disease activity
indicators’. That is, the SS patient reporting index (EULAR Sjoégren’s syndrome patient
reported index) based on the patient's subjective symptoms and the SS disease activity
index based on the patient's objective systemic symptoms. (EULAR Sjogren’s syndrome
disease activity index, ESSDAI).

At screening (Attachment 6), ESSDAI is an index of disease activity that covers 12
aspects of the body, including systemic conditions, lymphadenopathy, glands, skin,
joints, lungs, kidneys, muscles, peripheral nervous systems, the central nervous system,
blood system and biochemistry. Each aspect is divided into 3 ~ 4 levels according to its
activity degree, and the weight of each aspect is obtained by multivariate linear
regression model. Score only the symptoms associated with the disease to avoid the
effects of long-term clinical symptoms. The final score ranges from 0 to 123, and 0
indicates disease-free activity.
7.6.3.2. Fatigue, pain and dryness VAS score

Visual analogue scale VASs (scores range from 0 [none] to 100mm [worst] for
dryness, pain, and fatigue).

7.6.3.3. MFI-20

The questionnaire comprises 20 items for which the person must specify the
extent to which the particular statements relates to him/her on a five-point scale,
ranging from “Yes”, that is true or “No”, that is not true. An equal number of items is
worded in a positive and in a negative direction to counteract response tendencies.

13
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Higher scores indicate a higher degree of fatigue.

7.6.3.4. Short-Form-36

The RAND short-form (SF)-36 questionnaire is a self-administered multi-domain
scale with 36 items9. Eight health domains cover a range of functioning (Attachment
3):

-Limitations in physical function

-Limitations in usual role activities

-Bodily pain

-General mental health (psychological distress and well-being)

-Vitality (energy and fatigue)

-Limitations in social functioning due to physical or mental health problems

-Limitations in usual role activities due to personal or emotional problems
General health perception

-The subscales are scored from 0 to 100

The scoring vyields a Physical Component Summary score and a Mental
Component Summary score, a total score, and subscale scores. Higher scores
represent better outcomes. It is appropriate for persons over the age of 14 and may
be completed in 5 to 10 minutes. Translations are available in most languages; the
instrument has undergone extensive linguistic and cultural validation.

The concepts measured by the SF-36 are not specific to any age, diseasel0, or
treatment group, allowing comparison of relative burden of different diseases and the
benefit of different treatments. A change of 3 points in any of the subscales or 5 points
for the component score is associated with clinically meaningful change.

7.7. Biomarkers

The collection, preparation, storage and shipment of blood, serum and urine are
detailed in the Time and Events schedule (Table 1) and the Laboratory Manual.
Biomarkers may include, but are not limited to, ESR, CRP and other inflammatory
markers, cell surface markers, auto-antibodies such as anti-SSA, anti-SSB, RF, CD4+ T
and CD19+ B cell subsets, cytokines, (including IL-2, IL-4, IL-6, IL-7, IL-10, IL12p70, IL-
15, IL-17A, IL-21, IFN-y, TGF-f, IFN- a) and other categories of biomarkers potentially
involved in the development and the progression of SS.

7.8. Sample Collection and Handling

The actual dates and times of sample collection must be recorded on the
laboratory requisition form.

Refer to the Time and Events Schedule (Attachment Table 2) for the timing and
frequency of all sample collections. Instructions for the collection, handling, and
shipment of samples are found in the laboratory manual that will be provided for
sample collection and handling.

14
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8. Study drug information

8.1. Physical Description of Study Drug

Recombinant human interleukin-2, the main ingredient of which is recombinant
human interleukin-2, from recombinant Escherichia coli. The excipients are mannitol,
sodium dodecyl sulfate, disodium hydrogen phosphate, sodium dihydrogen phosphate,
human albumin. The placebo is the same excipients as IL-2.

8.2. Subcutaneous administration

The patients received low-dose IL-2 or placebo for 3 cycles. The specific method
is 1 million units with 2 ml for injection and dissolve every other day subcutaneously
(rhiL-2, 1 X 10°1U, SC, Qod) for a period of 14 days. After a 14-day break, another cycle
started.

8.3. Packaging
The investigational supplies will be uniquely packaged to assure that they are

appropriately managed throughout the supply chain process.
8.4. Labeling

Study drug labels will contain information to meet the applicable regulatory

requirements.

8.5. Preparation, Handling, and Storage

All study agent must be stored at controlled temperatures ranging from 2°C to
8°C, not frozen, and protected from light. Vigorous shaking of the product should be
avoided. Prior to administration, the product should be inspected visually for
particulate matter and discoloration. If discoloration (other than a slight yellow color),
visible opaque particles, or other foreign particles are observed in the solution, the
product should not be used.

Aseptic procedures must be used during the preparation and administration of the
study material. Exposure to direct sunlight should be avoided during preparation and
administration.

8.6. Drug Accountability

The investigator is responsible for ensuring that all study drug received at the site
is inventoried and accounted for throughout the study. The study drug administered
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to the subject must be documented on the drug accountability form. Study-site
personnel must not combine contents of the study drug containers.

Study drug must be handled in strict accordance with the protocol and the
container label, and must be stored at the study site in a limited-access area or in a
locked cabinet under appropriate environmental conditions. Unused study drug, and
study drug returned by the subject, must be available for verification by the Sponsor's
study site monitor during on-site monitoring visits. The return to the Sponsor of
unused study drug, or used returned study drug for destruction, will be documented
on the drug return form. When the study site is an authorized destruction unit and
study drug supplies are destroyed on-site, this must also be documented on the drug
return form.

Potentially hazardous materials such as used infusion bags, needles, syringes and
vials should be disposed of immediately in a safe manner and therefore will not be
retained for drug accountability purposes.

Study drug should be dispensed under the supervision of the investigator or a
qualified member of the study-site personnel, or by a hospital/clinic pharmacist. Study
drug will be supplied only to subjects participating in the study. Returned study drug
must not be dispensed again, even to the same subject. Study drug may not be
relabeled or reassigned for use by other subjects. The investigator agrees neither to
dispense the study drug from, nor store it at, any site other than the study sites agreed
upon with the Sponsor.

9. Safety Evaluations

9.1 Adverse Event

Adverse drug reactions include any symptoms, syndromes or diseases that may
affect the health of patients treated with IL-2, as well as clinically relevant findings
from laboratory tests or other diagnostic procedures.

The adverse reactions may be: new diseases; the deterioration of the symptoms
or signs of the treatment state; accompanied by the deterioration of the disease, etc.

Severe adverse reactions refer to the following adverse events that occur at any
time during the course of medication or during observation. A consequence that may
endanger the patient or require action to prevent.

9.1.1 Assessment for seriousness

An adverse event is any untoward medical occurrence in a clinical study subject
administered a medicinal (investigational or non-investigational) product. An adverse
event does not necessarily have a causal relationship with the treatment. An adverse
event can therefore be any unfavorable and unintended sign (including an abnormal
finding), symptom, or disease temporally associated with the use of a medicinal
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(investigational or non-investigational) product, whether or not related to that
medicinal (investigational or non-investigational) product. (Definition per
International Conference on Harmonisation [ICH])

This includes any occurrence that is new in onset or aggravated in severity or
frequency from the baseline condition, or abnormal results of diagnostic procedures,
including laboratory test abnormalities.

Note: All Adverse Events, for time of last adverse event recording.

Serious Adverse Event

A serious adverse event based on ICH and EU Guidelines on Pharmacovigilance
for Medicinal Products for Human Use is any untoward medical occurrence that at any
dose:

Results in death

Is life-threatening (The subject was at risk of death at the time of the event. It
does not refer to an event that hypothetically might have caused death if it were more
severe.)

Requires inpatient hospitalization or prolongation of existing hospitalization

Results in persistent or significant disability/incapacity

Is a congenital anomaly/birth defects.

Is a suspected transmission of any infectious agent via a medicinal product.

Is Medically Important

Medical and scientific judgment should be exercised in deciding whether
expedited reporting is also appropriate in other situations, such as important medical
events that may not be immediately life threatening or result in death or
hospitalization but may jeopardize the subject or may require intervention to prevent
one of the other outcomes listed in the definition above. These should usually be
considered serious.

If a serious and unexpected adverse event occurs for which there is evidence
suggesting a causal relationship between the study drug and the event (eg, death from
anaphylaxis), the event must be reported as a serious and unexpected suspected
adverse reaction.

Unlisted (Unexpected) Adverse Event/Reference Safety Information

An adverse event is considered unlisted if the nature or severity is not consistent
with the applicable product reference safety information. For rhiL-2, the expectedness
of an adverse event will be determined by whether or not it is listed in the
Investigator's Brochure.

Adverse Event Associated with the Use of the Drug
An adverse event is considered associated with the use of the drug if the

attribution is possible, probable, or very likely by the definitions.

9.1.2 Severity criteria

17



Low-dose Interleukin-2 treatment of active Sjogren's syndrome (trade name: Xinjier)
IL002-1.0 version; 2014-11-29

An assessment of severity grade will be made using the following general
categorical descriptors:

Mild: Awareness of symptoms that are easily tolerated, causing minimal
discomfort and not interfering with everyday activities.

Moderate: Sufficient discomfort is present to cause interference with normal
activity.

Severe: Extreme distress, causing significant impairment of functioning or
incapacitation. Prevents normal everyday activities.

The investigator should use clinical judgment in assessing the severity of events
not directly experienced by the subject (eg, laboratory abnormalities).

9.1.3 Treatment measures for adverse drug reactions and related cost

The common adverse reactions of rhiL-2 in low dose injection can recover
spontaneously after discontinuation.

Whole body: fever and chills are more common when IL-2 is applied at high doses,
which is related to dose. Nausea, vomiting and flu-like symptoms are relatively rare.
Once they appear, they can be continued to be observed and usually recover by
themselves.

Injection site local: swelling, callus, pain, can continue to observe, can recover, if
sustained no relief, if necessary to reduce the dose or stop medicine.

For larger doses: capillary leakage syndrome, hypotension and other
manifestations, should be stopped immediately, and medication should be used when
necessary to improve capillary permeability and hypotension.

Note: this study is a low-dose treatment study of rhiL-2, and the clinical
application and previous research results show that no adverse reactions caused by
over-dose IL-2 have occurred yet.

10. Statistical analysis

10.1. Subject Information

For all subjects who receive at least 1 dose of study drug, descriptive statistics will
be provided for demographic and baseline characteristics. Efficacy analyses are done
in a modified intention-to-treat(mITT) population of subjects who receive at least 1
dose of study drug. The data are also analyzed in a per-protocol population of subjects
who are sufficiently compliant with treatment and do not have significant protocol
violations. All subjects who are randomized and receive at least 1 dose of study agent
will be included in the safety analysis.
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10.2. Sample Size Determination

Sample size and power of the study was calculated based on the proportion of
patients achieving primary endpoint in either group. Assuming that the proportion of
patients receiving placebo group at week 12 would be 30% and the proportion of
patients in low-dose IL-2 group would be 75%, 30 patients were required for each
group to have 90% or higher power to detect this difference at a 5% significance level.

10.3. Efficacy Analyses

For clinical characteristics and laboratory parameters, the primary efficacy
analysis is @ modified intention-to-treat analysis that included all patients who are
randomly assigned to this trial and underwent at least one efficacy assessment. All
efficacy analyses will be performed on the per-protocol population.

10.3.1 Primary endpoint analysis

The primary endpoint was was defined as an improvement of ESSDAI to > 3
points by week 24.

Logistic regression, adjusting for baseline stratifications will be used to
analyzed the binary efficacy variables. Continuous variables were assessed with an
analysis of covariance (ANCOVA) model, including treatment group, baseline score. For
continuous variables, treatment differences across time points were evaluated using a
mixed model for repeated-measures analysis, with visit, treatment group, treatment-
by-visit interactions included in the model. Generalized Estimation Equations (GEE)
method in a logistic repeated measures model for categorical variables, controlling for
confounder variables.

A nominal significance level of 0.05 (two-sided) was applied to all the analyses.

10.3.2 Major secondary analyses

For SS, Key secondary endpoints were: dynamics of immune cell subsets
including Treg and B10 cells and serum cytokines; a 30-mm or greater improvement at
week 12 versus baseline on dryness VAS, pain VAS, fatigue VAS; at least 2 of 3 VAS
scores, change from baseline in disease scores, including ESSDAI, dryness VAS, pain
VAS, fatigue VAS, multiple fatigue index-20 (MFI-20), SF-36 physical component
summary (PCS), or MCS scores, systemic manifestations, immunoglobulin A (IgA), 1gG,

and IgM, complement 3 and complement 4, erythrocyte sedimentation rate, ocular
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parameters, including Break-Up Time, Schirmer | test, salivary gland ultrasound scan

scores (SGUS)(38) and safety.

Continuous responses will be analyzed using an analysis of covariance model with
treatment group as a fixed factor and baseline stratifications as a covariate.
Nonparametric methods would be adopted when the normality assumption is violated.
Logistic regression, adjusting for baseline stratifications will be used to analyzed the
binary efficacy variables. Continuous variables were assessed with an analysis of
covariance (ANCOVA) model, including treatment group, baseline score. For
continuous variables, treatment differences across time points were evaluated using a
mixed model for repeated-measures analysis, with visit, treatment group, treatment-
by-visit interactions included in the model. Generalized Estimation Equations (GEE)
method in a logistic repeated measures model for categorical variables, controlling for

confounder variables.

10.3.2 Other planned analyses

Statistical analyses for baseline demographic and disease characteristics were done
using t tests, Mann-Whitney U for comparisons of continuous variables and Chi square
test for comparison of categorical variables.

Fisher's exact test will be used for discontinuations. For patients who discontinue
the study at any time for any reason, the baseline data and the clinical data of each
visit will be recorded.

A nominal significance level of 0.05 (two-sided) was applied to all the analyses. All
statistical analyses were carried out by SPSS (version 17, IBM) and Graph Pad Prism
(Version 5.0, Graph Pad Software).

10.4 Safety analyses

Safety analyses will be based on the population of subjects who receive at least 1
dose of either study agent. All reported adverse events with onset during the
treatment phase will be included in the analysis. For each AE, the percentage of
subjects who experience at least 1 occurrence of the given event will be summarized
by treatment group. Routine safety evaluations will be performed. The incidence and
types of infections and inject site reactions will be analyzed for this study.

Special attention will be given to those subjects who discontinue treatment due
to an adverse event or who experience a serious adverse event.
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11. Data Quality Assurance/Quality Control

Steps to be taken to ensure the accuracy and reliability of data include the

selection of qualified investigators and appropriate study sites, review of protocol
procedures with the investigator and study-site personnel before the study, periodic
monitoring visits by the Sponsor, and direct transmission of clinical laboratory data
from a central laboratory into the Sponsor's data base. Written instructions will be
provided for collection, handling, storage, and shipment of samples.
Guidelines for CRF completion will be provided and reviewed with study-site personnel
before the start of the study. The Sponsor will review CRFs for accuracy and
completeness during on-site monitoring visits and after transmission to the Sponsor;
any discrepancies will be resolved with the investigator or designee, as appropriate.
After upload of the data into the study database they will be verified for accuracy and
consistency with the data sources.

The unit of experimental data should be unified, such as g/I for immunoglobulin

units. All data was arranged before the study.

12. Data management

The researchers should record the cases and data of the paper and electronic
database in detail, accurately and timely.

13. Ethics

Approved by the ethics committee of Peking University people's hospital. All
patients obtained informed consent.

14. Summary and data preservation

Keep the original records.

Make data summary according to database, statistic unit is in charge of statistic
processing. The paper informed consent form and CRF form will been keep until the 5
years after the study finished.
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VAS score

Short Form-36

Health Survey

CDA'T cell

CD8+T cell

Diary card

(Collect, review)

Note:

Screening visit must be performed no more than 4 weeks prior to the randomization
visit (Week 0). Medical history included demographics, diagnosis, vital signs, whether
initial treatment, family history, smoking, drinking, allergic history, major medical
history, medication history, physical examination.

Complete blood count: hemoglobin, hematocrit, white blood cell (WBC) count with
differential (basophils, eosinophils, lymphocytes, monocytes, neutrophils), platelet
count.

Urinalysis: Red blood cells, WBC, epithelial cells, crystals or hemegranular
casts, bacteria.

Renal tubular function: including urinarybeta-2-microglobulin (32-MG), urinary N-
acetyl-B-glucosaminidase (NAG) and retinol-binding protein(RBP).

Urine HCG: Urine pregnancy test.

Liver function: aspartate aminotransferase, alanine aminotransferase, albumin, total
protein.

Renal function: creatinine, blood urea nitrogen (BUN), glomerular filtration rate
(eGFR).

Serum lipid: total cholesterol, triglyceride, low density lipoprotein, high density

lipoprotein.
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Electrolyte: sodium, potassium, calcium, chloride, carbon dioxide-combining power
(CO,-CP).

Ig isotype profile + C3, C4: IgA, IgM, 1gG, y-globulin, C3, C4.

Autoantibodies: ANA, anti-SSA, anti-SSB, RF.

Cytokines: IL-2, TNF- o, IFN- vy, IL-6, IL-21, IL-17, TGF-B, sIL-2Ra, et al.
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2. VAS score

(1) How severe has your dryness been during the last 2 weeks?

Maximal imaginable
No dryness
dryness

0 1 2 3 4 5 6 7 8 9 10

(2)How severe has your fatigue been during the last 2 weeks?

) Maximal imaginable
No fatigue )
fatigue

0 1 2 3 4 5 6 7 8 9 10

(3)How severe has your pain (joint or muscular pains in your arms or legs) been during the last 2

weeks?

] Maximal imaginable
No pain )
pain

0 1 2 3 4 5 6 7 8 9 10

The total score is the meanscore of the 3 scales.
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3. EULAR Sjogren’s syndrome disease activity index (ESSDAI): Domain and item

definitions and weights.

Domain [Weight]

Exclusion of infection

Constitutional [3]

Exclusion of fever of infectious origin and voluntary weight loss

No=0 Absence of the following symptoms I:I

Low=1 Mild or intermittent fever (37.5°-38.5°C)/night sweats and/or |:|
involuntary weight loss of 5 to 10% of body weight

Moderate =2 |Severe fever (>38.5°C)/night sweats and/or involuntaryweight loss |:|
of >10% of body weight

Lymphadenopathy [4]

No=0 Absence of the following features I:'
Low=1 Lymphadenopathy = 1 cm in any nodal region or = 2 cm in |:|
inguinal region
Moderate =2 |Lymphadenopathy = 2 cm in any nodal region or = 3 cm in |:|
inguinal region, and/or splenomegaly (clinically palpable orassessed
by imaging)
High=3 Current malignant B-cell proliferative disorder |:|
Glandular [2

Exclusion of stone or infection

Exclusion of osteoarthritis

No=0 Absence of glandular swelling I:I

Low=1 Small glandular swelling with enlarged parotid (< 3 cm), or limited |:|
submandibular or lachrymal swelling

Moderate =2 | Major glandular swelling with enlarged parotid (> 3 cm), orimportant |:|
submandibular or lachrymal swelling

Articular [2]

No=0

Absence of currently active articular involvement
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Low=1 Arthralgias in hands, wrists, ankles and feet accompanied bymorning
stiffness (>30 min)

Moderate =2 |1 to 5 (of 28 total count) synovitis D

High=3 = 6 (of 28 total count) synovitis |:|

Cutaneous [3]

Rate as “No activity” stable long-lasting features related todamage

No=0 Absence of currently active cutaneous involvement |:|

Low=1 Erythema multiforma |:|

Moderate =2 | Limited cutaneous vasculitis, including urticarial vasculitis,or purpura |:|
limited to feet and ankle, or subacute cutaneouslupus

High=3 Diffuse cutaneous vasculitis, including urticarial vasculitis,or diffuse |:|
purpura, or ulcers related to vasculitis

Pulmonary [5]

Rate as “No activity” stable long-lasting features related todamage, or respiratory involvement

not related to the disease(tobacco use etc.)

No=0

Absence of currently active pulmonary involvement

[]

Low=1

Persistent cough or bronchial involvement with noradiographic |:|
abnormalities on radiography
Or radiological or HRCT evidence of interstitial lung diseasewith:

No breathlessness and normal lung function test.

Moderate = 2

Moderately active pulmonary involvement, such asinterstitial
lung disease shown by HRCT with shortness ofbreath on exercise
(NHYA II) or abnormal lung functiontests restricted to: 70% >DLco2
40% or 80%>FVC260%

High=3

Highly active pulmonary involvement, such as interstitiallung
disease shown by HRCT with shortness of breath at rest(NHYA I,
IV) or with abnormal lung function tests:DLco< 40% or FVC< 60%
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Renal [5]

related to

the disease.lf biopsy has been performed, please rate

basedonhistologicalfeatures first

Rate as “No activity” stable long-lasting features related todamage, and renal involvement not

activity

No=0

Absence of currently active renal involvement withproteinuria< |:|

0.5 g/d, no hematuria, no leucocyturia, noacidosis, or long-lasting

stable proteinuria due to damage

Low=1

Evidence of mild active renal involvement, limited to |:|

tubularacidosis  without renal failure or glomerular
involvementwith proteinuria (between 0.5 and 1 g/d) and without

hematuria or renal failure (GFR =60 ml/min)

Moderate = 2

Moderately active renal involvement, such as tubularacidosis with |:|

renal failure (GFR <60 ml/min) or glomerularinvolvement with
proteinuria between 1 and 1.5 g/d and without hematuria or renal
failure (GFR =60 ml/min) or histological evidence of extra-
membranousglomerulonephritis  or  important interstitial

lymphoidinfiltrate

High=3

Highly active renal involvement, such as glomerularinvolvement |:|

with proteinuria >1.5 g/d or hematuria or renalfailure (GFR <60
ml/min), or histological evidence ofproliferative

glomerulonephritis or cryoglobulinemia relatedrenal involvement

Muscular [6]

Exclusion of weakness due to corticosteroids

No=0 Absence of currently active muscular involvement |:|

Low=1 Mild active myositis shown by abnormal EMG or biopsy with no |:|
weakness and creatine kinase (N <CK < 2N)

Moderate =2 | Moderately active myositis proven by abnormal EMG orbiopsy with |:|
weakness (maximal deficit of 4/5), or elevated creatine kinase (2N<CK
<4N)

High=3 Highly active myositis shown by abnormal EMG or biopsy with |:|
weakness (deficit < 3/5) or elevated creatine kinase (>4N)

PNS[5]

related to the disease

Rate as “No activity” stable long-lasting features related todamage or PNS involvement not
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No=0

Absence of currently active PNS involvement

Low=1

Mild active peripheral nervous system involvement, such aspure
sensory axonal polyneuropathy shown by NCS ortrigeminal (V)

neuralgia

L] L

Moderate = 2

Moderately active peripheral nervous system involvementshown by
NCS, such as axonal sensory-motor neuropathywith maximal motor
deficit of 4/5, pure sensory neuropathywith presence of
cryoglobulinemic vasculitis,ganglionopathy with symptoms restricted
to mild/moderateataxia, inflammatory demyelinating
polyneuropathy (CIDP)with mild functional impairment (maximal
motor deficit of4/5or mild ataxia),

Or cranial nerve involvement of peripheral origin (except

trigeminal (V) neralgia)

High=3

Highly active PNS involvement shown by NCS, such as axonal sensory-
motor neuropathy with motor deficit < 3/5, peripheral nerve
involvement due to vasculitis(mononeuritis multiplex etc.), severe
ataxia due toganglionopathy, inflammatory
demyelinatingpolyneuropathy (CIDP) with severe functional

impairment: motor deficit <3/5 or severe ataxia

CNS[5]

Rate as “No activity” stable long-lasting features related todamage or CNS involvement not

related to the disease

No=0 Absence of currently active CNS involvement |:|

Low=1 Moderately active CNS features, such as cranial nerveinvolvement of |:|
central origin, optic neuritis or multiplesclerosis-like syndrome with
symptoms restricted to puresensory impairment or proven cognitive
impairment

High=3 Highly active CNS features, such as cerebral vasculitis

withcerebrovascular accident or transient ischemic attack,seizures,
transverse myelitis, lymphocytic meningitis,multiple sclerosis-like

syndrome with motor deficit.
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Hematological [2]

For anemia, neutropenia, and thrombopenia, only auto-immunecytopenia must be considered

Exclusion of vitamin or iron deficiency, drug-induced cytopenia

No=0 Absence of auto-immune cytopenia I:'

Low=1 Cytopenia of auto-immune origin with neutropenia (1000 |:|
<neutrophils < 1500/mm3), and/or anemia (10 < hemoglobin< 12
g/dl), and/or thrombocytopenia (100,000 < platelets <150,000/mm3)
Or lymphopenia (500 < lymphocytes < 1000/mm3)

Moderate =2 |Cytopenia of auto-immune origin with neutropenia (500 <
neutrophils < 1000/mm3), and/or anemia (8 < hemoglobin <
10 g/dl), and/or thrombocytopenia (50,000 < platelets <
100,000/mm3)

Or lymphopenia (<500/mm3)

High=3 Cytopenia of auto-immune origin with neutropenia(neutrophils < |:|

500/mm3), and/or or anemia (hemoglobin <8 g/dl) and/or

thrombocytopenia (platelets <50,000/mm3)

Biological [1]
No=0 Absence of any of the following biological feature |:|
Low=1 Clonal component and/or hypocomplementemia (low C4 orC3 or |:|

CH50) and/or hypergammaglobulinemia or high IgGlevel between
16 and 20 g/L

Moderate=2 | Presence of cryoglobulinemia and/orhypergammaglobulinemia |:|
or high 1gG level > 20 g/L, and/or recent onset

hypogammaglobulinemia or recent decreaseof I1gG level (<5 g/L)

CIDP= chronic inflammatory demyelinating polyneuropathy; CK= creatine kinase; CNS=
central nervous system; DLCO= diffusing CO capacity;EMG= electromyogram; FVC=
forced vital capacity; GFR= glomerular filtration rate; Hb= hemoglobin; HRCT= high-
resolution computedtomography; 1gG= immunoglobulin G; NCS= nerve conduction

studies; NHYA= New York heart association
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4. MOS 36-Item Short Form Survey Instrument (SF-36)

Choose one option for each questionnaire item.
1. In general, would you say your health is:
@ Excellent @ Very good (3 Good @ Fair ) Poor
2. Compared to one year ago, how would you rate your health in general now?
@ Much better now than one year ago
(@ Somewhat better now than one year ago
(® About the same
(® Somewhat worse now than one year ago
(® Much worse now than one year ago
(The scoreis 1, 2, 3, 4, 5 for @-®))
3. The following items are about activities you might do during a typical day. Does
your health now limit you in these activities? If so, how much?
(1) Vigorous activities, such as running, lifting heavy objects, participating in
strenuous sports
@Yes, limited alot  @)VYes, limited a little 3 No, not limited at all
(The scoreis 1, 2, 3 for(-B)the same below)
(2) Moderate activities, such as moving a table, pushing a vacuum cleaner,
bowling, or playing golf
@Yes, limited alot  @)VYes, limited a little 3 No, not limited at all
(3) Lifting or carrying groceries
@Yes, limited alot  @)Yes, limited a little 3 No, not limited at all
(4) Climbing several flights of stairs
@Yes, limited alot  @)Yes, limited a little 3 No, not limited at all
(5) Climbing one flight of stairs
@Yes, limited alot  @)Yes, limited a little 3 No, not limited at all
(6) Bending, kneeling, or stooping
@Yes, limited alot  @)Yes, limited a little 3 No, not limited at all
(7) Walking more than a mile
@Yes, limited alot  @)Yes, limited a little 3 No, not limited at all
(8) Walking several blocks
@Yes, limited alot  @)Yes, limited a little 3 No, not limited at all
(9) Walking one block
@Yes, limited alot  @)VYes, limited a little 3 No, not limited at all
(10) Bathing or dressing yourself
@Yes, limited alot  @)Yes, limited a little 3 No, not limited at all
4. During the past 4 weeks, have you had any of the following problems with
your work or other regular daily activities as a result of your physical health?
(1) Cut down the amount of time you spent on work or other activities
®Yes @No
(The score is 1, 2 for @-@the same below)
(2) Accomplished less than you would like
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@®Yes @No
(3) Were limited in the kind of work or other activities
@®Yes @No

(4) Had difficulty performing the work or other activities (for example, it took
extra effort)
®Yes @No
5. During the past 4 weeks, have you had any of the following problems with
your work or other regular daily activities as a result of any emotional problems (such
as feeling depressed or anxious)?
(1) Cut down the amount of time you spent on work or other activities
®Yes @No
(The score is 1, 2 for -2 the same below)
(2) Accomplished less than you would like

@®Yes @No
(3) Didn't do work or other activities as carefully as usual
@®Yes @No

6. During the past 4 weeks, to what extent has your physical health or
emotional problems interfered with your normal social activities with family, friends,
neighbors, or groups?

®Not atall @Slightly®Moderately (@ Quite a bit G Extremely

(The scoreis 5, 4, 3, 2, 1 for @-G))

7. How much bodily pain have you had during the past 4 weeks?

®None @Very mild @GMild @Moderate (& sever (®Very severe

(The scoreis 6, 5.4, 4.2, 3.1, 2.2, 1 for @©-®)

8. During the past 4 weeks, how much did pain interfere with your normal work
(including both work outside the home and housework)?

®Notatall @ Alittle bit (Moderately @Quite a bit G Extremely

(If neither 7 nor 8 is yes, the score is 6, 4.75, 3.5, 2.25, 1.0 for @-®);if 7 is yes and
8is no, the score is 5, 4, 3, 2, 1 for O-®))

9. These questions are about how you feel and how things have been with you
during the past 4 weeks. For each question, please give the one answer that comes
closest to the way you have been feeling.

How much of the time during the past 4 weeks...

(1) Did you feel full of pep?
@®All of thetime (@ Most of thetime (A good bit of thetime (@Some of the
time (©A little of the time (®None of the time

(The scoreis 6,5, 4, 3, 2, 1 for -®))

(2) Have you been a very nervous person?
@®All of thetime (@ Most of thetime (A good bit of thetime (@Some of the
time (©A little of the time (®None of the time
(The scoreis 1, 2, 3, 4,5, 6 for ©-®))
(3) Have you felt so down in the dumps that nothing could cheer you up?
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@®All of thetime (@ Most of thetime (A good bit of thetime (@Some of the
time (©A little of the time (®None of the time
(The scoreis 1, 2, 3, 4,5, 6 for ©-®))
(4) Have you felt calm and peaceful?
@®All of thetime (@ Most of thetime (A good bit of thetime (@Some of the
time (©A little of the time (®None of the time
(The scoreis 6,5, 4, 3, 2, 1 for -®))
(5) Did you have a lot of energy?
@®All of thetime () Most of thetime ()A good bit of thetime (@Some of the
time (©A little of the time (®None of the time
(The scoreis 6,5, 4, 3, 2, 1 for -®))
(6) Have you felt downhearted and blue?
@®All of thetime (@ Most of thetime (A good bit of thetime (@Some of the
time (©A little of the time (®None of the time
(7) Did you feel worn out?
@®All of thetime () Most of thetime (A good bit of thetime (@Some of the
time (©A little of the time (®None of the time
(The scoreis 1, 2, 3, 4,5, 6 for ©-®))
(8) Have you been a happy person?
@®All of thetime (@ Most of thetime (A good bit of thetime (@Some of the
time (©A little of the time (®None of the time
(The scoreis 6,5, 4, 3, 2, 1 for -®))
(9) Did you feel tired?
@®All of thetime (@ Most of thetime (A good bit of thetime (@Some of the
time (©A little of the time (®None of the time
(The scoreis 1, 2, 3, 4,5, 6 for ©-®))

10. During the past 4 weeks, how much of the time has your physical health or
emotional problems interfered with your social activities (like visiting with friends,
relatives, etc.)?

@®All of thetime () Most of thetime (A good bit of thetime (@Some of the
time (©A little of the time (®None of the time
(The scoreis 1, 2, 3, 4,5, 6 for ©-®))

11. How TRUE or FALSE is each of the following statements for you.

(1) I seem to get sick a little easier than other people
@ Definitely true @ Mostly true 3 Don't know (@ Mostly false G Definitely false

(The scoreis 1, 2, 3, 4, 5 for @-®))

(2) 'am as healthy as anybody | know

@ Definitely true @Mostly true 3 Don't know @ Mostly false &) Definitely false
(The scoreis 5, 4, 3, 2, 1 for @-G))
(3) I expect my health to get worse

@ Definitely true @Mostly true 3 Don't know @ Mostly false (&) Definitely false
(The scoreis 1, 2, 3, 4, 5 for @-®))
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(4) My health is excellent
@ Definitely true @Mostly true 3 Don't know @ Mostly false &) Definitely false
(The scoreis 5, 4, 3, 2, 1 for ®-®)

SF-36 score calculation

ftem Score | ltem Score | ttem Score | ftem Score
1 3{9) 7 9{9)
2 3{10) 8 10
3{1) 441) 9{1) 1141)
3{2) 442) 92) 1142)
3{3) 443) 9{3) 113)
3{4) 444) 9{4) 1144)
35 541) %H5)

346) 542) H6)

347) 5(3) H7)

348) 6 8 Sum
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5.Multidimensional fatigue inventory-20, MFI-20

No. Iltem Yes 1 2 No
1 | feel fit oo
2 Physically | feel only able to doa little oo
3 | feel very active oo
4 | feel like doing all sorts of nicethings oo
5 | feel tired oo
6 | think | do a lot in a day oo
7 \r/r\]/:(s:oluagrstjzl:isomethmg, Ican keep alninlnle
8 Physically I can take on a lot oo
9 | dread having to do things oo
10 | think | do very little in a day oo
11 | can concentrate well oo
12 | am rested oo
13 LthT:I;Sas a lot of effort toconcentrate on alninlnle
14 Physically | feel | am in a badcondition | LI1CILICI[L]
15 | have a lot of plans oo
16 | tire easily oo
17 | get little done oo
18 | don’t feel like doing anything oo
19 My thoughts easily wander oo
20 Physi-c?lly | feel | am in anexcellent alninlnle
condition

- Item?2,5,9,10, 13, 14, 16, 17, 18, 19 were positively formulated.
- Item1l,3,4,6,7,8, 11,12, 15, 20 were negatively formulated.
Higher scores indicate a higher degree of fatigue
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1. Title

Low-dose Interleukin-2 treatment of active Sjogren’s syndrome: a randomized,
double-blind and placebo-controlled clinical trial.

2. Abstract

Low-dose recombinant human interleukin-2 (rhIL-2, trade name: Xinjier) has been
reported to be effective in the treatment of various autoimmune or inflammation-
related diseases in a series of pilot open-label clinical studies, but its real effects on
autoimmune diseases has not been confirmed in clinical trials with strict control
groups. This study aims to confirm and clarify the safety and efficacy of rhiL-2 for
Sjogren’s syndrome (SS) in a randomized, double-blind and placebo-controlled clinical
trial, and further evaluate the effect of the treatment on immune cell subsets to
explore the immune mechanism of treatment.

3. Background

Primary Sjogren’s syndrome (pSS) is a chronic autoimmune disease characterized
by xerostomia, xerophthalmia and multiple organ involvement, including peripheral
neuropathy, lymphadenopathy, renal tubular acidosis and interstitial lung disease.
Recent studies have demonstrated that dysregulation of T cells and B cells is critical in
the development of pSS. The production of multiple autoantibodies is indicative of the
loss of B cell tolerance. Currently available treatment for SS is symptomatic and
empirical. Sicca manifestations are treated through administration of topical therapies,
such as saliva substitutes and artificial tears. Patients with systemic damage are
generally treated with corticosteroids in combination with immunosuppressive agents
This project aims to confirm the efficacy and safety of rhiL-2 in the treatment of SS.

4. Objectives

The study aims to clarify the safety and efficacy of low-dose rhiL-2 in the
treatment of SS, and further explore the immune mechanism of low-dose IL-2
treatment.
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5. Study Design

5.1. Sjogren’s Syndrome (SS)

Adjust the drug treatment for active SS based on the original treatment as
follows:

Experimental group (n=30) : original treatment plan + rhiL-2

Control group (n=30) : original treatment plan + placebo

5.2. Procedures for Blinding

We designed a double-blind study. There was no difference in the drug packaging
or dosage between recombinant human rhiL-2 and placebo. Independent third party
handle the blind bottom generation and on-site blinding. Using SAS 9.3 statistical
software to generate one random coding tables in a ratio of 1:1, namely SS01-60. The
selected subjects were randomly assigned to the experimental group or the control

group.

5.3. Emergency Unblinding

Each subject will have an emergency unblinded envelope in which the specific
medication used by the subject is recorded and can only be opened when necessary.
Emergency envelopes are kept by researchers responsible for this trial. The main
investigator must be notified before opening the envelope, and the emergency
envelope can be opened after approval. After unblinding, the subject will be
discontinued from further administration of study agent and will be treated as a
shedding case.

5.4. Drug Allocation

Subjects who meet the inclusion criteria, according to their indications, will be
provided with the drugs by the drug administrators in the order of enrollment time.
The drug will also be provided in the order of the drug number from small to large.

5.5. Concomitant Therapy Requirement.

The original treatment regimen included glucocorticosteroid with or without
immunosuppressive agents, in which prednisone acetate was initiated in the dosage
of <10mg/d.

5.6. Study Population

Sixty cases of SS, either outpatient or inpatient.
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5.7. Inclusion and Exclusion Criteria:

5.7.1 Inclusion Criteria Applicable to All Subjects

Male or female 18-70 years of age at time of screening.

Diagnosis of primary Sjogren’s syndrome (according to the 2002 AECG
classification criteria)® for =3 months before screening.

European League Against Rheumatism Sjogren’s Syndrome Disease Activity Index
(ESSDAL) >5.

Positive tests for RF, anti-SSA or anti-SSB antibodies*.

Patients with a diagnosis of primary Sjégren’s syndrome with more than 10

years disease duration must have at least one systemic feature of following items,

Hypergamaglobulinaemia* (IgG over 16.8g/L [Upper limit of normal level])
or Low complement C3 / C4*, or Cryoglobulinaemia*
OR
Active/past history since diagnosis of the following (ascribed to Sjogren’s
syndrome)
Purpura / cutaneous vasculitis,
Lymphadenopathy,
Persistent parotid salivary gland swelling not due to infection,
Peripheral neuropathy
(previously documented by nerve conduction tests),
Interstitial lung disease confirmed by HRCT,
Renal tubular acidosis requiring treatment,
CNS disease ascribed to Sjogren’s syndrome (confirmed by MRI),
Myositis (CK>2 times the ULN) and EMG or biopsy evidence of myositis,
Inflammatory arthritis.

An unstimulated salivary flow rate greater than 0 ml in 15 minutes.

Symptomatic oral dryness (= 50/100 on VAS).

Symptomatic fatigue (= 50/100 on VAS).

Symptomatic pain (= 50/100 on VAS).

Patients on corticosteroids (<7.5 mg/d prednisone or equivalent), DMARDs (e.g.
methotrexate, hydroxychloroquine, azathioprine, MMF, leflunomide, ciclosporin etc.),
or pilocarpine*** must have been on a stable dose for 4 weeks prior to receiving the
first infusion of study medication and expected to remain on this dose throughout the
study. If they have stopped any of these drugs they should have been off it for at least
4 weeks prior to receiving study medication.

Given their written informed consent to participate in the trial and expected to

be able to adhere to the study visit schedule and other protocol requirements.

6



Low-dose Interleukin-2 treatment of active Sjogren's syndrome (trade name: Xinjier)
IL002-3.0 version; 2015-12-21

*Anti-Ro antibody test, IgG, RF, C3/C4 and Cryoglobulinaemia assays performed
within 3 months of screening may be used to confirm eligibility. If greater than 3
months repeats should be performed locally at screening to confirm eligibility.

VAS range 0-100mm with 100mm corresponding to worst severity.

***Pilocarpine or drugs with similar pharmacological action should not be used
within 12 hours of the assessment visits at screening, baseline, week 12, week 24 (end

of study).

5.7.2 Exclusion Criteria

Patients will be excluded from the trial for the following reasons:

Diagnosis of Secondary Sjogren’s syndrome.

Any AECG exclusion criteria not covered elsewhere (graft versus host disease,
primary lymphoma excluding PSS, sarcoidosis).

Stable disease activity (IgG <<16.8 g/L) at the time of enrolment.

Prior rituximab or monoclonal antibody usage.

Severe comorbidities: including

Heart failure (= grade Ill NYHA)

Renal insufficiency (creatinine clearance <30 ml/min);

Hepatic insufficiency (serum ALT or AST >3 times the ULN, or total
bilirubin >ULN for the central laboratory conducting the test).

Other severe, progressive or uncontrolled hematologic, gastrointestinal,
endocrine, pulmonary, cardiac, neurologic, or cerebral disease (including
demyelinating diseases such as multiple sclerosis).

Known allergies, hypersensitivity, or intolerance to IL-2 or its excipients.

History of severe allergic reaction to monoclonal antibodies or to murine,
chimeric, or human proteins or their excipients.

Had a severe infection (including, but not limited to hepatitis, pneumonia, sepsis,
or pyelonephritis); had been hospitalized for an infection; or had been treated with IV
antibiotics for an infection, within 2 months prior to the first administration of study
agent.

Chest radiograph within 3 months prior to the first administration of study agent
that showed an abnormality suggestive of a malignancy or current active infection,
including TB.

Had a nontuberculous mycobacterial infection or opportunistic infection (e.g.,
cytomegalovirus, pneumocystosis, aspergillosis) within 6 months prior to screening.

Infected with HIV (positive serology for HIV antibody) or hepatitis C (positive
serology for Hep C antibody). If seropositive, consultation with a physician with
expertise in the treatment of HIV or hepatitis C virus infection was recommended.

Infected with hepatitis B virus. For patients who were not eligible for this study
due to hepatitis B virus test results, consultation with a physician with expertise in the
treatment of hepatitis B virus infection was recommended.
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Had any known malignancy or has a history of malignancy within the previous 5
years (with the exception of a nonmelanoma skin cancer that had been treated with
no evidence of recurrence for =3 months before the first study agent administration
or cervical neoplasia with surgical cure).

Had uncontrolled psychiatric or emotional disorder, including a history of drug
and alcohol abuse within the past 3 years that might prevent the successful completion
of the study.

Received, or was expected to receive, any live virus or bacterial vaccination
within 3 months before the first administration of study agent, during the study, or
within 4 months after the last administration of study agent. Had a BCG vaccination
within 12 months of screening.

Pregnancy, lactation or women of child-bearing potential (WCBP) unwilling to
use medically approved contraception whilst receiving treatment and for 12 months
after treatment has finished.

Men whose partners are of child-bearing potential but who are unwilling to use
appropriate medically approved contraception whilst receiving treatment and for 12
months after treatment has finished.

5.8 Subject withdrawal or discontinuation

Discontinuation of Study Treatment
A subject will be withdrawn from the study for any of the following reasons:
An AE temporally associated with study agent infusion or injection
Withdrawal of consent
Participation being deemed unlikely compliant with medical follow-up or study visit
schedule
Malignancy
Pregnancy or planning to become pregnant within the study period
The initiation of prohibited medications or treatments
Lost to follow-up
Death

If a subject is lost to follow-up, every reasonable effort must be made by the
study site personnel to contact the subject and determine the reason for withdrawal.
The measures taken to follow-up must be documented. When a subject withdraws
before completing the study, the reason for withdrawal is to be documented in the
CRF and in the source document. Study drug assigned to the withdrawn subject may
not be assigned to another subject. Subjects who withdraw from this study will not be
replaced. A subject who withdraws from the study will have the following options
regarding the optional research samples:

The collected samples will be retained and used in accordance with the subject's
original informed consent for optional research samples.
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The subject may withdraw consent for optional research samples, in which case
the samples will be destroyed and no further testing will be needed.

6. Study Drug Information

6.1. Drugs

Recombinant human Interleukin-2, placebo

6.2. Dose and administration

The patients received low-dose IL-2 or placebo for 3 cycles. The method is 1
million units subcutaneously administrated every other day (rhiL-2 1X 106U, SC, Qod)
for a period of 14 days. After a 14-day break, another cycle started. All the patients will
be treated for the first 12 weeks which included three treatment cycles with IL-2 or
placebo and followed up for further 12 weeks without study medicine.

6.3. Concomitant therapy

All pre-study therapies administered up to 30 days before entry into screening
must be recorded at screening. All concomitant therapies must be recorded
throughout the study and any changes must be recorded throughout the study. Every
reasonable effort should be made to keep concomitant medications stable through
Week 24 or early termination.

6.3.1 Immunomodulators

If receiving immunomodulators, subjects should be receiving stable dosing from
screening through Week 24 or early termination. A reduction in immunomodulators is
allowed only if the subject develops unacceptable side effects, with the implication
that this may affect interpretation of the subjects’ clinical data.

6.3.2 Antimalarial Medications
Stable treatment with hydroxychloroquine is permitted through the trial.

6.3.3 Corticosteroid Therapy

Unnecessary dose changes are discouraged, and any dose adjustments should be
made in increments. Changes in corticosteroids are allowed for medical necessity, but
the degree and timing of the adjustment should be carefully considered as this may
have an impact on the study results.

The original treatment regimen included glucocorticosteroid with or without
immunosuppressive agents, in which prednisone acetate was initiated in the dosage
of <7.5mg/d.
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If subjects experience a worsening in their disease activity while tapering
corticosteroids, further dose decreases may be suspended, and/or their oral
corticosteroid dose may be temporarily increased if deemed necessary by the
investigator.

6.3.4 Nonsteroidal Anti-inflammatory Drugs

Subjects treated with NSAIDs, including aspirin and selective cyclooxygenase-2
(COX-2) inhibitors, and other analgesics should receive the usual marketed doses
approved in the country in which the study is being conducted. Prescriptions of NSAIDs
and other regularly administered analgesics should not be adjusted for at least 2 weeks
prior to the first administration of the study drug and through Week 24, and may be
changed only if the subject develops unacceptable side effects. The addition of new
NSAIDs to the treatment regimen is not permitted during the period between 0 and
12 weeks. Minor adjustments in NSAID therapy are allowed after Week 12 although it
is recommended that the use of any NSAIDS remain as stable as possible, and any
notable changes should be recorded.

6.3.5. Topical Medications

Topical medications are permitted; however, topical compounds cannot include a
prohibited medication. Topical ointments or creams of cyclosporine A are prohibited
through Week 24; however ophthalmic use is permitted. Topical ophthalmic drugs can
be used, such as sodium hyaluronate eye drops for dry eyes and deproteinized calf
blood extract eye gel. Low potency topical steroids are allowed except on day of study
visit. Medium to high potency topical corticosteroids are not allowed during the study.
For 72 hours prior to study visit, topical medications should not be applied to lesions
under evaluation.

7. Study Procedures

7.1. Screening Phase

Written informed consent must be obtained and reviewed by investigator before
any screening data is collected. The screening visit must be performed no more than
4 weeks prior to the randomization visit (Week 0). In addition, to be eligible for study
participation, subjects must have received approval for study randomization following
review and adjudication of screening SS.

Repeat or unscheduled samples may be taken for safety reasons or for technical
issues with the collection or analysis of specific samples.
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All screening evaluations establishing subject eligibility will be performed and
reviewed by investigator before subject can be randomized. All enrollment subjects
must meet the classification criteria for these diseases.

7.2. Double-Blind Treatment Phase

7.2.1. Week 0/Day of Randomization
At Week 0, eligible subjects will be randomly assigned in a 1:1 ratio to receive
either recombinant human Interleukin-2 or placebo in a blinded manner.

7.2.2. Placebo-controlled Treatment Period
The patients were treated with low-dose rhlL-2 or placebo in the same way.
Low-dose IL-2 treated with a 12-week treatment including 3 treatment cycles. IL-
2 at a dose of 1 million IU or placebo was administered subcutaneously every other
day for 2 weeks, followed by a 2-week break in each treatment cycle.

7.3. Follow-up Phase

The observation period was 12-week treatment and the 12-week follow-up. The
clinical manifestations, autoantibodies and other related laboratory tests were
collected, the patients with SS were assessed with ESSDAI score assess the degree of
remission of their condition. And adverse drug reactions were monitored before and
after different courses of treatment.

7.4. Subjects Withdrawing from Study Participation

Subjects who withdraw from study participation will not be required to return for
any follow-up assessments.

7.5. Efficacy Evaluations

Efficacy evaluations will be done based on the primary and secondary outcome
measures (see section 7.5.3). A complete list describing all efficacy evaluations and
endpoints, and which evaluations are included in the composite endpoints is provided
in Attachment table 1 & 2. All efficacy evaluations should be consistently performed
by the study investigator to achieve comparable measures over time. These data will
be reviewed at every visit that these data are collected and may require reconciliation
of inconsistencies across assessments.

7.5.1. Endpoints
Primary Endpoint
The primary endpoint was defined as an improvement of ESSDAI to > 3 points by week
24
Major Secondary Endpoints
The secondary endpoints included other clinical responses, safety and changes of
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immune cell subsets including T cell and B cell subsets.

7.6. Follow-up

7.6.1. Baseline follow-up

(1) General information: including name, sex, age, contact number, course of
disease.

(2) Clinical symptoms and signs: including rash, fever, oral ulcer, foamy urine,
disease activity score and so on.

(3) Laboratory examination: blood routine examination, liver and kidney function,
ANA, anti-SSA, anti-SSB, RF, immunoglobulin, ESR, CRP, T cell and B cell subsets, IL-2,
TGF-12f and other cytokines.

7.6.2. Follow up visits

Follow up once every 2 weeks in the first 3 months (6 times), and then follow up
once a month:

(1) According to disease activity score, including ESSDAI score, to observe
whether the clinical symptoms are relieved.

(2) Monitoring of changes in serological indicators: Every 4 weeks, blood routine
examination, liver and kidney function, according to the disease related
autoantibodies such as anti-SSA, anti-SSB, RF, immunoglobulin, ESR, CRP to evaluate
the condition.

(3) Laboratory flow detection: At week 0, 2, 4, 6, 8, 12 16, 20 and 24, CD4+ T and
CD19+ B cells were detected by flow cytometry, to evaluate the changes of cell group
ratio before and after treatment.

(4) Cytokines: the levels of IL-2, IL-6, TGF- and other cytokines were detected by
ELISA at 0 and 12 weeks.

7.6.3. Evaluations
A complete list describing all efficacy evaluations and endpoints, and which
evaluations are included in the composite endpoints is provided in Attachment 2.

7.6.3.1. ESSDAI

The European League Against Rheumatism (EULAR) organized an international
collaboration of global SS experts in 2010 to develop two recognized disease activity
indicators. That is, the SS patient reporting index (EULAR Sjogren’s syndrome patient
reported index) based on the patient's subjective symptoms and the SS disease activity
index based on the patient's objective systemic symptoms. (EULAR Sjogren’s syndrome
syndrome disease activity index, ESSDAI).

At screening (Attachment 6), ESSDAI is an index of disease activity that covers 12
aspects of the body, including systemic conditions, lymphadenopathy, glands, skin,
joints, lungs, kidneys, muscles, peripheral nervous systems, the central nervous system,
blood system and biochemistry. Each aspect is divided into 3 ~ 4 levels according to its
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activity degree, and the weight of each aspect is obtained by multivariate linear
regression model. Score only the symptoms associated with the disease to avoid the
effects of long-term clinical symptoms. The final score ranges from 0 to 123, and 0
indicates disease-free activity.

7.6.3.2. Fatigue, pain and dryness VAS score
Visual analogue scale VASs (scores range from 0 [none] to 100mm [worst] for
dryness, pain, and fatigue).

7.6.3.3. MFI-20

The questionnaire comprises 20 items for which the person must specify the
extent to which the particular statements relates to him/her on a five-point scale,
ranging from “Yes”, that is true or “No”, that is not true. An equal number of items is
worded in a positive and in a negative direction to counteract response tendencies.
Higher scores indicate a higher degree of fatigue.

7.6.3.4. Short-Form-36

The RAND short-form (SF)-36 questionnaire is a self-administered multi-domain
scale with 36 items. Eight health domains cover a range of functioning (Attachment 3):

-Limitations in physical function

-Limitations in usual role activities

-Bodily pain

-General mental health (psychological distress and well-being)

-Vitality (energy and fatigue)

-Limitations in social functioning due to physical or mental health problems

-Limitations in usual role activities due to personal or emotional problems
General health perception

-The subscales are scored from 0 to 100

The scoring vyields a Physical Component Summary score and a Mental
Component Summary score, a total score, and subscale scores. Higher scores
represent better outcomes. It is appropriate for persons over the age of 14 and may
be completed in 5 to 10 minutes. Translations are available in most languages; the
instrument has undergone extensive linguistic and cultural validation.

The concepts measured by the SF-36 are not specific to any age, disease'’, or
treatment group, allowing comparison of relative burden of different diseases and the
benefit of different treatments. A change of 3 points in any of the subscales or 5 points
for the component score is associated with clinically meaningful change.

7.7. Biomarkers

The collection, preparation, storage and shipment of blood, serum and urine are
detailed in the Time and Events schedule (Table 1) and the Laboratory Manual.
Biomarkers may include, but are not limited to, ESR, CRP and other inflammatory
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markers, cell surface markers, auto-antibodies such as anti-SSA, anti-SSB, RF, CD4+ T
and CD19+ B cell subsets, cytokines, (including IL-2, IL-4, IL-6, IL-7, IL-10, IL12p70, IL-
15, IL-17A, IL-21, IFN-y, TGF-B, IFN- o) and other categories of biomarkers potentially
involved in the development and the progression of SS.

7.8. Sample Collection and Handling

The actual dates and times of sample collection must be recorded on the
laboratory requisition form.

Refer to the Time and Events Schedule (Attachment Table 2) for the timing and
frequency of all sample collections. Instructions for the collection, handling, and
shipment of samples are found in the laboratory manual that will be provided for
sample collection and handling.

8. Study drug information

8.1. Physical Description of Study Drug

Recombinant human interleukin-2, the main ingredient of which is recombinant
human interleukin-2, from recombinant Escherichia coli. The excipients are mannitol,
sodium dodecyl sulfate, disodium hydrogen phosphate, sodium dihydrogen phosphate,
human albumin. The placebo is the same excipients as IL-2.

8.2. Subcutaneous administration

The patients received low-dose IL-2 or placebo for 3 cycles. The specific method
is 1 million international units with 2 ml for injection and dissolve every other day
subcutaneously (rhiL-2, 1 X 10°%1U, SC, Qod) for a period of 14 days. After a 14-day
break, another cycle started.

8.3. Packaging
The investigational supplies will be uniquely packaged to assure that they are

appropriately managed throughout the supply chain process.

8.4. Labeling
Study drug labels will contain information to meet the applicable regulatory

requirements.

8.5. Preparation, Handling, and Storage

All study agent must be stored at controlled temperatures ranging from 2°C to
8°C, not frozen, and protected from light. Vigorous shaking of the product should be

14



Low-dose Interleukin-2 treatment of active Sjogren's syndrome (trade name: Xinjier)
IL002-3.0 version; 2015-12-21

avoided. Prior to administration, the product should be inspected visually for
particulate matter and discoloration. If discoloration (other than a slight yellow color),
visible opaque particles, or other foreign particles are observed in the solution, the
product should not be used.

Aseptic procedures must be used during the preparation and administration of
the study material. Exposure to direct sunlight should be avoided during preparation
and administration.

8.6. Drug Accountability

The investigator is responsible for ensuring that all study drug received at the site
is inventoried and accounted for throughout the study. The study drug administered
to the subject must be documented on the drug accountability form. Study-site
personnel must not combine contents of the study drug containers.

Study drug must be handled in strict accordance with the protocol and the
container label, and must be stored at the study site in a limited-access area or in a
locked cabinet under appropriate environmental conditions. Unused study drug, and
study drug returned by the subject, must be available for verification by the Sponsor's
study site monitor during on-site monitoring visits. The return to the Sponsor of
unused study drug, or used returned study drug for destruction, will be documented
on the drug return form. When the study site is an authorized destruction unit and
study drug supplies are destroyed on-site, this must also be documented on the drug
return form.

Potentially hazardous materials such as used infusion bags, needles, syringes and
vials should be disposed of immediately in a safe manner and therefore will not be
retained for drug accountability purposes.

Study drug should be dispensed under the supervision of the investigator or a
qualified member of the study-site personnel, or by a hospital/clinic pharmacist. Study
drug will be supplied only to subjects participating in the study. Returned study drug
must not be dispensed again, even to the same subject. Study drug may not be
relabeled or reassigned for use by other subjects. The investigator agrees neither to
dispense the study drug from, nor store it at, any site other than the study sites agreed
upon with the Sponsor.

9. Safety Evaluations

9.1 Adverse Event

Adverse drug reactions include any symptoms, syndromes or diseases that may
affect the health of patients treated with IL-2, as well as clinically relevant findings
from laboratory tests or other diagnostic procedures.
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The adverse reactions may be: new diseases; the deterioration of the symptoms
or signs of the treatment state; accompanied by the deterioration of the disease, etc.

Severe adverse reactions refer to the following adverse events that occur at any
time during the course of medication or during observation. A consequence that may
endanger the patient or require action to prevent.

9.1.1 Assessment for seriousness

An adverse event is any untoward medical occurrence in a clinical study subject
administered a medicinal (investigational or non-investigational) product. An adverse
event does not necessarily have a causal relationship with the treatment. An adverse
event can therefore be any unfavorable and unintended sign (including an abnormal
finding), symptom, or disease temporally associated with the use of a medicinal
(investigational or non-investigational) product, whether or not related to that
medicinal (investigational or non-investigational) product. (Definition per
International Conference on Harmonisation [ICH])

This includes any occurrence that is new in onset or aggravated in severity or
frequency from the baseline condition, or abnormal results of diagnostic procedures,
including laboratory test abnormalities.

Note: All Adverse Events, for time of last adverse event recording.

Serious Adverse Event

A serious adverse event based on ICH and EU Guidelines on Pharmacovigilance
for Medicinal Products for Human Use is any untoward medical occurrence that at any
dose:

Results in death

Is life-threatening (The subject was at risk of death at the time of the event. It
does not refer to an event that hypothetically might have caused death if it were more
severe.)

Requires inpatient hospitalization or prolongation of existing hospitalization

Results in persistent or significant disability/incapacity

Is a congenital anomaly/birth defects.

Is a suspected transmission of any infectious agent via a medicinal product.

Is Medically Important

Medical and scientific judgment should be exercised in deciding whether
expedited reporting is also appropriate in other situations, such as important medical
events that may not be immediately life threatening or result in death or
hospitalization but may jeopardize the subject or may require intervention to prevent
one of the other outcomes listed in the definition above. These should usually be
considered serious.
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If a serious and unexpected adverse event occurs for which there is evidence
suggesting a causal relationship between the study drug and the event (eg, death from
anaphylaxis), the event must be reported as a serious and unexpected suspected
adverse reaction.

Unlisted (Unexpected) Adverse Event/Reference Safety Information

An adverse event is considered unlisted if the nature or severity is not consistent
with the applicable product reference safety information. For rhiL-2, the expectedness
of an adverse event will be determined by whether or not it is listed in the
Investigator's Brochure.

Adverse Event Associated with the Use of the Drug
An adverse event is considered associated with the use of the drug if the
attribution is possible, probable, or very likely by the definitions.

9.1.2 Severity criteria

An assessment of severity grade will be made using the following general
categorical descriptors:

Mild: Awareness of symptoms that are easily tolerated, causing minimal
discomfort and not interfering with everyday activities.

Moderate: Sufficient discomfort is present to cause interference with normal
activity.

Severe: Extreme distress, causing significant impairment of functioning or
incapacitation. Prevents normal everyday activities.

The investigator should use clinical judgment in assessing the severity of events
not directly experienced by the subject (eg, laboratory abnormalities).

9.1.3 Treatment measures for adverse drug reactions and related cost

The common adverse reactions of rhiL-2 in low dose injection can recover
spontaneously after discontinuation.

Whole body: fever and chills are more common when IL-2 is applied at high doses,
which is related to dose. Nausea, vomiting and flu-like symptoms are relatively rare.
Once they appear, they can be continued to be observed and usually recover by
themselves.

Injection site local: swelling, callus, pain, can continue to observe, can recover, if
sustained no relief, if necessary to reduce the dose or stop medicine.

For larger doses: capillary leakage syndrome, hypotension and other
manifestations, should be stopped immediately, and medication should be used when
necessary to improve capillary permeability and hypotension.

Note: this study is a low-dose treatment study of rhiL-2, and the clinical
application and previous research results show that no adverse reactions caused by
over-dose IL-2 have occurred yet.
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10. Statistical analysis

10.1. Subject Information

For all subjects who receive at least 1 dose of study drug, descriptive statistics will
be provided for demographic and baseline characteristics. Efficacy analyses are done
in a modified intention-to-treat(mITT) population of subjects who receive at least 1
dose of study drug. The data are also analyzed in a per-protocol population of subjects
who are sufficiently compliant with treatment and do not have significant protocol
violations. All subjects who are randomized and receive at least 1 dose of study agent
will be included in the safety analysis.

10.2. Sample Size Determination

Sample size and power of the study was calculated based on the proportion of
patients achieving primary endpoint in either group. Assuming that the proportion of
patients receiving placebo group at week 12 would be 30% and the proportion of
patients in low-dose IL-2 group would be 75%, 30 patients were required for each
group to have 90% or higher power to detect this difference at a 5% significance level.

10.3. Efficacy Analyses

For clinical characteristics and laboratory parameters, the primary efficacy
analysis is @ modified intention-to-treat analysis that included all patients who are
randomly assigned to this trial and underwent at least one efficacy assessment. All
efficacy analyses will be performed on the per-protocol population.

10.3.1 Primary endpoint analysis
The primary endpoint was was defined as an improvement of ESSDAI to > 3 points
by week 24.

Logistic regression, adjusting for baseline stratifications will be used to analyzed
the binary efficacy variables. Continuous variables were assessed with an analysis of
covariance (ANCOVA) model, including treatment group, baseline score. For
continuous variables, treatment differences across time points were evaluated using a
mixed model for repeated-measures analysis, with visit, treatment group, treatment-
by-visit interactions included in the model. Generalized Estimation Equations (GEE)
method in a logistic repeated measures model for categorical variables, controlling for
confounder variables.

A nominal significance level of 0.05 (two-sided) was applied to all the analyses.

10.3.2 Major secondary analyses
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For SS, Key secondary endpoints were: dynamics of immune cell subsets including
Treg and B10 cells and serum cytokines; a 30-mm or greater improvement at week 12
versus baseline on dryness VAS, pain VAS, fatigue VAS; at least 2 of 3 VAS scores,
change from baseline in disease scores, including ESSDAI, dryness VAS, pain VAS,
fatigue VAS, multiple fatigue index-20 (MFI-20), SF-36 physical component summary
(PCS), or MCS scores, systemic manifestations, immunoglobulin A (IgA), 1gG, and IgM,
complement 3 and complement 4, erythrocyte sedimentation rate, ocular parameters,
including Break-Up Time, Schirmer | test, salivary gland ultrasound scan scores

(SGUS)(38) and safety.

Continuous responses will be analyzed using an analysis of covariance model with
treatment group as a fixed factor and baseline stratifications as a covariate.
Nonparametric methods would be adopted when the normality assumption is violated.
Logistic regression, adjusting for baseline stratifications will be used to analyzed the
binary efficacy variables. Continuous variables were assessed with an analysis of
covariance (ANCOVA) model, including treatment group, baseline score. For
continuous variables, treatment differences across time points were evaluated using a
mixed model for repeated-measures analysis, with visit, treatment group, treatment-
by-visit interactions included in the model. Generalized Estimation Equations (GEE)
method in a logistic repeated measures model for categorical variables, controlling for

confounder variables.

10.3.2 Other planned analyses

Statistical analyses for baseline demographic and disease characteristics were
done using t tests, Mann-Whitney U for comparisons of continuous variables and Chi
square test for comparison of categorical variables.

Fisher's exact test will be used for discontinuations. For patients who discontinue
the study at any time for any reason, the baseline data and the clinical data of each
visit will be recorded.

A nominal significance level of 0.05 (two-sided) was applied to all the analyses.
All statistical analyses were carried out by SPSS (version 17, IBM) and Graph Pad Prism
(Version 5.0, Graph Pad Software).
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10.4 Safety analyses

Safety analyses will be based on the population of subjects who receive at least 1
dose of either study agent. All reported adverse events with onset during the
treatment phase will be included in the analysis. For each AE, the percentage of
subjects who experience at least 1 occurrence of the given event will be summarized
by treatment group. Routine safety evaluations will be performed. The incidence and
types of infections and inject site reactions will be analyzed for this study.

Special attention will be given to those subjects who discontinue treatment due
to an adverse event or who experience a serious adverse event.

11. Data Quality Assurance/Quality Control

Steps to be taken to ensure the accuracy and reliability of data include the
selection of qualified investigators and appropriate study sites, review of protocol
procedures with the investigator and study-site personnel before the study, periodic
monitoring visits by the Sponsor, and direct transmission of clinical laboratory data
from a central laboratory into the Sponsor's data base. Written instructions will be
provided for collection, handling, storage, and shipment of samples.

Guidelines for CRF completion will be provided and reviewed with study-site
personnel before the start of the study. The Sponsor will review CRFs for accuracy and
completeness during on-site monitoring visits and after transmission to the Sponsor;
any discrepancies will be resolved with the investigator or designee, as appropriate.
After upload of the data into the study database they will be verified for accuracy and
consistency with the data sources.

The unit of experimental data should be unified, such as g/I for immunoglobulin

units. All data was arranged before the study.

12. Data management

The researchers should record the cases and data of the paper and electronic
database in detail, accurately and timely.
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13. Ethics

Approved by the ethics committee of Peking University people's hospital. All
patients obtained informed consent.

14. Summary and data preservation

Keep the original records.

Make data summary according to database, statistic unit is in charge of statistic
processing. The paper informed consent form and CRF form will been keep until the 5
years after the study finished.
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ATTACHMENT

1.Time and Events Schedule for SS Design

Blinded Study and follow-up
Visit Vo Vi V2 V3 v4 V5 V6 V7 V8 V9 V10
Screenin
2wt 4w+ 6w Swt | 10w 12w 16w 20w 24w
Week g ow
3d 3d +3d 3d +3d +3d +3d +3d +3d
-4-0w
Informed consent® v
Medical history \'}
Inclusion criteria v
Exclusion criteria v
Complete blood
b v v v v Vv v v v v v
count
Urinalysis v v v
Renal tubular
P v v v
function
Urine HCG © v
HBV
HCV v
Liver function | \'} V' \'
Renal function & v v v
Serum lipid h \'}
Serum glucose \)
Electrolyte i \'} V' \'
ESR v v v
CRP v v v
Ig isotype profile
v v v v Vv v v v v v
+C3, C4°
Autoantibodies \'} \'} V' \'
Cytokines : v V'
ECG v
Ocular
v v v
examinations
Pulmonary function
™ v v v
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Labial gland biopsy
N v
Salivary gland y \ \
ultrasonography
Collect and
distribute study v v vV Vv Vv \
drug
Safety
v \' ' Vv Vv Vv Vv v v v
assessments
ESSDAI score v V Vv
Multidimensional
Fatigue Inventory- \ \ \
20
VAS score v V Vv
Short Form-36
v v Vv
Health Survey
CD4'T cell v v v v v v v v v v
CD19+B cell v v v v Vv v v v v v
Diary card
v v
(Collect, review)

Note:

a. Screening visit must be performed no more than 4 weeks prior to the
randomization visit (Week 0). Medical history included demographics, diagnosis,
vital signs, whether initial treatment, family history, smoking, drinking, allergic

history, major medical history, medication history, physical examination.
b. Complete blood count: hemoglobin, hematocrit, white blood cell (WBC)

count with differential (basophils, eosinophils, lymphocytes, monocytes,
neutrophils), platelet count.

c. Urinalysis: Red blood cells, WBC, epithelial cells, crystals or hemegranular
casts, bacteria.

d. Renal tubular function: including urinary beta-2-microglobulin ($2-MG),

urinary N-acetyl-f-glucosaminidase (NAG) and retinol-binding protein (RBP),
measure when necessary.

e. Urine HCG: Urine pregnancy test: If a woman is capable of pregnancy, she must
check it.
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Liver function: aspartate aminotransferase, alanine aminotransferase, albumin,

total protein.

. Renal function: creatinine, blood urea nitrogen (BUN), glomerular filtration rate
(eGFR).

. Serum lipid: total cholesterol, triglyceride, low density lipoprotein, high density
lipoprotein.

Electrolyte: sodium, potassium, calcium, chloride, carbon dioxide-combining
power (CO.-CP).

Ig isotype profile + C3, C4: IgA, IgM, IgG, v -globulin, C3, C4.
. Autoantibodies: ANA, anti-SSA, anti-SSB, RF.
Cytokines: IL-2, TNF- o, IFN- vy, IL-6, IL-21, IL-17, TGF- B , sIL-2Raq, et al.

. Pulmonary function: when necessary.

. Labial gland biopsy: when necessary.
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2. VAS score

(1) How severe has your dryness been during the last 2 weeks?

Maximal imaginable
No dryness
dryness

0 1 2 3 4 5 6 7 8 9 10

(2)How severe has your fatigue been during the last 2 weeks?

) Maximal imaginable
No fatigue )
fatigue

0 1 2 3 4 5 6 7 8 9 10

(3)How severe has your pain (joint or muscular pains in your arms or legs) been during the last 2

weeks?

] Maximal imaginable
No pain )
pain

0 1 2 3 4 5 6 7 8 9 10

The total score is the mean score of the 3 scales.
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3. EULAR Sjogren’s syndrome disease activity index (ESSDAI): Domain and item

definitions and weights.

Domain [Weight]

Exclusion of infection

Constitutional [3]

Exclusion of fever of infectious origin and voluntary weight loss

No=0 Absence of the following symptoms I:I

Low=1 Mild or intermittent fever (37.5°-38.5°C)/night sweats and/or |:|
involuntary weight loss of 5 to 10% of body weight

Moderate =2 |Severe fever (>38.5°C)/night sweats and/or involuntary weight loss |:|
of >10% of body weight

Lymphadenopathy [4]

No=0 Absence of the following features I:'
Low=1 Lymphadenopathy = 1 cm in any nodal region or = 2 cm in |:|
inguinal region
Moderate =2 |Lymphadenopathy = 2 cm in any nodal region or = 3 cm in |:|
inguinal region, and/or splenomegaly (clinically palpable or assessed
by imaging)
High=3 Current malignant B-cell proliferative disorder |:|
Glandular [2

Exclusion of stone or infection

Exclusion of osteoarthritis

No=0 Absence of glandular swelling I:I

Low=1 Small glandular swelling with enlarged parotid (< 3 cm), or limited |:|
submandibular or lachrymal swelling

Moderate =2 | Major glandular swelling with enlarged parotid (> 3 cm), or important |:|
submandibular or lachrymal swelling

Articular [2]

No=0

Absence of currently active articular involvement
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Low=1 Arthralgias in hands, wrists, ankles and feet accompanied by morning
stiffness (>30 min)

Moderate =2 |1 to 5 (of 28 total count) synovitis D

High=3 = 6 (of 28 total count) synovitis |:|

Cutaneous [3]

Rate as “No activity” stable long-lasting features related to damage

No=0 Absence of currently active cutaneous involvement |:|

Low=1 Erythema multiforma |:|

Moderate =2 | Limited cutaneous vasculitis, including urticarial vasculitis, or purpura |:|
limited to feet and ankle, or subacute cutaneous lupus

High=3 Diffuse cutaneous vasculitis, including urticarial vasculitis, or diffuse |:|
purpura, or ulcers related to vasculitis

Pulmonary [5]

Rate as “No activity” stable long-lasting features related to damage, or respiratory involvement

not related to the disease (tobacco use etc.)

No=0 Absence of currently active pulmonary involvement |:|
Low=1 Persistent cough or bronchial involvement with no radiographic |:|
abnormalities on radiography
Or radiological or HRCT evidence of interstitial lung disease with:
No breathlessness and normal lung function test.
Moderate =2 | Moderately active pulmonary involvement, such as interstitial |:|
lung disease shown by HRCT with shortness of breath on exercise
(NHYA 1l) or abnormal lung function tests restricted to:
70% >DLco2 40% or 80%>FVC=60%
High=3 Highly active pulmonary involvement, such as interstitial lung

disease shown by HRCT with shortness of breath at rest (NHYA I,
IV) or with abnormal lung function tests: DLco< 40% or FVC< 60%
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Renal [5]

related to the disease. If biopsy has been performed, please rate activity
onhistologicalfeatures first

Rate as “No activity” stable long-lasting features related to damage, and renal involvement not

based

No=0

Absence of currently active renal involvement with proteinuria< |:|

0.5 g/d, no hematuria, no leucocyturia, no acidosis, or long-lasting

stable proteinuria due to damage

Low=1

Evidence of mild active renal involvement, limited to tubular |:|

acidosis without renal failure or glomerular involvement with
proteinuria (between 0.5 and 1 g/d) and without hematuria or
renal failure (GFR =60 ml/min)

Moderate = 2

Moderately active renal involvement, such as tubular acidosis |:|

with renal failure (GFR <60 ml/min) or glomerular involvement
with proteinuria between 1 and 1.5 g/d and without hematuria or
renal failure (GFR =60 ml/min) or histological evidence of extra-
membranous glomerulonephritis or important interstitial

lymphoid infiltrate

High=3

Highly active renal involvement, such as glomerular involvement |:|

with proteinuria >1.5 g/d or hematuria or renal failure (GFR <60
ml/min),  or  histological evidence of proliferative
glomerulonephritis  or  cryoglobulinemia  related renal

involvement

Muscular [6]

Exclusion of weakness due to corticosteroids

No=0 Absence of currently active muscular involvement |:|

Low=1 Mild active myositis shown by abnormal EMG or biopsy with no |:|
weakness and creatine kinase (N <CK < 2N)

Moderate =2 | Moderately active myositis proven by abnormal EMG or biopsy with |:|
weakness (maximal deficit of 4/5), or elevated creatine kinase (2N<CK
<4N)

High=3 Highly active myositis shown by abnormal EMG or biopsy with |:|

weakness (deficit < 3/5) or elevated creatine kinase (>4N)
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PNS [5]

Rate as “No activity” stable long-lasting features related to damage or PNS involvement not

related to the disease

No=0 Absence of currently active PNS involvement |:|

Low=1 Mild active peripheral nervous system involvement, such as pure |:|
sensory axonal polyneuropathy shown by NCS or trigeminal (V)

neuralgia

Moderate =2 | Moderately active peripheral nervous system involvement shown by |:|
NCS, such as axonal sensory-motor neuropathy with maximal motor
deficit of 4/5, pure sensory neuropathy with presence of
cryoglobulinemic  vasculitis, ganglionopathy with symptoms
restricted to mild/moderate ataxia, inflammatory demyelinating
polyneuropathy (CIDP) with mild functional impairment (maximal
motor deficit of 4/50r mild ataxia),

Or cranial nerve involvement of peripheral origin (except

trigeminal (V) neralgia)

High=3 Highly active PNS involvement shown by NCS, such as axonal sensory- |:|
motor neuropathy with motor deficit < 3/5, peripheral nerve
involvement due to vasculitis (mononeuritis multiplex etc.), severe
ataxia due to ganglionopathy, inflammatory demyelinating

polyneuropathy (CIDP) with severe functional impairment: motor

deficit <3/5 or severe ataxia

CNS [5]

Rate as “No activity” stable long-lasting features related to damage or CNS involvement not

related to the disease

No=0 Absence of currently active CNS involvement |:|

Low=1 Moderately active CNS features, such as cranial nerve involvement of |:|
central origin, optic neuritis or multiple sclerosis-like syndrome with
symptoms restricted to pure sensory impairment or proven cognitive

impairment

High=3 Highly active CNS features, such as cerebral vasculitis with |:|
cerebrovascular accident or transient ischemic attack, seizures,

transverse myelitis, lymphocytic meningitis, multiple sclerosis-like

syndrome with motor deficit.
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Hematological [2]

For anemia, neutropenia, and thrombopenia, only auto-immune cytopenia must be considered

Exclusion of vitamin or iron deficiency, drug-induced cytopenia

No=0 Absence of auto-immune cytopenia I:'

Low=1 Cytopenia of auto-immune origin with neutropenia (1000 < |:|
neutrophils < 1500/mm3), and/or anemia (10 < hemoglobin < 12
g/dl), and/or thrombocytopenia (100,000 < platelets < 150,000/mm3)
Or lymphopenia (500 < lymphocytes < 1000/mm3)

Moderate =2 |Cytopenia of auto-immune origin with neutropenia (500 <
neutrophils < 1000/mm3), and/or anemia (8 < hemoglobin <
10 g/dl), and/or thrombocytopenia (50,000 < platelets <
100,000/mm3)

Or lymphopenia (<500/mm3)

High=3 Cytopenia of auto-immune origin with neutropenia (neutrophils < |:|
500/mm3), and/or or anemia (hemoglobin < 8 g/dl) and/or

thrombocytopenia (platelets <50,000/mm3)

Biological [1]
No=0 Absence of any of the following biological feature |:|
Low=1 Clonal component and/or hypocomplementemia (low C4 or C3 or |:|

CH50) and/or hypergammaglobulinemia or high IgG level
between 16 and 20 g/L

Moderate =2 | Presence of cryoglobulinemia and/or hypergammaglobulinemia |:|
or high 1gG level > 20 g/L, and/ or recent onset

hypogammaglobulinemia or recent decrease of 1gG level (<5 g/L)

CIDP= chronic inflammatory demyelinating polyneuropathy; CK= creatine kinase; CNS=
central nervous system; DLCO= diffusing CO capacity; EMG= electromyogram; FVC=
forced vital capacity; GFR= glomerular filtration rate; Hb= hemoglobin; HRCT= high-
resolution computed tomography; IgG= immunoglobulin G; NCS= nerve conduction

studies; NHYA= New York heart association
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4. MOS 36-Item Short Form Survey Instrument (SF-36)

Choose one option for each questionnaire item.

1. In general, would you say your health is:

@® Excellent @ Verygood ® Good @ Fair(G Poor

2. Compared to one year ago, how would you rate your health in general now?
Much better now than one year ago

Somewhat better now than one year ago

About the same

Somewhat worse now than one year ago

©OOEO

Much worse now than one year ago
(The scoreis 1, 2, 3, 4, 5 for @-®))
3. The following items are about activities you might do during a typical day. Does
your health now limit you in these activities? If so, how much?
(1) Vigorous activities, such as running, lifting heavy objects, participating in
strenuous sports
@ Yes, limited alot @) Yes, limited a little 3 No, not limited at all
(The scoreis 1, 2, 3 for @-B)the same below)
(2) Moderate activities, such as moving a table, pushing a vacuum cleaner,
bowling, or playing golf
@ Yes, limited alot @) Yes, limited a little 3 No, not limited at all
(3) Lifting or carrying groceries
@ Yes, limited a lot @) Yes, limited a little 3 No, not limited at all
(4) Climbing several flights of stairs
@ Yes, limited alot @) Yes, limited a little 3 No, not limited at all
(5) Climbing one flight of stairs
@ Yes, limited alot @) Yes, limited a little 3 No, not limited at all
(6) Bending, kneeling, or stooping
@ Yes, limited alot @) Yes, limited a little 3 No, not limited at all
(7) Walking more than a mile
@ Yes, limited alot @) Yes, limited a little 3 No, not limited at all
(8) Walking several blocks
@ Yes, limited a lot @) Yes, limited a little 3 No, not limited at all
(9) Walking one block
@ Yes, limited a lot @) Yes, limited a little 3 No, not limited at all
(10) Bathing or dressing yourself
@ Yes, limited alot @) Yes, limited a little 3 No, not limited at all
4. During the past 4 weeks, have you had any of the following problems with
your work or other regular daily activities as a result of your physical health?
(1) Cut down the amount of time you spent on work or other activities
®VYes (@ No
(The score is 1, 2 for -2 the same below)
(2) Accomplished less than you would like
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@®Yes @ No
(3) Were limited in the kind of work or other activities
@®Yes @ No

(4) Had difficulty performing the work or other activities (for example, it took
extra effort)
®VYes (@ No
5. During the past 4 weeks, have you had any of the following problems with
your work or other regular daily activities as a result of any emotional problems (such
as feeling depressed or anxious)?
(1) Cut down the amount of time you spent on work or other activities
®Yes (@ No
(The score is 1, 2 for -2 the same below)
(2) Accomplished less than you would like

®VYes (@ No
(3) Didn't do work or other activities as carefully as usual
@®Yes @ No

6. During the past 4 weeks, to what extent has your physical health or
emotional problems interfered with your normal social activities with family, friends,
neighbors, or groups?

@® Notatall (@ Slightly (3 Moderately @ Quite a bit (&) Extremely

(The scoreis 5, 4, 3, 2, 1 for @-G))

7. How much bodily pain have you had during the past 4 weeks?

® None @ Verymild (G Mild @@ Moderate (& sever (&) Very severe

(The scoreis 6, 5.4, 4.2, 3.1, 2.2, 1 for @©-®)

8. During the past 4 weeks, how much did pain interfere with your normal work
(including both work outside the home and housework)?

@® Notatall @ Alittle bit () Moderately @ Quite a bit & Extremely

(If neither 7 nor 8 is yes, the score is 6, 4.75, 3.5, 2.25, 1.0 for @-®); if 7 is yes
and 8 is no, the score is 5, 4, 3, 2, 1 for ®-®)

9. These questions are about how you feel and how things have been with you
during the past 4 weeks. For each question, please give the one answer that comes
closest to the way you have been feeling.

How much of the time during the past 4 weeks...

(1) Did you feel full of pep?

@ All of the time (2 Most of the time (3 A good bit of the time (@ Some of
the time (&) A little of the time (& None of the time

(The scoreis 6,5, 4, 3, 2, 1 for -®))

(2) Have you been a very nervous person?

@ All of the time (2 Most of the time (3 A good bit of the time (@ Some of

the time (&) A little of the time (& None of the time
(The scoreis 1, 2, 3, 4,5, 6 for ©-®))
(3) Have you felt so down in the dumps that nothing could cheer you up?
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@ All of the time (2 Most of the time (3 A good bit of the time (@ Some of

the time () Alittle of the time (& None of the time
(The scoreis 1, 2, 3, 4,5, 6 for ©-®))
(4) Have you felt calm and peaceful?

@ All of the time (2 Most of the time (3 A good bit of the time (@ Some of

the time () Alittle of the time (& None of the time
(The scoreis 6,5, 4, 3, 2, 1 for -®))
(5) Did you have a lot of energy?

@ All of the time (2 Most of the time (3 A good bit of the time (@ Some of

the time (&) A little of the time (& None of the time
(The scoreis 6,5, 4, 3, 2, 1 for -®))
(6) Have you felt downhearted and blue?

@ All of the time (2 Most of the time (3 A good bit of the time (@ Some of

the time (&) Alittle of the time (& None of the time
(7) Did you feel worn out?

@ All of the time (2 Most of the time (3 A good bit of the time (@ Some of

the time (&) Alittle of the time (& None of the time
(The scoreis 1, 2, 3, 4,5, 6 for ©-®))
(8) Have you been a happy person?

@ All of the time (2 Most of the time (3 A good bit of the time (@ Some of

the time (&) A little of the time (& None of the time
(The scoreis 6,5, 4, 3, 2, 1 for -®))
(9) Did you feel tired?

@ All of the time (2 Most of the time (3 A good bit of the time (@ Some of

the time (&) A little of the time (& None of the time
(The scoreis 1, 2, 3, 4,5, 6 for ©-®))

10. During the past 4 weeks, how much of the time has your physical health or
emotional problems interfered with your social activities (like visiting with friends,
relatives, etc.)?

@ All of the time (2 Most of the time (3 A good bit of the time (@ Some of
the time () A little of the time (& None of the time

(The scoreis 1, 2, 3, 4,5, 6 for ©-®))

11. How TRUE or FALSE is each of the following statements for you.

(1) I seem to get sick a little easier than other people
@ Definitely true @ Mostly true 3 Don't know @ Mostly false & Definitely
false

(The scoreis 1, 2, 3, 4,5 for @-®))

(2) 'am as healthy as anybody | know

@ Definitely true @ Mostly true 3 Don't know (@) Mostly false (&) Definitely false
(The scoreis 5, 4, 3, 2, 1 for @-G))
(3) I expect my health to get worse

@ Definitely true @ Mostly true 3 Don't know (@) Mostly false (&) Definitely false
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(The scoreis 1, 2, 3, 4, 5 for ©®-)
(4) My health is excellent

@ Definitely true @ Mostly true 3 Don't know (@) Mostly false (&) Definitely false
(The scoreis 5, 4, 3, 2, 1 for ®-®)

SF-36 score calculation

ftem Score | ltem Score | ttem Score | ftem Score
1 3{9) 7 9{9)
2 3{10) 8 10
3{1) 441) 9{1) 1141)
3{2) 442) 92) 1142)
3{3) 443) 9{3) 113)
3{4) 444) 9{4) 1144)
35 541) %H5)

346) 542) H6)

347) 5(3) H7)

348) 6 8 Sum
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5. Multidimensional fatigue inventory-20, MFI-20

No. Item Yes 1 2 3 4 5 No
1 | feel fit (I I N B I A
2 Physically | feel only able to do a little I O I
3 | feel very active O 0Odododad
4 | feel like doing all sorts of nice things O 0Odododad
5 | feel tired (I I N B I A
6 I think | do a lot in a day (I I N B I A
7 \r/r\]/:i:;uagrgt:zrr:gitsomethmg,Ican keep Oooo0o
8 Physically | can take on a lot O0dododad
9 | dread having to do things O0dododad
10 | think | do very little in a day (I I N B I A
11 | can concentrate well (I I N B I A
12 | am rested (I I N B I A
13 Lth’ic:zisalotofeffortto concentrate on Ooooo
14 Physically | feel | am in a bad condition | L1 [ [0 [ [
15 | have a lot of plans (I I N B I A
16 | tire easily (I I N B I A
17 | get little done (I I N B I A
18 | don’t feel like doing anything (I I N B I A
19 My thoughts easily wander (I I N B I A
20 Physically | feel | am in an excellent Ooooo

condition
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ltem 2, 5,9, 10, 13, 14, 16, 17, 18, 19 were positively formulated.

ltem 11, 3,4,6,7,8, 11,12, 15, 20 were negatively formulated.
Higher scores indicate a higher degree of fatigue




PROTOCOL AMENDMENTS
Protocol Version
Original Protocol 22 Oct. 2014

Final Protocol 21 Dec. 2015

The final protocol was used to conduct the study in place of any preceding version
of the protocol.

Applicable section(s) Description of change(s)

Endpoints The secondary endpoints included other clinical responses,
safety and changes of immune cell subsets including Treg,-
Tth, Th17 cell and CD8+T cells. CD4 and CD19 B cells.

Follow up visits Laboratory flow detection: At week 0,6, 12 and 24
CD4+T and CD8+T cells At week 0, 2,4, 6, 8,10, 12, 16,
20 and 24, CD4+T and CD8+T cells sbutypes were
detected by flow cytometry, to evaluate the changes of cell
group ratio before and after treatment.

Cytokines:the levels of IL-2, IL-6, TGF-f and other
cytokines were detected by ELISA at 0, 6,.12-and 24
weeks.

Time and events In the schedule form:
schedule for SS ESR: VO, V2. V4 N5 V6, V7,N8,. V9 VI10.
design CRP: VO, V2,V4,V5,V6,V7,V8,V9, VI0.
Cytokines:V1,V4,V7 . V10.
CD8+T cell, CD19+B cell
CD4+T cell: V1,V2,V3,V4,V5,V6,V7,V8,V9,
V10.
CDI19+B cell: V1,V2,V3,V4,V5,V6,V7,VS8,V9,
V10.




Time and events Note:

schedule for SS design | d Renal tubular function: including urinarybeta-2-
microglobulin (f2-MG), urinary N-acetyl-[3-
glucosaminidase (NAG) and retinol-binding
protein(RBP), measure when necessary.

e Urine HCG: Urine pregnancy test: If a woman is
capable of pregnancy, she must check it.

m. Pulmonary function: when necessary.

n. Labial gland biopsy: when necessary.
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